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Washington, D.C. 20549
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OR
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that the Registrant was required to submit and past files). Yesk No O
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NOTE REGARDING FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K, includitg sections titled "Business," "Risk Factors" &id@nagement's Discussion and Analysis of
Financial Condition and Results of Operations" aor forward-looking statements. All statementstaimed in this Annual Report on
Form 10-K other than statements of historical &etforward-looking statements. Forward-lookingesteents include statements regarding ou
future financial position, business strategy, buslgerojected costs, plans and objectives of managéefor future operations. The words
"may," "continue," "estimate," "intend," "plan," fly" "believe," "project,” "expect," "seek," "amipate" and similar expressions may identify
forward-looking statements, but the absence ofthexrds does not necessarily mean that a statameaot forward-looking. These forward-
looking statements include, among other thingsestants about:

. the market potential for LINZESS™ (linaclotida)the U.S. and Constella® (linaclotide) in the E.U

. the timing, investment and associated activitiwslved in commercializing linaclotide by us aRdrest Laboratories, Inc. in the
U.S. and by our partners in other countries invtbed;

. the timing and execution of the launch of Constellthe E.U.;

. the ability of our partners and third party mantfaers to manufacture and distribute sufficient ants of linaclotide on a
commercial scale;

. our expectations regarding U.S. and foreign regiyatequirements, including our post-approval, dimical and clinical post-
marketing plan with the FDA to understand linadets efficacy and safety in pediatric patients;

. our partners' ability to obtain foreign regulgtapproval of linaclotide and the ability of afl @ur product candidates to meet
existing or future regulatory standards;

. the safety profile and related adverse eventsatlotide;

. the ability of our partners to perform their obligas under our collaboration and license agreeswith them;

. the therapeutic benefits and effectiveness of oodyct candidates;

. our plans with respect to collaborations and liesn®lated to the development, manufacture orafaar product candidates, as

well as the in-licensing or acquisition of exteipaliscovered programs;
. our expectations as to future financial perfanoe expense levels, capital raising and liquigidyrces;

. our ability to compete with other companies & or may be developing or selling products énatcompetitive with our
products and product candidates;

. the status of government regulation in the lifesces industry, particularly with respect to healire reform;
. trends and challenges in our potential markets;

. our ability to attract and motivate key personaek

. other factors discussed elsewhere in this AnnupbRen Form 10-K.

Any or all of our forward-looking statemeiin this Annual Report on Form 10-K may turn aubg inaccurate. These forward-looking
statements may be affected by inaccurate assunspatiopy known or unknown risks and uncertaintiesiuding the risks, uncertainties and
assumptions identified under the heading "Risk ¢tattin this Annual Report on Form 10-K. In lighttbese risks, uncertainties and
assumptions, the forward-looking events and cir¢antes discussed in this Annual
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Report on Form 10-K may not occur as contemplaad,actual results could differ materially fromgbanticipated or implied by the forward-
looking statements.

You should not unduly rely on these forwhodking statements, which speak only as of the dathis Annual Report on Form 10-K.
Unless required by law, we undertake no obligattopublicly update or revise any forward- lookingtements to reflect new information or
future events or otherwise. You should, howevaerigre the factors and risks we describe in the respoe will file from time to time with the
United States Securities and Exchange CommissiahedSEC, after the date of this Annual ReporForm 10-K.

NOTE REGARDING TRADEMARKS

LINZESS™ and Constella® are trademarks@fwood Pharmaceuticals, Inc. Any other trademesfexred to in this Annual Report
Form 10-K are the property of their respective omnall rights reserved.
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PART |
Item 1. Business
Our Company

We are an entrepreneurial pharmaceuticalpamy focused on the discovery, development andreneialization of medicines that
improve patients' lives. At Ironwood, we're focuserthree goals: transforming knowledge into mewtisithat make a difference for patients,
creating value that will earn the continued suppbiur fellow stockholders, and building a teamatthassionately pursues excellence. If we d
these things well, we hope to earn the right tdiooe doing them and, one step at a time, buildraduring pharmaceutical company that help.
patients lead better lives. We have one marketedygt, linaclotide, which is available in the UnitStates under the trademarked name
LINZESS and was recently approved in the EuropemiotJunder the trademarked name Constella. Linaeas also being developed in otl
parts of the world by certain of our partners. e exploring development opportunities to broadenltINZESS label, both within its current
indication and by investigating potential futurdiitations and combination based products. In axfditive also have a pipeline of early
development candidates and discovery researchgragin multiple therapeutic areas.

For the foreseeable future, we intend &y gin active role in the commercialization of oroducts in the U.S., and to out-license
commercialization rights for other territories. \Bgieve in the long-term value of our drug candidaso we seek collaborations that provide
meaningful economics and incentives for us andpogntial partner. Furthermore, we seek partneis stlare our values, culture, processes
and vision for our products, which we believe wiflable us to work with those partners successfoitlyhe entire potential patent life of our
drugs.

Linaclotide

Linaclotide provides patients and healtbganactitioners with a new therapy for irritablen®b syndrome with constipation, or IBS-C, and
chronic idiopathic constipation, or CIC, gastrosiieal disorders that affect millions of sufferararldwide, according to our analysis of stuc
performed by N.J. Talley (published in 1995 in #maerican Journal of EpidemiologyP.D.R. Higgins (published in 2004 in tAenerican
Journal of Gastroenterolog) and A.P.S. Hungin (published in 20034hmentary Pharmacology and Therapeutjass well as 2007 U.S.
census data.

Ironwood has been pursuing the developrotlimaclotide since its discovery by our sciergtist 2003. In August 2012, the United States
Food and Drug Administration, or FDA, approved LIRZS as a once-daily treatment for adult men andemosaffering from IBS-C or CIC.
LINZESS is the first and only FDA-approved guanglayclase type-C, or GC-C, agonist. LINZESS is g@iommercialized in the U.S. by us
and our collaboration partner, Forest Laboratotigs, or Forest. We and Forest began commeraigizZiNZESS in the U.S. during Decemi
2012.

In November 2012, the European Commissiantgd marketing authorization to Constella forgimptomatic treatment of moderate to
severe IBS-C in adults. Constella is the first anty drug approved in the E.U. for IBS-Our European partner, Almirall S.A., or Almirailas
exclusive marketing rights for Constella in Eurdpeluding the Commonwealth of Independent StatesEurkey).

Beyond our efforts in the U.S. and Eurape,and our partners continue to advance linaclatiaegher parts of the world. In October 20
Astellas Pharma Inc., or Astellas, our partneraipah and certain other Asian countries, initiateldzble-blind, placebo-controlled, dose-
ranging Phase 2 clinical trial of linaclotide in radhan 500 Japanese adult patients with IBS-Qdtober 2012, we entered into a
collaboration agreement with AstraZeneca AB, ordatneca, to co-develop and co-commercialize lotat in China, Hong Kong and
Macau. In May 2012, we submitted a Clinical
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Trial Application, or CTA, to China's State Fooddabrug Administration for a Phase 3 trial of lingiidle in patients with IBS-C. The CTA has
been approved. We continue to assess alternativiesng linaclotide to IBS-C and CIC sufferers e tparts of the world outside of our
partnered territories.

We are also exploring development oppotiemio strengthen the clinical profile of LINZES&hin its indicated population and to
expand the product label for additional patientydafions and indications, and we are exploringpbiential for linaclotide-based combination
products. As part of this strategy, we and For@tiated a Phase 3b clinical trial to further cltdesize the effect of linaclotide on abdominal
symptoms in patients with CIC.

Upon FDA-approval of LINZESS in the U.Se weceived five years of exclusivity under the DRrgce Competition and Patent Term
Restoration Act of 1984, or the Hatch-Waxman Actadidition, LINZESS is covered by a U.S. compogitidd matter patent that expires in
2024, subject to possible patent term extensi@0&6. Linaclotide is also covered by E.U. and Japarcomposition of matter patents, both of
which expire in 2024, subject to possible patermhtextension.

Linaclotide Partners

We have pursued a partnering strategydormercializing linaclotide that has enabled usetain significant control over linaclotide's
development and commercialization worldwide, sltaeecosts with collaborators whose capabilities gement ours, and retain a significant
portion of linaclotide's future long-term value. 88December 31, 2012, licensing fees, milestonenaats, related equity investments and
development, selling and marketing costs receiveh four linaclotide partners totaled approximaty8.0 million.

In September 2007, we entered into a cotliion agreement with Forest to develop and coroialeze linaclotide in North America.
Under the terms of the collaboration agreementamgeForest are jointly and equally funding the digmment and commercialization of
LINZESS in the U.S., with equal share of any psofit losses. Additionally, we granted Forest exekisights to develop and commercialize
linaclotide in Canada and Mexico in which we reegigyalties in the mid-teens on net sales in tloosmtries. In September 2012, Forest
sublicensed its commercialization rights in MexiodAImirall. If linaclotide is successfully commeéatized in the U.S., total licensing,
milestone payments and related equity investmentis inder the Forest collaboration agreement dotédlup to $330 million, including the
$205 million that Forest has already paid to ulsciense fees and development-related milestoneshen®25 million of our capital stock that
Forest has already purchased.

In April 2009, we entered into a licenseeggnent with Almirall to develop and commercialimaclotide in Europe (including the
Commonwealth of Independent States and Turkeyindtlotide is successfully commercialized in thienkall territory, total licensing,
milestone payments and related equity investments could total up to $95 million, including th&7million, net of foreign withholding
taxes, that Almirall has already paid to us in depment-related milestones and the $15 millionwf capital stock that Almirall has already
purchased. Almirall will pay us gross royalties athiescalate based on sales volume in the Almesikory, beginning in the mitlventies, les
the transfer price paid for the active pharmaceautitgredient.

In November 2009, we entered into a liceaggeement with Astellas to develop and commemgdinaclotide in Japan, South Korea,
Taiwan, Thailand, the Philippines and IndonesidinHclotide is successfully developed and comnadizmd in the Astellas territory, total
licensing and milestone payments to us could tgtab $75 million, including the $30 million thaaf already been paid to us. If Astellas
receives approval to market and sell linaclotidstefas will pay us gross royalties which escalsteed on sales volume in the Astellas
territory, beginning in the low-twenties, less thensfer price paid for the active pharmaceuticgtédient.
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In October 2012, we entered into a collabion with AstraZeneca to co-develop and co-comiakze linaclotide in China. Under the
terms of the agreement, we and AstraZeneca aryjéimding the development and commercializatibtiraclotide in China, Hong Kong and
Macau, with AstraZeneca receiving 55% of the nefifs or incurring 55% of the net losses until atam specified commercial milestone is
achieved, and profits or losses will be shared gtlzereafter. If linaclotide is successfully démged and commercialized in China, total
licensing and milestone payments to us under thabmration agreement could total up to $150 miljiscluding the $25 million that
AstraZeneca has already paid to us. As part ofdifieboration, in February 2013, Ironwood's satesé began promoting AstraZeneca's
NEXIUM® (esomeprazole magnesium) in the U.S.

We have retained all rights to linaclot@éside of the territories discussed above andmoato evaluate partnership opportunities in
those unpartnered regions.

Pipeline

We invest carefully in our pipeline, ané tommitment of funding for each subsequent sthgeirodevelopment programs is dependent
upon the receipt of clear, supportive data. In toidito exploring further linaclotide developmemipmrtunities, our drugmaking processes hav
generated a pipeline of early development candsdatiel discovery research programs in multiple gearic areas, including gastrointestinal
disease, central nervous system, or CNS, disordiesgic conditions and cardiovascular disease.

We are also actively engaged in evaluaing) licensing rights to externally discovered deagdidates at all stages of development. In
evaluating potential assets, we apply the samesimant criteria whether the assets are internalgxternally discovered. Linaclotide is our
only product or product candidate that has dematestrclinical proof of concept.

In order to successfully grow our business will need to overcome the enormous challenglesrent in the pharmaceutical product
development model. Developing a novel therapeutimacan take a decade or more and cost hundredgliohs of dollars, and most drug
candidates fail to reach the market profitably. eognize that most companies undertaking thisamadail, yet despite the significant risks
and our own experiences with multiple failed dragdidates, we are enthusiastic and passionate abpatission to deliver life-changing
medicines to patients. To achieve our mission, keebailding a team, a culture and processes cehterereating and marketing important r
drugs. If we are successful getting medicines teepts and generating substantial returns for tagkolders, we plan to reinvest a portion of
our future cash flows into our research and devebaq efforts in order to accelerate and enhancaloility to bring new products to market.

We were incorporated in Delaware on Jan6afy098 as Microbia, Inc. On April 7, 2008, we ead our name to lronwood
Pharmaceuticals, Inc.

Owner-related Business Principles

We encourage all current and potentialldtotders to read the owner-related business piliexipelow that guide our overall strategy and
decision making.

1. Ironwood's stockholders own the business;laf our employees work for them.

Each of our employees also has equityeérbiisiness, aligning their interests with theilofglstockholders. As employees and co-owners
of Ironwood, our management and employee teamtseefftectively allocate scarce stockholder cagiahaximize the average annual growth
of per share value.
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Through our policies and communication,sgek to attract like-minded owner-oriented stoctbd. We strive to effectively
communicate our views of the business opportunitiebsrisks over time so that entering and exitboglholders are doing so at a price that
approximately reflects our intrinsic value.

2. We believe we can best maximize long-ternmoskholder value by building a great pharmaceuticafranchise.

We believe that Ironwood has the potentialeliver outstanding long-term returns to stodilas who are sober to the risks inherent in
the pharmaceutical product lifecycle and to theeptial dramatic highs and lows along the way, ahd focus on superior long-term, per share
cash flows.

Since the pharmaceutical product lifecysleengthy and unpredictable, we believe it isicaitto have a long-term strategic horizon. We
work hard to embed our long-term focus into ouiges and practices, which may give us a competitisivantage in attracting like-minded
stockholders and the highest caliber employees.cOuent and future employees may perceive botnfiral and qualitative advantages in
having their inventions or hard work result in metdd drugs that they and their fellow stockholaenstinue to own. Some of our key policies
and practices that are aligned with this imperaitiatude:

a. Ourdual class equity voting stroet(which provides for super-voting rights of oue#PO stockholders only in the event ¢
change of control vote) is designed to concentrhéange of control decisions in the hands of lomgitecused owners who have a
history of experience with us.

b. Compensation is weighted to equitgrcsalary for all of our employees, and many elyg®s have a significant portion of
their incentive compensation in milestone-basedtgguants that reward achievement of major valteating events a number of years
out from the time of grant.

c. We have adopted a change of coatreérance plan for all of our employees that isndéed to encourage them to bring
forward their best ideas by providing them with toenfort that if a change of control occurs andrtemployment is terminated, they
will still have an opportunity to share in the eoaric value that they have helped create for stolcldrs.

d. All of the members of our board okdtors are substantial investors in the comp&nythermore, each director is required to
hold all shares of stock acquired as payment ®iohher service as a director throughout his otdren on the board.

e. Our partnerships with Forest, Alrhjrastellas and AstraZeneca all include standatiteements, which serve to protect us
from an unwelcome acquisition attempt by one ofgantners. In addition, we have change of controvisions in our partnership
agreements in order to protect the economic vdilieaclotide should the acquirer of one of ourtpars be unable or unwilling to
devote the time and resources required to maxifimaelotide's benefit to patients in their respeetierritory.

3. We are and will remain careful stewards ofar stockholders' capital.
We work intensely to allocate capital caligfand prudently, continually reinforcing a leamst-conscious culture.

While we are mindful of the declining prativity and inherent challenges of pharmaceutieakarch and development, we intend to
invest in discovery and development research faryny@ars to come. Our singular passion is to crekeeclop and commercialize novel drug
candidates, seeking
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to integrate the most successful drugmaking andetiaig practices of the past and the best of tedaytting-edge technologies and basic
research, development and commercialization adgance

While we hope to improve the productivitydeefficiency of our drug creation efforts over &nour discovery process revolves around
small, highly interactive, cross-functional teaM& believe that this is one area where our relgtismall size is a competitive advantage, so
for the foreseeable future, we do not expect ougdiiscovery team to grow beyond 100-150 scient®es will continue to prioritize
constrained resources and maintain organizatiaeeipdine. Once internally- or externally-derivednclidates advance into development,
compounds follow careful stage-gated plans, witthfer advancement depending on clear data poiirtse 3nost pharmaceutical research and
development projects fail, it is critical that daams are rigorous in making early go/no go deessifollowing the data, terminating
unsuccessful programs, and allocating scarce dddliad talent to the most promising efforts, thusagieing the likelihood of late phase
development success.

Our global operations and commercial tetake a similar approach to capital allocation aediglon-making. By ensuring redundancy at
each critical node of the linaclotide global supgihain, our global operations team is mitigatingiagt a fundamental risk inherent with
pharmaceuticals—unanticipated shortages of comalgymbduct. Likewise, we have established a comiakocganization dedicated to
bringing innovative, highly-valued healthcare smos to all of our customers. Our commercial orgation works closely and methodically
with our global commercialization partners, striyito maximize linaclotide's commercial potentiabiigh focused efforts aimed at educating
patients, payors and healthcare providers.

4. Our financial goal is to maximize long-ternper share cash flows.

Our goal is to maximize long-term cash ffoper share, and we will prioritize this even ieds to uneven short-term financial results. If
and when we become profitable, we expect and acoepten earnings growth. Our underlying producketlzment model is risky and
unpredictable, and we have no intention to advamaeginal development candidates or consummate $infalpn-license transactions in an
attempt to fill anticipated gaps in revenue grov8hccessful drugs can be enormously beneficiaatepts and highly profitable and reward
to stockholders, and we believe strongly in ouligttio occasionally (but not in regular or predibte fashion) create and commercialize great
medicines that make a meaningful difference inguas lives.

If and when we reach profitability, we dot intend to issue quarterly or annual earnings@uie, however we plan to be transparent i
the key elements of our performance, including +iean operating plans and longer-term strategidsgoa

Our Strategy

Our goal is to discover, develop and conumadire differentiated medicines that improve patselives, and to generate outstanding ret
for our stockholders. Key elements of our strategjude:

. attracting and incentivizing a team with a singydassion for creating, developing and commerciadiznedicines that can make
a significant difference in patients' lives;

. solidifying and expanding our position as theder in the field of GC-C agonists;

. successfully and profitably commercializing LINZS in collaboration with Forest in the U.S.;

. supporting our global partners to commercidlizaclotide outside of the U.S.;

. harvesting the maximum value of linaclotide algsof our currently partnered territories;

. exploring development opportunities to strengttiee clinical profile of LINZESS within its indit@d population;

5
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. seeking ways to expand the product label for LINZES additional patient populations and indicaticaswell as the potential
for linaclotide-based combination products;

. investing in our pipeline of novel product candataand evaluating candidates outside of the comfueing-licensing or
acquisition opportunities;

. maximizing the commercial potential of our drizgsl playing an active role in their commercial@ator find partners who
share our vision, values, culture and processeks; an

. executing our strategy with our stockholders' Ioeigm interests in mind by seeking to maximize léegn per share cash flows.
Linaclotide

In August 2012, LINZESS became the fird anly guanylate GC-C agonist approved by the FBéttie treatment of both IBS-C and
CIC in adults. Linaclotide is a promising treatméartpatients suffering from both abdominal pais@sated with IBS-C and constipation
symptoms associated with both IBS-C and CIC. Iir fluase 3 clinical trials of more than 2,800 agaltients, linaclotide was demonstrated to
improve abdominal pain and constipation associaifd|BS-C, as well as constipation, infrequent lebwiovements, incomplete evacuation
and hard stools associated with CIC. Improvemert®weported in the first week of treatment andntadtied throughout the treatment period.
Additionally, patients reported symptoms returnéthim one week after discontinued use of linacletid

In November 2012, Constella became thédingl only medicine approved by the European Cosiorisor the symptomatic treatment of
moderate to severe IBS-C in adults in the E.U. @#iasis a once-daily capsule that improves abdairpain/discomfort, bloating and
constipation associated with IBS-C. Constella iscdibed as a GC-C agonist with visceral analgasicsecretory activities in the product label
for European use and Constella will be marketedunyEuropean partner, Almirall.

Linaclotide is a 14 amino acid peptide agoof GC-C, a receptor found on the luminal suefa€the intestinal epithelium. As the figure
below shows, activation of GC-C results in an iaseof intracellular and extracellular cyclic gusine monophosphate, or cGMP, which,
based on nonclinical studies, is believed to attvimways. First, elevation in intracellular cGMiirallates secretion of chloride and
bicarbonate into the intestinal lumen, mainly ttglwactivation of the cystic fibrosis transmembraoeductance regulator, or CFTR, ion
channel, resulting in increased intestinal fluid accelerated transit. Second, elevation in exiitdae cGMP was shown to decrease the
activity of pain-sensing nerves. The clinical relege of the effects on pain-sensing nerves seearialinical studies has not been established
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*Clinical relevance of the effect on pain fibers in
nonclinical studies has not been established.

Irritable Bowel Syndrome with Constipation (IBS-C) and Chronic Idiopathic Constipation (CIC)

IBS-C and CIC are chronic, functional gastrestinal disorders that afflict millions of seférs worldwide. IBS-C and CIC are
characterized by frequent and bothersome sympthatgitamatically affect patients' daily lives. Syorps of IBS-C include abdominal pain,
discomfort or bloating and constipation symptoresy incomplete evacuation, infrequent bowel movemdrdsd/lumpy stools), while CIC is
primarily characterized by constipation symptomsgaidable treatment options primarily improve copation, leading healthcare providers to
diagnose and manage IBS-C and CIC based on stapldncy. However, patients view these conditioma@ti-symptom disorders, and while
laxatives can be effective at relieving constipatigmptoms, they do not necessarily improve abdahgiain, discomfort or bloating, and can
often exacerbate these symptoms. This disconnéetba patients and physicians, amplified by patiesrhbarrassment to discuss all of their
gastrointestinal symptoms, often delays diagnasisraay compromise treatment, possibly causing it suffering and disruption to
patients' daily activities.

Based on the Talley and Higgins studied, 2007 U.S. census data, we estimate that in 2qifpximately 35 million to 46 million
people in the U.S. suffered from symptoms of IB&+CIC, of whom between 9 million to 15.5 millioatents sought medical care. As a
result of the less than optimal treatment optiamsantly available, patients seeking care expegdravery low level of satisfaction. Due to
patients' lack of satisfaction with existing treatmhoptions, about 70% of patients stop prescripti@rapy within one month, according to Il
Health. It is estimated that patients seek mediaeg from five or more different healthcare provédever the course of their illness with limi
or no success, as shown in a 2009 study by D.As$pnan in thdournal of Clinical GastroenterologyMany of the remaining patients are too
embarrassed to discuss the full range of their $gmg, or for other reasons do not see the neegktormedical care and continue to suffer in
silence while unsuccessfully self-treating withelibOTC laxatives and other remedies which impimvestipation, but often exacerbate pain
and bloating.

We believe that the prevalence rates of@Bi& Europe and Japan are similar to the prevaleates in the U.S.
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Competition

By the time patients seek care from a gligsi they have typically tried a number of avdiatemedies and remain unsatisfied. Most IBS
C and CIC patients initially attempt self-treatmeisith over the counter medications such as laxafisol softeners or fiber supplementation,
as well as attempts to modify their diet. While soofi these therapies offer limited success in traskted symptoms, they offer little to no
effect on other bothersome symptoms from whichepisi are suffering. Prior to approval of LINZESSBysgicians had very limited treatment
options beyond what is readily available to theguatalone. Physicians typically have relied orefibnd laxatives, which can exacerbate
bloating and abdominal pain, the same symptoms fiich many patients are seeking relief and whightlae most troubling to treat. In an
attempt to help alleviate the more severe abdonsiyralbtoms associated with IBS-C and CIC, healthpeseiders have occasionally
prescribed medications that have not been approydde FDA for these indications, such as anti-degant or antispasmodic agents.

Polyethylene glycol, or PEG (such as Mira)Aand lactulose account for the majority of prgseon laxative treatments. Both agents
demonstrate an increase in stool frequency andstensy but do not improve bloating or abdominakdimfort. Clinical trials and product
labels document several adverse effects with PEQatulose, including exacerbation of bloatingreping and, according to L.E. Brandt in a
study published in 2005 in temerican Journal of Gastroenterologyp to a 40% incidence of diarrhea. Overall, up366 of patients taking
prescription laxatives report not being completayisfied with the predictability of when they waékperience a bowel movement on treatmen
and 50% were not completely satisfied with reliefhee multiple symptoms associated with constipgtaxcording to the Johanson study.

In 2002, the FDA approved Zelnorm, thetfirsw drug for the treatment of IBS-and in 2004, Zelnorm was approved for the treatrof
CIC. Zelnorm is a serotonin 5-HT4 receptor agomigty a mechanism of action completely separatedistinct from the mechanism of action
underlying linaclotide's activity. As a newly aale treatment option to potentially address sofitbeosymptoms beyond the scope of
laxatives and fiber, Zelnorm achieved great sucitessising patient and physician awareness of B&ad CIC. During the five years that
Zelnorm was promoted, total prescriptions in thiegary grew three fold, and in 2006, there wereariban 16 million total prescriptions
written for treating patients with IBS-C and Cl@carding to IMS Health. In 2006, Zelnorm total saleere approximately $561 million. In
2007, Zelnorm was withdrawn from the market bynisnufacturer due to an analysis that found a highance of heart attack, stroke and ¢
pain in patients treated with Zelnorm as compaoguldcebo. Despite modest effectiveness relievitpeinal pain (1% to 10% of patients
responding to treatment as compared to placeboblaating (4% to 11% of patients responding tottremnt as compared to placebo) as
described on the Zelnorm product label, Zelnornteaded in establishing a symptom-based approadbtidtiting the need to recognize and
treat, on a chronic basis, both the abdominal amdtgpation symptoms afflicting these patients.

Until the launch of LINZESS, the only awadile prescription therapy for IBS-C and CIC in th&. was Amitiza, which was approved for
the treatment of CIC in 2006, and for the treatntgnBS-C in 2008. Amitiza sales have been modest in coismato Zelnorm sales prior to
withdrawal from the market, according to IMS Health

The most recent entrant to the CIC marketgl solely in Europe, is Resolor (prucalopridedsdétor was approved in 2009 by the EMA
is indicated for the treatment of CIC in womenyidrom laxatives have failed to provide adequatefeResolor, which is marketed by Shire-
Movetis, is a serotonin BFT4 receptor agonist like Zelnorm. Resolor was tngd in other European nations in 2012 and is ntlyrén Phase
trials as a potential treatment for CIC in maled #or opioid induced constipation (OIC). Shire laagjuired rights to develop and
commercialize prucalopride in the U.S. for the @@ication. The U.S. patent covering the compositib matter expires in 2015.
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Manufacturing and Supply

We currently manage our global supply aistridution of linaclotide through a combinationadntract manufacturers and our
collaboration partners. It is our objective to prod safe and effective medicine on a worldwidedyagith redundancy built into each critical
step of the process. We believe that we have seiftign-house expertise to manage our manufactanthsupply chain network to meet
worldwide demand.

Linaclotide production consists of threapds—manufacture of the active pharmaceutical digmg or API (sometimes referred to as
drug substance), manufacture of drug product antufaature of finished goods. We have entered imangements with multiple third party
manufacturers for the production of linaclotide A&4 it is a fundamental objective of our strateggstablish redundancy at all critical steps ir
the supply chain. Our current API contract manufeats include PolyPeptide Laboratories, Inc. anlggaptide Laboratories (SWEDEN) AB,
and Corden Pharma Colorado, Inc. (formerly knowRashe Colorado Corporation). We continue to puesigitional commercial supply
agreements with additional manufacturers for linade API for U.S. and worldwide use. We believe commercial suppliers will have the
capabilities to produce linaclotide API in accordanvith current good manufacturing practices, orGMn a sufficient scale to meet our
commercial needs.

Each of Forest, Almirall and Astellas ispensible for drug product manufacturing of lingicle and making it into finished goods
(including bottling and packaging) for its respeetterritory, and to distribute the finished gotalsvholesalers. We are responsible for drug
product manufacturing and finished goods for Clasgart of our collaboration with AstraZeneca. Ws® have an agreement with another
independent third party to provide a second soafekug product manufacturing of linaclotide forrguartnered territories.

Prior to linaclotide, there was no preceédenlong-term room temperature shelf storage idation for an orally dosed peptide to be
produced in millions of capsules per year. We belieur efforts to date have led to a formulaticat ik both cost effective and able to meet tht
stability requirements for commercial pharmaceulficaducts. Our work in this area has created grodpnity to seek additional intellectual
property protection around the linaclotide programconjunction with Forest, we have filed patepplécations worldwide to protect the curr
commercial formulation of linaclotide as well atated formulations. If these patents are issuea; Would expire in 2029 or later in the U.S.
and foreign jurisdictions and would be eligible fmtential patent term adjustments or patent tet@nsions in countries where such extens
may be available.

Sales and Marketing

For the foreseeable future, we intend teetligp and commercialize our drugs in the U.S. almneith partners, and will evaluate our
commercialization opportunities for other terrigmi In executing our strategy, our goal is to resignificant worldwide control over the
development process and commercialization of oodyets, by playing an active role in their commalization or finding partners who share
our vision, values, culture and processes.

We are building our commercial organizatwaund linaclotide, with the intent to leverages thrganization for future products. To date,
we have established a high-quality commercial aegdion dedicated to bringing innovative, highlylwed healthcare solutions to our
customers, including patients, payors, and heakhgeoviders.
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We are coordinating efforts with all of quartners to ensure that we launch an integratetaplinaclotide brand. By leveraging the
knowledge-base and expertise of our experiencedneoaial team and the insights of each of our liokdé commercialization partners, we
continually improve our collective marketing stigits.

Maximizing the Value of Linaclotide in the U

Our objective is to establish LINZESS aes pinescription product of choice for both IBS-C &I€. We, together with our U.S.
commercialization partner Forest, plan to build semass that patients suffer from multiple, hightyHersome symptoms of IBS-C or CIC, and
that these symptoms can dramatically impair suffeuality of life.

Forest has demonstrated the ability to es&fully launch innovative products, penetrate printare markets and drive the growth of
multiple brands in highly competitive markets. Firerings large and experienced sales, nationaluats, trade relations, operations and
management teams providing ready access to priozaeyoffices and key managed care accounts. Wethalt®ur own sales force and
commercial presence to complement Forest's exigtingary care expertise. We have strong alignmettt Rorest and a shared vision for
LINZESS. The combined Ironwood and Forest marketagn possesses a deep understanding of gastaegyeand primary care customers,
and this knowledge is being utilized to developmpelling medical message and promotional campiaigime hope of delivering an effective
treatment for patients suffering with the definsygnptoms of IBS-C or CIC.

In order to maximize the value of LINZESS&le U.S., we and Forest are focusing our ingtimhmercialization efforts in the following
areas:

. Physician educationOur physician education plan encompasses effomsach out to over 80,000 of the highest presayib
primary care physicians and gastroenterologistier).S., with the goal of helping them identifypappriate patients, educating
them on the clinical profile of LINZESS, and enallithem to assess the clinical benefits of LINZESS.

. Patient educationOur patient education plan encompasses effortsach out to IBS-C and CIC patients through tiadél and
digital channels to enable them to more effectiwalgjnmunicate symptoms and treatment history te ghtejsicians. Based on
our research to date, these patients are highnv#iion seekers, pursuing multiple information cltedsin order to learn about
the disease state and potential therapies in todeave productive conversations with their doctors

. Payor value propositionBased on the existing burden of iliness assagiaith IBS-C and CIC, and the efficacy and safety
profile of LINZESS that was demonstrated througtclinical development program, we and Forest esgiging a strong value
proposition to governmental authorities, privataltieinsurers and other third-party payors. We wustd@d that sufficient access
and reasonable reimbursement are essential in twragtimize the commercial potential of LINZESS.

Maximizing the Value of Linaclotide Outside the \

We have out-licensed commercializationtsgbr Canada and Mexico to Forest, Europe to Adthand Japan, South Korea, Taiwan, the
Philippines and Indonesia to Astellas. In Septen20dr2, Forest sublicensed the commercializatiomsign Mexico to Almirall. We have also
partnered with AstraZeneca to co-develop and corgernialize linaclotide in China, Hong Kong and Maca

Almirall provides access to the highesepdial European markets with an established dpeetence in each of the United Kingdom,
Italy, France, Germany and Spain, and also haesepce in Austria, Belgium, the Nordics, Polandiial and Switzerland. Almirall plans to
coordinate sales and
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marketing efforts from its central office in anaffto ensure consistency of the overall brandessaand objectively assess performance.
Almirall's knowledge of the local markets shouldghi® facilitate regulatory access, reimbursemeit market penetration through a
customized approach to implementing promotional seilihg campaigns in the E.U.

Astellas is one of Japan's largest pharotaiad companies and has top commercial capalsilitidboth primary care and specialty
categories throughout Asia. Their demonstratedtgld market innovative medicines and their grogvastrointestinal franchise in Japan
make them an ideal partner for Ironwood.

AstraZeneca is a world leader in gastraitrtal disease medicine and operates in over 100tdes with a growing presence in emerging
markets, including China where they have signifiemmercial and research and development capabilBased on our interactions with
AstraZeneca, we believe that we are strongly atigmigh our vision for linaclotide in this region.

We have retained all rights to linaclotaléside of the territories discussed above andoméirtue to evaluate partnership opportunities in
those unpartnered regions.

Pipeline Strategy

Patients shape our business, so we saekdrporate their influence into our drug-makinggess, from discovery through
commercialization, in an effort to better understand address their needs. We invest significdattefefining and refining our R&D process
and teaching internally our approach to dragking. We favor programs with early decision paintell validated targets, predictive nonclin
models, initial chemical leads and clear pathgjaraval, all in the context of a target productfileacthat can address significant unmet or
underserved clinical needs. We emphasize datarddeeision making, strive to advance or terminatgegts early based on clearly defined
go/no go criteria, prioritize programs at all staged fluidly allocate our capital to the most pigsing programs. We continue to work
diligently to ensure this disciplined approachnigrained in our culture and processes and expatotir research productivity will continue to
improve as our team gains more experience and diigabMoreover, we hope that as our passionsght of drug-making becomes better
validated and more widely known, we will be ableattract additional like-minded researchers to fmiin cause.

To date, almost all of our product candiddtave been discovered internally. We believelmaovery team has created a number of
promising candidates over the past few years aadlbaeloped an extensive intellectual propertytestaeach of these areas.

In addition we have ilieensed, and are actively seeking to identify &ddal, attractive external opportunities. We atlithe same critici
filters for investment when evaluating externalgreons as we do with our own, internally-discoveraddidates.

Pipeline

We have ongoing efforts to identify prodaahdidates that strengthen our pipeline. Linagéois our only product candidate that has
demonstrated clinical proof of concept. We haveesgiearly development candidates in multiple theuwtic areas, including gastrointestinal
disease, CNS disorders and allergic conditionsav@ealso conducting discovery research in the af@stioned therapeutic areas, as well ¢
the area of cardiovascular disease.

Patents and Proprietary Rights

We actively seek to protect the proprietaghnology that we consider important to our bes# including pursuing patents that cover ou
products and compositions, their methods of usetlmgrocesses for their manufacture, as well go#rer relevant inventions and
improvements that are
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commercially important to the development of ousihass. We also rely on trade secrets that magpertant to the development of our
business.

Our success will depend significantly om ability to obtain and maintain patent and otheppietary protection for the technology,
inventions and improvements we consider importamiur business; defend our patents; preserve tifedeatiality of our trade secrets; and
operate without infringing the patents and propgtights of third parties.

Linaclotide and GC-C Patent Portfolio

Our linaclotide patent portfolio is currintomposed of eight issued U.S. patents, threetgdaEuropean patents (each of which has bee
validated in 31 European countries and in Hong Kpagranted Japanese patent, 15 issued paterttseinforeign jurisdictions, and numerous
pending provisional, U.S. non-provisional, foremmd PCT patent applications. We own all of theasispatents and own or jointly own all of
the pending applications.

The issued U.S. patents, which will exfietween 2024 and 2028, contain claims directelddinaclotide molecule, pharmaceutical
compositions thereof, methods of using linaclotmé&eat gastrointestinal disorders and procesgesméking the molecule. If our pending
patent application covering the current commefroiahulation of linaclotide is allowed, it will exg@ in August 2029 or later, based upon a
patent term adjustment. The granted European gatehtch will expire in 2024, contain claims diregtto the linaclotide molecule,
pharmaceutical compositions thereof and uses atlatide to prepare medicaments for treating gagtstinal disorders. The pending
provisional, U.S. non-provisional, foreign and P&aplications contain claims directed to linaclotadl related molecules, pharmaceutical
formulations thereof, methods of using linaclotidéreat various diseases and disorders and pexéssmaking the molecule. These patent
applications, if issued, will expire between 2024 2032.

The patent term of a patent that coverB@A-approved drug is also eligible for patent teartension, which permits patent term
restoration as compensation for some of the patemt lost during the FDA regulatory review procéBse Hatch¥WWaxman Act permits a pate
term extension of a single patent applicable tagwroved drug for up to five years beyond the etjgin of the patent but the extension canno
extend the remaining term of a patent beyond & obte4 years from the date of product approvaths/FDA. Similar provisions are available
in Europe and certain other foreign jurisdictioogktend the term of a patent that covers an agprdvug. We have applied to extend the
patent term of U.S. Patent 7,304,036, which colieeslotide and methods of use thereof. If grantked,patent term of this patent will be
extended to August 30, 2026, 14 years from the afdieaclotide's approval by the FDA.

In addition to the patents and patent apgibbns related to linaclotide, we currently hawe tssued U.S. patents, a granted European
patent, and a number of pending provisional, UdB-provisional, foreign and PCT applications dieecto other GC-C agonist molecules,
pharmaceutical compositions and formulations tHeraethods of using these molecules to treat variiseases and disorders and proces:
synthesizing the molecules. The issued U.S. paterd€£uropean patent will expire in 2024. The paa@plications, if issued, will expire
between 2024 and 2030.

Additional Intellectual Property

Our pipeline patent portfolio is currentigmposed of five issued U.S. patents; five isswdrs in other foreign jurisdictions; and
numerous pending provisional, U.S. non-provisiofakign and PCT patent applications. We own athefissued patents and own or jointly
own all of the pending applications. The issued.|pa&@ents expire in 2022, 2024 and 2026. The farEigued patents expire in 2024 and 2026
The pending patent applications, if issued, wilpiesx between 2024 and 2032. We
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are also the licensee of a number of issued paséectpending applications that expire or will eggietween 2027 and 2032.

The term of individual patents depends uienlegal term of the patents in the countriesliich they are obtained. In most countries in
which we file, the patent term is 20 years fromdhage of filing the non-provisional application.thee U.S., a patent's term may be lengthened
by patent term adjustment, which compensates afesgtdéor administrative delays by the U.S. PataedtBrademark Office in granting a pate
or may be shortened if a patent is terminally disekd over an earlier-filed patent. We also expeetpply for patent term extensions for some
of our patents once issued, depending upon théHexiglinical trials and other factors involvedthre submission of a new drug application, ol
NDA.

Government Regulation

In the U.S., pharmaceutical products abgest to extensive regulation by the FDA. The FatlEood, Drug, and Cosmetic Act and other
federal and state statutes and regulations, goaerong other things, the research, developmetingesnanufacture, storage, recordkeeping,
approval, labeling, promotion and marketing, dsition, FDA post marketing requirements and assestnpost-approval monitoring and
reporting, sampling, and import and export of preceutical products. The FDA has very broad enfoesgrauthority and failure to abide by
applicable regulatory requirements can result imiadtrative or judicial sanctions being imposedusnincluding warning letters, refusals of
government contracts, clinical holds, civil peresdtiinjunctions, restitution, disgorgement of gsfiecall or seizure of products, total or partia
suspension of production or distribution, withdrbaapproval, refusal to approve pending applmadi and criminal prosecution.

FDA Approval Process

We believe that our product candidates bélregulated by the FDA as drugs. No manufactagsr market a new drug until it has
submitted an NDA to the FDA, and the FDA has apptbit. The steps required before the FDA may appevNDA generally include:

. nonclinical laboratory tests and animal tests catelliin compliance with FDA's good laboratory pigetequirements;

. development, manufacture and testing of actharimaceutical product and dosage forms suitablbiforan use in compliance
with current GMP;

. the submission to the FDA of an investigatiomal drug application, or IND for human clinicaltieg, which must become
effective before human clinical trials may begin;

. adequate and well-controlled human clinical trtal@stablish the safety and efficacy of the prodoicits specific intended use
(s);

. the submission to the FDA of an NDA; and

. FDA review and approval of the NDA.

Nonclinical tests include laboratory evdioa of the product candidate, as well as animadiss to assess the potential safety and efficac
of the product candidate. The conduct of the naradi tests must comply with federal regulationd eequirements including good laboratory
practices. We must submit the results of the naiuali tests, together with manufacturing informafianalytical data and a proposed clinical
trial protocol to the FDA as part of an IND, whigtust become effective before we may commence hufir@inal trials. The IND will
automatically become effective 30 days after iteigt by the FDA, unless the FDA raises concerrguestions before that time about the
conduct of the proposed trial. In such a case, wstmvork with the FDA to resolve any outstanding@erns before the clinical trial can
proceed. We cannot be sure that submission of BrmiM result in the
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FDA allowing clinical trials to begin, or that, ombegun, issues will not arise that will cause UB@A to suspend or terminate such trials. The
study protocol and informed consent informationgatients in clinical trials must also be submitteén institutional review board for
approval. An institutional review board may alsquige the clinical trial at the site to be haltedher temporarily or permanently, for failure to
comply with the institutional review board's reguirents or if the trial has been associated witkxpeeted serious harm to subjects. An
institutional review board may also impose otherditions on the trial.

Clinical trials involve the administratiorfi the product candidate to humans under the sigi@nvof qualified investigators, generally
physicians not employed by or under the trial spoa<ontrol. Clinical trials are typically condedtin three sequential phases, though the
phases may overlap or be combined. In Phase initla introduction of the drug into healthy humambjects, the drug is usually tested for
safety (adverse effects), dosage tolerance andr@taiogic action, as well as to understand howdthg is taken up by and distributed within
the body. Phase 2 usually involves studies in #difrpatient population (individuals with the diseainder study) to:

. evaluate preliminarily the efficacy of the driag specific, targeted conditions;

. determine dosage tolerance and appropriate dosagelbas other important information about hovdésign larger Phase 3
trials; and

. identify possible adverse effects and safety risks.

Phase 3 trials generally further evaluéitéaal efficacy and test for safety within an erpl@d patient population. The conduct of clinical
trials is subject to extensive regulation, inclgdoompliance with good clinical practice regulas@nd guidance.

The FDA may order the temporary or permadéetontinuation of a clinical trial at any timeimpose other sanctions if it believes that
the clinical trial is not being conducted in acamde with FDA requirements or presents an unacokptisk to the clinical trial patients. We
may also suspend clinical trials at any time oroter grounds.

The results of the nonclinical and clinisaldies, together with other detailed informatime|uding the manufacture and compaosition of
the product candidate, are submitted to the FD#hénform of an NDA requesting approval to market dnug. FDA approval of the NDA is
required before marketing of the product may bégithe U.S. If the NDA contains all pertinent infoation and data, the FDA will "file" the
application and begin review. The review processydver, may be extended by FDA requests for additimformation, nonclinical or clinici
studies, clarification regarding information alrggfovided in the submission, or submission ok& gvaluation and mitigation strategy. The
FDA may refer an application to an advisory comedattor review, evaluation and recommendation aghiether the application should be
approved. The FDA is not bound by the recommendatad an advisory committee, but it considers seclommendations carefully when
making decisions. Before approving an NDA, the FBif typically inspect the facilities at which th@oduct candidate is manufactured and
will not approve the product candidate unless GMPgliance is satisfactory. FDA also typically insfgefacilities responsible for performing
animal testing, as well as clinical investigatofsosparticipate in clinical trials. The FDA may re&ito approve an NDA if applicable regula
criteria are not satisfied, or may require addgidesting or information. The FDA may also linfietindications for use and/or require post-
marketing testing and surveillance to monitor thtety or efficacy of a product. Once granted, pai@pprovals may be withdrawn if
compliance with regulatory standards is not mair@dior problems are identified following initial rkating.

The testing and approval process requirbstantial time, effort and financial resources] aor product candidates may not be approved
on a timely basis, if at all. The time and expemrsgiired to perform the clinical testing necessargbtain FDA approval for regulated produ
can frequently
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exceed the time and expense of the research amtbgevent initially required to create the prodddte results of nonclinical studies and ini
clinical trials of our product candidates are netessarily predictive of the results from largelesctinical trials, and clinical trials may be
subject to additional costs, delays or modificagidne to a number of factors, including difficultyobtaining enough patients, investigators or
product candidate supply. Failure by us or ouratmtators, licensors or licensees, including Foddstirall, Astellas and AstraZeneca, to
obtain, or any delay in obtaining, regulatory apils or in complying with requirements could adedysaffect the commercialization of
product candidates and our ability to receive pobdu royalty revenues.

Hatch-Waxman Act

The Hatch-Waxman Act established abbrediamproval procedures for generic drugs. Approvaharket and distribute these drugs is
obtained by submitting an Abbreviated New Drug Aqgtion, or ANDA, with the FDA. The application fargeneric drug is "abbreviated"
because it need not include nonclinical or clinttaa to demonstrate safety and effectiveness aydmstead rely on the FDA's previous
finding that the brand drug, or reference drugaife and effective. In order to obtain approvafANDA, an applicant must, among other
things, establish that its product is bioequivaterdn existing approved drug and that it has &mesactive ingredient(s), strength, dosage f
and the same route of administration. A generigdsiconsidered bioequivalent to its reference dfrtegsting demonstrates that the rate and
extent of absorption of the generic drug is nohiigantly different from the rate and extent okalption of the reference drug when
administered under similar experimental conditions.

The Hatch-Waxman Act also provides inceggitpy awarding, in certain circumstances, certgall protections from generic competition.
This protection comes in the form of a non-patestiesivity period, during which the FDA may not apt, or approve, an application for a
generic drug, whether the application for such dsugubmitted through an ANDA or a through anofioem of application, known as a 505(b)
(2) application.

The Hatch-Waxman Act grants five years)aflesivity when a company develops and gains NDprapal of a new chemical entity that
has not been previously approved by the FDA. Thidusivity provides that the FDA may not acceptaDA or 505(b)(2) application for
five years after the date of approval of previowshproved drug, or four years in the case of an AND505(b)(2) application that challenge
patent claiming the reference drug (see discudsitow regarding patent challenges). The Hatch-WaxAwt also provides three years of
exclusivity for approved applications for drugstthee not new chemical entities, if the applicatbomtains the results of new clinical
investigations (other than bioavailability studi#st were essential to approval of the applicatibramples of such applications include
applications for new indications, dosage formsl(idmg new drug delivery systems), strengths, erditions of use for an already approved
product. This three-year exclusivity period onlpteccts against FDA approval of ANDAs and 505(bg@plications for generic drugs that
include the innovation that required new clinicaléstigations that were essential to approvalpésdnot prohibit the FDA from accepting or
approving ANDAs or 505(b)(2) NDAs for generic drupsat do not include such an innovation.

Paragraph IV Certifications. Under the Hatch-Waxman Act, NDA applicants &HaA holders must provide information about certain
patents claiming their drugs for listing in the FIpAblication, "Approved Drug Products with Therape&quivalence Evaluations," also
known as the "Orange Book." When an ANDA or 505{b#pplication is submitted, it must contain onese@feral possible certifications
regarding each of the patents listed in the Ord&wyek for the reference drug. A certification thdisted patent is invalid or will not be
infringed by the sale of the proposed product ieda "Paragraph IV" certification.
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Within 20 days of the acceptance by the kFibAn ANDA or 505(b)(2) application containing arBgraph IV certification, the applicant
must notify the NDA holder and patent owner that &pplication has been submitted, and provideabil and legal basis for the applicant's
opinion that the patent is invalid or not infring&dhe NDA holder or patent holder may then initiatpatent infringement suit in response tc
Paragraph IV notice. If this is done within 45 da§seceiving notice of the Paragraph IV certifioat a one-time 30-month stay of the FDA's
ability to approve the ANDA or 505(b)(2) applicatits triggered. The FDA may approve the proposedyt before the expiration of the 30-
month stay only if a court finds the patent invalidnot infringed, or if the court shortens theipéecause the parties have failed to cooperat
in expediting the litigation.

Patent Term Restoration. Under the Hatch-Waxman Act, a portion of theepaterm lost during product development and FB¥iaw
of an NDA or 505(b)(2) application is restored fipaoval of the application is the first permitteshamercial marketing of a drug containing
active ingredient. The patent term restorationqueis generally one-half the time between the ¢éffeaate of the IND and the date of
submission of the NDA, plus the time between the d& submission of the NDA and the date of FDArappl of the product. The maximum
period of patent term extension is five years, #igdpatent cannot be extended to more than 14 freansthe date of FDA approval of the
product. Only one patent claiming each approveduyxbis eligible for restoration and the patendeolmust apply for restoration within
60 days of approval. The U.S. Patent and Trade@#éfike, in consultation with the FDA, reviews angpaoves the application for patent term
restoration.

Other Regulatory Requirements

After approval, drug products are subjeaxtensive continuing regulation by the FDA, whicblude company obligations to
manufacture products in accordance with GMP, meirgad provide to the FDA updated safety and effijagaformation, report adverse
experiences with the product, keep certain recandissubmit periodic reports, obtain FDA approvat@ftain manufacturing or labeling
changes, and comply with FDA promotion and adviedisequirements and restrictions. Failure to ntleese obligations can result in various
adverse consequences, both voluntary and FDA-inthaseuding product recalls, withdrawal of apprhvastrictions on marketing, and the
imposition of civil fines and criminal penaltiesaigst the NDA holder. In addition, later discoverfypreviously unknown safety or efficacy
issues may result in restrictions on the produethufacturer or NDA holder.

We and any manufacturers of our produa@sequired to comply with applicable FDA manufaotgrequirements contained in the FD
GMP regulations. GMP regulations require among rotiegs, quality control and quality assuranceva#i as the corresponding maintenance
of records and documentation. The manufacturindjties for our products must meet GMP requiremeatthe satisfaction of the FDA
pursuant to a pre-approval inspection before weusathem to manufacture our products. We andhargrparty manufacturers are also
subject to periodic inspections of facilities by thDA and other authorities, including procedumss aperations used in the testing and
manufacture of our products to assess our com@iaiith applicable regulations.

With respect to post-market product adsertj and promotion, the FDA imposes a number ofglerregulations on entities that
advertise and promote pharmaceuticals, which irglachong others, standards for direct-to-consumhegréising, prohibitions on promoting
drugs for uses or in patient populations that atedescribed in the drug's approved labeling (knawtoff-label use”), and principles
governing industry-sponsored scientific and edoceti activities. Failure to comply with FDA requinents can have negative consequences,
including adverse publicity, enforcement lettemnirthe FDA, mandated corrective advertising or camigations with doctors or patients, and
civil or criminal penalties. Although physicians ynarescribe legally available drugs for off-labeks, manufacturers may not market or
promote such off-label uses.
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Changes to some of the conditions estaddfisih an approved application, including changeadications, labeling, or manufacturing
processes or facilities, require submission and BEpgroval of a new NDA or NDA supplement before thange can be implemented. An
NDA supplement for a new indication typically reags clinical data similar in type and quality te ttlinical data supporting the origir
application for the original indication, and the ADses similar procedures and actions in reviewgunch NDA supplements as it does in
reviewing NDAs.

Adverse event reporting and submissionesigalic reports is required following FDA approwdlan NDA. The FDA also may require
post-marketing testing, known as Phase 4 testisigminimization action plans, and surveillancertonitor the effects of an approved product
or to place conditions on an approval that resthietdistribution or use of the product.

Outside the U.S., our and our collaborataingities to market a product are contingent upereiving marketing authorization from the
appropriate regulatory authorities. The requiremgaiverning marketing authorization, pricing anicdhteursement vary widely from
jurisdiction to jurisdiction. At present, foreignamketing authorizations are applied for at a naidevel, although within the E.U. registrati
procedures are available to companies wishing tdena product in more than one E.U. member state.

Employees

As of December 31, 2012, we had 530 em@syApproximately 60 were scientists engaged icodisry research, 146 were in our drug
development organization, 205 were in our salescantimercial team, and 119 were in general and astrative functions. None of our
employees are represented by a labor union, ammbnsder our employee relations to be good.

Executive Officers of the Registrant

The following table sets forth the nameg agd position of each of our executive officersfasebruary 11, 2013:

Name Age Position

Peter M. Hecht, Ph.D 49 Chief Executive Officer, Directc

Michael J. Higgins 50 Senior Vice President, Chief Operating Officer &idef
Financial Officetr

Mark G. Currie, Ph.D. 58 Senior Vice President, Chief Scientific Officer and
President of R&L

Thomas A. McCourt 55 Senior Vice President, Marketing and Sales andfChie

Commercial Officel

Peter M. Hechthas served as our chief executive officer andectbr since our founding in 1998. Prior to foundirapwood, Dr. Hecht
was a research fellow at Whitehead Institute fanBedical Research. Dr. Hecht earned a B.S. in meties and an M.S. in biology from
Stanford University, and holds a Ph.D. in molecblatogy from the University of California at Berkg.
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Michael J. Higginsserves as our senior vice president, chief opeyatificer and chief financial officer, and has leatr finance,
operations and strategy efforts since joining ud0d@3. Prior to 2003, Mr. Higgins held a varietysehior business positions at Genzyme
Corporation, including vice president of corporfit@nce. Mr. Higgins earned a B.S. from Cornell Wémsity and an M.B.A. from the Amos
Tuck School of Business Administration at DartmoGtilege.

Mark G. Currie serves as our senior vice president, chief sciertfficer and president of research & developmant] has led our
research & development efforts since joining ug002. Prior to joining Ironwood, Dr. Currie diredteardiovascular and central nervous
system disease research as vice president of discoezsearch at Sepracor Inc. Previously, Dr. €unitiated, built and led discovery
pharmacology and also served as director of artaitd inflammation at Monsanto Company. Dr. Cueaened a B.S. in biology from the
University of South Alabama and holds a Ph.D. ihlbelogy from the Bowman-Gray School of MedicineWake Forest University.

Thomas A. McCourthas served as our senior vice president of maxketml sales and chief commercial officer sinceipgjironwood ir
2009. Prior to joining Ironwood, Mr. McCourt ledethJ.S. brand team for denosumab at Amgen Inc. #pnil 2008 to August 2009. Prior to
that, Mr. McCourt was with Novartis AG from 20012608, where he directed the launch and growthetricgim for the treatment of patients
with IBS-C and CIC and held a number of senior caruial roles, including vice president of strategiarketing and operations. Mr. McCourt
was also part of the founding team at Astra Merak,lleading the development of the medical affaird science liaison group and then
serving as brand manager for Prilosec™ and NEXIUMI®.McCourt has a degree in pharmacy from the drsity of Wisconsin.

Available Information

You may obtain free copies of our AnnuapB#s on Form 10-K, Quarterly Reports on Form 18r@ Current Reports on Form 8-K, and
amendments to those reports, as soon as reasqirabticable after they are electronically filedf@mished to the SEC, on the Investors
section of our website at www.ironwoodpharma.corbycontacting our Investor Relations departmeri®ht) 374-5082. The contents of our
website are not incorporated by reference intoréif®rt and you should not consider informationvjted on our website to be part of this
report.

ltem 1A. Risk Factors

In addition to the other information in this AnndRéport on Form 10-K, any of the factors describetbw could significantly and
negatively affect our business, financial conditicsults of operations or prospects. The tradingeof our Class A common stock may
decline due to these risks.

Risks Related to Our Business and Industry

We are highly dependent on the commercial succddsINZESS in the U.S. for the foreseeable future;eamay be unable to attain
profitability and positive cash flow from operatian

On August 30, 2012, the FDA approved LINB=S a once-daily treatment for adult men and wosnéfering from IBS-C or CIC.
LINZESS is the first FDA-approved GC-C agonist. Arel our U.S. partner, Forest, began commercialgdléiNZESS in the U.S. during
December 2012. The commercial success of LINZESISIgpend on a number of factors, including:

. the effectiveness of LINZESS as a treatment foitgzhtients with IBS-C and CIC;
. the effectiveness of the sales, managed marketmarketing efforts by us and Forest;
. the adoption of LINZESS by physicians, which deead whether physicians view it as a safe and ffetreatment for adult

patients with IBS-C and CIC;
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. our success in educating and activating IBS-C ai@patients to enable them to more effectively camimate their symptoms
and treatment history to their physicians;

. our ability to both secure adequate reimbursenmrarid optimize patient access to LINZESS by priogdhird party payors
with a strong value proposition based on the exgstiurden of iliness associated with IBS-C and @i@] the benefits of
LINZESS;

. the effectiveness of our and our partners' saldsvaarketing organizations and our partners' distidim networks;

. the occurrence of any side effects, adverse reactio misuse, or any unfavorable publicity in thessas, associated with
LINZESS; and

. the development or commercialization of competimgdpcts or therapies for the treatment of IBS-CHE, or their symptoms.

Our revenues from the commercializatioh IDfZESS are subject to these factors, and therefag be unpredictable from quarter-to-
quarter. Ultimately, we may never generate sufficrevenues from LINZESS to reach or maintain pabflity or sustain our anticipated levels
of operations.

Linaclotide may cause undesirable side effects avh other properties that could limit its commerktotential.

The most common adverse reactions in IBS¥C CIC patients in the placebo-controlled tribkst supported the U.S. NDA approval of
LINZESS were diarrhea, abdominal pain, flatulence abdominal distension, with diarrhea being thesthsommon. Severe diarrhea was
reported in 2% of the linaclotide-treated patieats] the incidence of diarrhea was similar betwbernBS-C and CIC populations in these
trials. If we or others identify previously unknowite effects, if known side effects are more fergor severe than in the past, or if we or
others detect unexpected safety signals for LINZBS&y products perceived to be similar to LINZES®n in any of these circumstances:

. sales of LINZESS may be modest;

. regulatory approvals for linaclotide may be resédcor withdrawn;

. we may decide to, or be required to, send prodaching letters or field alerts to physicians, phaciets and hospitals;
. reformulation of the product, additional nonclirica clinical studies, changes in labeling or chesitp or reapprovals of

manufacturing facilities may be required;
. our reputation in the marketplace may suffed an

. government investigations or lawsuits, includah@ss action suits, may be brought against us.

Any of the above occurrences would harmrerent sales of LINZESS, increase our expensegapair our ability to successfully
commercialize LINZESS.

Furthermore, now that LINZESS is commeitgialailable, it will be used in a wider populatiand in a less rigorously controlled
environment than in clinical studies. As a resdulatory authorities, healthcare practitiongrsdtparty payers or patients may perceive or
conclude that the use of LINZESS is associated getious adverse effects, undermining our commieatan efforts.

Finally, the FDA-approved label for LINZE®86ntains a boxed warning about its use in pedigtitients—EINZESS is contraindicated |
patients up to 6 years of age and physicians argoceed to avoid use in patients 6 through 17 yeaegje. This warning resulted from
nonclinical data from studies in young juvenile enapproximately equivalent to human pediatric pasgi¢ess than 2 years of age. We and
Forest have established a nonclinical and clirpoat-marketing plan with the FDA. The
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first step in the plan is to complete additionahclinical studies to further understand the resofitthe earlier neonatal mouse study and to
understand the tolerability of LINZESS in older gunile mice. Until these studies are performed, araot initiate pediatric studies and may be
precluded from ever being able to expand the inidicdo pediatrics depending on the results froaséhstudies and the view of the FDA on
whether the results support studying the safetyedfichcy of LINZESS in pediatrics.

We rely entirely on contract manufacturers and oaollaboration partners to manufacture and distribeifinaclotide. If they are unable to
comply with applicable regulatory requirements, experience manufacturing or distribution difficulés, or are unable to manufacture
sufficient quantities to meet demand, our commeilcation efforts may be materially harme

We have no internal manufacturing or disttion capabilities. Instead, we rely on a combarabf contract manufacturers and our
partners to manufacture linaclotide API and fimatlotide drug product, and to distribute thatgdpuoduct to third party purchasers. We have
commercial supply agreements with independent tarties to manufacture the linaclotide API usedupport all of our partnered and
unpartnered territories. Each of Forest, Almiraldlastellas is responsible for drug product manuwifidgicg of linaclotide and making it into
finished goods (including bottling and packaging)ifs respective territory, and to distribute fimshed goods to wholesalers. We are
responsible for drug product manufacturing andsfied goods for China as part of our collaboratigh WstraZeneca. We also have an
agreement with another independent third partytoesas a second source of drug product manufagtofilinaclotide for our partnered
territories. Among our drug product manufacturerdy Forest and Almirall have manufactured linaidleton a commercial scale, and they «
recently began commercial manufacture for theipeetive territories.

Each of our linaclotide API and drug proder@anufacturers must comply with current good maotufring practices, or GMP, and other
stringent regulatory requirements enforced by thé Rnd foreign regulatory authorities in other gdlictions. These requirements include,
among other things, quality control, quality assgsand the maintenance of records and documemtatfich occur in addition to our quality
release of linaclotide API. Manufacturers of liritdde may be unable to comply with these GMP remménts and with other regulatory
requirements. We have little control over our mastirers' or collaboration partners' compliancé wiese regulations and standards.

Our manufacturers may experience probleitistiveir respective manufacturing and distributiechniques and processes, including for
example, quality issues, including product speatfan and stability failures, quality procedural/dgions, improper equipment installation or
operation, utility failures, contamination and matuwisasters. In addition, our APl manufacturaguire the raw materials necessary to make
linaclotide API from a limited number of sourcesiyAdelay or disruption in the availability of thesav materials or a change in raw material
suppliers could result in production disruptionslag's or higher costs with consequent adverseteftecus.

The manufacture of pharmaceutical prodrersiires significant expertise and capital investiniecluding the development of advanced
manufacturing techniques and process controls. faaturers of pharmaceutical products often encaudifficulties in commercial productio
These problems include difficulties with producticosts and yields, quality control, including sli&piof the product and quality assurance
testing, and shortages of qualified personnel,elsag compliance with federal, state and foreggutations and the challenges associated wif
complex supply chain management. Even if our manufars do not experience problems and commeraalufacturing is achieved, their
maximum manufacturing capacities may be insuffictermeet commercial demand. Finding alternativauf&cturers or adding additional
manufacturers could take a significant amountrogtand involve significant expense. New manufacsuneuld need to develop and
implement the necessary production techniques esakpses, which along with their facilities, woakkd to be inspected and approved by th
regulatory authorities in each applicable territory
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If our API or drug product manufacturers fa adhere to applicable GMP or other regulat@guirements or experience manufacturing
problems, we will suffer significant consequendesluding product seizures or recalls, loss of picicapproval, fines and sanctions,
reputational damage, shipment delays, inventorytages, inventory write-offs and other productiedacharges and increased manufacturing
costs. If we experience any of these results, ouifmanufacturers' maximum capacities are ingefiico meet demand, we may not be able t
successfully commercialize linaclotide.

We must work effectively and collaboratively wittoFest to market and sell LINZESS in the U.S. in adfor it to achieve its maximum
commercial potential.

We are working closely with Forest to implent our joint commercialization plan for LINZESEhie commercialization plan includes an
agreed upon marketing campaign that targets thsigihps who see patients who could benefit fromZHSS treatment and the adult men ant
women who suffer from IBS-C and CIC. It also inagdan integrated call plan for our sales forcemptonize the education of specific
gastroenterologists and primary care physiciangloom our and Forest's sales representatives aallthee frequency with which the
representatives meet with them. We and Forest biegglementing this call plan in the middle of Dedmm2012.

In order to optimize the commercial potahtif LINZESS, we and Forest must execute upondbimmercialization plan effectively and
efficiently. We and Forest worked with the FDA'Si©4 of Prescription Drug Promotion, or OPDP, twefize our marketing materials that w
deployed upon commercial launch of LINZESS. We #igitt a high-quality, specialized national salescé to complement Forest's
experienced and trained primary care sales foncerder to be effective, we and Forest must effettiuse our marketing materials in a
compliant way. Similarly, our and Forest's salesrte must promote LINZESS in a coordinated mannensure optimum physician access.

Now that LINZESS has launched, we and Roresst continually assess and modify our commaezeitibn plan in a coordinated and
integrated fashion in order to adapt to the proomati response. In addition, we and Forest musiroamto focus and refine our marketing
campaign to ensure a clear and understandableginygiatient dialogue around IBS-C, CIC and theptial for LINZESS as an appropriate
therapy. Further, we and Forest must provide ol@sdarces with the highest quality support, guaand oversight in order for them to
continue to effectively promote LINZESS to gastreealogists and primary care physicians. If we Bodest fail to perform these commercial
functions in the highest quality manner, LINZESH wot achieve its maximum commercial potential.

We are subject to uncertainty relating to pricingnd reimbursement policies which, if not favorablerflinaclotide, could hinder or prevent
linaclotide's commercial success.

Our ability to commercialize LINZESS in theS. successfully will depend in part on the cagerand reimbursement levels set by
governmental authorities, private health insurexs @ther third-party payors. Third-party payorsiareasingly challenging the effectiveness
of and prices charged for medical products andicesv\We may not obtain adequate third-party cayem reimbursement for LINZESS, or
we may be required to sell LINZESS at an unproféaivice.

We expect that private insurers will coesithe efficacy, cost effectiveness and safetylBMAESS in determining whether to approve
reimbursement for LINZESS and at what level. Obtajrthese approvals can be a time consuming anehsiye process. Our business would
be materially adversely affected if we do not reeeipproval for reimbursement of LINZESS from ptévnsurers on a timely or satisfactory
basis. Our business could also be adversely affécprivate insurers, including managed care oizgtions, the Medicare program or other
reimbursing bodies or payors limit the indicatidoswhich LINZESS will be reimbursed.
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We expect to experience pricing pressure®nnection with the sale of linaclotide and auufe products due to the healthcare reforms
discussed below, as well as the trend toward preg@med at reducing health care costs, the inogasluence of health maintenance
organizations, the ongoing debates on reducingrgavent spending and additional legislative propmsal

In some foreign countries, particularly @da and the countries of Europe, the pricing aytheat of prescription pharmaceuticals is
subject to governmental control. In these countpeising negotiations with governmental authostéan take six to 12 months or longer after
the receipt of regulatory approval and product tduTo obtain favorable reimbursement for the iatlans sought or pricing approval in some
countries, we may be required to conduct a clintigal that compares the cost-effectiveness ofpmaducts, including linaclotide, to other
available therapies. In addition, in countries imieh linaclotide is only approved therapy for atfgadar indication, such as Constella as the
only product approved for the symptomatic treatnoeémhoderate to severe IBS-C in adults in Europerd may be disagreement as to what th
most comparable product is, or if there even is &nether, several European countries have implésdegovernment measures to either freez
or reduce pricing of pharmaceutical products. M#mind-party payors and governmental authorities atsnsider the price for which the same
product is being sold in other countries to detamtheir own pricing and reimbursement strategyf oaclotide is priced low or gets limited
reimbursement in a particular country, this codslult in similarly low pricing and reimbursementaiier countries. If reimbursement for our
products is unavailable in any country in whichmBursement is sought, limited in scope or amoun, fricing is set at unsatisfactory levels,
our business could be materially harmed.

If the pricing and reimbursement of Constella in ¢hE.U. is low, our royalty revenues from Almiralbised on sales of Constella will |
adversely affected.

In November 2012, the European Commissiantgd marketing authorization to Constella forgimptomatic treatment of moderate to
severe IBS-C in adults. This approval followed plositive recommendation received from the Eurog@ammittee for Medicinal Products for
Human Use in September 2012. Almirall plans to thu@onstella in certain E.U. countries in the firatf of 2013.

The pricing and reimbursement strategykeyacomponent of Almirall's commercialization pfamn Constella in the E.U. Reimbursement
sources are different in each country, and eachtopmay include a combination of distinct potehgiayers, including private insurance and
governmental payers. Countries in the E.U. mayict$he range of medicinal products for which thetional health insurance systems
provide reimbursement and control the prices ofioieal products for human use. Our revenues mafesiffAlmirall is unable to successful
and timely conclude reimbursement, price approvélinding processes and market Constella in key beerstates of the E.U., or if coverage
and reimbursement for Constella is limited or restldf Almirall is not able to obtain coverage,qinig or reimbursement on acceptable terms
or at all, or if such terms change in any countireis territory, Almirall may not be able to, oray decide not to, sell Constella in such
countries. Further, Almirall could sell Constellaadow price. Since we receive royalties on négsaf Constella in the E.U., which is
correlated directly to the price at which Almira#llls Constella in the E.U., our royalty revenuesiad be limited should Almirall sell Constella
at a low price or elect not to launch in a certanntry within the EU.

Because we work with partners to develop, manufaetand commercialize linaclotide, we are dependepon third parties, and ou
relationships with those third parties, in our efffts to commercialize LINZESS and to obtain regulayoapproval for, and to commercialize,
linaclotide in our other partnered territories.

Forest played a significant role in the aact of the clinical trials for linaclotide and tine subsequent collection and analysis of data, an
Forest holds the NDA for LINZESS. In addition, we @ommercializing LINZESS in the U.S. with Fordtrest is responsible for the further
development, regulatory approval and commerciatinatf linaclotide in Canada and Mexico. Almirall
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holds the marketing authorization for Constelléhi@ E.U. and is responsible for obtaining regulaigproval of linaclotide in the other
countries in its territory. Astellas, our partnerJapan and certain other Asian countries, is resple for completing the clinical programs and
obtaining regulatory approval of linaclotide in fésritory. We will co-develop and co-commercializeaclotide in China, Hong Kong and
Macau through our collaboration with AstraZenecpotl) any approval, each of Almirall, Astellas andrAZeneca is responsible for
commercializing linaclotide in its respective teory, and each has agreed to use commercially naasw efforts to do so. Each of our partners
is responsible for reporting adverse event inforomafrom its territory to us. Finally, each of quartners, other than AstraZeneca, is respor
for drug product manufacturing of linaclotide andkimg it into finished goods (including bottlingcipackaging) for its respective territory.
The integration of our efforts with our partnerf$ods is subject to the uncertainty of the marketspharmaceutical products in each partner's
respective territories, and accordingly, theseti@iahips must evolve to meet any new challengaisdtise in those regions.

These integrated functions may not be edrout effectively and efficiently if we fail to mamunicate and coordinate with our partners,
vice versa. Our partnering strategy imposes olitigaf risks and operational requirements on ub@séntral node in our global network of
partners. If we do not effectively communicate wetich partner and ensure that the entire netwonlalgng integrated and cohesive decisions
focused on the global brand for linaclotide, lirdicle will not achieve its maximum commercial pdiein As the holder of the global safety
database for linaclotide, we are responsible foradimating the safety surveillance and adverse tenemorting efforts worldwide. If we are
unsuccessful in doing so due to poor process, ¢éxecwversight, communication or adjudication,rtteeir and our partner's ability to obtain
and maintain regulatory approval of linaclotidelvi¢ at risk.

Employees of our partners are not our eygae, and we have limited ability to control theoammt or timing of resources that they devote
to linaclotide. If any of our partners fails to dd® sufficient time and resources to linaclotideif @s performance is substandard, it will delay
the potential submission or approval of regulatpplications for linaclotide, as well as the matifaing and commercialization of linaclotide
in the particular territory. A material breach byaof our partners of our collaboration or licemggeement with such partner, or a significant
disagreement between us and a partner, could alag the regulatory approval and commercializatiblinaclotide, potentially lead to costly
litigation, and could have a material adverse impacour financial condition. Moreover, although heve non-compete restrictions in place
with each of our partners, they may have relatigrsstvith other commercial entities, some of whicayncompete with us. If any of our
partners assists our competitors, it could harmcourpetitive position.

If any of our partners undergoes a change in conltiar in management, this may adversely affect owllaborative relationship or the
timeline and likelihood of successfully launchingINZESS in the U.S. or achieving regulatory approvahd commercialization of
linaclotide in our other partnered territories.

We work jointly and collaboratively with Fest, Almirall, Astellas and AstraZeneca on marnyeass of the development, manufacturing
and commercialization of linaclotide. In doing 8@ have established relationships with severalrkeynbers of the management teams of
Forest, Almirall and Astellas in functional areasls as development, quality, regulatory, drug yaded pharmacovigilance, operations,
marketing, sales, field operations and medicalnesieAlthough we just recently entered into théatmiration with AstraZeneca for the
development and commercialization of linaclotideCinina, an important factor in our choosing to partwith AstraZeneca was the depth and
quality of their experience in this rapidly growipgarmaceutical market. The success of our colitwors is highly dependent on the
resources, efforts and skills of our partners &edt tkey employees. As we begin to launch LINZE&S & U.S., prepare for the launch of
Constella in the E.U. and transition linaclotidenfr development to commercialization in other paftdhie world, the
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drug's success becomes more dependent on us maigthighly collaborative and well aligned partrieps. If a partner undergoes a change ¢
control or a change of management, we will neegéstablish many of these relationships, and wene#d to regain alignment of our
development and commercialization strategy fordiotide. Given the inherent uncertainty and disupthat arises in a change of control, we
cannot be sure that we would be able to succegsfx#icute these courses of action. Finally, anypgeaf control or in management may re

in a reprioritization of linaclotide within such gaer's portfolio, or such partner may fail to ntain the financial or other resources necessary
to continue supporting its portion of the developmenanufacturing or commercialization of linacttsi

If any of our partners undergoes a charig@trol and the acquirer either is unable to geenf such partner's obligations under its
collaboration or license agreement with us or hasduct that competes with linaclotide that suctuirer does not divest, we have the rigr
terminate the collaboration or license agreemedtraacquire that partner's rights with respecinaclotide. If we elect to exercise these rights
in such circumstances, we will need to either distahe capability to develop, manufacture and emrcialize linaclotide in that partnered
territory on our own or we will need to establistetationship with a new partner. We have assembleéim of specialists in manufacturing,
quality, sales, marketing, payor, pricing and fiefteration, and specialized medical scientists, mepoesent the functional areas necessary
successful commercial launch of a high potentiastigintestinal therapy and who support the comialézation of LINZESS in the U.S. If
Forest was subject to a change of control thatvaitbus to continue LINZESS's commercializatiorhi@ U.S. on our own, and we chose to do
so, we would need to enhance each of these furatta@pects to replace the capabilities that Fevastpreviously providing to the
collaboration. Any such transition might resuliperiod of reduced efficiency or performance byaperations and commercialization teams
which could adversely affect our ability to commialize LINZESS.

Although many members of our global operai commercial and medical affairs teams havéegfi@oversight of, and a certain level of
involvement in, their functional areas globally, de not have corresponding operational capabilitigbese areas outside of the U.S. If Fores
Almirall, Astellas or AstraZeneca was subject tthange of control that allowed us to continue liotide's development or commercialization
anywhere outside of the U.S. on our own, and weeho do so rather than establishing a relationsfitpa new partner, we would need to
build operational capabilities in the relevantitery. In any of these situations, the timeline dikdlihood of achieving regulatory approval a
ultimately, the commercialization of linaclotideutd be negatively impacted.

Even though LINZESS has been approved by the FDAtloe treatment of adults with IB-C or CIC, it faces future post-approval
development and regulatory requirements, which vgitesent additional challenges.

On August 30, 2012, the FDA approved LINZ=S a once-daily treatment for adult men and wosnéfering from IBS-C or CIC.
LINZESS will be subject to ongoing FDA requiremegts/erning the labeling, packaging, storage, atsiag, promotion, recordkeeping and
submission of safety and other post-market infoiomat

LINZESS is contraindicated in pediatricipats up to 6 years of age based on nonclinical ftatm studies in neonatal mice approxima
equivalent to human pediatric patients less thgeas of age. Physicians are also instructed twdle use of LINZESS in pediatric patients 6
through 17 years of age based on this noncliniatd dnd the lack of clinical safety and efficacjada pediatric patients. We and Forest have
established a nonclinical and clinical post-margplan with the FDA to understand LINZESS's sagety efficacy in pediatric patients. The
first nonclinical studies are to further understémel results of the neonatal mouse study and terstehd the tolerability of LINZESS in older
juvenile mice. We expect these nonclinical studiielse complete in 2013. We and Forest are alsoimgrkith the FDA on a plan for clinici
pediatric studies, which are contingent on the amute of the nonclinical post marketing requirements.
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We and Forest have also committed to aertanclinical and clinical studies aimed at underding: (a) whether orally administered
linaclotide can be detected in breast milk, (b)pbeential for antibodies to be developed to linéide, and if so, (c) whether antibodies specific
for linaclotide could have any therapeutic or safetplications. We expect to complete these studies the next three to five years.

These post-approval requirements will ingpbardens and costs on us. Failure to completesthéred studies and meet our other post-
approval commitments would lead to negative regmaaction at the FDA, which could include withdi@wef regulatory approval of LINZES
for the treatment of adults with IBS-C or CIC.

Manufacturers of drug products and theiilitées are subject to continual review and peiéddspections by the FDA and other regulai
authorities for compliance with GMP regulationswk or a regulatory agency discovers previouslynoemkn problems with a product, such as
adverse events of unanticipated severity or frequenr problems with a facility where the prodiemanufactured, a regulatory agency may
impose restrictions on that product or the manufaet including requiring implementation of a riskaluation and mitigation strategy progr:
withdrawal of the product from the market or sugiem of manufacturing. If we, our partners or themufacturing facilities for LINZESS fail
to comply with applicable regulatory requirememtsegulatory agency may:

. issue warning letters or untitled letters;

. impose civil or criminal penalties;

. suspend or withdraw regulatory approval;

. suspend any ongoing clinical trials;

. refuse to approve pending applications or supplésenapplications submitted by us;
. impose restrictions on operations, including cosdyv manufacturing requirements; or
. seize or detain products or require us to it@taproduct recall.

Even though LINZESS has been approved for marketiimgthe U.S. and Constella has been approved forrkeding in the E.U., we or ou
collaborators may never receive approval to comnigize linaclotide in the other parts of the world.

We have out-licensed the rights to develog commercialize linaclotide in Canada and MexicBorest, in Europe to Almirall, and in
Japan and certain other Asian countries to Astedliad we will co-develop and co-commercialize linéide in China, Hong Kong and Macau
with AstraZeneca. In the future, we may seek tomentialize linaclotide in foreign countries outsfethese countries with other parties or by
ourselves.

In order to market any products outsidénefU.S., we or our partners must comply with nwoausrand varying regulatory requirements of
other jurisdictions regarding safety and efficasgproval procedures vary among jurisdictions ana io&olve product testing and
administrative review periods different from, anéater than, those in the U.S. and the E.U. Patlenigks include that the regulatory
authorities:

. may not deem linaclotide safe and effective;

. may not find the data from nonclinical studies atidical trials sufficient to support approval;
. may not approve of manufacturing processes acititfes;

. may not approve linaclotide for any or all inations for which approval is sought;

. may require significant warnings or restrictimrsuse to the product label for linaclotide; or
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. may change their approval policies or adopt newlsdpns.

Regulatory approval in one jurisdiction da@®t ensure regulatory approval in another, Batlare or delay in obtaining regulatory
approval in one jurisdiction may have a negatifeatfon the regulatory processes in others. Itclioi@de is not approved for all indications or
with the label requested, this would limit the ueéBnaclotide and have an adverse effect onatemercial potential or require costly post-
marketing studies.

We face potential product liability exposure, anficlaims brought against us are successful, we incur substantial liabilities.

The use of our product candidates in dlihigals and the sale of marketed products expsge product liability claims. If we do not
successfully defend ourselves against productlifialsiaims, we could incur substantial liabilitieds addition, regardless of merit or eventual
outcome, product liability claims may result in:

. decreased demand for approved products;

. impairment of our business reputation;

. withdrawal of clinical trial participants;

. initiation of investigations by regulators;

. litigation costs;

. distraction of management's attention from aimary business;
. substantial monetary awards to patients or ottemelnts;

. loss of revenues; and

. the inability to commercialize our product candefat

We currently have product liability insucancoverage for the commercial sale of LINZESSfandhe clinical trials of our product
candidates which is subject to industry-standamis$e conditions and exclusions. Our insurance @gemay not be sufficient to reimburse us
for expenses or losses associated with claims. ddere insurance coverage is becoming increasingdgmsive, and, in the future, we may not
be able to maintain insurance coverage at a reblpoast or in sufficient amounts to protect usiagtdosses. On occasion, large judgments
have been awarded in lawsuits based on drugs dldatitianticipated side effects. A successful prolialoiiity claim or series of claims could
cause our stock price to decline and, if judgmert®ed our insurance coverage, could decreaseashrand adversely affect our business.

We may face competition in the IBS-C and CIC margktce, and new products may emerge that providéedint or better alternatives for
treatment of gastrointestinal conditions.

Linaclotide will compete globally with cam prescription therapies and over the countetlycts for the treatment of IBS-C and CIC, or
their associated symptoms. The availability of priggion competitors and over the counter prodémtgastrointestinal conditions could limit
the demand, and the price we are able to chargéné&zlotide unless we are able to differenti@t@dlotide on the basis of its actual or
perceived benefits. New developments, includingdémeelopment of other drug technologies and metbbgseventing the incidence of
disease, occur in the pharmaceutical and medichht#ogy industries at a rapid pace. These devedopgmmay render linaclotide obsolete or
noncompetitive.

We believe other companies are developinguyrts which could compete with linaclotide, shibtlley be approved by the FDA or fore
regulatory authorities. Currently, there are comptsuin late
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stage development and other potential competiteraneearlier stages of development for the treatroé patients with either IBS-C or CIC. If
our potential competitors are successful in conmgedrug development for their drug candidates @ltdin approval from the FDA or foreign
regulatory authorities, they could limit the demdaodlinaclotide.

Certain of our competitors have substagt@leater financial, technical and human resouticas us. Mergers and acquisitions in the
pharmaceutical industry may result in even moreusses being concentrated in our competitors. Caitigge may increase further as a result
of advances made in the commercial applicabilitieahnologies and greater availability of capitalihvestment in these fields.

We will incur significant liability if it is deternined that we are promoting any "off-label" use ofINZESS.

Physicians are permitted to prescribe gmaglucts for uses that are not described in théymtis labeling and that differ from those
approved by the FDA or other applicable regulatmgncies. Such "off-label" uses are common acresbaal specialties. Although the FDA
and other regulatory agencies do not regulate aiplay's choice of treatments, the FDA and othguletory agencies do restrict
communications on the subject of off-label use. @anies are not permitted to promote drugs for alfiel uses. Accordingly, we may not
promote LINZESS in the U.S. for use in any indioas other than IBS-C or CIC or in any patient pafiahs other than adult men and women
The FDA and other regulatory and enforcement aiitesractively enforce laws and regulations praimili promotion of off-label uses and the
promotion of products for which marketing approliats not been obtained. A company that is foundte improperly promoted of&bel use
will be subject to significant liability, includingivil and administrative remedies as well as cniahisanctions.

Notwithstanding the regulatory restrictimrsoff-label promotion, the FDA and other regulgitauthorities allow companies to engage in
truthful, non-misleading, and non-promotional stifemexchange concerning their products. We intemdngage in medical education
activities and communicate with healthcare proddercompliance with all applicable laws, regulgtguidance and industry best practices.
Although we have put together a robust compliamogiam designed to ensure that all such activitieperformed in a legal and compliant
manner, LINZESS is our first commercial productysmare now just beginning to utilize the prograncénnection with commercialization
activities.

If we fail to comply with healthcare regulations,encould face substantial penalties and our busineggerations and financial conditiol
could be adversely affected.

As a manufacturer of pharmaceuticals, éliengh we do not and will not control referralsheflthcare services or bill directly to
Medicare, Medicaid or other third-party payors taier federal and state healthcare laws and regakafiertaining to fraud and abuse and
patients' rights are and will be applicable to business. We will be subject to healthcare fraudlabuse and patient privacy regulation by |
the federal government and the states in whichawmeluct our business. The regulations include:

. federal healthcare program anti-kickback laws, Whimhibit, among other things, persons from stitigi receiving or
providing remuneration, directly or indirectly, ituduce either the referral of an individual, foritam or service or the
purchasing or ordering of a good or service, foichwipayment may be made under federal healthcagrgms such as the
Medicare and Medicaid programs;

. federal false claims laws which prohibit, amongeotthings, individuals or entities from knowinglygsenting, or causing to be

presented, claims for payment from Medicare, Madjacar other third-party payors that are falseraufiulent, and which may
apply to entities like us which provide coding dilling advice to customers;
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. the federal Health Insurance Portability and Acaability Act of 1996, which prohibits executing eh@me to defraud any
healthcare benefit program or making false statésmetating to healthcare matters and which algmes certain requirements
relating to the privacy, security and transmissibimdividually identifiable health information;

. the Federal Food, Drug, and Cosmetic Act, whictong other things, strictly regulates drug produoatketing, prohibits
manufacturers from marketing drug products forlalfel use and regulates the distribution of drugpas;

. state law equivalents of each of the above fedawa, such as anti-kickback and false claims lalwkkvmay apply to items or
services reimbursed by any thiparty payor, including commercial insurers, andestaws governing the privacy and security
health information in certain circumstances, mahytich differ from each other in significant wagad often are not preemp
by federal laws, thus complicating compliance affpr

. the federal Foreign Corrupt Practices Act whpcbhibits corporations and individuals from payioéfering to pay, or
authorizing the payment of anything of value to &amgign government official, government staff memtpolitical party, or
political candidate in an attempt to obtain or iretausiness or to otherwise influence a person imgrin an official capacity; ar

. the federal Physician Payments Sunshine Actclivivas passed as part of the Patient ProtectioHartable Care Act of
2010, and similar state laws in certain stated,riiguire pharmaceutical and medical device congsata monitor and report
payments, gifts, the provision of samples and atberuneration made to physicians and other healt grofessional and hea
care organizations.

If our operations are found to be in vimatof any of the laws described above or any gavental regulations that apply to us, we will
be subject to penalties, including civil and crialipenalties, damages, fines and the curtailmergstructuring of our operations. Any
penalties, damages, fines, curtailment or restringuof our operations could adversely affect duitity to operate our business and our
financial results.

In preparation for the commercial launch.tMZESS, we assembled an experienced compliarasa eho compiled a program based on
industry best practices that is designed to erntfiateour commercialization of LINZESS complies wéthapplicable laws, regulations and
industry standards. We also hire, manage and immbur employees around a culture of compliatresst, respect and ownership. Our
program is relatively new and the requirementsis &rea are constantly evolving, we cannot batethat our program will eliminate all art
of potential exposure. Although compliance prograars mitigate the risk of investigation and prosiecufor violations of these laws, the ris
cannot be entirely eliminated. Any action agairssfar violation of these laws, even if we succebgfilefend against it, could cause us to incul
significant legal expenses and divert our managé¢matiention from the operation of our businessrédver, achieving and sustaining
compliance with applicable federal and state psiyaecurity, fraud and reporting laws may provetlgos

Healthcare reform and other governmental and prieapayor initiatives may have an adverse effect upand could prevent, our produt
candidates' commercial success.

The U.S. government and individual statesaggressively pursuing healthcare reform, aseenield by the passing of the Patient
Protection and Affordable Healthcare Act, as medifby the Health Care and Education Reconciliahicnof 2010. These healthcare reform
laws contain several cost containment measuresthdd adversely affect our future revenue, inalgdifor example, increased drug rebates
under Medicaid for brand name prescription druggresion of Medicaid rebates to Medicaid managed pkans, and extension of so-called
340B discounted pricing on
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pharmaceuticals sold to certain health care prosidedditional provisions of the health care refdaws that may negatively affect our future
revenue and prospects for profitability include dssessment of an annual fee based on our prapatgishare of sales of brand name
prescription drugs to certain government prograntdding Medicare and Medicaid, as well as mandadiiscounts on pharmaceuticals sold
to certain Medicare Part D beneficiaries.

In addition to governmental efforts in theS., foreign jurisdictions as well as private lled@hsurers and managed care plans are likely to
continue challenging manufacturers' ability to abt@imbursement, as well as the level of reimbuneset, for pharmaceuticals and other
healthcare related products and services. Theseansol initiatives could significantly decrease thvailable coverage and the price we
establish for linaclotide and our other potentiaducts, which would have an adverse effect orfinancial results.

The Food and Drug Administration Amendmeits of 2007 also provides the FDA enhanced postketang authority, including the
authority to require post-marketing studies andictil trials, labeling changes based on new safétymation, and compliance with risk
evaluations and mitigation strategies approvechByRDA. We and Forest have established a nondliaié clinical post-marketing plan with
the FDA to understand LINZESS's efficacy and saiiefyediatrics. The FDA's exercise of this authowill result in increased development-
related costs following LINZESS's commercial lauf@hthe treatment of adult men and women suffefiogn IBS-C or CIC, and could result
in potential restrictions on the sale and/or disttion of LINZESS, even in its approved indicati@ml patient populations.

In pursuing our growth strategy, we will incur a veety of costs and may devote resources to potéatigortunities that are never complet
or for which we never receive the benefit. Our faié to successfully discover, acquire, develop amarket additional product candidates or
approved products would impair our ability to grow.

As part of our growth strategy, we inteadekplore further linaclotide development opportiesi, and to develop and market additional
products and product candidates. We are explomwvgldpment opportunities to strengthen the clincafile of LINZESS within its indicated
population and to expand the product label for @migl patient populations and indications, andaneexploring the potential for linaclotide-
based combination products. These developmentefiway fail or may not increase the revenues tleagj@nerate from LINZESS based on the
currently-approved product label. Furthermore, they result in adverse events in certain patieptifagions that are then attributed to the
currently approved patient population, which magufein adverse regulatory action at the FDA ootiner countries, and therefore our rever
from linaclotide may be materially harmed.

We are pursuing various other programsutjinoour pipeline. We may spend several years cdimgleur development of any particular
current or future internal product candidate, amiblife can occur at any stage. The product careidatwhich we allocate our resources may
not end up being successful. Our business depenidslg on the successful development and commieratéon of our product candidates.

In addition, because our internal reseagegabilities are limited, we may be dependent ygwarmaceutical and biotechnology compat
academic scientists and other researchers tord@tkase products or technology to us. The suceéHss strategy depends partly upon our
ability to identify, select, discover and acquiremising pharmaceutical product candidates andymtsd
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The process of proposing, negotiating amglémenting a license or acquisition of a prodactdidate or approved product is lengthy and
complex. Other companies, including some with saufislly greater financial, marketing and sale®ueses, may compete with us for the
license or acquisition of product candidates art@ged products. We have limited resources to iffeahd execute the acquisition or in-
licensing of third-party products, businesses a&otitiologies and integrate them into our curremggtfucture. Moreover, we may devote
resources to potential acquisitions or in-licengipgortunities that are never completed, or we fadyo realize the anticipated benefits of
such efforts. We may not be able to acquire thiatsitp additional product candidates on termswleafind acceptable, or at all.

In addition, future acquisitions may entailmerous operational and financial risks, inclgdin

. exposure to unknown liabilities;

. disruption of our business and diversion of our agment's time and attention to develop acquiredymts or technologies;
. incurrence of substantial debt, dilutive issuarafesecurities or depletion of cash to pay for asijains;

. higher than expected acquisition and integratisis;o

. difficulty in combining the operations and personofeany acquired businesses with our operatiomsparsonnel;

. increased amortization expenses;

. impairment of relationships with key supplierscastomers of any acquired businesses due to esangnanagement and

ownership; and

. inability to motivate key employees of any acquibesinesses.

Further, any product candidate that we sequay require additional development efforts ptcommercial sale, including extensive
clinical testing and approval by the FDA and apgitie foreign regulatory authorities. All produchdédates are prone to risks of failure typica
of pharmaceutical product development, includirgypbssibility that a product candidate will notd®wn to be sufficiently safe and effective
for approval by regulatory authorities.

Delays in the completion of clinical testing of arf our product candidates could result in increabeosts and delay or limit our ability 1
generate revenue!

Delays in the completion of clinical tesgficould significantly affect our product developrheosts. We do not know whether planned
clinical trials will be completed on schedule, ifadl. The commencement and completion of clintdals can be delayed for a number of
reasons, including delays related to:

. obtaining regulatory approval to commence aicdiitrial;

. reaching agreement on acceptable terms witlppadive clinical research organizations, or CRQ@s, taial sites, the terms of
which can be subject to extensive negotiation aag wary significantly among different CROs andltsites;

. manufacturing sufficient quantities of a produataidate for use in clinical trials;
. obtaining institutional review board approval tsmdact a clinical trial at a prospective site;
. recruiting and enrolling patients to participateciimical trials for a variety of reasons, incluginompetition from other clinical

trial programs for the treatment of similar conafiis; and
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. maintaining patients who have initiated a clinicg@l but may be prone to withdraw due to side &fdrom the therapy, lack of
efficacy or personal issues, or who are lost tthirfollow-up.

Clinical trials may also be delayed assailteof ambiguous or negative interim results. ddition, a clinical trial may be suspended or
terminated by us, an institutional review boardrseeing the clinical trial at a clinical trial sij@ith respect to that site), the FDA, or other
regulatory authorities due to a number of factmduding:

. failure to conduct the clinical trial in accordangith regulatory requirements or the study protsgol

. inspection of the clinical trial operations or trsites by the FDA or other regulatory authoritiesulting in the imposition of a
clinical hold;

. unforeseen safety issues; or

. lack of adequate funding to continue the clihidal.

Additionally, changes in regulatory requients and guidance may occur, and we may needdaadhniinical trial protocols to reflect
these changes. Each protocol amendment requirtisitiomal review board review and approval, whinhy adversely impact the costs, timing
or successful completion of the associated clirtigals. If we experience delays in completionijfave terminate any of our clinical trials, the
commercial prospects for our product candidate beajarmed, and our ability to generate productrmess will be delayed. In addition, many
of the factors that cause, or lead to, a delajjéncommencement or completion of clinical trialsyrabso ultimately lead to the denial of
regulatory approval.

We may not be able to manage our business effelstifeve lose any of our current management teamibwe are unable to attract and
motivate key personnel.

We may not be able to attract or motivatalifjed management and scientific, clinical, opieras and commercial personnel in the future
due to the intense competition for qualified persramong biotechnology, pharmaceutical and othsinesses, particularly in the greater-
Boston area. If we are not able to attract andvat#inecessary personnel to accomplish our busaigsstives, we will experience constraints
that will significantly impede the achievement aff @bjectives.

We are highly dependent on the drug disgowdevelopment, regulatory, commercial and finahekpertise of our management,
particularly Peter M. Hecht, Ph.D., our chief exaaiofficer; Mark G. Currie, Ph.D., our senior gipresident, chief scientific officer and
president of research and development; Michaelghjikk, our senior vice president, chief operabffigcer and chief financial officer; and
Thomas A. McCourt, our senior vice president, manieand sales and chief commercial officer. Iflage any members of our management
team in the future, we may not be able to findahlé@ replacements, and our business may be harsreedesult. In addition to the competition
for personnel, the Boston area in particular igatt@rized by a high cost of living. As such, welldchave difficulty attracting experienced
personnel to our company and may be required terekgignificant financial resources in our emploseuitment efforts.

We also have scientific and clinical adviseho assist us in formulating our product develept, clinical strategies and our global suf
chain plans, as well as sales and marketing adigho have assisted us in our commercializati@tegdly and brand plan for linaclotide. Th
advisors are not our employees and may have comanistio, or consulting or advisory contracts witther entities that may limit their
availability to us, or may have arrangements witieocompanies to assist in the development ananegialization of products that may
compete with ours.
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Security breaches and other disruptions could commise our information and expose us to liabilityhweh would cause our business ar
reputation to suffer.

In the ordinary course of our businessgoléect and store sensitive data, including inttlial property, our proprietary business
information and that of our suppliers and busines$ners, as well as personally identifiable infation of LINZESS patients, clinical trial
participants and employees. Similarly, our busimeEstners and third party providers possess cesfamr sensitive data. The secure
maintenance of this information is critical to ayrerations and business strategy. Despite ourigeocugasures, our information technology
and infrastructure may be vulnerable to attackhdmkers or breached due to employee error, malieasa other disruptions. Any such bre
could compromise our networks and the informationesl there could be accessed, publicly discldsstipr stolen. Any such access,
disclosure or other loss of information, includimgr data being breached at our business partnéngdiparty providers, could result in legal
claims or proceedings, liability under laws thadtpct the privacy of personal information, disrapt operations, and damage our reputation
which could adversely affect our business.

Our business involves the use of hazardous matariahd we must comply with environmental laws amdjulations, which can be expensi
and restrict how we do business.

Our activities involve the controlled stgea use and disposal of hazardous materials. Weubject to federal, state, city and local laws
and regulations governing the use, manufactureagt handling and disposal of these hazardousialateAlthough we believe that the safety
procedures we use for handling and disposing afetimeaterials comply with the standards prescrilyetthéise laws and regulations, we cannot
eliminate the risk of accidental contaminationrguiy from these materials. In the event of an dewt, local, city, state or federal authorities
may curtail the use of these materials and intérup business operations. We do not currently taairhazardous materials insurance
coverage.

Risks Related to Intellectual Property
Limitations on our patent rights relating to our mduct candidates may limit our ability to prevetiitd parties from competing against u

Our success will depend on our ability datn and maintain patent protection for our pradiamdidates, preserve our trade secrets,
prevent third parties from infringing upon our prigpary rights and operate without infringing uptbie proprietary rights of others.

The strength of patents in the pharmacaliticiustry involves complex legal and scientificegtions and can be uncertain. Patent
applications in the U.S. and most other countriescanfidential for a period of time until they greblished, and publication of discoveries in
scientific or patent literature typically lags astdiscoveries by several months or more. As altiesa cannot be certain that we were the first
to conceive inventions covered by our patents amtlimg patent applications or that we were the firdile patent applications for such
inventions. In addition, we cannot be certain that patent applications will be granted, that aagued patents will adequately protect our
intellectual property or that such patents will betchallenged, narrowed, invalidated or circumeenThe United States Patent and Tradema
Office, or the USPTO, recently granted a third pagquest for inter partes reexamination of our. B&ent 7,704,947, which covers a grou
peptides that includes LINZESS and related moleciée cannot be certain that the validity of thasemt will be upheld until the
reexamination process is completed by the USPT@. Jdtent is one of several issued patents andmgagplications in the U.S. related to
LINZESS, including a LINZESS composition of matéerd methods of use patent (U.S. Patent 7,304,@3&H as additional patents and
applications covering processes for making LINZE@8nulations, and dosing regimens. Although noheur other issued patents currentl
subject to a patent reexamination, we
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cannot guarantee that they will not be subjecetxamination or review by the USPTO in the futlirany or all of our LINZESS-related
patents were invalidated, we would still have astdive years of marketing exclusivity under thetdth-Waxman Act from FDA approval of
LINZESS. We believe that each of the patents inLdNZESS patent portfolio was rightfully issued athe portfolio gives us sufficient
freedom to operate, however, if any of our presefftiture patents is invalidated, this could hanedverse effect on our business and finau
results, particularly for the period beyond fiveayefollowing marketing approval.

Furthermore, the America Invents Act, whieas signed into law in 2012, makes several mdjanges in the U.S. patent statutes over th
course of the next few years. These changes withjpehird parties to challenge our patents momglgand will create uncertainty with resp
to the interpretation and practice of U.S. patent for the foreseeable future.

We also rely upon unpatented trade searafsatented know-how and continuing technologicabvation to develop and maintain our
competitive position, which we seek to protectpant, by confidentiality agreements with our emgley and our collaborators and consultants
We also have agreements with our employees andtséleonsultants that obligate them to assign theéentions to us. It is possible that
technology relevant to our business will be indejegrly developed by a person that is not a parsutdh an agreement. Furthermore, if the
employees and consultants that are parties to tggeements breach or violate the terms of theseagents, we may not have adequate
remedies, and we could lose our trade secretsdhrsuch breaches or violations. Further, our teseets could otherwise become known or
be independently discovered by our competitors.

In addition, the laws of certain foreigruatries do not protect proprietary rights to thmeaextent or in the same manner as the U.S., an
therefore, we may encounter problems in protedimdj defending our intellectual property in certaireign jurisdictions.

If we are sued for infringing intellectual propertyights of third parties, it will be costly and timconsuming, and an unfavorable outcome
such litigation could have a material adverse effemn our business

Our commercial success will depend uponaduility, and the ability of our collaborators,develop, manufacture, market and sell our
products and use our proprietary technologies withtfringing the proprietary rights of third pas. Numerous U.S. and foreign issued pa
and pending patent applications, which are ownethiogt parties, exist in the fields in which we amdr collaborators are developing products.
As the biotechnology and pharmaceutical industpaexis and more patents are issued, the risk ireg¢lat our potential products may give
rise to claims of infringement of the patent rigbfothers. There may be issued patents of thirdgsaof which we are currently unaware that
may be infringed by LINZESS or our product candidaBecause patent applications can take many yemsue, there may be currently
pending applications which may later result in e&bpatents that LINZESS or our product candidatasg imfringe.

We may be exposed to, or threatened withation by third parties alleging that LINZESS auir product candidates infringe their
intellectual property rights. If LINZESS or oneaiir product candidates is found to infringe thellettual property rights of a third party, we
or our collaborators could be enjoined by a cond gequired to pay damages and could be unablentonercialize the applicable product
candidate unless we obtain a license to the intelé property rights. A license may not be avdédb us on acceptable terms, if at all. In
addition, during litigation, the counter-party cdwbtain a preliminary injunction or other equiibélief which could prohibit us from making,
using or selling our products, pending a trial loa inerits, which may not occur for several years.

There is a substantial amount of litigatiovolving patent and other intellectual propeityhts in the biotechnology and pharmaceutical
industries generally. If a third party claims thag or our
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collaborators infringe its intellectual propertglits, we may face a number of issues, includingnbtlimited to:

. infringement and other intellectual property clawtsich, regardless of merit, may be expensive and-tonsuming to litigate
and may divert our management's attention fromcoue business;

. substantial damages for infringement, which we imaye to pay if a court decides that the produtdsate infringes on or
violates the third party's rights, and, if the ddimds that the infringement was willful, we colé ordered to pay treble
damages and the patent owner's attorneys' fees;

. a court prohibiting us from selling our productesd the third party licenses its rights to us, Wwliiés not required to do;

. if a license is available from a third party, weyniave to pay substantial royalties, fees or geamgs-licenses to our intellectual
property rights; and

. redesigning our products so they do not infringeiclv may not be possible or may require substant@ietary expenditures &
time.

We may become involved in lawsuits to protect ofoece our patents, which could be expensive, tinnmsuming and unsuccessful.

Competitors may infringe our patents or raagert our patents are invalid. To counter ongoirptential infringement or unauthorized
use, we may be required to file infringement claimkich can be expensive and time-consuming. Uitigawith generic manufacturers has
become increasingly common in the biotechnology @matmaceutical industries. In addition, in aniirgement or invalidity proceeding, a
court or patent administrative body may decide éhpatent of ours is not valid or is unenforceabtenay refuse to stop the other party from
using the technology at issue on the grounds tlvapatents do not cover the technology in quest#ianadverse result in any litigation or
defense proceedings could put one or more of aienpmat risk of being invalidated or interpretedrowly and could put our patent
applications at risk of not issuing.

Interference proceedings brought by the U3 khay be necessary to determine the priority wéimions with respect to our patents and
patent applications or those of our collaboratArsunfavorable outcome could require us to ceas®ubke technology or to attempt to license
rights to it from the prevailing party. Our busieeduld be harmed if a prevailing party does nfdrais a license on terms that are acceptable
to us. Litigation or interference proceedings maiydnd, even if successful, may result in subshnosts and distraction of our management
and other employees. We may not be able to preabmte or with our collaborators, misappropriatidrour proprietary rights, particularly in
countries where the laws may not protect thosdsigh fully as in the U.S.

Furthermore, because of the substantiauatnaf discovery required in connection with inéellual property litigation, there is a risk that
some of our confidential information could be coomised by disclosure during this type of litigatiom addition, there could be public
announcements of the results of hearings, motiowsh@r interim proceeding or developments.

Risks Related to Our Finances and Capital Requirenrés

We have incurred significant operating losses simmgr inception and anticipate that we will incur ecainued losses for the foreseeable
future.

In recent years, we have focused primanilydeveloping, manufacturing and commercializingdiotide. Although we launched
LINZESS in the U.S. in December 2012, we beliea thwill take us some time to attain profitalyjliind positive cash flow from operations.
We have financed our
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operations to date primarily through the issuarfaeqaity, our collaboration and license arrangemamnid the recent issuance of debt securitie
related to the sales of LINZESS in the U.S., anchexe incurred losses in each year since our irarept 1998. We incurred net losses
attributable to Ironwood Pharmaceuticals, Inc.gfraximately $72.6 million, $64.9 million and $53xillion in the years ended December 31
2012, 2011 and 2010, respectively. As of DecemfiePB12, we had an accumulated deficit of approtegeh505.0 million. Our prior losses
and expected future losses, have had and will moatio have an adverse effect on our stockholdgusty and working capital. We expect our
expenses to increase in connection with our eftortsommercialize linaclotide and our research @eeklopment of our other product
candidates. As a result, we expect to continuadorisignificant and operating losses for the feeable future. Because of the numerous risks
and uncertainties associated with developing pheentécal products, we are unable to predict therexaf any future losses or when, or if, we
will become profitable.

We may need additional funding and may be unableaése capital when needed, which could force udd&lay, reduce or eliminate our
product development programs or commercializatidfods.

We recently completed the offering of $D7illion in debt securities related to the salekIDIZESS in the U.S. However, marketing
selling a primary care drug, purchasing commemigntities of pharmaceutical products, developimgipct candidates and conducting
clinical trials are expensive and uncertain. Cirstances, our strategic imperatives, or opportunttecreate or acquire new programs could
require us to, or we may choose to, seek to raidéianal funds. The amount and timing of our fetdunding requirements will depend on
many factors, including, but not limited to:

. the level of underlying demand for LINZESS by prédsers and patients in the U.S. and for Constellafescribers and patients

in the E.U.;
. the costs associated with commercializing LINZES&e U.S.;
. the costs of maintaining and expanding our salesketing and distribution capabilities;
. the regulatory approval of linaclotide in otlw®untries in the world and the timing of commertgainches in those countries, as

well as the associated development and commerdiestones and royalties;

. the rate of progress and cost of our clinidaldrand other product development programs, inetudur post-approval
nonclinical and clinical studies of LINZESS in patlics and our investment to strengthen the climpcafile of LINZESS within
its indicated population and to expand the prothlml for additional patient populations and intimas, as well as the potential
for linaclotide-based combination products;

. the costs and timing of in-licensing additiopabduct candidates or acquiring other complemergargpanies;
. the status, terms and timing of any collaboratlicensing, co-commercialization or other arrangats; and
. the timing of any regulatory approvals of ounghuct candidates.

Additional funding may not be available axteptable terms or at all. If adequate funds atevailable, we may be required to delay,
reduce the scope of our commercialization effortseduce or eliminate one or more of our developrpengrams.
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Our ability to pay principal of and interest on ouecently-issued debt securities will depend in tpam the receipt of payments from Forest
under the collaboration agreement that are equaldbin excess of our quarterly payment obligatioos each payment date.

In January 2013, we issued $175.0 millmdébt securities bearing an annual interest fat&%. Interest and principal on these secut
will be payable commencing June 15, 2013 and MaB&;2014, respectively. After the interest-onlyipey we will make quarterly payments
equal to the greater of (i) 7.5% of net sales HZESS in the U.S. for the preceding quarter anda@icrued and unpaid interest on the debt
securities. If the cash flows derived from the apgairterly payments that we receive from Forest utftecollaboration agreement are
insufficient on any particular payment date to fuhe quarterly interest payment, at a minimum, vilhe obligated to pay the amounts of
such shortfall out of our general funds. We expleat for the next few years, at a minimum, theqetrterly payments from Forest will be our
primary source of cash flow from operations. Theedaination of whether Forest will be obligatediiake a net quarterly payment to us in
respect of a particular quarterly period is a fiorcof the revenue generated by LINZESS in the dsSwell as the development, manufactu
and commercialization expenses incurred by eacis @ihd Forest under the collaboration agreememomingly, since we believe that it will
take us some time to attain profitability and pwsitash flow from operations, we cannot guarattiag(i) we will have the available funds to
fund the quarterly interest payment, at a minimimthe event that there is a deficiency in theqetrterly payment received from Forest,

(ii) there will be a net quarterly payment from €strat all or (iii) we are not also required to maktrue-up payment to Forest under the
collaboration agreement, in each case, in resgecparticular quarterly period.

Our indebtedness could adversely affect our finasatondition or restrict our future operations.

As of January 4, 2013, we had total indéiss of approximately $175.0 million. We chosissoie debt securities based on the addit
strategic optionality that this creates for us, thelimited restrictions that these debt secugitikace on our ability to run our business
compared to other potential available financingdections. However, our indebtedness could haveritapt consequences, including:

. limiting our ability to obtain additional financirtgp fund future working capital, capital expendésy acquisitions or other
general corporate requirements;

. requiring a substantial portion of our cash flmibe dedicated to debt service payments insteather purposes, thereby
reducing the amount of cash flow available for viogkcapital, capital expenditures, corporate tratisas and other general
corporate purposes;

. increasing our vulnerability to adverse changegeineral economic, industry and competitive condgjo
. limiting our flexibility in planning for and reactg to changes in the industry in which we compete;
. placing us at a disadvantage compared to other|dgsraged competitors or competitors with compardebt at more favorat

interest rates; and

. increasing our cost of borrowing.

Although we are not as restricted undeseigebt securities as we might have been undera tnaalitional secured credit facility provid
by a bank, the indenture governing our debt saearit
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contains a number of restrictive covenants thabiserestrictions on us and may limit our abilityetiggage in certain acts, including restricti
on our ability to:

. amend our collaboration agreement with Forestwag that would have a material adverse effect emitteholders rights, or
terminate the collaboration agreement with respetite U.S.;

. transfer our rights to commercialize the produuader our collaboration agreement with Forest; and

. incur certain liens.

Upon a breach of the covenants under aleriture, the noteholders could elect to declaramafiunts outstanding under the outstanding
debt securities to be immediately due and paydblee are unable to repay those amounts, the ntitetocould proceed against the collateral
granted to them to secure the debt securitiebelhibteholders under the indenture accelerateeffeeyment of the debt securities, we cannot b
certain that we will have sufficient assets to sefigem.

If we breach our covenants under our indenénd seek a waiver, we may not be able to obtaiaiver from the required noteholders. If
this occurs we would be in default under our indemtthe noteholders could exercise their rigtrgsjescribed above, and we could be forced
into bankruptcy or liquidation.

Our quarterly and annual operating results may fltiate significantly.

We expect our operating results to be suitfefrequent fluctuations. Our net loss and otiperating results will be affected by numerous
factors, including:

. the level of underlying demand for LINZESS in theSUand wholesalers' buying patterns;

. the costs associated with launching and commeziigliLINZESS in the U.S,;

. the achievement and timing of milestone paymentieupur existing collaboration and license agredsen

. our execution of any collaboration, licensing enigar arrangements, and the timing of payments \ag make or receive under

these arrangements;

. variations in the level of expenses relateduodevelopment programs;
. addition or termination of clinical trials;

. regulatory developments affecting our product cdatdis; and

. any material lawsuit in which we may become invdlve

If our operating results fall below the egfations of investors or securities analystsptiee of our Class A common stock could decline
substantially. Furthermore, any quarterly or anfilugtuations in our operating results may, in fwause the price of our stock to fluctuate
substantially.

Our ability to use net operating loss and tax credarryforwards and certain built-in losses to rede future tax payments is limited by
provisions of the Internal Revenue Code, and ifpisssible that certain transactions or a combinatiohcertain transactions may result i
material additional limitations on our ability to se our net operating loss and tax credit carryfomaa.

Section 382 and 383 of the Internal Reveboée of 1986, as amended, contain rules that theigbility of a company that undergoes an
ownership change, which is generally any changminership of more than 50% of its stock over aghyear period, to utilize its net operating
loss and tax credit carryforwards and certain bnilosses recognized in years after the ownershimge.
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These rules generally operate by focusing on owiechanges involving stockholders owning directhindirectly 5% or more of the stock of
a company and any change in ownership arising fraraw issuance of stock by the company. Gener#iy, ownership change occurs, the
yearly taxable income limitation on the use of oge¢rating loss and tax credit carryforwards antbgebuil-in losses is equal to the product of
the applicable long term tax exempt rate and tieevaf the company's stock immediately before thaership change. We may be unable to
offset our taxable income with losses, or our takility with credits, before such losses and asedkpire and therefore would incur larger
federal income tax liability. We have completedesaVfinancings since our inception which may heasalted in a change in control as defi
by Section 382, or could result in a change in i the future.

Risks Relating to Securities Markets and Investmenin Our Stock

Anti-takeover provisions under our charter documentsceDelaware law could delay or prevent a change ohtrol which could negatively
impact the market price of our Class A common stock

Provisions in our certificate of incorpaoat and bylaws may have the effect of delayingrevpnting a change of control. These
provisions include the following:

. Our certificate of incorporation provides fodaal class common stock structure. As a resuhisfdtructure, holders of our
Class B common stock have significant influencer @egtain matters requiring stockholder approva|uding a merger
involving Ironwood, a sale of substantially alltreood assets and a dissolution or liquidation @fitvood. This concentrated
control could discourage others from initiatingheege of control transaction that other stockhaladeay view as beneficial.

. Our board of directors is divided into three classerving staggered three-year terms, such thatlnoembers of the board are
elected at one time. This staggered board strugeneents stockholders from replacing the entirertd@t a single stockholders'
meeting.

. Our board of directors has the right to elect doesto fill a vacancy created by the expansiothefboard of directors or the
resignation, death or removal of a director, wipobvents stockholders from being able to fill vazias on our board of
directors.

. Our board of directors may issue, without statélbr approval, shares of preferred stock. Thetatd authorize preferred stock
makes it possible for our board of directors taéspreferred stock with voting or other rights cefprences that could impede
the success of any attempt to acquire us.

. Stockholders must provide advance notice to noraimatividuals for election to the board of direstor to propose matters that
can be acted upon at a stockholders' meeting. &unttre, stockholders may only remove a member oboard of directors for
cause. These provisions may discourage or deteteafal acquirer from conducting a solicitationpobxies to elect such
acquirer's own slate of directors or otherwisenafting to obtain control of our company.

. Our stockholders may not act by written consentaAssult, a holder, or holders, controlling a mijoof our capital stock are
not able to take certain actions outside of a dtolders' meeting.

. Special meetings of stockholders may be called bylthe chairman of our board of directors, ouetkxecutive officer or a
majority of our board of directors. As a resulhader, or holders, controlling a majority of owpital stock are not able to cal
special meeting.

. A majority of the outstanding shares of Class B wmm stock are required to amend our certificat@adrporation and a super-
majority (80%) of the outstanding shares of common
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stock are required to amend our bylaws, which niakere difficult to change the provisions descdlabove.

In addition, we are governed by the prarisiof Section 203 of the Delaware General Corjmordtaw, which may prohibit certain
business combinations with stockholders owning Ds%nore of our outstanding voting stock. These athér provisions in our certificate of
incorporation and our bylaws and in the Delawaredsal Corporation Law could make it more difficfdt stockholders or potential acquirers
to obtain control of our board of directors oriaié actions that are opposed by the then-curmeatcbof directors.

The concentration of voting control on certain coopate matters with our pre-IPO stockholders wilhiit your ability to influence such
matters.

Because of our dual class common stocktsire, the holders of our Class B common stock, edrsist of our pre-IPO investors (and
their affiliates), founders, directors, executiaesl certain of our employees, will continue to bledo control certain corporate matters listed
below if any such matter is submitted to our statétbrs for approval even if they come to own lésnt50% of the outstanding shares of our
common stock. As of December 31, 2012, the holdeaair Class A common stock own approximately 73% ene holders of our Class B
common stock own approximately 27% of the outstagahares of Class A common stock and Class B constozk, combined. However,
because of our dual class common stock structeetholders of our Class A common stock have appedgly 21% and holders of our
Class B common stock have approximately 79% ofdted votes on each of the matters identified mlibt below. This concentrated contro
our Class B common stockholders limits the abiityhe Class A common stockholders to influences¢hoorporate matters and, as a resuli
may take actions that many of our stockholdersatoriew as beneficial, which could adversely affibet market price of our Class A common
stock.

Each share of Class A common stock and slaate of Class B common stock has one vote pee simaall matters except for the
following matters, for which each share of our GlBscommon stock has ten votes per share and baoh af our Class A common stock has
one vote per share:

. adoption of a merger or consolidation agreemenlinng Ironwood,;

. a sale of all or substantially all of Ironwood'sets;

. a dissolution or liquidation of Ironwood; and

. every matter, if and when any individual, entity'group” (as that term is used in Regulation 13@hef Securities Exchange #

of 1934, as amended, or the Exchange Act) hasa®phblicly disclosed (through a press releasefiting with the SEC) an
intent to have, beneficial ownership of 30% or mafréhe number of outstanding shares of Class Arsomstock and Class B
common stock, combined.

If we identify a material weakness in our internabntrol over financial reporting, our ability to met our reporting obligations and th
trading price of our stock could be negatively afted.

A material weakness is a deficiency, oombination of deficiencies, in internal control o¥@ancial reporting, such that there is a
reasonable possibility that a material misstateroéotir annual or interim financial statements wit be prevented or detected on a timely
basis. Accordingly, a material weakness increasesisk that the financial information we reporhtains material errors.

We regularly review and update our intewitrols, disclosure controls and procedures,canplorate governance policies. In addition,
we are required under the Sarbanes-Oxley Act 022060eport annually on our internal control ovieafcial reporting. Any system of internal
controls, however well designed and operated, sedan part on certain assumptions and can pravitie
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reasonable, not absolute, assurances that thetigbgeof the system are met. If we, or our indegendegistered public accounting firm,
determine that our internal controls over finanoigdorting are not effective, or we discover aitbas need improvement in the future, these
shortcomings could have an adverse effect on osinbss and financial results, and the price of@ass A common stock could be negatively
affected.

If we cannot conclude that we have effectiiernal control over our financial reporting,ifoour independent registered public accoun
firm is unable to provide an unqualified opiniogaeding the effectiveness of our internal contra@rdfinancial reporting, investors could lose
confidence in the reliability of our financial statents, which could lead to a decline in our sfmige. Failure to comply with reporting
requirements could also subject us to sanctionfoamd/estigations by the SEC, The NASDAQ Stock kédiror other regulatory authorities.

We expect that the price of our Class A common Ktadll fluctuate substantially.

The market price of our Class A common lstoay be highly volatile due to many factors, imthg:

. the commercial performance of linaclotide in th&lbr in Europe;

. any third-party coverage and reimbursement polifoetinaclotide;

. market conditions in the pharmaceutical and biatetdigy sectors;

. developments, litigation or public concern abowet shfety of our potential products;

. announcements of the introduction of new produgtasor our competitors;

. announcements concerning product developmeultsegcluding clinical trial results, or intelle@l property rights of others;
. actual and anticipated fluctuations in our geidytand annual operating results;

. deviations in our operating results from théneates of securities analysts;

. sales of additional shares of our common stock;

. additions or departures of key personnel;

. developments concerning current or future strategil@borations; and

. discussion of us or our stock price in the finaheoiascientific press or in online investor comnties.

The realization of any of the risks desedlin these "Risk Factors" could have a dramatitraaterial adverse impact on the market price
of our Class A common stock. In addition, classoaclitigation has often been instituted againghpanies whose securities have experiencec
periods of volatility. Any such litigation broughtainst us could result in substantial costs agigexsion of management attention, which
could hurt our business, operating results andhiig condition.

Item 1B. Unresolved Staff Comments
None.
Item 2. Properties

Our corporate headquarters and operatien®eated in Cambridge, Massachusetts, wherd, Bsa@ember 31, 2012, we lease and occup
approximately 210,259 rentable square feet of effind laboratory space at 301 Binney Street. loli2ct2012, we entered into an amendmer
to our 301
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Binney Street building lease, pursuant to whichwilerent 93,000 square feet of additional spacéoimr stages. Each stage will commence no
later than December 1, 2013, June 1, 2014, Juk@lk and June 1, 2016, respectively. The amendatemextends the term of the entire leas
agreement by 24 months to January 2018. We bdlateur facilities are suitable and adequate tormeeds for the foreseeable future.

Item 3. Legal Proceedings
None.
Item 4. Mine Safety Disclosures

Not applicable.
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PART Il
Iltem 5. Market For Registrant's Common Equity, Related Skbolder Matters and Issuer Purchases of Equity Seities

Shares of our Class A common stock areettah the NASDAQ Global Select Market under the lsgiiiIRWD." Our shares have been
publicly traded since February 3, 2010.

Class A Common Stoc}

2012 2011

High Low High Low
First Quartel $ 159 $ 10.65 $ 14.3¢ $ 10.1%
Second Quarte $ 1500 $ 11.2¢ $ 16.5( $ 13.32
Third Quartel $ 14.3¢ $ 11.2¢ $ 16.4¢ $ 10.1¢
Fourth Quarte $ 13.7C $ 10.01 $ 143t $ 9.97

As of February 11, 2013, there were 46ldtolters of record of our Class A common stock &b8 stockholders of record of our Class B
common stock. The number of record holders is baped the actual number of holders registered erbtioks of the company at such date
and does not include holders of shares in "stragtas" or persons, partnerships, associations, i&ipas or other entities identified in secu
position listings maintained by depositories.

Subject to preferences that may apply tosirares of preferred stock outstanding at the,tiheeholders of Class A common stock and
Class B common stock are entitled to share eqiratiyy dividends that our board of directors matedwine to issue from time to time. In the
event a dividend is paid in the form of sharesavhmon stock or rights to acquire shares of comnacksthe holders of Class A common
stock will receive Class A common stock, or rigtatsaacquire Class A common stock, as the case magnioethe holders of Class B common
stock will receive Class B common stock, or rigiatacquire Class B common stock, as the case may be

We have never declared or paid any caddelids on our capital stock, and we do not curyeaniticipate declaring or paying cash
dividends on our capital stock in the foreseeableré. We currently intend to retain all of ourutg earnings, if any, to finance operations.
future determination relating to our dividend pwligill be made at the discretion of our board a&dtors and will depend on a number of
factors, including future earnings, capital regoiests, financial conditions, future prospects, @wttial restrictions and covenants and other
factors that our board of directors may deem releva

The information required to be disclosedteyn 201(d) of Regulation S-K, "Securities Autlzed for Issuance Under Equity
Compensation Plans," is referenced under Item Badf 11l of this Annual Report on Form 10-K.

Corporate Performance Graph

The following performance graph and reldatgdrmation shall not be deemed to be "solicitmgterial” or to be "filed" with the SEC, nor
shall such information be incorporated by refereénte any future filing under the Securities Acti&33, as amended, or the Securities Act,
except to the extent that we specifically incorpatiaby reference into such filing.

The following graph compares the perforngaotour Class A common stock to the NASDAQ Stockrkét (U.S.) and to the NASDAQ
Pharmaceutical Index from February 3, 2010 (thst fiate that shares of our Class A common stock weblicly traded) through
December 31, 2012. The
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comparison assumes $100 was invested after theetneldsed on February 3, 2010 in our Class A comstock and in each of the foregoing
indices, and it assumes reinvestment of divideifidsy.

COMPARISON OF QUARTERLY CUMULATIVE TOTAL RETURN
Among the NASDAQ Stock Market (U.S.),
The NASDAQ Pharmaceutical Index,
and Ironwood Pharmaceuticals, Inc.
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Item 6. Selected Consolidated Financial Data

You should read the following selected ficial data together with our consolidated finanstatements and the related notes appearing
elsewhere in this Annual Report on Form 10-K. Weehderived the consolidated statements of opermtata for the years ended
December 31, 2012, 2011 and 2010 and the consadidatlance sheet data as of December 31, 201204rddfdm our audited financial
statements included elsewhere in this Annual Repoform 10-K. We have derived the consolidatetéstants of operations data for the
years ended December 31, 2009 and 2008 and thelictated balance sheet data as of December 31, 2009 and 2008 from our audit
financial statements not included in this Annuap&e on Form 10<. Our historical results for any prior period ai@t necessarily indicative
results to be expected in any future period.
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Years Ended December 31
2012 2011 2010 2009 2008
(in thousands, except share and per share dat

Consolidated Statement o
Operations Data:
Collaborative arrangement

revenue $ 150,24 $ 65,87 $ 43857 $ 34,32. $ 18,38
Cost and expense
Cost of revenu 96¢ — — — —
Research and developmer

@ 113,47: 86,09: 77,45 76,10( 51,42:
Selling, general and

administrative®) 92,53¢ 45,92( 27,16¢ 19,03’ 15,26¢
Collaboration expensé 16,03( — — — —
Total cost and expens 223,00° 132,01 104,62: 95,131 66,69(
Loss from operation (72,767) (66,147) (60,76€) (60,816 (48,307
Other income (expense
Interest expens (59 (63) (19¢) (319 (297)
Interest and investment

income 197 45€ 614 24C 2,08¢
Remeasurement of forwarc

purchase contrac — — — 60C (900)
Other income — 90C 99: — —
Other income (expense), r 13¢ 1,29: 1,411 522 897

Net loss from continuin
operations before incomi

tax (benefit) expens (72,624 (64,849 (59,359 (60,299 (47,410
Income tax (benefit) expen — 3 (2,949 (29¢€) —
Net loss from continuin

operations (72,62¢) (64,857) (56,41) (59,999 (47,410
Net income (loss) fror

discontinued operatiort¥ — — 4,551 (13,319 (7,627
Net loss (72,62¢) (64,857) (51,860) (73,317 (55,03))

Net (income) loss fror
discontinued operations
attributable to
noncontrolling interes — — (1,127 2,12 1,157

Net loss attributable t
Ironwood
Pharmaceuticals, Inc $ (72,624 $ (64,85) $ (52,98) $ (71,18Y) $ (53,879

Net income (loss) per sha

attributable to Ironwood

Pharmaceuticals, Inc.—

basic and dilutec
Continuing operation $ (0.6¢) $ (0.6%) $ (0.69) $ (8.4%9) $ (6.8¢)
Discontinued operatior — — 0.0¢ (1.57) (0.99)
Net loss per shai $ (0.6¢) $ (0.6 $ 059 ¢ (10.00 $ (7.82)

Weighted average number
common shares used in
income (loss) per share
attributable to Ironwood
Pharmaceuticals, Inc.—
basic and dilute: 106,402,63 99,874,79 89,653,36 7,116,77. 6,889,81

Q) Includes sharbased compensation expense as indicated in tlosvialy table:

Research and developn $9,08C $6,071 $4,112 $2,37: $ 1,627
Selling, general and administra 8,49: 5,661 3,38¢ 2,72 991
Discontinued operatia — — 59 14¢ 17¢€
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(2 Collaboration expense for the years ended DeceBhe2011, 2010, 2009 and 2008 is included in gpligeneral and administrative
expense and was not material.

December 31
2012 2011 2010 2009 2008
(in thousands)

Consolidated Balance Sheet Date
Cash, cash equivalents and availabl

for-sale securitie $168,22¢ $164,01¢ $248,02° $ 122,30t $ 88,37:
Working capital of continuing

operations (excluding deferred

revenue 132,88: 138,72: 234,69 107,48! 86,02:
Assets of discontinued operatic — — — 2,34¢ 3,817
Total asset 229,900 208,97 301,36! 162,45: 138,37:
Deferred revenue, including current

portion 21,40t 57,42: 102,43 126,00: 66,00¢
Long-term debt, including current

portion — — — 1,76:% 1,81¢
Capital lease obligations, including

current portior 56¢ 65¢ 59C 25k 30€
Liabilities of discontinued operatiol — — — 2,301 1,32
Total liabilities 85,85! 99,12: 141,81 162,44: 95,38:
Convertible preferred stoc — — — 298,35( 273,40(
Noncontrolling interes — — — 3,212 5,33¢
Total stockholders' equity (defici 144,05. 109,85¢ 159,55. (298,34() (230,41)

Item 7. Management's Discussion and Analysis of Financiab@dition and Results of Operations
Forward-Looking Information

The following discussion of our financiandition and results of operations should be reazbnjunction with our financial statements
and the notes to those financial statements appealsewhere in this Annual Report on Form 10-KisTiscussion contains forward-looking
statements that involve significant risks and utaisties. As a result of many factors, such asetsss forth under "Risk Factors" in Item 1A of
this Annual Report on Form 10-K, our actual resaitsy differ materially from those anticipated ir$le forward-looking statements.

Overview

We are an entrepreneurial pharmaceuticapamy focused on the discovery, development andreneialization of medicines that
improve patients' lives. We have one marketed phdinaclotide, which is available in the Unitethts under the trademarked name
LINZESS and was recently approved in the EuropemiotJunder the trademarked name Constella. Linaeas also being developed in otl
parts of the world by certain of our partners. e exploring development opportunities to broadenltINZESS label, both within its current
indication and by investigating potential futurdiications. In addition to exploring additional dement opportunities, we also have a
pipeline of early development candidates and disgoxesearch programs in multiple therapeutic areas

In August 2012, the FDA approved LINZESSamce-daily treatment for adult men and womefesiafy from IBS-C or CIC. LINZESS
is being commercialized in the U.S. by us and aliaboration partner, Forest. We and Forest begamuercializing LINZESS in the U.S.
during December 2012.

In November 2012, the European Commissiantgd marketing approval to Constella for the symmatic treatment of moderate to
severe IBS-C in adults. Constella will be markateBurope (including the Commonwealth of Independitates and Turkey) by Almirall and
is expected to be commercially available in cerBimopean countries in the first half of 2013.

Astellas, our partner in Japan and cex#ier Asian countries, is developing linaclotide tfoe treatment of patients with IBS-C in its
territory. In October 2012, Astellas initiated authte-blind, placebo controlled, dose-ranging Ptasknical trial of linaclotide in adult patients
with IBS-C.
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In October 2012, we entered into a collabon agreement with AstraZeneca to co-developcardommercialize linaclotide for IBS-C in
China, Hong Kong and Macau. In May 2012, we sutaditt CTA to China's State Food and Drug Administnafor a Phase 3 trial of
linaclotide in patients with IBS-C. The CTA has bespproved.

We continue to assess alternatives to Bimaglotide to IBS-C and CIC sufferers in the pasf the world outside of our partnered
territories.

We are also exploring development oppotiesito strengthen the clinical profile of LINZE8&hin its indicated population and to
expand the product label for additional patientydafions and indications, and we are exploringpbiential for linaclotide-based combination
products. As part of this strategy, we and Forgtiated a Phase 3b clinical trial to further cltiesize the effect of linaclotide on abdominal
symptoms in patients with CIC.

In addition to exploring further linacloéidievelopment opportunities, our research and dprent team has generated a pipeline of ear
development candidates and discovery research liipleittherapeutic areas, including gastrointestiisease, CNS disorders, allergic
conditions and cardiovascular disease.

We were incorporated in Delaware as Micaphic. on January 5, 1998. On April 7, 2008, wanged our name to Ironwood
Pharmaceuticals, Inc. Prior to September 2010, elek d majority ownership interest in Microbia, Iffarmerly known as Microbia Precision
Engineering), a subsidiary formed in September 2806érobia engaged in a specialty biochemicals ihess based on a proprietary strain-
development platform. On September 21, 2010, we ot interest in Microbia to DSM Holding Compan$A, Inc., or DSM, in exchange f
cash proceeds of $9.5 million, the payment of agprately $1.1 million of Microbia's debt and intetdoy DSM and future contingent
consideration based on the sale of products incatipg Microbia's technology.

We currently operate in one reportable ess segment—human therapeutics. Our human theicgpsegment consists of the
development and commercialization of our lead petdinaclotide, and other product candidates. iRadhe sale of our interest in Microbia,
we also operated in the biomanufacturing segmemt bi@manufacturing segment, which comprised a nmnahller part of our business,
consisted of our majority ownership interest in Migia. Our human therapeutics segment represef@¥ df our total assets at December 31
2012 and 2011. For the year ended December 31, 28didlts of operations of our biomanufacturingnsegt are included in net income from
discontinued operations in our consolidated finalhstatements.

To date, we have dedicated substantiadllgfaur activities to the research, development @ammercialization of linaclotide, our lead
product, as well as research and development obtwar product candidates. We have incurred sicpnifi operating losses since our inception
in 1998. We incurred net losses attributable towood Pharmaceuticals, Inc. of approximately $7Riléon, $64.9 million and $53.0 million
in the years ended December 31, 2012, 2011 and 2&diiectively. As of December 31, 2012, we hada@umulated deficit of approximately
$505.0 million and we expect to incur net lossegtie foreseeable future.

In February 2012, we sold 6,037,500 shafesir Class A common stock through a firm committnenderwritten public offering at a
price to the public of $15.09 per share. As a tasfuhe offering, we received aggregate net prdseafter underwriting discounts and
commissions and other estimated offering expemdgegproximately $85.2 million.

On January 4, 2013, we closed a privategoieent of $175.0 million in aggregate principal amtoof 11% notes due on or before June 15
2024. The notes bear an annual interest rate of ®ithhinterest paid quarterly beginning June 1812 and principal expected to be paid
quarterly beginning March 15, 2014. As a resulthaf debt offering, we received aggregate net pasefter offering expenses, of
approximately $167.3 million. We intend to use tie¢ proceeds from this debt financing
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to fund our research and development efforts arstipport the commercial launch of LINZESS, in addito general corporate purposes.
Financial Overview

Revenue. Revenue to date from our human therapeutionerghas been generated primarily through our lootkion agreements with
Forest and AstraZeneca, and our license agreemithté\imirall and Astellas. The terms of these agrents contain multiple deliverables
which may include (i) licenses, (ii) research aeg@lopment activities, and (iii) the manufacturéd@, finished drug product and developm
materials for the collaborative partners. Paymémtss may include one or more of the following: refundable license fees; payments for
research and development activities; paymentdfontanufacture of API, finished drug product andetigpment materials; and payments
based upon the achievement of certain milestong@samlties on product sales. Additionally, we wékteive our share of the net profits or t
our share of the net losses from the sale of lotate in the U.S. and China. LINZESS launched &ntthS. in the fourth quarter of 2012 and
Constella is expected to be commercially availableertain European countries in the first halR6f.3.

We record our share of the net profits lmsdes from the sales of LINZESS in the U.S. oetabasis and present the settlement payment
as collaborative arrangements revenue or collalooraikpense, as applicable. Net profits or lossesist of net sales to third-party customers
in the U.S. less the cost to manufacture LINZES®elkas selling and marketing expenses. Althoughewpect net sales to increase during th
launch phase, the settlement payments betweentfor@sis resulting in collaborative arrangemenénere or collaboration expense are sul
to fluctuation based on the ratio of selling andketing expenses incurred by each party. In additbwr collaborative arrangements revenue
may fluctuate as a result of timing and amounta&tise fees and clinical and commercial milestoaesived and recognized under our curren
and future strategic partnerships as well as timaimgj amount of royalties from the sales of Corestelthe European market.

Revenue from our biomanufacturing segmeag generated by our former subsidiary, Microbiaichvinad entered into research and
development service agreements with various thartigs. These agreements generally provided far flzeresearch and development service:s
rendered. As a result of the sale of our interestlicrobia, revenue from our biomanufacturing segm#or the year ended December 31, 201(
is included in net income from discontinued operai

Cost of Revenue. Cost of revenue is recognized upon shipmefiha€lotide API to certain of our collaboration pars. Our cost of
revenue consists of the costs of producing such YAfel expensed most of the manufacturing costs dfadPesearch and development
expenses in the periods prior to July 1, 2012, latkvdate we began capitalizing linaclotide-relatentory costs as their realizability became
probable. As of December 31, 2012, the previouspeased API inventory that is commercially saledfasle been substantially utilized. We
expect our cost of revenue to increase in futuremgs.

Research and Development ExpensBesearch and development expense consistpehseas incurred in connection with the discovery
development, manufacture and distribution of owdprct candidates. These expenses consist prinmdrdgmpensation, benefits and other
employee related expenses, research and developefeted facility costs, third-party contract cosating to research, formulation,
manufacturing, nonclinical study and clinical tréativities as well as licensing fees for our pradrandidates prior to regulatory approval. We
charge all research and development expenses tatmpes as incurred. Under our Forest and AstraZaigellaboration agreements, we are
reimbursed for certain research and developmerdresgs, and we net these reimbursements againgsaarch and development expenses a
incurred. Payments to Forest or AstraZeneca awgded as incremental research and development sepen
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The costs of revenue related to the Miad@rvices contracts and costs associated withobli’s research and development activities ar
included in net income (loss) from discontinuedragiens.

Our lead product is linaclotide, and itnegents the largest portion of our research andldpment expense for our product candidates.
Linaclotide is our only product or product candal#ttat has demonstrated clinical proof of conc&ptNDA for LINZESS with respect to both
IBS-C and CIC was approved by the FDA in August20f& November 2012, the EMA approved Constellaliertreatment of IBS-C in
adults.

We are also exploring development oppotiesito strengthen the clinical profile of LINZE®8&hin its indicated population and to
expand the product label for additional patientydafions and indications, and we are exploringpbiential for linaclotide-based combination
products. As part of this strategy, we and Forgtiated a Phase 3b clinical trial to further cltiesize the effect of linaclotide on abdominal
symptoms in patients with CIC.

In addition to exploring further linacloidievelopment opportunities, we also have a pipdtinused on both research and developme
early development candidates and discovery reséarhltiple therapeutic areas, including gastrestinal disease, CNS disorders, allergic
conditions and cardiovascular disease.

The following table sets forth our reseaacld development expenses related to our prodpetipé for the years ended December 31,
2012, 2011 and 2010. These expenses relate pynaugixternal costs associated with manufactuiimguding supply chain development,
nonclinical studies and clinical trial costs. Caststed to facilities, depreciation, share-baswdmensation and research and development
support services are not directly charged to progra

Years Ended December 31

2012 2011 2010
(in thousands)
Demonstrated clinical proof of conce $ 28,95! $ 21,51« $ 26,68
Early development candidat 22,28: 13,49¢ 13,06°
Discovery researc 10,51¢ 13,45:¢ 6,13¢

Since 2004, the date we began trackingsdmsprogram, we have incurred approximately $1##IBon of research and development
expenses related to linaclotide. The expensesifaclbtide include both reimbursements to us byeBbor AstraZeneca as well as our portion
of research and development costs incurred by ForesstraZeneca for linaclotide and invoiced tauasler the cost-sharing provisions of our
collaboration agreements.

The lengthy process of securing regulagggrovals for new drugs requires the expendituiubbtantial resources. Any failure by us to
obtain, or any delay in obtaining, regulatory apile would materially adversely affect our proddevelopment efforts and our business
overall. In August 2012, the FDA approved our NOA EINZESS as a once-daily treatment for adult med women suffering from IBS-C
and CIC. In connection with the FDA approval, we ggquired to conduct certain nonclinical and chhistudies aimed at understanding:

(a) whether orally administered linaclotide cardegéected in breast milk, (b) the potential for batiies to be developed to linaclotide, and i
(c) whether antibodies specific for linaclotide twbhave any therapeutic or safety implicationsadidition, we and Forest established a
nonclinical and clinical post-marketing plan wittetFDA to understand LINZESS's efficacy and saffefyediatric patients. In October 2012,
we entered into a collaboration agreement witha@&tneca under which we will jointly develop and coencialize linaclotide in China, Hong
Kong and Macau. We also are exploring the expansidinaclotide in other parts of the world outsigfeour currently partnered territories, as
well as the potential for linaclotide in other indiions and the potential for linaclotide-based loioration
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products. Therefore, we cannot currently estimatie any degree of certainty the amount of time ongy that we will be required to expend
in the future on linaclotide in pediatrics, for etlgeographic markets or additional indications.aM® continue to advance our pipeline
focused on early development candidates and disgogsearch in multiple therapeutic areas, inclgdjastrointestinal disease, CNS disorders
allergic conditions and cardiovascular diseaseefsihe inherent uncertainties that come with theld@ment of pharmaceutical products, we
cannot estimate with any degree of certainty hagéhprograms will evolve, and therefore the amoftitime or money that would be required
to obtain regulatory approval to market them. Assult of these uncertainties surrounding the tin@nd outcome of any approvals, we are
currently unable to estimate precisely when, ifrelreaclotide will be developed in pediatrics or bther indications or markets, or when, if
ever, any of our other product candidates will gateerevenues and cash flows.

We invest carefully in our pipeline, ané tommitment of funding for each subsequent sthgeirodevelopment programs is dependent
upon the receipt of clear, supportive data. In toidi we are actively engaged in evaluating extgrrgiscovered drug candidates at all stages
of development. In evaluating potential assetsap@y the same criteria as those used for invedsrierinternally-discovered assets.

The successful development of our prodantaates is highly uncertain and subject to a rarmbrisks including, but not limited to:

. The duration of clinical trials may vary substaltfiaccording to the type, complexity and novelfytlte product candidate.

. The FDA and comparable agencies in foreign coutnose substantial requirements on the introdnaif therapeutic
pharmaceutical products, typically requiring lengémd detailed laboratory and clinical testing gahares, sampling activities
and other costly and time-consuming procedures.

. Data obtained from nonclinical and clinical aittes at any step in the testing process may berad and lead to discontinuation
or redirection of development activity. Data ob&drfrom these activities also are susceptible tging interpretations, which
could delay, limit or prevent regulatory approval.

. The duration and cost of discovery, nonclinicalls#s and clinical trials may vary significantly ovte life of a product
candidate and are difficult to predict.

. The costs, timing and outcome of regulatoryeavof a product candidate may not be favorable.

. The emergence of competing technologies andystedind other adverse market developments mayivnelgampact us.

As a result of the uncertainties discussgale, we are unable to determine the duratiorcasts to complete current or future nonclinical
and clinical stages of our product candidates anwlor to what extent we will generate revenuesifiloe commercialization and sale of our
products and product candidates. Development tivegjiprobability of success and development castswidely. We anticipate that we will
make determinations as to which additional progreommrsue and how much funding to direct to eaciggam on an ongoing basis in
response to the data of each product candidateptheetitive landscape and ongoing assessmentebfsoduct candidate's commercial
potential. As a result of the regulatory approwal2012, LINZESS began generating sales in thettiogmarter of 2012 upon commercial lau
in the U.S. and Constella is expected to be comiairavailable in the European market in the flratf of 2013.

We expect our research and developmens ealitbe substantial for the foreseeable future Wil continue to invest in linaclotide
including the areas of its supply chain and thdagpion of its
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utility in other indications and other patient ptations. We will also invest in our other produandidates as we advance them through
nonclinical studies and clinical trials, in additito funding full-time equivalents for research aleyelopment activities under our external
collaboration and license agreements.

Selling, General and Administrative Expenséelling, general and administrative expensesistsmprimarily of compensation, benefits
and other employee related expenses for persomelriadministrative, finance, legal, informati@chnology, business development,
commercial, sales, marketing and human resouragifuns. Other costs include the legal costs of yingspatent protection of our intellectual
property, general and administrative related facdbsts and professional fees for accounting agédllservices. We anticipate substantial
increases in expenses related to developing ttenation necessary to further support the commldiaiinch of LINZESS, including
expanding our commercial and sales force teamscharge all selling, general and administrative esps to operations as incurred.

Under our Forest and AstraZeneca collabmratgreements, we are reimbursed for certaimgeiind/or marketing expenses and we net
these reimbursements against our selling, genedahdministrative expenses as incurred. Beginmirtgé fourth quarter of 2012, we include
Forest's selling and marketing casitaring payments in the calculation of the netifgaind net losses from the sale of LINZESS inuk®. anc
present the net payment to or from Forest as amiédion expense or collaborative arrangements ey aespectively. The selling and
marketing cost-sharing payments for the prior mirivere classified as selling, general and admatige expenses.

Collaboration Expense. Collaboration expense represents 50% of LINZB&Ssales in the U.S as well as cost of revendesalting
and marketing cost-sharing settlement between dig-arest. Prior to the fourth quarter of 2012, sseling and marketing cost-sharing
payments were presented within selling, generalaaimdinistrative expenses and were not materidléabnsolidated financial statements. We
expect our collaboration expense to vary in thetdleom due to the effects of the net profit orslebaring arrangement under the collaboratior
with Forest.

Critical Accounting Policies and Estimates

Our discussion and analysis of our finanmigdition and results of operations is based upgmnconsolidated financial statements
prepared in accordance with generally acceptedustion principles in the U.S., or GAAP. The prepiana of these financial statements
requires us to make certain estimates and assumsgtiat affect the reported amounts of assetsiabitities, the reported amounts of revenues
and expenses during the reported periods and dedigelosures. These estimates and assumptiomsdiing those related to revenue
recognition, inventory valuation and related ressrresearch and development expenses and shackdmmspensation are monitored and
analyzed by us for changes in facts and circumstgrand material changes in these estimates coald o the future. These critical estimates
and assumptions are based on our historical experi@ur observance of trends in the industry vamibus other factors that are believed to b
reasonable under the circumstances and form the floasnaking judgments about the carrying valueassets and liabilities that are not
readily apparent from other sources. Actual resuliy differ from our estimates under different asptions or conditions.

We believe that our application of the daling accounting policies, each of which requign#icant judgments and estimates on the par!
of management, are the most critical to aid inyfuthderstanding and evaluating our reported fir@neisults. Our significant accounting
policies are more fully described in NoteSsymmary of Significant Accounting Policigs our consolidated financial statements appgarin
elsewhere in this Annual Report on Form 10-K.
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Revenue Recoghnitio

Our revenue is generated primarily throogteborative research and development and licagesements. The terms of these agreemen
contain multiple deliverables which may includeligenses, (ii) research and development activities (iii) the manufacture of finished drug
product, APl and development materials for theatmrative partner. Payments to us under theseragree may include non-refundable
license fees, payments for research and developactinities, payments for the manufacture of fiedhdrug product, APl and development
materials, payments based upon the achievemestiafic milestones and royalties on product saléglitfonally, we may receive our share of
the net profits or bear our share of the net lofses the sale of linaclotide in the U.S. and China

We evaluate revenue from agreements thet traltiple elements under the guidance of Accoun8tandards Update, or ASU, No. 2009
13, Multiple-Deliverable Revenue ArrangemermsASU 2009-13, which we adopted in January 201&.itléntify the deliverables included
within the agreement and evaluate which deliveatdpresent separate units of accounting. We atéouthose components as separate
elements when the following criteria are met:

. the delivered items have value to the customea stand-alone basis;

. if there is a general right of return relatieethe delivered items, delivery or performancehef indelivered items is considered
probable and within our control.

The consideration is allocated among tipausste units of accounting using the relative isglfirice method, and the applicable revenue
recognition criteria are applied to each of theasaf® units. The determination that multiple elete@man arrangement meet the criteria for
separate units of accounting requires us to exenzis judgment.

We recognize revenue when there is pergai@siidence that an arrangement exists, servioesteen rendered or delivery has occurred,
the price is fixed or determinable, and collect®neasonably assured.

The determination of whether we should geize revenue on a gross or net basis involvesiadg based on the relevant facts and
circumstances, which relate primarily to whetherageas a principal or agent in the process of iging revenues from our collaboration and
licensing arrangements. In making this assessmentonsider whether we are the primary obligohim arrangement and whether we have th
risks and rewards of ownership.

For certain of our arrangements, partidylaur license agreement with Almirall, it is reced that taxes be withheld on payments to us.
We have adopted a policy to recognize revenuefrtbese tax withholdings.

Up-Front License Fees

We recognize revenues from nonrefundalgdrant license fees related to collaboration acerse agreements entered into before
January 1, 2011, including the $70.0 million upafrbcense fee under the Forest collaboration agese entered into in September 2007, the
$40.0 million up-front license fee, of which $38rlllion was received net of foreign withholding &sx under the Almirall license agreement
entered into in April 2009 and the $30 million upxit license fee under the Astellas license agreéemered into in November 2009, on a
straight-line basis over the contracted or estithggziod of performance since the license delidesatvere not deemed to have value on a
standalone basis and we could not determine thedhie of the undelivered elements. The periogasformance over which the revenues are
recognized is typically the period over which theegarch and/or development is expected to occuarAsult, we often are required to make
estimates regarding drug development and commizaii@n timelines for compounds being developedspant
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to a collaboration or license agreement. Becausérhg development process is lengthy and ourlomiéion and license agreements typically
cover activities over several years, this apprdahresulted in the deferral of significant amowrfitevenue into future periods. In addition,
because of the many risks and uncertainties agedaidth the development of drug candidates, otimases regarding the period of
performance may change in the future. Any changriirestimates could result in substantial chahg#se period over which the revenues
from an up-front license fee are recognized. IreJ2@11, we revised our estimate of the developmpentd associated with our Almirall
license agreement from 50 months to 41 months djudtd the amortization of the remaining deferednue accordingly. Aside from this
change, we have had no other material changes testimated periods of continuing involvement unel@sting collaboration and license
agreements. At September 30, 2012, the up-froabdie fees under the Forest and Almirall collabonatiwvere fully amortized.

We recognize revenue allocated to the earlated to collaboration and license agreenenesed into or materially modified on or a
January 1, 2011, including the amounts allocatdti¢dicense under the AstraZeneca collaboratisaeagent entered into in October 2012,
upon delivery, when we believe the license to ateliectual property has stand-alone value. Whemeeegnize revenue allocated to the
license upon delivery under any of our collaboragiove may experience significant fluctuationsun collaborative arrangements revenues
from quarter to quarter and year to year dependmthe timing of transactions. When we believelitense to our intellectual property does
not have stand-alone value from the other deliMesatn be provided in the arrangement, we recogmizenue attributed to the license on a
straight-line basis over the contractual or estadaterformance period.

Milestones

At the inception of each arrangement thellides contingent milestone payments, we evaluh&ther each milestone is substantive. Thi
evaluation includes an assessment of whether éajdhsideration is commensurate with either (1)ethtéty's performance to achieve the
milestone, or (2) the enhancement of the valudetielivered item(s) as a result of a specific @uie resulting from the entity's performanc
achieve the milestone, (b) the consideration relatéely to past performance and (c) the consiideré reasonable relative to all of the
deliverables and payment terms within the arrangenWee evaluate factors such as the scientifiojadi, regulatory, commercial and other
risks that must be overcome to achieve the respentilestone, the level of effort and investmerjuieed and whether the milestone
consideration is reasonable relative to all defitdgs and payment terms in the arrangement in mdkis assessment. Substantive milestones
are due to us upon the initiation of a Phase 3ystoidlinaclotide in Japan and upon the filing amproval of the Japanese equivalent of an
NDA with the relevant regulatory authority in Jap

On January 1, 2011, we adopted ASU No. 201,Revenue Recognition—Milestone MettmdASU 2010-17. As a result of this
adoption, in those circumstances where a substantikestone is achieved and collection of the eglakeceivable is reasonably assured, we
recognize revenue related to the milestone inntsety in the period in which the milestone is ietfed.

Prior to January 1, 2011, in those circamsés where a substantive milestone was achiegbegtion of the related receivable was
reasonably assured and we had remaining obligatiopsrform under the collaboration arrangementreeegnized as revenue on the date the
milestone was achieved an amount equal to thecaigdi percentage of the performance period thatleased as of the date the milestone
achieved, with the balance being deferred and rézed over the remaining period of performance eltibne payments received prior to the
adoption of ASU 2010-17 under the Forest collabonsand Almirall license agreement were recognizased upon this method.
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Milestones that are not considered subis®ate recognized on a straight-line basis overémaining period of performance.
Commercial milestones are accounted for as rogadtiel are recorded as revenue upon achievemer ofitestone, assuming all other
revenue recognition criteria are met. All of thdesiones that have been achieved to date undétavast collaboration agreement and our
Almirall license agreement were substantive. ABDe€ember 31, 2012, we had not achieved any milestander our Astellas license
agreement or AstraZeneca collaboration agreement.

Payments received or reasonably assureddtformance obligations are fully met are re@gphas earned. Because the recognition of
substantive milestone under a collaboration agreetypically requires the completion of a numbemrofivities conducted over a significant
period of time, the expenses related to achieviegtilestone often are incurred prior to the penodhich the milestone payment is
recognized. When we do achieve milestones thatomsider substantive under any of our collaboratisressmay experience significant
fluctuations in our collaborative arrangements nexefrom quarter to quarter and year to year depgrah the timing of achieving such
substantive milestones.

Net Profit or Net Loss Sharir

We recognize our share of the pre-tax corni@enet profit or net loss generated from thesalf LINZESS in the U.S. in the period the
product sales are recorded by Forest and relattdEproduct sales and selling and marketing expgare incurred by us and our
collaboration partner. These amounts are parti@hgrmined based on amounts provided by Foresinaontie the use of estimates and
judgments, such as product sales allowances amdadscelated to prompt payment discounts, chaeh@governmental and contract
rebates, wholesaler fees, product returns, andagoipnt assistance costs, which could be adjustsetlban actual results in the future. We are
highly dependent on Forest for timely and accuirdtamation regarding any net revenues realizethfeales of LINZESS and the costs
incurred in selling it, in order to accurately refpour results of operations. For the periods cegién the consolidated financial statements
presented, there have been no significant or nahtghianges to prior period estimates of revenuest,af revenue and selling and marketing
expenses associated with the sales of LINZESSeiJtls. However, if we do not receive timely anduaate information or incorrectly estim
activity levels associated with the collaboratiom@ @iven point in time, we could be required toarel adjustments in future periods.

We record our share of the net profitsefrlasses from the sales of LINZESS on a net lzagispresent the settlement payments as
collaborative arrangements revenue or collaboraiqgense, as applicable. We and our collabora@wvimer settle the cost sharing quarterly,
and each payment represents 50% of LINZESS net atbe U.S as well as the cost sharing settlemfeselling and marketing expenses and
cost of revenue between us and Forest. Prior t8,2ich selling and marketing cost-sharing paymeate presented within selling, general
and administrative expenses and were not materihlet consolidated financial statements.
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We produce API, finished drug product artlelopment materials for certain of our collaborsitdVe recognize revenue on API, finished
drug product and development materials when themahhas passed all quality testing required fdlaborator acceptance, delivery has
occurred, title and risk of loss have transferethe collaborator, the price is fixed or deterrbieaand collection is reasonably assured. As it
relates to development materials and API produoedlimirall and Astellas, we are reimbursed at atcacted rate. Such reimbursements are
considered as part of revenue generated by Alnarall Astellas license agreements and presentesllabarative arrangements revenue. Any
API, finished drug product and development matsrairrently produced for Forest or AstraZenecaetegnized in accordance with the cost-
sharing provisions of the Forest and AstraZenetlalmration agreements, respectively. We may egpes fluctuations in our collaborative
arrangements revenue from quarter to quarter aadtgeyear depending on the timing of such tramnsast

Inventory Valuation and Related Reserv
Inventory is stated at the lower of costmarket with cost determined under the first-irstfiout basis.

We evaluate inventory levels quarterly ang inventory that has a cost basis in excess @fxipected net realizable value, inventory that
becomes obsolete, inventory in excess of expeetied sequirements or inventory that fails to mestimercial sale specifications is written
down with a corresponding charge to cost of revenuke period that the impairment is first ideief.

We capitalize inventories manufacturedreparation for initiating sales of a product camadiédwhen the related product candidate is
considered to have a high likelihood of regulatapproval and the related costs are expected tedowerable through sales of the inventories.
In determining whether or not to capitalize suckeimories, we evaluate, among other factors, infion regarding the product candidate's
safety and efficacy, the status of regulatory s@lsions and communications with regulatory authesitind the outlook for commercial sales,
including the existence of current or anticipatechpetitive drugs and the availability of reimbursesrn In addition, we evaluate risks
associated with manufacturing the product candidatethe remaining shelf life of the inventories.

Costs associated with developmental pradpigor to satisfying the inventory capitalizationiteria are charged to research and
development expense as incurred.

There is a risk inherent in these judgmants$ any changes in these judgments may have aiahatgact on our financial results in futt
periods.

Research and Development Exper

All research and development expensesxensed as incurred. Research and developmentsegeamprise costs incurred in
performing research and development activitieduoing compensation, benefits and other employséscshardsased compensation exper
laboratory supplies and other direct expensesljtiasiexpenses; overhead expenses; licensingdeesir product candidates prior to
regulatory approval; milestone payments associatddour licensing agreements, contractual seryiresuding clinical trial and related
clinical manufacturing expenses; and other extezrpenses. Clinical trial expenses include expeasssciated with contract research
organizations, or CROs. The invoicing from CROsdervices rendered can lag several months. Weadteucost of services rendered in
connection with CRO activities based on our estinwdtsite management, monitoring costs, projectagament costs, and investigator fees.
We maintain regular communication with our CRO vansdo gauge the reasonableness of our estimaiféardbces between actual clinical
trial expenses and estimated clinical trial expsnmeeorded have not been
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material and are adjusted for in the period in Wwhieey become known. Under our Forest and Astrazanellaboration agreements, we are
reimbursed for certain research and developmerdresgs and we net these reimbursements againgsaarch and development expenses as
incurred. Payments to Forest or AstraZeneca am¥ded as incremental research and development sgpBionrefundable advance payments
for research and development activities are capitdland expensed over the related service periad goods are received.

Share-based Compensation Expense

We recognize compensation expense foimad-based vested awards based on the grant datafaé. These costs are recognized on a
straight-line basis over the requisite servicequkri

We record the expense of services rendeyatbn-employees based on the estimated fair \@flthee stock option using the Bla@ehole:
option-pricing model as of the respective vestiatedFurther, we expense the fair value of eomployee stock options over the vesting tert
the underlying stock options.

For employee share-based awards, we estitmatfair value of the share- based awards, iirgdustock options, using the Black-Scholes
option-pricing model. Determining the fair valuestfarebased awards requires the use of highly subjeasgamptions, including the expec
term of the award and expected stock price vaiatilihe weighted average assumptions used in edioglthe fair value of shateased awarc
granted in 2012, 2011 and 2010 are set forth below:

Years Ended
December 31

2012 2011 2010
Volatility 49.2% 49.8% 57./%
Dividend yield —% —% —%
Expected life of options (in year 6.5 6.5 6.5
Risk-free interest rat 12% 2.4% 2.5%

The assumptions used in determining thevidue of share-based awards represent managerbest'estimates, but these estimates
involve inherent uncertainties and the applicabbmanagement judgment. As a result, if factorsigleaand we use different assumptions, ou
share-based compensation could be materially diftén the future. The risk-free interest rate ueedach grant is based on a zero-coupon
U.S. Treasury instrument with a remaining term Emto the expected term of the share-based aB&athuse we do not have a sufficient
history to estimate the expected term, we useithplidied method as described in SAB Topic 14.Dop éstimating the expected term. The
simplified method is based on the average of tlstig tranches and the contractual life of eachtgiBecause there was no public market for
our common stock prior to our initial public offeg, we lacked company-specific historical and ighlvolatility information. Therefore, we
use a blended volatility rate using our own higtalrivolatility and that of publicly-traded peer cpamies. For purposes of identifying publicly-
traded peer companies, we selected publicly-tradetpanies that are in the biopharmaceutical ingukave products or product candidates ir
similar therapeutic areas (gastrointestinal dysioncand pain management) and stages of noncliaiw@liclinical development as us, have
sufficient trading history to derive a historic atlity rate and have similar vesting terms asgnanted options. We have not paid and do not
anticipate paying cash dividends on our shareswincon stock; therefore, the expected dividend yielssumed to be zero. We also recog
compensation expense for only the portion of otittrat are expected to vest. Accordingly, we hatienated expected forfeitures of stock
options based on our historical forfeiture ratgusigdd for known trends, and used these ratesveldging a future forfeiture rate. Our
forfeiture rates were 6.0%, 5.5% and 5.5% as ofeb#xer 31, 2012, 2011 and 2010, respectively. lfaatumal forfeiture
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rate varies from our historical rates and estimatdditional adjustments to compensation expengebmaequired in future periods.

Prior to our initial public offering, we gmted stock options at exercise prices not lesstti@fair value of our common stock as
determined by our board of directors, with inpainfirmanagement. Due to the absence of an activeetfarkour common stock, prior to our
initial public offering on February 2, 2010, ourdrd of directors had historically determined, withut from management, the estimated fair
value of our common stock on the date of grant.

We have also granted performance-base# sgions with terms that allow the recipients &swin a specific number of shares based
upon the achievement of performance-based milestasispecified in the grants. Share-based compemsxipense associated with these
performance-based stock options is recognizeckiptrformance condition is considered probablebfewement using management's best
estimates of the time to vesting for the achievaméthe performance-based milestones. If the &eiclzievement of the performance- based
milestones varies from our estimates, share-bam@gensation expense could be materially diffedesub twhat is recorded in the period. The
cumulative effect on current and prior periods change in the estimated time to vesting for penforce-based stock options will be
recognized as compensation cost in the periodeofdhision, and recorded as a change in estimate.

We have also granted time-accelerated siptikns with terms that allow the accelerationasting of the stock options upon the
achievement of performance-based milestones spddifithe grants. Share-based compensation expssgeiated with these time-accelerate
stock options is recognized over the requisiteiserperiod of the awards or the implied servicaqukrif shorter.

While the assumptions used to calculateaodunt for share-based compensation awards egpisamanagement's best estimates, these
estimates involve inherent uncertainties and thmiegtion of management's judgment. As a resulgvfsions are made to our underlying
assumptions and estimates, our share-based contiparesgpense could vary significantly from periedperiod.

As of December 31, 2012, there was appratéity $0.4 million and $35.1 million of unrecogrizehare-based compensation, net of
estimated forfeitures, related to restricted stastards and unvested stock option grants with tiamet vesting, respectively which are
expected to be recognized over a weighted averagedoof 1 year and 3.1 years, respectively. Thal tmrecognized share-based
compensation cost will be adjusted for future clesnig estimated forfeitures. Additionally, at Ded®mn31, 2012, approximately $4.1 million
of additional share-based compensation relategtiorts subject to performance-based milestonengstas not yet recognized. See Notes 2
and 13 to our consolidated financial statementatkxtin this Annual Report on Form 10-K for furtitkscussion of share-based compensatior
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Results of Operations

The following discussion summarizes the fefors our management believes are necessaanfonderstanding of our consolidated
financial statements.

Years Ended December 31

2012 2011 2010
(in thousands)
Collaborative arrangements rever $ 150,24 $ 65,87. $ 43,85
Cost and expense
Cost of revenu 96& — —
Research and developme 113,47- 86,09: 77,45¢
Selling, general and administrati 92,53¢ 45,92( 27,16¢
Collaboration expens® 16,03( — —
Total cost and expens 223,00° 132,01: 104,62:
Loss from operation (72,767) (66,147) (60,76¢)
Other income (expense
Interest expens (59 (63 (19€)
Interest and investment incor 197 45¢€ 614
Other income — 90C 99:
Other income (expense), r 13¢ 1,29: 1,411
Net loss from continuing operations
before income tax (benefit) exper (72,629 (64,849 (59,359
Income tax (benefit) expen — 3 (2,949
Net loss from continuing operatio (72,629 (64,857) (56,417
Net income from discontinued operatic — — 4,557
Net loss (72,629 (64,857) (51,86()
Net income from discontinued operatic
attributable to noncontrolling intere — — (1,227
Net loss attributable to Ironwood
Pharmaceuticals, Inc $ (72,629 $ (64,85) $ (52,98)

(1) Collaboration expense for the years ended ibbee 31, 2011 and 2010 is included in selling, gairend
administrative expense and was not mate

Year Ended December 31, 2012 Compared to Year Efdlecember 31, 2011
Revenus

Years Ended
December 31 Change
2012 2011 $ %
(dollars in thousands)

Collaborative arrangements rever $ 150,24 $ 65,87. $ 84,37 128.1%

Collaborative Arrangements. The increase in revenue from collaborativersgeanents of approximately $84.4 million for the yeadec
December 31, 2012 compared to the year ended Dexe83tib2011 was primarily related to the additids&h.0 million in milestone payments
we earned under the Forest collaboration agreearehthe $24.7 million in revenue earned under thigaXeneca collaboration agreement,
principally related to the license for linaclotioieChina. In
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August 2012, we achieved two milestones totaling.$8nillion under the Forest collaboration agreentere to the FDA's approval of the
linaclotide NDA for both IBS-C and CIC. In 2011, wehieved two milestones totaling $20.0 million onpbe FDA's acceptance of the
linaclotide NDA for both IBSZ and CIC. Additionally, during 2012, we recognizggproximately $3.4 million more in shipments ofdclotide
API, primarily to Almirall in anticipation of a pential commercial launch in Europe in the firstfledl2013. These increases were offset by ar
$8.7 million decrease in the amortization of defdrevenue associated with the development phase abllaboration and license agreement
with Forest and Almirall as the performance periedded in September 2012.

Cost and Expenses

Years Ended
December 31, Change

2012 2011 $ %
(dollars in thousands)

Cost and expense

Cost of revenu $ 9%t $ — $ 96t 100.%
Research and developme 113,47- 86,09: 27,38: 31.&8%
Selling, general and

administrative 92,53¢ 45,92( 46,61¢ 101.5%
Collaboration expens 16,03( — 16,03( 100.(%
Total cost and expens $ 223,000 $ 132,01¢ $ 90,99 68.%%

Cost of Revenue. The increase in cost of revenue of approxirge&&l0 million for the year ended December 31, 26dpared to the
year ended December 31, 2011 was related to oantoxy capitalization policy. We expensed mosthefmanufacturing costs of API f
linaclotide as research and development expengbs iperiods prior to July 1, 2012. In the thircagar of 2012, we began capitalizing
inventory costs for linaclotide API manufacturedbireparation for its planned launch in the U.S. Babpe. As of December 31, 2012, the
previously expensed API inventory that is comméiicsaleable has been substantially utilized.

Research and Development Expens&he increase in research and development egpdrapproximately $27.4 million for the year
ended December 31, 2012 compared to the year éwseinber 31, 2011 was primarily related to an meeeof approximately $10.8 million
compensation, benefits, and employee related erpaassociated mainly with increased headcounh@ease of approximately $6.7 million
associated with linaclotide development, consistihipcreased contract manufacturing costs assatiatth validation of batches of linacloti
API in anticipation of a potential commercial labnbigher collaboration expenses from Forest armdedesed reimbursements from Forest,
partially offset by a decrease in contract reseassociated with lower clinical trial expensesijramease of approximately $3.8 million in
research and development related facilities castlyding rent, property taxes and amortizatiomeasehold improvements, associated with
additional space we leased and improved in ourB80iiey Street facility; an increase of approximate3.1 million in research costs related to
our other pipeline candidates, including researchdevelopment fees, and up-front and milestonengays associated with our licensing
agreements; and an increase of approximately $Bli0nmrin sharebased compensation expense primarily related tmewrhire grants and o
annual stock option grant made in February 2012.

Selling, General and Administrative Expensé&elling, general and administrative expenseeased approximately $46.6 million for the
year ended December 31, 2012 compared to the pdadédecember 31, 2011 primarily as a result akiases in our workforce expenses
infrastructure due to the commercial launch ofdiotide in the U.S. These increases include apprateély $25.3 million in compensation,
benefits and other employee related expenses assevith increased headcount, mainly due to aynbimd field sales force; external
consulting costs of approximately $13.7 million
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primarily associated with developing the infrastane to commercialize and support linaclotide, uilithg sales training and conferences;
approximately $2.1 million in selling, general aadiministrative related facilities and IT infrastiue costs associated with operating our 301
Binney Street facility, including rent and amortipa of leasehold improvements; approximately $8illion in corporate legal, patent and
other professional service fees; and approxima&2Ig million in share-based compensation experisgapity related to our new hire grants
and our annual stock option grant made in Febr@@fy?. These increases are offset by an approxiynéfeB million decrease in amounts
related to the costharing arrangement with Forest, which are predeasgecollaboration expense in the year ended Desegih 2012 and we
not reclassified from selling, general and admiatste expense in 2011 as the amount was not rahterthe consolidated financial stateme

Collaboration expense. Collaboration expense increased approximate@/@®million for the year ended December 31, 20di2mared ti
the year ended December 31, 2011, primarily thelre$ a net increase in selling and marketing eses incurred by Forest under our
collaboration agreement, partially offset by ouarghof LINZESS sales in the U.S. Prior to 2012 hsselling and marketing cost-sharing
payments were presented within selling, generalaaministrative expenses.

Other Income (Expense), Net

Years Ended
December 31 Change
2012 2011 $ %
(dollars in thousands)

Other income (expense

Interest expens $ 59 $ (63 4 (6.9%
Interest and investment incor 197 45€ (259) (56.9%
Other income — 90C (900) (100.0%
Total other income (expense), | $ 13¢ $ 1,297 $ (1,155  (89.9%

Interest and Investment IncomeThe decrease in interest and investment inaampproximately $259,000 for the year ended
December 31, 2012 compared to the year ended Dexedih2011 was due to lower average cash, cashadepts and investment balances
and lower interest rates.

Other Income. The decrease in other income for the year ebam@mber 31, 2012 compared to the year ended e, 2011 was
primarily due to the timing of tax incentives orads we received. In 2011, we recognized a Lifei8ms Tax Incentive Program award of
approximately $0.9 million from the Massachuseife [Sciences Center.

Year Ended December 31, 2011 Compared to Year Efdleckmber 31, 2010

Revenu

Years Ended
December 31 Change
2011 2010 $ %
(dollars in thousands)

Collaborative arrangements rever $ 65,87, $ 43,857 $ 22,01« 50.2%

Collaborative Arrangements. The increase in revenue from collaborativeragesnents for the year ended December 31, 2011 aechpa
to the year ended December 31, 2010 was primautytd an increase in revenue from the achievenfeheds10 million IBS-C NDA
acceptance milestone and the achievement of thenfilion CIC NDA acceptance milestone in our Foresilaboration. In accordance with
ASU 2010-17, which we adopted in January 2011,egegnized these substantive
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milestones in their entirety upon their achievem@&ther changes in revenue were mostly relatebe@tmirall license agreement. In June
2011, we revised our estimate to shorten the dpwedmt period associated with the Almirall licengeegment which resulted in approximat
$5.0 million in additional revenue recognized irl20This amount is partially offset by the revemeieognized upon achievement of the
Phase 3 milestone of $20.0 million in November 201tk revenue from this milestone was recordedapiaption of ASU 2010-7 and resulte
in the recognition of approximately $3.0 million redn revenue during 2010 than in 2011.

Cost and Expenses

Years Ended
December 31 Change
2011 2010 $ %
(dollars in thousands)

Cost and expense

Research and developm $ 86,090 $ 77,45 $ 8,63¢ 11.2%
Selling, general and administrati 45,92( 27,16¢ 18,75 69.(%
Total cost and expens $ 132,010 $ 104,620 $ 27,39( 26.2%

Research and Development Expens&he increase in research and development egpdrapproximately $8.6 million for the year en
December 31, 2011 compared to the year ended Dexe8tib2010 was primarily due to an increase of@pmately $8.0 million in
compensation, benefits, and employee related eepaassociated mainly with increased headcounh@ease of approximately $2.0 millior
sharebased compensation expense primarily related tmewrhire grants and our annual stock option graade in February 2011, an incre
of approximately $6.0 million in external reseaodsts related to the research and developmenp&dsn connection with our licensing
agreements that are not related to linaclotidesedfiby a decrease of approximately $7.4 millioaupport of linaclotide, primarily resulting
from lower clinical trial and collaboration expesses we completed the efficacy portion of linadets development program.

Selling, General and Administrative Expensdhe increase in selling, general and admirtisga@xpense of approximately $18.8 million
for the year ended December 31, 2011 comparecetpalrr ended December 31, 2010 was primarily daea facrease of approximately
$7.4 million in compensation, benefits and othepkayee related expenses associated with increassdtbunt, an increase of approximately
$2.3 million in share-based compensation expensgapily related to our new hire grants and our atrstock option grant made in February
2011, an increase of approximately $2.5 milliosétling, general and administrative related faesitcosts primarily due to increased
depreciation expense associated with the amoudizati leasehold improvements at our 301 Binneyesfiacility and improvements in our IT
infrastructure, an increase in external consultiosts of approximately $4.9 million primarily asgded with developing the infrastructure to
commercialize and support linaclotide and an ireee# approximately $0.9 million in the net expenfsem Forest on our collaborative
commercial activities.
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Other Income (Expense), Net

Years Ended
December 31 Change
2011 2010 $ %
(dollars in thousands)

Other income (expense

Interest expens $ (63 $ (196 $ 13¢ 67.9%
Interest and investment incor 45€ 614 (15¢) (25.0%
Other income 90C 99:¢ (93 (9.9%
Total other income (expense), | $ 1,297 $ 1,411 $ (119 (8.4)%

Interest Expense. The decrease in interest expense of approxiyndfel million for the year ended December 31,26&mpared to the
year ended December 31, 2010 was primarily thdtreba reduction in lon-term debt associated with the payment of all tmgiterm debt in
September 2010.

Interest and Investment IncomeThe decrease in interest and investment inaafmapproximately $0.2 million for the year ended
December 31, 2011 compared to the year ended Dere83hh2010 was due to lower average cash, cashadepts and investment balances.

Other Income. The decrease in other income for the year ebam@mber 31, 2011 compared to the year ended Dexred, 2010 was
primarily due to the timing of tax incentives orads we received. In 2011, we recognized a Lifei8m®s Tax Incentive Program award of
approximately $0.9 million from the Massachuseite [Sciences Center. In 2010, we recognized apprataly $1.0 million in federal grants
awarded to us under the Qualifying Therapeutic ®iscy Project Program.

Income Tax (Benefit) ExpenseThe approximately $2.9 million decrease in meatax benefit for the year ended December 31, 2011
compared to the year ended December 31, 201 0sitedeto intra-period income tax allocation requieais in 2010 for which we recorded a
benefit for income taxes from continuing operatiohapproximately $2.9 million, offset by an ideyai income tax provision from
discontinued operations for the year ended DeceBibe2010. The intra-period income tax allocationsiders discontinued operations for
purposes of determining the amount of tax benlefit tesults from our loss from continuing operadiohhere was no corresponding tax
allocation in 2011.

Net Income (Loss) From Discontinued Operai  The income from discontinued operations in 2i3l&ssociated with the
approximately $12.2 million gain recognized on $laée of Microbia, partially offset by the tax preiin related to the intra-period tax
allocation. As a result of the sale of MicrobiaSaptember 2010, there were no discontinued opesaiin2011.

Net (Income) Loss From Discontinued OperatiAttributable to Noncontrolling Interest. The approximately $1.1 million in net income
from discontinued operations attributable to nonicgling interest for the year ended December ®1,(Pwas attributable to amounts
recognized by Microbia immediately prior to theesaf Microbia in September 2010. As a result ofghke of Microbia in September 2010,
there was no corresponding income in 2011.
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Liquidity and Capital Resources
The following table sets forth the majouszes and uses of cash for each of the periodsrsletbelow:

Years Ended December 31
2012 2011 2010
(in thousands)

Net cash provided by (used il

Operating activitie! $ (69,637 $ (75,237) $ (67,899

Investing activities 30,07¢ 115,06! (213,04

Financing activitie: 88,97: 3,13: 202,95¢
Net increase (decrease) in cash and

equivalents $ 4941t $ 4296 $ (77,98Y

We have incurred losses since our inceggiodanuary 5, 1998 and, as of December 31, 204 had an accumulated deficit of
approximately $505.0 million. We have financed operations to date primarily through the sale ef@red stock and common stock,
including approximately $203.2 million of net precks from our IPO, $85.2 million of net proceedsrfrour follow-on public offering,
payments received under collaborative arrangemeradsiding reimbursement of certain expenses, fieahcings and interest earned on
investments. At December 31, 2012, we had apprari;m&168.2 million of unrestricted cash, cash eglénts and available-for-sale
securities. Our cash equivalents include amourtsinanoney market funds, stated at cost plus aatimterest, which approximates fair
market value and amounts held in certain U.S. gowent sponsored securities. Our available-for-sederrities include amounts held in U.S.
Treasury securities and U.S. government spons@@adities. We invest cash in excess of immediajairements in accordance with our
investment policy, which limits the amounts we niayest in any one type of investment and requitieisngestments held by us to be at least
A+ rated, with a remaining maturity when purchasétéss than twelve months, so as to primarily eeéiliquidity and capital preservation.

During the year ended December 31, 2012¢ash balances increased approximately $49.4omillihis increase is primarily due to the
approximately $85.2 million in net proceeds fronr public stock offering in February 2012, $85.0liait in milestone payments from Forest
upon the FDA's approval of LINZESS in August 20tt# $25.0 million upfront payment from AstraZeneca approximately $4.0 million in
proceeds from the exercise of stock options andstheance of shares pursuant to our employee ptackase plan. These sources of cash
partially offset by the cash used to operate oginass, as we made payments related to, amongththgs, research and development and
selling, general and administrative expenses asomgnue to increase headcount and build infrairedo support the commercial launch of
LINZESS in the U.S. and as we continue to invesitinresearch pipeline. We also invested approxip&l14.0 million in capital expenditur
and made payments of approximately $0.3 milliorooncapital leases.

On January 4, 2013, we closed a privategpieent of $175.0 million in aggregate principal amioof notes due on or before June 15,
2024. As a result of the debt offering, we receimgdregate net proceeds, after offering expensegpooximately $167.3 million. The notes
bear an annual interest rate of 11%, with intgpasd quarterly beginning June 15, 2013, and praiaxpected to be paid quarterly beginning
March 15, 2014. After the interest-only period, wi# make quarterly payments on the notes equé#théogreater of (i) 7.5% of net sales of
LINZESS in the U.S. for the preceding quarter,har $ynthetic royalty amount, and (ii) accrued angaid interest on the notes, or the require
interest amount. Principal on the notes will beaidpn an amount equal to the synthetic royalty amaninus the required interest amount,
when this is a positive number, until the principas been paid in full. The notes may be redeermadyatime prior to maturity, in whole or in
part, at
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our option at specified redemption premiums. Werndtto use the net proceeds from this debt fingntcifund our research and development
efforts and to support the commercial launch of ZES$S, in addition to general corporate purposes.

Cash Flows From Operating Activities

Net cash used in operating activities smtapproximately $69.6 million for the year endegt®mber 31, 2012. The primary uses of cash
were our net loss from continuing operations ofrapjmately $72.6 million and an increase of appnaadely $27.1 million in working capital
resulting primarily from a decrease in deferreceraxe associated mainly with the recognition ofatmikative arrangements revenue from our
Forest and Almirall agreements, an increase inritorg for linaclotide APl manufactured in prepaoatifor its sales launch in the U.S. and
Europe, an increase in prepaid expenses and atlrent assets due to timing of payments, offséhbgeases in accounts payable and accruel
expenses. These uses of cash were partially df§sebn€ash items of approximately $30.1 million, inclugli11.3 million in depreciation ai
amortization expense of property and equipment,@iifllion in share-based compensation expensebartimillion in accretion of discounts
and premiums on available-for-sale securities.

Net cash used in operating activities extapproximately $75.2 million for the year endegt@mber 31, 2011. The primary uses of cash
were our net loss from continuing operations ofragipnately $64.9 million and a decrease of appratity $34.3 million in working capital
resulting primarily from changes in deferred reveassociated with the recognition of revenue framForest collaboration agreement and
Almirall and Astellas license agreements, as welihee achievement of the milestone associatedthé\Imirall agreement. These uses of (
were partially offset by non-cash items of appraadiety $24.0 million, including $10.0 million in degziation and amortization expense of
property and equipment, $11.7 million in share-dasempensation expense and $2.2 million in acaredfaliscounts and premiums on
available-for-sale securities.

Net cash used in operating activities txtapproximately $67.9 million for the year endegt@mber 31, 2010. The primary uses of cash
were our net loss from continuing operations ofragjmately $56.4 million, approximately $6.0 milliaused in operating activities from
discontinued operations and a decrease of appreadyn®21.3 million in working capital resulting prarily from changes in deferred revenue
associated with the recognition of revenue fromFanest collaboration agreement and our Almiratl Astellas license agreements, as well a
the achievement of the milestone associated wihAtmirall agreement. These uses of cash weregtigrtffset by non-cash items of
approximately $15.8 million, including $6.2 million depreciation and amortization expense of prypend equipment, a $0.5 million loss on
disposal of property and equipment, $7.5 millioslrare-based compensation expense and $1.6 miillaccretion of discounts and premiums
on available-for-sale securities.

Cash Flows From Investing Activities

Cash provided by investing activities floe tyear ended December 31, 2012 totaled approXyr®26.1 million and resulted primarily
from the sale and maturity of approximately $14@iBion in investments. This was partially offset the purchase of approximately
$96.7 million of securities and the purchase ofrapinately $14.0 million of property and equipmemtimarily leasehold improvements,
associated with the expansion of our 301 Binnegetiacility and software to improve our IT infragtture.

Cash provided by investing activities floe tyear ended December 31, 2011 totaled approxyrité5.1 million and resulted primarily
from the sale and maturity of approximately $222iBion in investments. This was partially offset the purchase of approximately
$97.5 million of securities and the purchase ofrapimately $9.7 million of property and equipmemtimarily leasehold
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improvements, associated with the expansion o80arBinney Street facility and software to imprawe IT infrastructure.

Cash used in investing activities for tlearyended December 31, 2010 totaled approximagd@.® million and resulted primarily from
the purchase of approximately $441.8 million ofiséies related to the investment of the net prdses our IPO and the purchase of
approximately $17.2 million of property and equiptherimarily leasehold improvements, associateti thie expansion of our 301 Binney
Street facility. These uses of cash were partiafliget by the sale and maturity of approximatelg&2 million in investments and $9.5 million
in proceeds received from DSM for the sale of oteriest in Microbia.

Cash Flows From Financing Activities

Cash provided by financing activities fhetyear ended December 31, 2012 totaled approXyr®86.0 million and resulted primarily
from $85.2 million in net proceeds from our puldtock offering in February 2012, approximately $aillion in cash provided by stock opti
exercises and the purchase of shares under the@peepitock purchase plan, partially offset by apjpnately $0.3 million in cash used for
payments on our capital leases.

Cash provided by financing activities foe tyear ended December 31, 2011 totaled approXyr@el million and resulted primarily fro
the approximately $3.4 million in cash providedgbgck option exercises and the purchase of shader the employee stock purchase plan,
partially offset by approximately $0.3 million imsh used for payments on our capital leases.

Cash provided by financing activities foe tyear ended December 31, 2010 totaled approXyr263.0 million and resulted primarily
from the net proceeds of our IPO of approximat&@32 million and approximately $2.0 million in bagrovided by stock option exercises,
partially offset by approximately $2.2 million imsh used for payments of the long term debt, otlwhpproximately $0.3 million was
repayment of debt from discontinued operations.

Funding Requirements

While we began commercializing linaclotidehe fourth quarter of 2012, we have not achigweditability. In August 2012, we received
approval for LINZESS in the U.S. and commencedammmercial launch with our collaboration partnestdst, in December 2012. In
November 2012, our European partner, Almirall, reeé approval for Constella for the treatment o8-C in adults, which will be marketed in
Europe by Almirall and is expected to become conaimally available in certain countries in the firgtlf of 2013. Our partnership with Forest
requires total net sales of LINZESS to be redugeddmmercial costs incurred by each party, and seshlting net profit or net loss
attributable to LINZESS will be shared equally besén us and Forest. We will also receive escalatipglties from Almirall for the sales of
linaclotide in Europe. We cannot anticipate whéeyer, proceeds generated from sales of LINZESBSConstella will enable the Company to
become cash flow positive. We anticipate that wieasntinue to incur substantial expenses for teetiseveral years as we further develop an
commercialize linaclotide in the U.S and in otherrkets and continue to invest in our pipeline.dditon, we are generally required to make
cash expenditures to manufacture linaclotide ARidmance of selling it to our collaboration partnand collecting payments for such
inventory sales, which may result in significantipdic uses of cash. We believe that our cash o las of December 31, 2012, in addition to
the net proceeds of $167.3 million from the delfierifig closed in January 2013, will be sufficiemtheet our projected operating needs at lea
through the next twelve months.

Our forecast of the period of time throwghich our financial resources will be adequateupp®rt our operations, including the
underlying estimates regarding the costs to obsginlatory approval and the costs to commercidilizelotide in the U.S. and other market:
a forward-looking
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statement that involves risks and uncertaintied,atual results could vary materially and negatias a result of a number of factors,
including the factors discussed in the "Risk Fagtsection of this Annual Report on Form 10-K. Wavd based our estimates on assumption:
that may prove to be wrong, and we could utilize aailable capital resources sooner than we ctiyrerpect.

Due to the numerous risks and uncertaigss®ciated with the development of our productiicktes, we are unable to estimate precisel
the amounts of capital outlays and operating exi@md necessary to complete the development dff@obtain regulatory approval for,
linaclotide (other than in the U.S. and E.U.) and ather product candidates for all of the indioas for which we believe each product
candidate is suited. Our funding requirements @éfpend on many factors, including, but not limitedthe following:

. the rate of progress and cost of our commerciadimactivities;

. the expenses we incur in marketing and sellingclotade and our product candidates;

. the revenue generated by sales of linaclotide angduct candidates;

. the success of our third-party manufacturing aiisj

. the time and costs involved in obtaining regulatapprovals for our product candidates;

. the success of our research and developmentsffo

. the emergence of competing or complementary|dpweents;

. the costs of filing, prosecuting, defending @mforcing any patent claims and other intellechraperty rights;
. the terms and timing of any additional collalime, licensing or other arrangements that we nsdgt#ish; and
. the acquisition of businesses, products anch@olies.

Financing Strategy

We may, from time to time, consider additibfunding through a combination of new collabwmaarrangements, strategic alliances, and
additional equity and debt financings or from oteeurces. We will continue to manage our capitaicstire and to consider all financing
opportunities, whenever they may occur, that catidengthen our long-term liquidity profile. Any sucapital transactions may or may not be
similar to transactions in which we have engagetthénpast. There can be no assurance that anyfieaalting opportunities will also be
available on acceptable terms, if at all.

Contractual Commitments and Obligations

Under our collaborative agreements witheBband AstraZeneca, we share with Forest and Zestieca all development and
commercialization costs related to linaclotidehia tU.S. and China, respectively. The actual amahatswe pay our partners or that partners
pay to us will depend on numerous factors outsfd®io control, including the success of our climidavelopment efforts with respect to
linaclotide, the content and timing of decisiongdeéy the regulators, the reimbursement and cotiyeelandscape around linaclotide and our
other product candidates, and other factors destiimder the heading "Risk Factors."

Our most significant clinical trial expetuties are to CROs. The contracts with CROs genyesed! cancellable, with notice, at our option
and do not have any significant cancellation pégalfThese items are not included in the tablevbelo
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In October 2012, we entered into an amemdnoeour 301 Binney Street building lease, purst@amvhich we will rent 93,000 square feet
of additional space in four stages. Each stageomitimence no later than December 1, 2013, Jun@l¥, dune 1, 2015 and June 1, 2016,
respectively. The amendment also extends the tétheaentire lease agreement by 24 months.

As of December 31, 2012, we have multipmmercial supply agreements with contract manufamiorganizations for the purchase of
linaclotide API and finished drug product. The tabklow reflects our minimum purchase requirementer these commercial supply
agreements, as well as any outstanding non-cabtelarchase orders.

The following table summarizes our contmatbbligations at December 31, 2012 (excludingrigst):

Payments Due by Perioc

Less Than More Than
Total 1 Year 1-3 Years 3-5 Years 5 Years
(in thousands)
Commercial supply obligatior $ 51,75C $ 16,89C $ 19,28( $ 15,58( $ —
Capital lease obligatior 65C 31z 33¢ — —
Operating lease obligatiol 70,37¢ 11,517 27,22¢ 31,03: 604
Total contractual obligatior $ 122,77¢ $ 28,71¢ $ 46,84: $ 46,61: $ 604

Our commitment for capital lease obligasiguincipally relates to leased computer and offigeipment.

Our commitments for operating leases retatur lease of office and laboratory space in Biéalge, Massachusetts and our data
collocation space in Boston.

In addition to the commitments discusseavabwe have commitments to make potential fututestone payments to third parties under
certain of our license and collaboration arrangemtataling approximately $364.0 million, which inde $98.5 million for development
milestones and $265.5 million for regulatory mitests. We are also committed to make potential éuttifestone payments of up to
$114.5 million per product to one of our collabaatpartners, including $21.5 million for developmenilestones, $58.0 million for regulatc
milestones and $35.0 million for sales-based noless$. These milestones primarily include the conuaerent and results of clinical trials,
obtaining regulatory approval in various jurisdicts and the future commercial success of developpregrams, the outcome and timing of
which are difficult to predict and subject to sijrant uncertainty. In addition to the milestonéscdssed above, we are obligated to pay
royalties on future sales, which are contingengenerating levels of sales of future products liaae not been achieved and may never be
achieved. Since we are unable to reliably estitediming and amounts of such milestone and rgymyments, or whether they will occur at
all, these contingent payments have been excluded the table above. See Note 4, "Collaborationlaceinse Agreements," in the
accompanying notes to consolidated financial statgmfor additional information regarding our liserand collaboration arrangements.

Off-Balance Sheet Arrangements

We do not have any relationships with ustdidated entities or financial partnerships, saskentities often referred to as structured
finance or special purpose entities, that wouldehiasen established for the purpose of facilitatifidpalance sheet arrangements (as that terrr
is defined in Item 303(a)(4)(ii) of Regulation S-&) other contractually narrow or limited purpos&s.such, we are not exposed to any
financing, liquidity, market or credit risk thatud arise if we had engaged in those types ofiozahips. We enter into guarantees in the
ordinary course of business related to the guagasiteur own performance and the performance ofabsidiaries.
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New Accounting Pronouncements

For a discussion of new accounting proneuments please refer to Note 2, "Summary of SigaificAccounting Policies", to our
consolidated financial statements included in taort.

ltem 7A. Quantitative and Qualitative Disclosures about MakRisk
Interest Rate Risk

We are exposed to market risk related tmngks in interest rates. We invest our cash irriatyaof financial instruments, principally
deposits, securities issued by the U.S. governieahits agencies and money market instrumentsg®aks of our investment policy are
preservation of capital, fulfillment of liquiditye®ds and fiduciary control of cash and investméfisalso seek to maximize income from our
investments without assuming significant risk.

Our primary exposure to market risk is iagt income sensitivity, which is affected by chesmn the general level of interest rates,
particularly because our investments are in stesrtrtmarketable securities. Due to the short-termatthn of our investment portfolio and the
low risk profile of our investments, an immediagé thange in interest rates would not have a magffiect on the fair market value of our
portfolio. Accordingly, we would not expect our aatng results or cash flows to be affected to sigyificant degree by the effect of a sudder
change in market interest rates on our investmerifgbio.

Recently, there has been concern in thditarearkets regarding the value of a variety of lpage-backed and auction rate securities and
the resulting effect on various securities markéte.do not currently have any auction rate se@itVe do not believe our cash, cash
equivalents and available-for-sale investments Isiyaficant risk of default or illiquidity. Whileve believe our cash, cash equivalents and
available-for-sale securities do not contain exgesssk, we cannot provide absolute assuranceithiiiie future our investments will not be
subject to adverse changes in market value. Irtiaddive maintain significant amounts of cash, caghivalents and available-for-sale
securities at one or more financial institutionsttare in excess of federally insured limits. Gittea current instability of financial institutions,
we cannot provide assurance that we will not exgpee losses on these deposits.

Our capital lease obligations bear inteatst fixed rate and therefore have minimal exppsoichanges in interest rates.
Foreign Currency Risk

We have no operations outside the U.S.dandot have any foreign currency or other derivafimancial instruments.
Effects of Inflation

We do not believe that inflation and chawggprices over the years ended December 31, 2014, &nd 2010 had a significant impact on
our results of operations.

Item 8. Consolidated Financial Statements and SupplementBgta

Our consolidated financial statements, tlogrewith the independent registered public acdagrfirm report thereon, appear at pages F-1
through F-51 respectively, of this Annual ReportFammm 10-K.

Item 9. Changes in and Disagreements with Accountants orcégnting and Financial Disclosure
None.
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Item 9A. Controls and Procedures
Evaluation of Disclosure Controls and Procedures

As required by Rule 13a-15(b) of the Exaf@Act, our management, including our principalerie officer and our principal financial
officer, conducted an evaluation as of the endhefteriod covered by this Annual Report on FornKidr-the effectiveness of the design and
operation of our disclosure controls and proceduBased on that evaluation, our principal execubffieer and principal financial officer
concluded that our disclosure controls and procesiare effective at the reasonable assuranceitegaburing that information required to be
disclosed by us in the reports that we file or siifimder the Exchange Act is recorded, processednsrized and reported within the time
periods specified in the SEC's rules and formsclbsire controls and procedures include, withonitéition, controls and procedures designec
to ensure that information required to be discldsgds in the reports we file under the Exchangei®\accumulated and communicated to our
management, including our principal executive @ffiand principal financial officer, as appropritdeallow timely decisions regarding requil
disclosure.

Management's Report on Internal Control Over Finandal Reporting

Our management is responsible for estahlishnd maintaining adequate internal control axerfinancial reporting. Internal control o\
financial reporting is defined in Rules 13a-15(figal5d-15(f) under the Exchange Act as the prodesigned by, or under the supervision of,
our Chief Executive Officer and Chief Financial io#fr, and effected by our board of directors, managnt and other personnel, to provide
reasonable assurance regarding the reliabilityuofiaancial reporting and the preparation of dnahcial statements for external purposes in
accordance with generally accepted accounting ipfes; and includes those policies and procediats t

(1) pertain to the maintenance of records thate@asonable detail, accurately and fairly reflaettransactions and dispositions of
assets;

(2) provide reasonable assurance that transactions@eded as necessary to permit preparation ofiiahstatements in
accordance with generally accepted accounting iptes; and that receipts and expenditures are baade only in accordance
with the authorizations of management and directord

3) provide reasonable assurance regarding the preventtitimely detection of unauthorized acquisitiose or disposition of asst
that could have a material effect on our finanstatements.

Under the supervision and with the parttign of our management, including our Chief Exaeu©Officer and Chief Financial Officer, v
conducted an evaluation of the effectiveness ofirernal control over financial reporting basedtloa framework provided imternal
Control—Integrated Framewoiiksued by the Committee of Sponsoring Organizatidrike Treadway Commission. Based on this evalnati
our management concluded that our internal cowtret financial reporting was effective as of Decem®l, 2012.

The effectiveness of our internal contretiofinancial reporting as of December 31, 2012een audited by Ernst and Young LLP, an
independent registered public accounting firm,tated in their report, which is included herein.

Changes in Internal Control

As required by Rule 13a-15(d) of the Exaf@Act, our management, including our principalerize officer and our principal financial
officer, conducted an evaluation of the internaitcal over financial reporting to determine whethay changes occurred during the quarter
ended
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December 31, 2012 that have materially affectedyrereasonably likely to materially affect, outeimal control over financial reporting. In
connection with the FDA's approval and the comnagtalunch of LINZESS in 2012, we have implementadrinal controls over the inventory
and net profit or loss sharing accounting treatnfi@ntINZESS. Based on that evaluation, our priatipxecutive officer and principal financ
officer concluded no such changes during the quartded December 31, 2012 materially affected,eneweasonably likely to materially
affect, our internal control over financial repagj with the exception of the development of inédicontrols over these processes.
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Report of Independent Registered Public Accountindrirm
The Board of Directors and Stockholders of [ronw&bthrmaceuticals, Inc.

We have audited Ironwood Pharmaceuticats;d internal control over financial reportingadd€ecember 31, 2012, based on criteria
established in Internal Control—Integrated Framéwssued by the Committee of Sponsoring Organinatif the Treadway Commission (the
COSO criteria). Ironwood Pharmaceuticals, Inc.'sagement is responsible for maintaining effectivterinal control over financial reporting,
and for its assessment of the effectiveness offriatecontrol over financial reporting included letaccompanying Management's Report on
Internal Controls Over Financial Reporting. Oup@ssibility is to express an opinion on the compaimternal control over financial reporti
based on our audit.

We conducted our audit in accordance withdtandards of the Public Company Accounting Qgiet8oard (United States). Those
standards require that we plan and perform the &mdbtain reasonable assurance about whetheatigéanternal control over financial
reporting was maintained in all material respe@is: audit included obtaining an understanding térimal control over financial reporting,
assessing the risk that a material weakness etastilg and evaluating the design and operatifegtfeness of internal control based on the
assessed risk, and performing such other procedsre®& considered necessary in the circumstancefeéliéve that our audit provides a
reasonable basis for our opinion.

A company's internal control over finangigborting is a process designed to provide reddersssurance regarding the reliability of
financial reporting and the preparation of finahstatements for external purposes in accordanttegeinerally accepted accounting princip
A company's internal control over financial repogtincludes those policies and procedures that€ttpin to the maintenance of records that,
in reasonable detail, accurately and fairly reftbettransactions and dispositions of the assdtseocfompany; (2) provide reasonable assuranc
that transactions are recorded as necessary tatgeaparation of financial statements in accor@anith generally accepted accounting
principles, and that receipts and expenditureb®ttbmpany are being made only in accordance witioaizations of management and
directors of the company; and (3) provide reasanabburance regarding prevention or timely detectfainauthorized acquisition, use, or
disposition of the company's assets that could havaterial effect on the financial statements.

Because of its inherent limitations, intdroontrol over financial reporting may not prevendetect misstatements. Also, projections of
any evaluation of effectiveness to future periogssaubject to the risk that controls may becomdenaate because of changes in condition
that the degree of compliance with the policieprocedures may deteriorate.

In our opinion, Ironwood Pharmaceuticafg,. Imaintained, in all material respects, effecinternal control over financial reporting as of
December 31, 2012, based on the COSO criteria.

We also have audited, in accordance wighstndards of the Public Company Accounting Ogatdoard (United States), the
consolidated balance sheets of Ironwood Pharmaadsitinc. as of December 31, 2012 and 2011, amdetated consolidated statements of
operations, comprehensive loss, convertible prefiestock and stockholders' equity (deficit), anshcdows for each of the three years in the
period ended December 31, 2012 of Ironwood Pharatizeds, Inc. and our report dated February 21 328dpressed an unqualified opinion
thereon.

/sl Ernst & Young LLF

Boston, Massachusetts
February 21, 2013
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Item 9B. Other Information

None.
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PART III
Item 10. Directors, Executive Officers and Corporate Govere

We have adopted a code of business comahacethics applicable to our directors, executifieers and all other employees. A copy of
that code is available on our corporate websitgtpt//www.ironwoodpharma.com. Any amendments todbde of ethics and business
conduct, and any waivers thereto involving our eige officers, also will be available on our corate website. A printed copy of these
documents will be made available upon request.cBméent on our website is not incorporated by ezfee into this Annual Report on
Form 10-K.

Certain information regarding our executdfficers is set forth at the end of Part |, Iterafxhis Form 10K under the heading, "Execulti
Officers of the Registrant." The other informati@guired by this item is incorporated by referefioen our proxy statement for our 2013
Annual Meeting of Stockholders.

ltem 11. Executive Compensation
The information required by this item isanporated by reference from our proxy statemendfw 2013 Annual Meeting of Stockholders.
Item 12. Security Ownership of Certain Beneficial Owners ahnagement and Related Stockholder Matters

The information relating to security owrtepsof certain beneficial owners of our common ktand information relating to the security
ownership of our management required by this ittmdorporated by reference from our proxy statdrf@mour 2013 Annual Meeting of
Stockholders.

The table below sets forth information wiggard to securities authorized for issuance uadeequity compensation plans as of
December 31, 2012. As of December 31, 2012, welvae active equity compensation plans, each ofhwvias approved by our stockhold

. Our Amended and Restated 2005 Stock Incentiar;PlI
. Our Amended and Restated 2010 Employee, DiregtdrConsultant Equity Incentive Plan; and

. Our Amended and Restated 2010 Employee StoathBRse Plan.

Number of securities
remaining available for
future issuance under

Number of securities to Weighted-average equity compensation

be issued upon exercise exercise price of plans (excluding

of outstanding options, outstanding options, securities reflected in
Plan Category warrants and rights warrants, and rights column (a))

@ (b) (©)
Equity compensation plans
approved by security holde 19,539,42 $ 7.7¢ 6,205,85:
Equity compensation plans n
approved by security holde — — —

Total 19,539,42 $ 7.7¢5 6,205,85:

Item 13. Certain Relationships and Related Transactions, addector Independence
The information required by this item isdnporated by reference from our proxy statemendfw 2013 Annual Meeting of Stockholders.
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Item 14. Principal Accountant Fees and Services
The information required by this item isdamporated by reference from our proxy statemendéw 2013 Annual Meeting of Stockholders.
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Item 15.

PART IV

Exhibits and Financial Statement Schedules

(a) List of documents filed as part dtreport

(1) Consolidated Financial Statements listed uiet II, Item 8 and included herein by reference.
(2 Consolidated Financial Statement Schedules
No schedules are submitted because they are niitagp, not required or because the informatioimétuded in the
Consolidated Financial Statements or Notes to dmfeged Financial Statements.
3 Exhibits
Incorporated by reference herein
Number Description Form Date
3.1 Eleventh Amended and Restated Annual Report on Form 10-K (File March 30, 2010
Certificate of Incorporatio No. 00%-34620)
3.2 Fifth Amended and Restated Bylaws Annual ReporEorm 10-K (File March 30, 2010
No. 002-34620)
4.1 Specimen Class A common stock Registration Statement on Form S-1, as January 20, 2010
certificate amended (File No. 3:-163275)
4.2 Eighth Amended and Restated Investors' Registration Statement on Form S-1, as November 20, 2009
Rights Agreement, dated as of amended (File No. 333-163275)
September 1, 2009, by and among
Ironwood Pharmaceuticals, Inc., the
Founders and the Investors named the
4.3 Indenture, dated as of January 4, 2013, byForm 8-K (File No. 001-34620) January 8, 2013
and between Ironwood
Pharmaceuticals, Inc., as issuer of the
Notes, and U.S. Bank Natior
Association, as initial trustee of the Notes
and as Operating Bat
10.1# Amended and Restated 2002 Stock Registration Statement on Form S-1, as December 23, 2009
Incentive Plan and form agreements amended (File No. 333-163275)
thereunde
10.2# Amended and Restated 2005 Stock Registration Statement on Form S-1, as January 29, 2010
Incentive Plan and form agreements amended (File No. 333-163275)
thereunde
10.3# Amended and Restated 2010 Employee, Registration Statement on Form S-8, as October 12, 2012

Director and Consultant Equity Incentive amended (File No. 333-184396)
Plan
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Incorporated by reference herein

Number Description Form Date
10.3.%# Form agreement under the 2010 Emplo  Annual Report on Form 10-K (File March 30, 2010
Director and Consultant Equity Incentive No. 001-34620)
Plan
10.4#* Amended and Restated 2010 Employee
Stock Purchase Pl:
10.5#*  Change of Control Severance Benefit F
10.6# Director Compensation Plan Registration Stateroe Form S-1, as December 23, 2009
amended (File No. 3:-163275)
10.7# Form of Indemnification Agreement with Registration Statement on Form S-1, as December 23, 2009
directors and officer amended (File No. 3-163275)
10.&# Consulting Agreement, dated as of Registration Statement on Form S-1, as December 23, 2009
November 30, 2009, by and betwe amended (File No. 333-163275)
Christopher Walsh and Ironwood
Pharmaceuticals, In
10.¢+ Collaboration Agreement, dated as of Registration Statement on Form S-1, as February 2, 2010
September 12, 2007, as amended on amended (File No. 333-163275)
November 3, 2009, by and between Fo
Laboratories, Inc. and Ironwood
Pharmaceuticals, In
10.9.* Amendment No. 2 to the Collaboration
Agreement, dated as of January 8, 201.
and between Forest Laboratories, Inc. and
Ironwood Pharmaceuticals, Ir
10.1(+ License Agreement, dated as of April 30, Registration Statement on Form S-1, as February 2, 2010
2009, by and between Almirall, S.A. and amended (File No. 333-163275)
Ironwood Pharmaceuticals, Ir
10.11+ License Agreement, dated as of Registration Statement on Form S-1, as February 2, 2010
November 10, 2009, by and amc amended (File No. 333-163275)
Astellas Pharma, Inc. and Ironwood
Pharmaceuticals, In
10.1z++* Collaboration Agreement, dated as of

October 23, 2012, by and between
AstraZeneca AB and Ironwood
Pharmaceuticals, In
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Number

Incorporated by reference herein

Description Form

Date

10.1+

10.14+

10.1¢

10.15.:

10.15.;

10.15.

10.15.

Commercial Supply Agreement, dated as Quarterly Report on Form 10-Q (File
of June 23, 2010, by and among No. 00%-34620)

PolyPeptide Laboratories, Inc. and

Polypeptide Laboratories (SWEDEN) AB,

Forest Laboratories, Inc. and Ironwood

Pharmaceuticals, In

Commercial Supply Agreement, dated as Quarterly Report on Form 10-Q (File
of March 28, 2011, by and among Corden No. 001-34620)

Pharma Colorado (f/k/a Roche Colorado

Corporation), lronwood

Pharmaceuticals, Inc. and Forest

Laboratories, Inc

Lease for facilities at 301 Binney St., Registration Statement on Form S-1, as
Cambridge, MA, dated as of January 12, amended (File No. 333-163275)

2007, as amended on April 9, 2009, by

between Ironwood Pharmaceuticals, Inc.

and BMF-Rogers Street LL(

Second Amendment to Lease for facilities Annual Report on Form 10-K (File
at 301 Binney St., Cambridge, MA, dated No. 001-34620)

as of February 9, 2010, by and Ironwood

Pharmaceuticals, Inc. and BMR-Rogers

Street LLC

Third Amendment to Lease for facilities at Annual Report on Form 10-K (File
301 Binney St., Cambridge, MA, dated as No. 001-34620)

of July 1, 2010, by and between Ironwood

Pharmaceuticals, Inc. and BMR-Rogers

Street LLC

Fourth Amendment to Lease for facilities Annual Report on Form 10-K (File
at 301 Binney St., Cambridge, MA, dated No. 001-34620)

as of February 3, 2011, by and between

Ironwood Pharmaceuticals, Inc. and BMR-

Rogers Street LL(

Fifth Amendment to Lease for facilities at Annual Report on Form 10-K (File
301 Binney St., Cambridge, MA, dated as No. 001-34620)

of October 18, 2011, by and between

Ironwood Pharmaceuticals, Inc. and BMR-

Rogers Street LL(
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Number

Description

Incorporated by reference herein

Form

Date

10.15.%

10.15.¢

21.1

23.1

31.1*

31.2*

32.1%

32.2%

101.IN<t

101.SCHt

101.CAL%

101.LAB%

101.PRH

Sixth Amendment to Lease for facilities at
301 Binney St., Cambridge, MA, dated as
of July 19, 2012, by and between Ironw:
Pharmaceuticals, Inc. and BMR-Rogers
Street LLC

Seventh Amendment to Lease for facilities
at 301 Binney St., Cambridge, MA, dated
as of October 30, 2012, by and between
Ironwood Pharmaceuticals, Inc. and BMR-
Rogers Street LL(

Subsidiaries of Ironwood
Pharmaceuticals, In

Consent of Independent Registered Public
Accounting Firm

Certification of Chief Executive Officer
pursuant to Rules 13a-14 or 15d-14 of the
Exchange Ac

Certification of Chief Financial Officer
pursuant to Rules 13a-14 or 15d-14 of the
Exchange Ac

Certification of Chief Executive Officer
pursuant to Rules 13a-14(b) or 15d-14(b)
of the Exchange Act and 18 U.S.C.
Section 135(

Certification of Chief Financial Officer
pursuant to Rules 13a-14(b) or 15d-14(b)
of the Exchange Act and 18 U.S.C.
Section 135(

XBRL Instance Documet

XBRL Taxonomy Extension Schema
Document

XBRL Taxonomy Extension Calculation
Linkbase Documer

XBRL Taxonomy Extension Label
Linkbase Databas

XBRL Taxonomy Extension Presentation
Linkbase Documer

* Filed herewith
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¥ Furnished herewith.

+ Confidential treatment granted under 17 C.F.R. 880b)(4) and 230.406. The confidential portiohthts exhibit have been omitted
and are marked accordingly. The confidential podibave been provided separately to the SEC pursu#re confidential treatment
request.

++ Confidential treatment requested under 17 C.g8200.80(b)(4) and Rule 24b-2. The confidentatipns of this exhibit have been
omitted and are marked accordingly. The confidéptiations have been provided separately to the BE€uant to the confidential
treatment request.

# Management contract or compensatory plan, conaetgreemen
(b) Exhibits.
The exhibits required by this Item aredistinder Item 15(a)(3).
(c) Financial Statement Schedules.
The financial statement schedules requisethis Item are listed under Item 15(a)(2).
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SIGNATURES

Pursuant to the requirements of SectioorlB5(d) of the Securities Exchange Act of 1934, ribgistrant has duly caused this report to be
signed on its behalf by the undersigned, theredatp authorized, in the City of Cambridge, Commoaiile of Massachusetts, on the 21st day
of February 2013.

Ironwood Pharmaceuticals, Inc.

By: /sl PETER M. HECHT

Peter M. Hecht, Ph.D.
Chief Executive Office

Pursuant to the requirements of SectioorlB5(d) of the Securities Exchange Act of 1934 thport has been signed below by the
following persons on behalf of the registrant amthie capacities and on the date indicated.

Signature Title Date

/s/ PETER M. HECHT Chief Executive Officer and Director

(Principal Executive Officer)

February 21, 2013
Peter M. Hech

Chief Operating Officer &
Chief Financial Officer
(Principal Financial Officer &
Principal Accounting Officer

/sl MICHAEL J. HIGGINS

February 21, 2013
Michael J. Higgins

/s/ BRYAN E. ROBERTS

Chairman of the Board February 21, 2013
Bryan E. Robert
/sl GEORGE H. CONRADES
Director February 21, 2013
George H. Conrade
/s/ JOSEPH C. COOK, JR.
Director February 21, 2013
Joseph C. Cook, J
/s/ DAVID A. EBERSMAN
Director February 21, 2013
David A. Ebersmal
/sl MARSHA H. FANUCCI
Director February 21, 2013

Marsha H. Fanuc
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Signature

/sl TERRANCE G. MCGUIRE

Terrance G. McGuir

I/s/ DAVID E. SHAW

David E. Shaw

/sl CHRISTOPHER T. WALSH

Christopher T. Wals

Director

Director

Director

Title
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REPORT OF INDEPENDENT REGISTERED PUBLIC ACCOUNTING FIRM

To the Board of Directors and Stockholders of
Ironwood Pharmaceuticals, Inc.

We have audited the accompanying conselitialance sheets of Ironwood Pharmaceuticalsatof December 31, 2012 and 2011, an
the related consolidated statements of operatamprehensive loss, convertible preferred stocksdockholders' equity (deficit), and cash
flows for each of the three years in the periodeehBecember 31, 2012. These financial statemeatharesponsibility of the Company's
management. Our responsibility is to express aniopion these financial statements based on outsaud

We conducted our audits in accordance thighstandards of the Public Company Accounting Slgat Board (United States). Those
standards require that we plan and perform thet &andbtain reasonable assurance about whethdindrecial statements are free of material
misstatement. An audit also includes examininga ¢@st basis, evidence supporting the amounts iantbsures in the financial statements. An
audit also includes assessing the accounting ptexused and significant estimates made by marageas well as evaluating the overall
financial statement presentation. We believe thataodits provide a reasonable basis for our opinio

In our opinion, the financial statementened to above present fairly, in all materialpests, the consolidated financial position of
Ironwood Pharmaceuticals, Inc. at December 31, 2022011, and the consolidated results of itsadjmers and its cash flows for each of the
three years in the period ended December 31, 20dnformity with U.S. generally accepted accoogtprinciples.

As discussed in Note 2 to the consolidéitehcial statements, effective January 1, 2014 Gbmpany adopted Financial Accounting
Standards Board Accounting Standards Update Nd)-2@]Revenue Recognition—Milestone Method

We also have audited, in accordance wighstndards of the Public Company Accounting Ogatd8oard (United States), Ironwood
Pharmaceuticals, Inc.'s internal control over ftiahreporting as of December 31, 2012, based iberier established in Internal Control-
Integrated Framework issued by the Committee ohSping Organizations of the Treadway Commissiah@ur report dated February 21,
2013 expressed an unqualified opinion thereon.

/sl Ernst & Young LLF

Boston, Massachusetts
February 21, 2013
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Ironwood Pharmaceuticals, Inc.
Consolidated Balance Sheets

(In thousands)

December 31

2012 2011
Assets
Current asset:
Cash and cash equivalel $ 136,70( $ 87,28:
Available-for-sale securitie 31,52¢ 76,73¢
Accounts receivabl 457 74
Related party accounts receivable, 1,03( 57¢
Inventory 6,69¢ —
Prepaid expenses and other current a: 8,02¢ 2,89¢
Total current asse 184,44( 167,56°
Restricted cas 7,647 7,647
Property and equipment, r 37,53: 33,62¢
Other asset 282 13¢
Total asset $ 229,900 $ 208,97
Liabilities and stockholders' equity
Current liabilities:
Accounts payabl $ 14217 $ 6,43¢
Related party accounts payable, 7,50¢ —
Accrued research and development ¢ 5,66¢ 7,01C
Accrued expense 21,17 11,12:
Current portion of capital lease obligatic 261 233
Current portion of deferred re 2,73¢ 4,04
Current portion of deferred reven 3,381 36,29
Total current liabilities 54,93¢ 65,13¢
Capital lease obligations, net of current por 30¢ 422
Deferred rent, net of current porti 11,59: 12,43¢
Deferred revenue, net of current port 18,02 21,13(
Other liabilities 992 —

Commitments and contingencies (Note
Stockholders' equity
Preferred stock, $0.001 par value, 75,000,000 sterthorized, no
shares issued and outstanding at December 31,8l 2
December 31, 201 — —
Class A common stock, $0.001 par value, 500,000s0@0es authoriz:
and 78,253,074 shares issued and outstanding aniders 31, 2012
and 61,801,770 shares issued and outstanding anider 31, 201 78 62
Class B common stock, $0.001 par value, 100,00058@86€es authoriz:
and 29,512,253 shares issued and outstanding anider 31, 2012

and 38,914,080 shares issued and outstanding anider 31, 201 30 39
Additional paic-in capital 648,95! 542,14
Accumulated defici (505,010  (432,39)
Accumulated other comprehensive inca 5 6
Total stockholders' equit 144,05 109,85¢
Total liabilities and stockholders' equ $ 229,900 $ 208,97

The accompanying notes are an integral part oktheasolidated financial statements.
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Ironwood Pharmaceuticals, Inc.

Consolidated Statements of Operations

(In thousands, except share and per share amounts)

Years Ended December 31

2012 2011 2010
Collaborative arrangements rever $ 150,24 $ 65,87. $ 43,851
Cost and expense

Costs of revenu 96& — —

Research and developm 113,47- 86,09: 77,45¢

Selling, general and administrati 92,53¢ 45,92( 27,16¢

Collaboration expens 16,03( — —
Total cost and expens 223,000 132,01: 104,62:
Loss from operation (72,767 (66,147) (60,76¢€)
Other income (expense

Interest expens (59 (63 (196

Interest and investment incor 197 45€ 614

Other income — 90C 99z
Other income (expense), r 13¢ 1,29: 1,411
Net loss from continuing operations before incc

tax (benefit) expens (72,629 (64,849 (59,35%)
Income tax (benefit) expen — 3 (2,949
Net loss from continuing operatio (72,629 (64,85) (56,417
Net income from discontinued operations, net o

provision of $2,944 in the year ended

December 31, 201 — — 4,557
Net loss (72,629 (64,857) (51,86()
Net income from discontinued operatic

attributable to noncontrolling intere — — (1,229
Net loss attributable to Ironwoc

Pharmaceuticals, Inc $ (72,624 $ (64,857 $ (52,98)
Net income (loss) per share attributabli

Ironwood Pharmaceuticals, Inc.—basic and

diluted:

Continuing operation $ (0.6¢) $ (0.65) $ (0.63)

Discontinued operatior — — 0.04
Net loss per shai $ (0.6¢) $ (0.65) $ (0.59
Weighted average number of common shares u

in net income (loss) per share attributable to

Ironwood Pharmaceuticals, Inc.—basic and

diluted 106,402,63 99,874,79 89,653,36

The accompanying notes are an integral part oktheasolidated financial statements.
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Ironwood Pharmaceuticals, Inc.
Consolidated Statements of Comprehensive Loss

(In thousands)

Years Ended December 31

2012 2011 2010
Net Loss $ (72,629 $ (64,85) $ (51,86()
Other comprehensive income (los
Unrealized gains (losses) on avail-for-sale securitie (D) 5 1
Total other comprehensive income (lo Q) 5 1
Comprehensive Los (72,62 (64,847) (51,859
Comprehensive income attributable to -controlling interes — 1,121
Comprehensive loss attributable to Ironwood
Pharmaceuticals, Inc $ (72,62%) $ (64,847 $ (52,98()

The accompanying notes are an integral part oktheasolidated financial statements.
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Ironwood Pharmaceuticals, Inc.

Consolidated Statements of Convertible Preferred 8tk and Stockholders' Equity (Deficit)

Balance at
December 31
2009
Issuance of

common
stock upon
exercise of
stock
options and
employee
stock
purchase
plan
Issuance of
common
stock
awards
Cancellation
of restrictec
common
stock
awards
Conversion o
convertible
preferred
stock into
common
stock upon
initial public
offering
Issuance of
shares upol
initial public
offering, ne
of offering
costs of
approximat
$12.4 millio
Conversion o
Class B
common
stock to
Class A
common
stock
Share-based
compensati
expense
related to
issuance of
stock
options to
non-
employee:
Share-based
compensati
expense
related to
issuance of
stock
options to
employees
and
employee
stock
purchase
plan
Share-based
compensati
expense frc
discontinue
operations

(In thousands, except share amounts)

Convertible preferred

Class A
common stock

stock (Note 12}

Class B

common stock Additional

Total
stockholders

Accumulated
other

Accumulated comprehensive Noncontrolling

paid-in equity

Shares Amount Shares Amount Shares Amount capital deficit income (loss) interest (deficit)
69,904,84 $ 298,35( —$ — 7,854,60% 8% 1299¢$ (314,559 $ — 3 3,212 $  (298,34()
— — 30,43¢ — 1,746,18. 2 2,021 — — — 2,02%
— — 22,82¢ — — — 25¢ — — — 25¢
— — — — (40,000 — — — — — —
(69,904,84) (298,35() — — 70,391,62 70 298,28( — — — 298,35(
— — 19,166,66 1¢ — — 203,14t — — — 203,16
— — 28,982,15 29 (28,982,15) (29) — — — — —
— — — — — — 12z — — — 12z
— — — — — — 7,114 — — — 7,114



Restricted
common
stock no
longer
subject to
repurchas:

Decrease in
noncontrolli
interest in
subsidiary

Unrealized
gain on
short-term
investmentt

Net loss

Balance at
December 31
2010
Issuance of

common
stock upon
exercise of
stock
options and
employee
stock
purchase
plan
Issuance of
common
stock
awards
Cancellation
of restrictec
common
stock
awards
Conversion o
Class B
common
stock to
Class A
common
stock
Share-based
compensati
expense
related to
issuance of
stock
options to
non-
employee:
Share-based
compensati
expense
related to
issuance of
stock
options to
employees
and
employee
stock
purchase
plan
Repurchase
and
retirement
of shares of
common
stock
Restricted
common
stock no
longer
subject to
repurchas:
Unrealized
gain on
short-term
investmentt
Net loss

— — — — — — 5¢ — — — 5¢
— — — — — — 58 — — — 58
— — — — — — 2,93 — — (4,339 (1,400
— — — — — — — — 1 — 1
— — — — — — — (52,987) — 1,121 (51,860
= — 48,202,08 48 50,970,24 51 526,99 (367,540 1 = 159,55:
— — 112,43 —  1,463,44 2 3,391 — — — 3,39:
— — 2,32¢ — — — 3C — — — 3C
— — — — (@7500 @ — — — — — —
= — 13,484,92 14 (13,484,92) (14 = = = = =
— — — — — — 152 — — — 152
— — — — — — 1155 — — — 11,55(
— — — — (7199  — — — — — —
— — — — — — 27 — — — 27
— — — — — — — — 5 — 5
— — — — — — — (64,857 — — (64,857

The accompanying notes are an integral part ottheasolidated financial statements.
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Ironwood Pharmaceuticals, Inc.
Consolidated Statements of Convertible Preferred $tk and Stockholders' Equity (Deficit) (Continued)

(In thousands, except share amounts)

Convertible
preferred Class A Class B Accumulated Total

stock (Note 127 common stock common stock _ Additional other . . stockholders
Accumulated comprehensive Noncontrolling

paid-in equity
Shares Amount Shares Amount Shares Amount capital deficit income (loss’ interest (deficit)

Balance at

December 31
2011 — — 61,801,77 62 38,914,08 39 542,14 (432,39) 6 — 109,85¢
Issuance of

common

stock upon

exercise of

stock

options anc

employee

stock

purchase

plan — —  226,65¢ — 782,95! 1 4,01¢ — — — 4,02(
Issuance of

common

stock

awards — — 2,36¢ — — — 3C — — — 30
Issuance of

common

stock upon

public

offering, ne

of offering

costs of

approximat

$5.9 million — — 6,037,50 6 — — 85,22 — — — 85,22¢
Conversion ¢

Class B

common

stock to

Class A

common

stock — — 10,184,78
Share-based

compensat

expense

related to

issuance of

stock

options to

non-

employee: — — — — — — 6C — — — 60
Share-based

compensat

expense

related to

issuance of

stock

options to

employees

and

employee

stock

purchase

plan — — — — — — 17,48 — — — 17,48:
Restricted

common

shares

subject to

repurchasi — — — — — — @) — — — @
Restricted

common

stock no

longer

subject to

repurchasi — — — — — — 7 — — — 7
Unrealized

loss on

short-term

investment: — — — — — — — — (0] — 1)

Net loss — — — — — — — (72,62¢) — — (72,629

=

0 (10,184,78) (10 — — _ _ _




Balance at
December 31
2012 —$ — 78,253,07 $ 78 29,512,25 $ 30% 648,95!'$ (505,01¢) $ 5% — $ 144,05:

The accompanying notes are an integral part ottheasolidated financial statements.
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Ironwood Pharmaceuticals, Inc.
Consolidated Statements of Cash Flows

(In thousands)

Years Ended December 31

2012 2011 2010
Cash flows from operating activities:
Net loss $ (72,629 $ (6485) $ (51,86()
Income from discontinued operatic — — 4,55]
Net loss from continuing operatio (72,629 (64,857 (56,41))
Adjustments to reconcile net loss to net cash usegerating activities
Depreciation and amortizatic 11,32¢ 9,99¢ 6,161
Loss on disposal of property and equipm 20 7 474
Share-based compensation expel 17,57: 11,73: 7,49¢
Accretion of discount/premium on investment se@s 1,157 2,23¢ 1,61¢
Changes in assets and liabiliti
Accounts receivable and related party accountsvaioke (83%) 2,24: 2,32¢
Restricted cas — 2,837 (2,349
Prepaid expenses and other current a: (5,127) 2,421 (2,649
Inventory (6,699 — —
Other asset (145) 13€ (259)
Accounts payable and accrued expel 24,24 5,08¢ 2,74(
Accrued research and development c (1,34¢) (2,130 (4,267)
Deferred revenu (36,01¢) (45,017 (23,569
Deferred ren (2,149 (9349 6,74t
Other liabilities 99z — —
Net cash used in operating activities from contigubperation: (69,637) (75,23)) (61,930
Net cash used in operating activities from discurgd operation — — (5,969
Total net cash used in operating activi (69,637) (75,23)) (67,899
Cash flows from investing activities:
Purchases of availal-for-sale securitie (96,709 (97,51) (441,799
Sales and maturities of availa-for-sale securitie 140,75 222,25 236,47!
Purchases of property and equipm (13,979 (9,682 (17,220
Proceeds from sale of property and equipn 9 4 1
Proceeds from sale of subsidi: — — 9,50(
Net cash provided by (used in) investing activifiesn continuing operatior 30,07¢ 115,06! (213,04)
Net cash provided by investing activities from distinued operation — — 1
Total net cash provided by (used in) investingvtitis 30,07¢ 115,06! (213,04)
Cash flows from financing activities:
Proceeds from initial public offerir — — 203,16°
Proceeds from issuance of common si 85,22¢ — —
Proceeds from exercise of stock options, stockhase plan and issuance of restric
stock 4,02( 3,39¢ 2,02:
Payments on borrowings and capital lease obliga (275) (260) (2,959
Net cash provided by financing activities from éoning operation: 88,97 3,13 203,23:
Net cash used in financing activities from disconéid operation — — (277)
Total net cash provided by financing activit 88,97 3,13: 202,95t
Net increase (decrease) in cash and cash equis 49,41¢ 42,96 (77,98Y)
Cash and cash equivalents, beginning of pe 87,28: 44,32 122,30t
Cash and cash equivalents, end of pe $ 136,700 $ 87,28: $ 44,32
Supplemental cash flow disclosures
Cash paid for interest (includes cash paid by Miak $ 55 $ 64 $ 32t
Cash paid for income tax $ — % 3 $ —
Purchases under capital lea $ 247 $ 32t % 52¢
Debt and interest paid by purchaser of subsic $ — % — 3 1,07t

The accompanying notes are an integral part oktheasolidated financial statements.
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Ironwood Pharmaceuticals, Inc.

Notes to Consolidated Financial Statements
1. Nature of Business

Ironwood Pharmaceuticals, Inc. (the "Conydais an entrepreneurial pharmaceutical compacyded on the discovery, development
commercialization of medicines that improve paselives.

The Company's lead product, linaclotiddgdésng marketed in the United States ("U.S.") urilertrademarked name of LINZESS™. On
August 30, 2012, the United States Food and DrugiAitration ("FDA") approved LINZESS as a oncebgdaieatment for adult men and
women suffering from irritable bowel syndrome witbnstipation ("IBS-C") or chronic idiopathic conmtion ("CIC"). LINZESS is the first
FDA-approved guanylate cyclase type-C ("GC-C") agfofThe Company and its collaboration partnergeBbtaboratories, Inc. ("Forest")
began commercial sale of LINZESS in December 2012.

In November 2012, the European Commissiantgd marketing approval to linaclotide for thenggomatic treatment of moderate to
severe IBS-C in adults. Linaclotide will be markkte Europe (including the Commonwealth of Indepamdstates and Turkey) by
Almirall, S.A. ("Almirall") under the trademarkedame of Constella®.

Astellas Pharma Inc. ("Astellas"), the Cemy's partner for Japan and certain other Asiantcigs, is developing linaclotide for the
treatment of patients with IBS-C in its territofg.October 2012, Astellas initiated a double-blipthcebo controlled, dose-ranging Phase 2
clinical trial of linaclotide in adult patients WwitiBS-C.

In October 2012, the Company entered irtolaboration agreement with AstraZeneca AB ("AZ&neca") to co-develop and co-
commercialize linaclotide for IBS-C in China, Hogng and Macau. In May 2012, the Company submaét€inical Trial Application
("CTA") to China's State Food and Drug Adminisipatfor a Phase 3 trial of linaclotide in patienidfmBS-C. The CTA has been approved.

The Company continues to assess alterrsativbring linaclotide to IBS-C and CIC sufferanglie parts of the world outside of its
partnered territories.

The Company is exploring development opputies to strengthen the clinical profile of LINBE within its indicated population and to
expand the product label for additional patientydafions and indications. The Company is also expdothe potential for linaclotide-based
combination products. As part of this strategy, @manpany and Forest initiated a Phase 3b clini@lto further characterize the effect of
linaclotide on abdominal symptoms in patients vGiic.

In addition to exploring further linaclo&idlevelopment opportunities, the Company's researdidevelopment team has generated a
pipeline of early development candidates and disporesearch in multiple therapeutic areas, indgdjastrointestinal disease, central nervou
system disorders, allergic conditions and cardiowtas disease.

Prior to September 2010, the Company het@rity ownership interest in Microbia, Inc. (foeerly known as Microbia Precision
Engineering), a subsidiary formed in September 2806robia, Inc. ("Microbia") engaged in a spegdiiochemicals business based on a
proprietary strain-development platform. In Septen010, the Company sold its interest in Micrabi®SM Holding Company USA, Inc.
("DSM") (Note 2).

The Company was incorporated in Delawardamuary 5, 1998. On April 7, 2008, the Companygkd its name from Microbia, Inc. to
Ironwood Pharmaceuticals, Inc. The Company curyentl
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Ironwood Pharmaceuticals, Inc.
Notes to Consolidated Financial Statements (Contirad)
1. Nature of Business (Continued)

operates in one reportable business segment - htiraeapeutics. Prior to September 21, 2010, thefg2omy operated in two reportable
business segments, human therapeutics and bionctumirigy (Note 17).

The Company has generated an accumulafiit ds of December 31, 2012 of approximately $8Q%illion since inception. In February
2010, the Company completed its initial public afig of Class A common stock and raised a totapgroximately $203.2 million in net
proceeds. Additionally, in February 2012, the Conypsold 6,037,500 shares of its Class A commorkstaough a follow-on public offering
and raised a total of approximately $85.2 milliomet proceeds (Note 12).

2. Summary of Significant Accounting Policies
Principles of Consolidation

The accompanying consolidated financiakstents include the accounts of lIronwood Pharmaasit Inc. and its wholly owned
subsidiaries, Ironwood Pharmaceuticals Securit@p@ration and Ironwood Pharmaceuticals GmbH.

During 2006, the Company formed Microbiaag00% wholly owned subsidiary of the CompanySéptember 2006, Microbia sold
additional equity interests to a third party, whielduced the Company's ownership interest in Miertdo85% (Note 19). The accompanying
consolidated financial statements include the as8abilities, revenue, and expenses of Microbiger which the Company exercised control
until September 21, 2010, when the Company solidiiésest in Microbia to DSM. The Company recordedcontrolling interest in its
consolidated statements of operations for the ogimgiinterest of the minority owners of Microbia.

All intercompany transactions and balarareseliminated in consolidation.
Sale of Subsidiary and Discontinued Operations

On September 21, 2010, the Company soldtiésest in Microbia to DSM in exchange for casbgeeds of $9.5 million, the payment of
approximately $1.1 million of Microbia debt andenést by DSM and future contingent consideraticsedaon the sale of products
incorporating Microbia's technology. As a resultlté sale of its interest in Microbia, the Compasgsed to have any financial interest in
Microbia. The Company maintained no further investirin Microbia and recorded a gain on the saldicfobia in its consolidated stateme
of operations of approximately $12.2 million at tiraee of the sale. The Company determined that dfier qualified for presentation as
discontinued operations and accordingly, the Comptassified the assets, liabilities, operationd eash flows of Microbia as discontinued
operations for all periods presented.

The agreement with DSM also included futmatingent consideration in the form of a royaltyfuture sales of products incorporating
Microbia's technology through the earlier of a) 208) the invalidity of any Microbia patent, ortbe maximum agreed upon amount is
reached. The Company's accounting policy is to @auctor the future contingent consideration, if aag a gain contingency as the proceeds
have not been received and the receipt of royaltgrne is uncertain. As a result, proceeds will drdyrecorded in future earnings if and when
they are earned. As of December 31, 2012, no aradwave been recorded for the contingent consideratithe Company's consolidated
financial statements.
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Ironwood Pharmaceuticals, Inc.
Notes to Consolidated Financial Statements (Contirad)
2. Summary of Significant Accounting Policies (Corntued)
Use of Estimates

The preparation of consolidated financiatements in accordance with generally acceptedusating principles in the U.S. ("GAAP")
requires the Company's management to make estimadgisidgments that may affect the reported amafrassets, liabilities, revenues and
expenses, and related disclosure of contingentsaaed liabilities. On an on-going basis, the Conyfsamanagement evaluates its estimates,
including those related to revenue recognitionjlaibe-for-sale securities, inventory valuation aetated reserves, impairment of long-lived
assets, income taxes including the valuation alimedor deferred tax assets, research and devetdmrpense, contingencies and sHaasec
compensation. The Company bases its estimatesstoribal experience and on various other assumgptioat are believed to be reasonable
results of which form the basis for making judgnsemibout the carrying values of assets and liadslitActual results may differ from these
estimates under different assumptions or conditi@manges in estimates are reflected in reportalteein the period in which they become
known.

Cash and Cash Equivalents

The Company considers all highly liquidéstment instruments with a remaining maturity wherchased of three months or less to be
cash equivalents. Investments qualifying as caskvalgnts primarily consist of money market fundsl &.S. governmergponsored securitie
The carrying amount of cash equivalents approxisie value. The amount of cash equivalents inetlish cash and cash equivalents was
approximately $113.9 million and $77.2 million at@mber 31, 2012 and 2011, respectively.

Restricted Cash

The Company is contingently liable undeusad letters of credit with a bank, related toGloenpany's facility lease agreements and ci
card arrangements, in the amount of approximateélg fillion as of both December 31, 2012 and 2@Ela result, the Company has restric
cash of approximately $7.6 million as of both Debem31, 2012 and 2011, securing these lettersedlitciThe cash will be restricted until the
termination of the leases and credit card arrangésne

Available-for-Sale Securities

The Company classifies all short-term itwesnts with a remaining maturity when purchasedrehter than three months as available-fol
sale. Available-for-sale securities are recordefdiat/alue, with the unrealized gains and losep®rted in other comprehensive income (loss)
The amortized cost of debt securities in this cateds adjusted for the amortization of premiumd ancretion of discounts to maturity. Such
amortization is included in interest and investrianbme. Realized gains and losses, interest, elivd, and declines in value judged to be
other than temporary on available-for-sale se@sitire included in interest and investment income.

The cost of securities sold is based orsgieeific identification method for purposes ofarting realized gains and losses. To determine
whether an other-than-temporary impairment exists Company considers whether it has the abilityiatent to hold the investment until a
market price recovery, and whether evidence intligahe recoverability of the cost of the investineatweighs
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Ironwood Pharmaceuticals, Inc.
Notes to Consolidated Financial Statements (Contirad)
2. Summary of Significant Accounting Policies (Corntued)
evidence to the contrary. There were no other-teamporary impairments for the years ended Dece®be?012, 2011 and 2010.
Inventory
Inventory is stated at the lower of costrarket with cost determined under the first-irstfiout basis.

The Company evaluates inventory levels tgulgrand any inventory that has a cost basis aess of its expected net realizable value,
inventory that becomes obsolete, inventory in excd®xpected sales requirements or inventoryftilatto meet commercial sale
specifications is written down with a correspondatgirge to cost of revenue in the period thatrigairment is first identified.

The Company capitalizes inventories martufad in preparation for initiating sales of a protdcandidate when the related product
candidate is considered to have a high likelihcogegulatory approval and the related costs areebgal to be recoverable through sales of the
inventories. In determining whether or not to calgie such inventories, the Company evaluates, gmtrer factors, information regarding the
product candidate's safety and efficacy, the st@atwusgulatory submissions and communications watfulatory authorities and the outlook for
commercial sales, including the existence of curoeranticipated competitive drugs and the avdilgbdf reimbursement. In addition, the
Company evaluates risks associated with manufactihie product candidate and the remaining sHelbfithe inventories.

Costs associated with developmental pradpigor to satisfying the inventory capitalizationiteria are charged to research and
development expense as incurred.

Concentrations of Suppliers

The Company relies on third-party manufeersiand its collaboration partners to manufadtiuedinaclotide active pharmaceutical
ingredient ("API") and final linaclotide drug proctu Currently, there are two third-party manufaetarapproved for the production of the
linaclotide API in three facilities. The Compangtdlaboration partners, except AstraZeneca in CHiparest, Almirall and Astellas) are
responsible for drug product manufacturing of linéide into finished product for their respectiegritories. The Company also has an
agreement with another independent third parteteesas a second source of drug product manufagtofilinaclotide for its partnered
territories. The Company and AstraZeneca also ooatto explore manufacturing alternatives for Chihany of the Company's suppliers w
to limit or terminate production or otherwise failmeet the quality or delivery requirements needdeshtisfy the supply commitments, the
process of locating and qualifying alternate sosia®uld require up to several months, during whiitcie the Company's production could be
delayed. Such delays could have a material adeffset on the Company's business, financial posiind results of operations.

Accounts Receivable and Related Valuation Account

The Company makes judgments as to itstalbdicollect outstanding receivables and provigesllowance for receivables when
collection becomes doubtful. Provisions are madetaipon a specific review of all significant oatating invoices and the overall quality ¢
age of those invoices not specifically reviewede Thompany's receivables primarily relate to amotgitabursed under its
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Ironwood Pharmaceuticals, Inc.
Notes to Consolidated Financial Statements (Contirad)

2. Summary of Significant Accounting Policies (Corntued)

collaboration and license agreements. The CompaligMes that credit risks associated with thesklsotators are not significant. To date, the
Company has not had any write-offs of bad debt,amnsuch, the Company does not have an allowandwibtful accounts as of
December 31, 2012 and 2011.

Concentrations of Credit Risk

Financial instruments that subject the Canypto credit risk primarily consist of cash andltaquivalents, restricted cash, available-for-
sale securities, and accounts receivable. The Caoynpaintains its cash and cash equivalent balanitbshigh-quality financial institutions
and, consequently, the Company believes that suddsfare subject to minimal credit risk. The Conyfmavailable-for-sale investments
primarily consist of U.S. Treasury securities aedain U.S. government sponsored securities arghfiatly subject the Company to
concentrations of credit risk. The Company has t&tbpn investment policy which limits the amouhis €ompany may invest in any one type
of investment, and requires all investments heltheyCompany to be at least A+ rated, thereby lieduzredit risk exposure.

Accounts receivable, including related patcounts receivable, primarily consist of amouwhts under the collaboration agreement with
Forest and license agreements with Almirall ancedas$ (Note 4) for which the Company does not abtailateral. Accounts receivable or
payable to or from Forest and Almirall are preséras related party transactions on the consolidadéahce sheets as both entities own

common stock of the Company.

The percentages of revenue from continojeyations recognized from significant customerthefCompany in the years ended
December 31, 2012, 2011 and 2010 as well as thmuatceceivable balances, net of any payablesatu2ecember 31, 2012 and 2011 are

included in the following table:

Accounts Receivable Revenue
December 31 Years Ended December 31

2012 2011 2012 2011 2010
Collaborative Partner:
Forest —% 86% 67% 64% 50%
Almirall 69% 3% 14% 31% 43%
Astellas 31% 11% 3% 5% 7%
AstraZeneci —% —% 16% —% —%

As of December 31, 2012, the Company & firet payable position with Forest; as such, tleene accounts receivable due from Forest a
of December 31, 2012.

Tate & Lyle Investments, Ltd. ("T&L") accoted for approximately 98% of the Company's revenou@ discontinued operations for the
year ended December 31, 2010. For the years endeehiber 31, 2012, 2011 and 2010, no additionabmests accounted for more than 1
of the Company's revenue from continuing operations
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Ironwood Pharmaceuticals, Inc.
Notes to Consolidated Financial Statements (Contirad)
2. Summary of Significant Accounting Policies (Corntued)
Revenue Recognition

The Company's revenue is generated throatjborative research and development and licgresgneements. The terms of these
agreements contain multiple deliverables which malude (i) licenses, (ii) research and developnaetitities, including participation on joi
steering committees, and (iii) the manufacturaraéhed drug product, API, or development mateffiatghe collaborative partner which are
reimbursed at a contractually determined rate. dte,dhe Company's collaborative research and dewednt and licensing agreements have
included only the license to develop and commemradinaclotide, the Company's first GC-C agoni&in-refundable payments to the
Company under these agreements may include (ijarg-ficense fees, (ii) payments for research angbpment activities, (iii) payments for
the manufacture of finished drug product, API, evelopment materials, (iv) payments based upoathévement of certain milestones, and
(v) royalties on product sales. Additionally, ther@pany may receive its share of the net profitsear its share of the net losses from the sale
of linaclotide in the U.S. and China, through itdl@aborations with Forest and AstraZeneca, respelgti In addition, prior to September 2010,
the Company generated services revenue througkragrés that generally provided for fees for redeara development services rendered.

At December 31, 2012, the Company had lootiation and license agreements with Forest, Alin#atellas and AstraZeneca. Refer to
Note 4, "Collaboration and License Agreements,"aditional discussion of these agreeme

Agreements Entered into Prior to January 1, 2011

For arrangements that include multiple\aztbles, the Company follows the provisions ofAleeounting Standards Codification
("ASC") Topic 605-25Revenue Recognition—Multiple-Element Arrangem@AiSC 605-25"), in accounting for these agreemedtsder
ASC 605-25, the Company was required to identi§/dkliverables included within the agreement aradusate which deliverables represent
separate units of accounting. Collaborative re¢eand development and licensing agreements thaaioea multiple deliverables were divic
into separate units of accounting if certain cidavere met, as follows:

. Delivered element(s) had value to the collaboratoa standalone basis,
. There was objective and reliable evidence of tirevidue of the undelivered obligation(s), and
. If the arrangement included a general right ofretelative to the delivered item(s), delivery erformance of the undelivered

item(s) was considered probable and substantiathimthe Company's control.

The Company allocated arrangement condideramong the separate units of accounting eithehe basis of each unit's respective fair
value or using the residual method, and applieciipticable revenue recognition criteria to eacthefseparate units. If the separation criteria
are not met, revenue of the combined unit of actingrns recorded based on the method appropriatdéolast delivered item. The Company
recognizes revenue when there is persuasive evedbat an arrangement exists, services have badenad or delivery has occurred, the price
is fixed or determinable, and collection is reasypassured.
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Up-Front License Fees

The Company recognizes revenue from nondzhle, up-front license fees on a straight-lingidaver the contracted or estimated perioc
of performance, which is typically the period ovérich the research and development is expecteddor @r manufacturing services are
expected to be provided. Accordingly, the Compameguired to make estimates regarding the drugldement and commercialization
timelines for drugs and drug candidates being dgesl pursuant to the applicable agreement. Therdietation of the length of the period o
which to recognize the revenue is subject to judgraed estimation and can have an impact on theianud revenue recognized in a given
period. Quarterly, the Company reassesses itsgefisubstantial involvement over which the Compamportizes its up-front license fees and
makes adjustments as appropriate. During the yelgceDecember 31, 2012, the Company's estimatasdiag the period of performance
under its collaborative research and developmethiiaansing agreements did not change; howevey, thge changed in the past and may
change in the future. In the event that a licenseewo be terminated, the Company would recogrszeeenue any portion of the up-front fee
that had not previously been recorded as revenuey#s classified as deferred revenue at the dateah termination. At December 31, 2012,
only a portion of Astellas’ up-front license feenains deferred as the period of performance urmeFbrest and Almirall arrangements ended
in the year ended December 31, 2012.

Agreements Entered into or Materially Modified anafter January 1, 2011

Effective January 1, 2011, the Company &etbpASU No. 2009-13Viultiple-Deliverable Revenue Arrangeme(@itaSU 2009-13"), on a
prospective basis. ASU 2009-13 amends ASC 605-pbsavide updated revenue recognition guidance ogethrdr multiple deliverables in an
arrangement exist, how multiple deliverables iraemangement should be separated and how the amangeonsideration should be allocated

When evaluating multiple element arrangeiender ASU 2009-13, the Company considers whditlgedeliverables under the
arrangement represent separate units of accoufiiig evaluation requires subjective determinatiemd requires management to make
judgments about the individual deliverables andtiwaiesuch deliverables are separable from the etb@cts of the contractual relationshig
determining the units of accounting, managemeniuatas certain criteria, including whether the wmiables have standalone value, based or
the consideration of the relevant facts and cirdantes for each arrangement. Factors consideithisidetermination include the research,
manufacturing and commercialization capabilitieshef partner and the availability of peptide reskand manufacturing expertise in the
general marketplace. In addition, the Company darsiwhether the collaborator can use the licens¢éher deliverables for their intended
purpose without the receipt of the remaining eletsieand whether the value of the deliverable iseddpnt on the undelivered items and
whether there are other vendors that can provigetidelivered items.

The consideration received is allocatedragrtbe separate units of accounting using theivelaelling price method, and the applicable
revenue recognition criteria are applied to eacthefseparate units.

The Company determines the estimated ggfiiite for deliverables using vendor-specific obije evidence ("VSOE") of selling price, if
available, third-party evidence ("TPE") of sellipgce if VSOE is not available, or best estimatse@lfing price ("BESP") if neither VSOE nor
TPE is
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available. Determining the BESP for a deliveralelguires significant judgment. The Company uses B&S#3timate the selling price for
licenses to the Company's proprietary technologngesthe Company often does not have VSOE or TPEeltihg price for these deliverables.
In those circumstances where the Company utiliZeSBto determine the estimated selling price afembe to the Company's proprietary
technology, the Company considers market conditianaell as entity-specific factors, including tedactors contemplated in negotiating the
agreements as well as internally developed motatsinclude assumptions related to the market dppity, estimated development costs,
probability of success and the time needed to camialize a product candidate pursuant to the lieehsvalidating the Company's BESP, the
Company evaluates whether changes in the key assumspised to determine the BESP will have a sicgnift effect on the allocation of
arrangement consideration between multiple delblesa

Up-Front License Fees

When management believes the license iotafiectual property has stand-alone value, tbenany generally recognizes revenue
attributed to the license upon delivery. When managnt believes the license to its intellectual propdoes not have stand-alone value from
the other deliverables to be provided in the areament, the Company generally recognizes reventibua#d to the license on a straight-line
basis over the Company's contractual or estimatefdmance period, which is typically the term loé tCompany's research and development
obligations.

Milestones

At the inception of each arrangement thellides pre-commercial milestone payments, the @ompvaluates whether each milestone is
substantive and at risk to both parties on theshafsihe contingent nature of the milestone. Thiwation includes an assessment of whether
(a) the consideration is commensurate with eithgthe entity's performance to achieve the mileston (2) the enhancement of the value of
the delivered item(s) as a result of a specificonte resulting from the entity's performance taeahthe milestone, (b) the consideration
relates solely to past performance, and (c) theidenation is reasonable relative to all of thevéehbles and payment terms within the
arrangement. The Company evaluates factors suttte aientific, clinical, regulatory, commercialdaother risks that must be overcome to
achieve the respective milestone, the level ofrefind investment required and whether the milestmmsideration is reasonable relative to al
deliverables and payment terms in the arrangememgking this assessment. Substantive pre-comnhendestones are due to the Company
upon the initiation of a Phase 3 study for linaidetin Japan and upon the filing and approval efXhpanese equivalent of an NDA with the
relevant regulatory authority in Japan.

Prior to January 1, 2011, in those circamsés where a substantive milestone was achiegbegtion of the related receivable was
reasonably assured and the Company had remainiigatidns to perform under the collaboration armgnt, the Company recognized as
revenue on the date the milestone was achievethanra equal to the applicable percentage of thiopeance period that had elapsed as of
the date the milestone was achieved, with the baléeing deferred and recognized on a straightlasts over the remaining period of
performance.

Effective January 1, 2011, the Company &etbpccounting Standards Update ("ASU") No. 2010R&venue Recognition—Milestone
Method("ASU 2010-17") on a prospective basis. Under
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ASU 2010-17, in those circumstances where a sutdstamilestone is achieved and collection of tHatesl receivable is reasonably assured,
the Company recognizes revenue related to the tmilesn its entirety in the period in which the esilone is achieved. Milestone payments
received prior to the adoption of ASU 2010-17 comé to be recognized over the remaining periocedfiopmance.

Milestones that are not considered subistate recognized on a straight-line basis overémaining period of performance.
Commercial milestones are accounted for as royadtiel are recorded as revenue upon achievemdn ofitestone, assuming all other
revenue recognition criteria are met.

For certain of the Company's arrangemeuatdicularly the license agreement with Almiralis required that taxes be withheld on its
payments. The Company has adopted a policy to nim®gevenue net of these tax withholdings.

Net Profit or Net Loss Sharir

In accordance with ASC 808 Toppllaborative Arrangementsand ASC 605-4%Frincipal Agent Considerationsthe Company
considers the nature and contractual terms ofritamgement and the nature of the Company's bustoessations to determine the classifica
of the transactions under the Company's collabmragreements. The Company records revenue transagross in the consolidated
statements of operations if it is deemed the go&ldn the transaction, which includes being thenpry obligor and having the risks and
rewards of ownership.

The Company records its share of the rafitpror net losses from the sales of LINZESS asmed by Forest on a net basis and present
the settlement payments as collaborative arrangesmevenue or collaboration expense, as applicabléhe Company is not the primary
obligor and does not have the risks and rewardsvoiership in the collaboration agreement with Foii@evelopment costs for LINZESS that
are incurred by the Company are recorded in rebBeard development expense. Reimbursement from tHoredevelopment costs, which the
Company shares equally with Forest, are recordedraduction to research and development expertbe iconsolidated statement of
operations. Selling and marketing costs for LINZEE& are incurred by the Company are recordedlliimg, general and administrative
expense. The Company and Forest settle the castglwarterly, such that the Company's statemkoperations reflects 50% of the pre-tax
net profit or loss generated from sales of LINZES&e U.S. In 2012, the Company has classifiedvpats to Forest for its 50% share of the
pre-tax net loss from the sales of LINZESS as bollation expense in the consolidated statemenp@fations. Prior to 2012, selling and
marketing cost-sharing payments presented witHimgegeneral and administrative expenses weranaierial. Payments from Forest will be
classified as collaboration revenue in the Compasigitement of operations.

The Company recognizes its share of thegpgreommercial net profit or net loss generatednfthe sales of LINZESS in the U.S. in the
period the product sales are recorded by Forestedatkd cost of product sales and selling and ety expenses are incurred by the
Company and its collaboration partner. These ansoag partially determined based on amounts prdvwigeF-orest and involve the use of
estimates and judgments, such as product salegaaltees and accruals related to prompt paymentuligsochargebacks, governmental and
contractual rebates, wholesaler fees, productnstand co-payment assistance costs, which couddljosted based on actual results in the
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future. The Company is highly dependent on Fomastifnely and accurate information regarding anyraegenues realized from sales of
LINZESS and the costs incurred in selling it, iderto accurately report its results of operatiéims.the periods covered in the consolidated
financial statements presented, there have besignificant or material changes to prior periodreates of revenues, cost of revenue or se
and marketing expenses associated with the sald®ZESS in the U.S. However, if the Company doesneceive timely and accurate
information or incorrectly estimates activity leselssociated with the collaboration at a giventpaitime, the Company could be required to
record adjustments in future periods.

Other

The Company produces finished drug proddet,and development materials for its collaboratdthe Company recognizes revenue on
finished drug product, APl and development matsenehen the material has passed all quality teséqggired for collaborator acceptance,
delivery has occurred, title and risk of loss htremsferred to the collaborator, the price is fixedleterminable, and collection is reasonably
assured. As it relates to development materialsfdidoroduced for Almirall and Astellas, the Compas reimbursed at a contracted rate.
Such reimbursements are considered as part of wevggnerated pursuant to the Almirall and Astditanse agreements and are presented a
collaborative arrangements revenue. Any finishedygiroduct, APl and development materials curreptduced for Forest or AstraZeneca
are recognized in accordance with the cost-shamiagisions of the Forest and AstraZeneca collabmmatgreements, respectively.

Cost of Revenue

Cost of revenue is recognized upon shiproglimaclotide API to certain of the Company'slabbration partners and consists of the cost:
of producing such API. The costs of API were priityarecorded as research and development expenghs periods prior to July 1, 2012. As
of December 31, 2012, the previously expensed Adtlis commercially sellable has been substantidilized.

Research and Development Costs

The Company expenses research and devetbmosts to operations as incurred. The Compamgrsleind capitalizes nonrefundable
advance payments made by the Company for reseadctievelopment activities until the related goodsraceived or the related services are
performed.

Research and development expenses are iseahpf costs incurred in performing research aawkbbpment activities, including salary
and benefits; share-based compensation expenseataly supplies and other direct expenses; fesliéxpenses; overhead expenses;
contractual services, including clinical trial ardiated clinical manufacturing expenses, includingply chain development; and other outside
expenses. As a result of the sale of the Compangiest in Microbia in September 2010, costs vénelie related to the Microbia services
contracts and costs associated with Microbia'sarebeand development activities are included inmeaime from discontinued operations.

The Company has entered into collaboraipreements with Forest and AstraZeneca pursuavttitth it shares research and developr
expenses with the collaborators. The Company record
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expenses incurred under the collaboration arrangenfier such work as research and development sgp&ecause the collaboration
arrangements are cost-sharing arrangements, th@a&gneconcluded that when there is a period dufiegcbllaboration arrangements during
which the Company receives payments from Fore8stnaZeneca, the Company records the payments tgstor AstraZeneca for their share
of the development effort as a reduction of redearad development expense. Payments to Forestt@Z&seca are recorded as incremental
research and development expense.

Selling, General and Administrative Expenses

The Company expenses selling, general dndnéstrative costs to operations as incurred.ii®gllgeneral and administrative expense
consists primarily of compensation, benefits afiteoemployee related expenses for personnel imadministrative, finance, legal, information
technology, business development, commercial, salagketing and human resource functions. Othesdoslude the legal costs of pursuing
patent protection of our intellectual property, gext and administrative related facility costs anafessional fees for accounting and legal
services.

Share-Based Compensation

The Company's stock-based compensatiorrgmegygrant awards which have included stock awagegsiicted stock, and stock options.
Share-based compensation is recognized as an exjpeihe financial statements based on the gramtfda value. For awards that vest based
on service conditions, the Company uses the stréiglhhmethod to allocate compensation expensegorting periods. The grant date fair
value of options granted is calculated using trecBIScholes option-pricing model, which requires tise of subjective assumptions including
volatility and expected term, among others.

The Company records the expense for stptkmgrants subject to performance-based milestestng using the accelerated attribution
method over the remaining service period when mamagt determines that achievement of the miles®opsbable. Management evaluates
when the achievement of a performance-based milessoprobable based on the relative satisfactidheoperformance conditions as of the
reporting date.

The Company records the expense of servigatered by non-employees based on the estimaitedhfue of the stock option using the
Black-Scholes option-pricing model. The fair vabfaunvested non-employee awards is remeasurectatreporting period and expensed ovel
the vesting term of the underlying stock options.

Patent Costs

The Company incurred and recorded as dpgrakpense legal and other fees related to patértgproximately $3.5 million, $2.2 millic
and $1.9 million for the years ended December 81222011 and 2010, respectively. These costs @renged to selling, general and
administrative expenses as incurred.
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Noncontrolling Interest

Noncontrolling interest represents the moiolling stockholder's proportionate share ofiggand net income or net loss of the
Company's former consolidated subsidiary, MicroBia.September 21, 2010, the Company sold its isitémeMicrobia, resulting in the
deconsolidation of its former subsidiary bringihg honcontrolling interest balance to zero. Immtedijgorior to the sale, the Company
converted certain intercompany debt and payabtespireferred stock of Microbia, which resulted mapproximately $2.9 million decrease in
the noncontrolling interest. Prior to the sale dEidbia, the noncontrolling stockholder's propantte share of the equity in Microbia was
reflected as noncontrolling interest in the Compmupnsolidated balance sheets as a componertobhstiders' equity (deficit). The
proportionate share of the net loss attributableotacontrolling interest is reflected in the accamying consolidated statements of operations

Net Income (Loss) Per Share

The Company calculates basic net incomss)lper common share and diluted net loss per cansimare by dividing the net income (lo
by the weighted average number of common sharasamaling during the period. Diluted net income g@nmon share is computed by
dividing net income by the diluted number of sharetstanding during the period. Except where tiseltevould be antidilutive to net income,
diluted net income per share is computed assurhmgxercise of common stock options and the vestimgstricted stock (using the treasury
stock method), as well as their related incomeeféects. The Company allocates undistributed egsbetween the classes on a one-to-one
basis when computing net income (loss) per shasea Fesult, basic and diluted net income (loss)Qt@ss A and Class B shares are equiva

Property and Equipment

Property and equipment, including leaselimlokovements, are recorded at cost, and are dapgdavhen placed into service using the
straight-line method based on their estimated lisg@s as follows:

Estimated Useful Life
Asset Description (In Years)
Laboratory equipmer

Computer and office equipme
Furniture and fixture
Software

wWw~Nwo

Included in property and equipment areaiertosts of software obtained for internal usest€mcurred during the preliminary project
stage are expensed as incurred, while costs irtdueng the application development stage aretaliged and amortized over the estimated
useful life of the software. The Company also cdzies costs related to specific upgrades and eemaents when it is probable the
expenditures will result in additional functionglitMaintenance and training costs related to softvedtained for internal use are expensed as
incurred.

Leasehold improvements are amortized dveshorter of the estimated useful life of the asséhe lease term. Costs for capital asset
yet placed into service have been capitalized astoaction
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in progress, and will be depreciated in accordavitiethe above guidelines once placed into senNt@intenance and repair costs are expe
as incurred.

Income Taxes

The Company provides for income taxes utigetiability method. Deferred tax assets andiliiids are determined based on differences
between financial reporting and tax bases of asseidiabilities and are measured using the endatethtes in effect when the differences are
expected to reverse. Deferred tax assets are redhyca valuation allowance to reflect the uncetiaassociated with their ultimate realization.

The Company accounts for uncertain taxtfpes recognized in the consolidated financialestagnts by prescribing a more-likely-thaat
threshold for financial statement recognition arebsurement of a tax position taken or expectee taken in a tax return.

Impairment of Long-Lived Assets

The Company regularly reviews the carryangount of its long-lived assets to determine wheitidicators of impairment may exist,
which warrant adjustments to carrying values anesed useful lives. If indications of impairmenxist, projected future undiscounted cash
flows associated with the asset are compared toatrging amount to determine whether the assalige\vis recoverable. If the carrying value
of the asset exceeds such projected undiscounsbdfloavs, the asset will be written down to itsrasited fair value. There were no indicators
of impairment at December 31, 2012 or 2011.

Comprehensive Income (Loss)

Comprehensive income (loss) is definechashange in equity of a business enterprise daripgriod from transactions, and other event
and circumstances from non-owner sources and dlyrreansists of net loss and changes in unrealigggds and losses on available-for-sale
securities.

Segment Information

Operating segments are components of @anpige for which separate financial informatiomigilable and is evaluated regularly by the
Company's chief operating decision-maker in degdiaw to allocate resources and in assessing pegsfure. The Company currently operate:
in one reportable business segment—human therapeuti

Prior to the sale of its interest in Mici@lin September 2010, the Company had two repertaibdiness segments: human therapeutics al
biomanufacturing (Note 17). Revenue from the Comisalnuman therapeutics segment is shown in theotidaged statements of operations as
collaborative arrangements revenue. Revenue frenCtmpany's biomanufacturing segment is preseisteccamponent of the net income
(loss) from discontinued operations.

New Accounting Pronouncements

From time to time, new accounting pronoumests are issued by the FASB or other standarithgdtbdies that are adopted by the
Company as of the specified effective date. Unbtksrwise discussed, the Company believes thatthact of recently issued standards that
are not yet effective
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will not have a material impact on its consolidafi@@ncial position or results of operations updoation.
Recently Adopted Accounting Stande

In May 2011, the FASB issued ASU No. 2081 Amendments to Achieve Common Fair Value MeasuresnenDisclosure
Requirements in U.S. GAAP and IFF("ASU 2011-04"). ASU 2011-04 amends ASC 8B@jr Value Measurementto ensure that fair value
has the same meaning in GAAP and Internationalr€imhReporting Standards ("IFRS") and improvesdteparability of the fair value
measurement and disclosure requirements in GAARRERS. ASU 2011-04 applies to all entities that suga assets, liabilities or instruments
classified in shareholder's equity at fair valuepmvide fair value disclosures for items not nelem at fair value. ASU 2011-04 results in
common fair value measurement and disclosure rexpgints in U.S. GAAP and IFRS. Consequently, ASUL2D4 changes the wording used
to describe many of the requirements in U.S. GAdiieasuring fair value and for disclosing inforimatabout fair value measurements. For
many of the requirements, ASU 2004-will not result in a change in the applicatidrife requirements in ASC 820. Some of the requenrets
in ASU 2011-04 clarify the FASB's intent about #yplication of existing fair value measurement regruents. Other requirements change a
particular principle or requirement for measuriag f/alue or for disclosing information about faalue measurements. ASU 2011-04 is
effective for public companies for interim and aahperiods beginning after December 15, 2011 aondlshbe applied prospectively. Early
application is not permitted. On January 1, 20t ,Gompany adopted ASU 2011-04 on a prospectivis.bese adoption did not have a
material impact on the Company's consolidated firmposition or results of operations.

In June 2011, the FASB issued ASU No. 203 Presentation of Comprehensive Incof&SU 2011-05") which is intended to facilitate
the convergence of U.S. GAAP and IFRS as well asdease the transparency of items reported iaratbmprehensive income. As a resul
ASU 2011-05, all nonowner changes in stockhold=sity are required to be presented in a singléimeous statement of comprehensive
income or in two separate but consecutive statesn&he option to present other comprehensive indarttee statement of changes in equity
has been eliminated. ASU 2011-05 is effective faliz companies for fiscal years, and interim pasiavithin those years, beginning after
December 15, 2011 and should be applied retrosydetin December 2011, the FASB issued ASU No.1202, Deferral of the Effective Da
for Amendments to the Presentation of Reclassificatof ltems Out of Accumulated Other Comprehenisigome in Accounting Standal
Update No. 2011-06'ASU 2011-12") which defers the effective datehad provisions of ASU 2011-05 pertaining to thesgrgation of
reclassification adjustments out of accumulate@otomprehensive income. All other requirementa$t 2011-05 are not affected by ASU
2011-12. ASU 2011-12 is effective for public comigarfor fiscal years, and interim periods withindk years, beginning after December 15,
2011. On January 1, 2012, the Company adopted ARU-R5 and ASU 2011-12 on a retrospective basie.abloption did not have a material
impact on the Company's consolidated financialtosor results of operations since these standargact presentation only.
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The following table sets forth the compiatatof basic and diluted net loss per share (insands, except per share amounts):

Years Ended December 31
2012 2011 2010

Numerator:

Net loss from continuing operatio $ (72,624 $ (64,85) $ (56,417
Net income from discontinued operatic — — 4,557
Less: Net income from discontinued

operations attributable to noncontrolling
interest — — (1,127

Net income from discontinued operations
attributable to Ironwood Pharmaceuticals, | — — 3,43(

Net loss attributable to lronwood
Pharmaceuticals, Inc $ (72,624 $ (64,85) $ (52,98,

Denominator
Weighted average number of common share:
used in net loss per share attributable to
Ironwood Pharmaceuticals, Inc.—basic anc
diluted 106,402,63 99,874,79 89,653,36

Net loss per share associated with continuing

operation—basic and dilute: $ (0.6¢) $ (0.65) $ (0.6%)
Net income per share from discontinued

operations attributable to Ironwood

Pharmaceuticals, Ir—basic and dilute — — 0.04

Net loss per share attributable to Ironwt
Pharmaceuticals, Ir—basic and dilute: $ (0.6¢) $ (0.65) $ (0.59)

The following potentially dilutive secugs have been excluded from the computation ofetiluteighted average shares outstanding as
December 31, 2012, 2011 and 2010 as they woulatbelidutive:

Years Ended December 31

2012 2011 2010
Options to purchase common stc 19,539,42 16,424,50 14,603,222
Shares subject to repurchs 80,23( 160,41. 284,96(

19,619,65 16,584,991 14,888,18

The number of shares issuable under thep@og’'s employee stock purchase plan that were @edlfrom the calculation of diluted
weighted average shares outstanding because ffegitsewould be anti-dilutive was insignificant.
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4. Collaboration and License Agreements
Forest Laboratories, Inc.

In September 2007, the Company enteredamimllaboration agreement with Forest to develab@mmercialize linaclotide for the
treatment of IBS-C, CIC and other gastrointestamalditions in North America. Under the terms obtbollaboration agreement, the Company
shares equally with Forest all development costsedksas future net profits or losses from the depment and sale of linaclotide in the U.S.
The Company will also receive royalties in the rtééns based on net sales in Canada and Mexiccsth®mmlely responsible for the further
development, regulatory approval and commerciatimatf linaclotide in those countries and fundimy &osts. In September 2012, Forest
sublicensed the commercialization rights in Mexic@Imirall. The Company retained the rights to éleyp and commercialize linaclotide
outside of North America. Forest made non-refunelaiyb-front payments totaling $70.0 million to tBempany in order to obtain rights to
linaclotide in North America. Because the licersgointly develop and commercialize linaclotide didt have a standalone value without
research and development activities provided byCihimpany, the Company recorded the up-front licéeseas collaborative arrangements
revenue on a straight-line basis through Septe®®e2012, the period over which linaclotide wasilyi developed under the collaboration.
The collaboration agreement also includes contingglestone payments, as well as a contingent gguiestment, based on the achievement
of specific development and commercial milestofié®se payments, including the up-front license ¢eald total up to $330.0 million if
certain development and sales milestones are ahiev linaclotide. At December 31, 2012, $205 imillin license fees and development
milestone payments had been received by the Companyell as a $25.0 million equity investmentia Company's capital stock. The
Company can also achieve up to approximately $10@IDn in a sales related milestone if certaimditions are met.

The collaboration agreement included aiogent equity investment, in the form of a forwardchase contract, which required Forest to
purchase shares of the Company's convertible peefatock upon achievement of a specific clinicééstone. Based on the Company's
evaluation, this financial instrument was consideaa asset or liability, which was required to beied at fair value. At the inception of the
arrangement, the Company valued the contingentyetpviestment and recorded a $9.0 million assetiao@mental deferred revenue. The
$9.0 million of incremental deferred revenue wagmized as revenue on a straight-line basis dvepériod of the Company's continuing
involvement. At September 30, 2012, the incremesteédrred revenue was fully amortized. In July 2688 Company achieved the clinical
milestone triggering the equity investment andassified the forward purchase contract as a remtutti convertible preferred stock. The
Company issued the 2,083,333 shares to Forestpei8ber 1, 2009.

The Company has achieved all six developmeiestones under this agreement. In Septembe 266 July 2009, the Company achie
development milestones which triggered $10.0 nmlkmd $20 million milestone payments, respectivEhese development milestones were
recognized as revenue on a straight-line basistbegperiod of the Company's continuing involvemertich ended in September 2012. In
October 2011, the Company achieved two developméastones upon the FDA's acceptance of the litigeldNDA for both IBS-C and CIC
and received milestone payments of $20.0 milliemfi=orest. In August 2012, the Company achievedaslditional development milestones
upon the FDA's approval of the linaclotide NDA fmth IBS-C and CIC and received milestone paymeh#85.0 million from Forest in
September 2012, accordingly. In accordance with 2810417, adopted in January 2011, the last four devetopirmilestones were recogni:
as
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revenue in their entirety upon achievement. Milestpayments received from Forest upon the achieveoieales targets will be recognized
as revenue as earned.

The Company recognized revenue from thestarollaboration agreement totaling approxima$dl§0.4 million, $41.8 million and
$21.8 million during the years ended December 81222011 and 2010, respectively.

As a result of the cost-sharing arrangemanter the collaboration, the Company recognippdaximately $2.1 million in incremental
research and development expense during the ydadddecember 31, 2012 and offset approximately 8ifllion and $15.1 million against
research and development expense during the yedesl @®ecember 31, 2011 and 2010, respectively.

The Company receives 50% of the net prafits bears 50% of the net losses from the comnieiadim of LINZESS in the U.S., provided,
however, that if either party provides fewer det&il a particular year than it is contractuallyuieed to provide, such party's share of the net
profits will be reduced as stipulated by the cadi@tion agreement. Net profits or net losses cbo$iset sales to third-party customers and
sublicense income in the U.S. less the cost to faature LINZESS as well as distribution, sellingdanarketing expenses. Net sales are
calculated and recorded by Forest and include grales net of discounts, allowances, sales taseight and insurance charges, and other
applicable deductions.

The Company and Forest began commercialofdlINZESS in December 2012. The following taptesents the amounts recorded by
Company in the year ended December 31, 2012 (unsthads):

Year Ended
December 31,
2012
Collaboration expens $ 16,03(
Selling and marketing costs incurred by Ironwé&Bd 5,092
Ironwood's share of net lo $ 21,12:

(1) Includes only selling and marketing costs attriblg¢do the co-sharing arrangement with Fore
Prior to 2012, selling and marketing cdstsing payments presented within selling, genardladministrative expenses were not materia
Almirall, S.A.

In April 2009, the Company entered intacase agreement with Almirall for European rigiotslevelop and commercialize linaclotide
for the treatment of IBS-C, CIC and other gastmstihal conditions. Under the terms of the licemgeeement, Almirall is responsible for the
expenses associated with the development and casiatiwation of linaclotide in the European territoilhe license agreement requires the
Company to participate on a joint development cottemiover linaclotide's development period. In @99, the Company received a
$38.0 million payment from Almirall representing40.0 million non-refundable up-front payment netaseign withholding taxes. The
Company elected to record the non-refundable uptfpayment net of taxes withheld. The
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Company recognized the up-front license fee aswaven a straightne basis over the Company's estimate of the derier which linaclotid
would be developed under the license agreemethé&iEuropean territory. In June 2011, the Companised its estimate of the development
period from 50 months to 41 months and based o€timepany's assessment of approval timelines adjitstamortization of the remaining
deferred revenue, accordingly. This resulted inrdo®gnition of an additional $2.6 million and $8@lion of revenue in the years ended
December 31, 2012 and 2011, respectively. At Seiper®0, 2012, the up-front license fee was fullyoaimed. The license agreement also
includes contingent milestone payments, as wedl e@ntingent equity investment, that could totataf$55.0 million upon achievement of
specific clinical and sales milestones. At Decen83er2012, $19 million, net of foreign withholditaxes, in development milestone payment:
has already been received, as well as a $15.@m#lguity investment in the Company's capital st&esmaining milestone payments, each of
which the Company considers substantive, consi$édf million due upon the first commercial launcleach of the five major European
Union countries set forth in the agreement.

The license agreement included a contingguity investment, in the form of a forward pursb&ontract, which required Almirall to
purchase shares of the Company's convertible peefstock upon achievement of a specific clinicééstone. Based on the Company's
evaluation, this financial instrument was consideaa asset or liability, which was required to beied at fair value. The contingent equity
investment was valued at inception at its fair ealit the inception of the arrangement, the Compeatyed the contingent equity investment
and recorded a $6.0 million asset and incremet@rced revenue. The $6.0 million of incrementdeded revenue was recognized as revi
on a straight-line basis through September 201Rldvember 2009, the Company achieved the cliniglstone triggering the equity
investment and reclassified the forward purchasgraot as a reduction to convertible preferredist@n November 13, 2009, the Company
received $15.0 million from Almirall for the purcha of 681,819 shares of convertible preferred stock

In November 2010, the Company achievedvaldpment milestone under the Almirall license agnent, which resulted in a
$19.0 million payment, representing a $20.0 millinilestone, net of foreign withholding taxes. Then@any recognized revenue of
approximately $7.2 million upon achievement of thiéestone. This amount represented the portioh@fhilestone payment equal to the
applicable percentage of the performance periotdhhd elapsed as of the date the milestone was\aathi The remainder of the balance was
deferred and was recognized on a straight-lineslihsbugh September 2012.

The Company recognized approximately $2dilkon, $20.6 million and $18.9 million in totaévenue from the Almirall license
agreement during the years ended December 31, 2012,and 2010, respectively, including approxitya$8.5 million, $0.5 million and
$0.7 million, respectively, from the sale of APlAtmirall.

In November 2012, linaclotide was approligdhe European Commission for the treatment of Bi& adults and will become
commercially available in the first half of 201Hh& Company will receive escalating royalties frdma sales of linaclotide in the European
territory.

Astellas Pharma Inc.

In November 2009, the Company enteredariicense agreement with Astellas. Astellas hasitfie to develop and commercialize
linaclotide for the treatment of IBS-C, CIC andeath
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gastrointestinal conditions in Japan, South Kofe@yan, Thailand, the Philippines and Indonesiadé&frthe terms of the agreement, Astellas
paid the Company an up-front licensing fee of $30illion. The license agreement requires the Comparparticipate on a joint development
committee over linaclotide's development perioce greement includes additional development mifesfmyments, each of which the
Company considers substantive, that could totab§5.0 million. These milestone payments corwi§tl5.0 million upon initiation of a
Phase 3 study for linaclotide in Japan, $15.0 arillipon filing of the Japanese equivalent of an Nidth the relevant regulatory authority in
Japan, and $15.0 million upon approval of suchvajent by the relevant regulatory authority. Iniéidd, the Company will receive escalating
royalties on linaclotide sales should Astellas nez@pproval to market and sell linaclotide in fstan market. Astellas will be responsible for
activities relating to regulatory approval and coemnaialization. Because the license to develop amaneercialize linaclotide did not have
standalone value without the research and developautivities provided by the Company, the Compismgcognizing the up-front license fee
as revenue on a straight-line basis over 115 monthish is the Company's estimate of the period eugch linaclotide will be developed
under the license agreement for the Asian markeRekember 31, 2012, approximately $21.1 millionhef up-front license fee remains
deferred. During the years ended December 31, ZI2, and 2010, the Company recognized approxign&&b million, $3.5 million and
$3.2 million, respectively, in revenue from the élkts license agreement, including approximatel $dillion, $0.4 million and $0.6 million,
respectively, from the sale of API to Astellas.

AstraZeneca AB

In October 2012, the Company entered intollaboration agreement with AstraZeneca (the r&&tneca Collaboration Agreement") to
co-develop and co-commercialize linaclotide in @hiimcluding Hong Kong and Macau (the "License it@ty"). The collaboration provides
AstraZeneca with an exclusive nontransferable edo exploit the underlying technology in the lnse Territory. The parties will share
responsibility for continued development and conuiadization of linaclotide under a joint developnm@fan and a joint commercialization
plan, respectively, with AstraZeneca having prim@sponsibility for the local operational execution

The parties agreed to an Initial Developnian ("IDP") which includes the planned developin& linaclotide in China, including the
lead responsibility for each activity and the rethETE and external costs. The IDP indicates tistttaXeneca is responsible for a multinationa
Phase 3 clinical trial, Ironwood is responsiblerfonclinical development and supplying clinicahttinaterial and both parties are responsible
for the regulatory submission process. The IDPdaigis that the party specifically designated asgoegsponsible for a particular development
activity under the IDP shall implement and condswath activities. The activities are governed bgiatDevelopment Committee ("JDC"),
with equal representation from each party. The #Ex@sponsible for approving, by unanimous congéatjoint development plan and
development budget, as well as approving protdoolslinical studies, reviewing and commenting egulatory submissions, and providing ar
exchange of data information.

The AstraZeneca Collaboration Agreement eaihtinue until there is no longer a developmdahr commercialization plan in place,
however, it can be terminated by AstraZeneca atiams upon 180 days' prior written notice. Undent@i@ circumstances, either party may
terminate the AstraZeneca Collaboration Agreemetiité event of bankruptcy or an uncured materieghth of the
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other party. Upon certain change in control scasaof AstraZeneca, Ironwood may elect to termitia¢eAstraZeneca Collaboration
Agreement and may re-acquire its product righi immp sum payment equal to the fair market vafusioh product rights.

In connection with the AstraZeneca Collabion Agreement, the Company and AstraZeneca aksouéed a co-promotion agreement (the
"Co-Promation Agreement"), pursuant to which Iromaawill utilize its existing sales force to co-prota NEXIUM® (esomeprazole
magnesium), one of AstraZeneca's products in tle The Co-Promotion Agreement expires upon théeearl May 27, 2014 or the date on
which a generic version of AstraZeneca's produfitsssold in the U.S. The Company may terminat €o-Promotion Agreement on or after
December 31, 2013 upon written notice to AstraZanec

There are no refund provisions in the Agtrzeca Collaboration Agreement and the Co-Prom&gneement (together, the "AstraZeneca
Agreements").

Under the terms of the AstraZeneca Collation Agreement, the Company received a $25.0anilionrefundable upfront payment up
execution. The Company is also eligible for $12%ilion in additional commercial milestone paymeatstingent on the achievement of
certain sales targets. The parties will also shratlee net profits and losses associated with gweldpment and commercialization of
linaclotide in the License Territory, with AstraZsaa receiving 55% of the net profits or incurrifg®of the net losses until a certain specifiec
commercial milestone is achieved, at which timdifgand losses will be shared equally thereafter.

Activities under the AstraZeneca Agreemevese evaluated in accordance with ASC 605-25 terdene if they represented a multiple
element revenue arrangement. The Company identliedbllowing deliverables in the AstraZeneca Agnents:

. an exclusive license to develop and commercializlotide in the License Territory (the "Licenselderable™),
. research, development and regulatory services gatsa the IDP (the "R&D Services"),

. JDC services,

. obligation to supply clinical trial material, and

. co-promotion services for AstraZeneca's prodinet "Co-Promotion Deliverable™).

The License Deliverable is nontransferainld has certain sublicense restrictions. The Coyngatermined that the License Deliverable
had standalone value as a result of AstraZenataial product development and commercializatapabilities, which would enable it to use
the License Deliverable for its intended purpos#ébhaut the involvement of the Company. The remajrieeliverables were deemed to have
stand-alone value based on their nature and allaables met the criteria to be accounted forepsusate units of accounting under ASC 605-
25. Factors considered in this determination inetychmong other things, whether any other vendsishe items separately and if the
customer could use the delivered item for its ideghpurpose without the receipt of the remaininiydembles.

The Company identified the supply of lirwitle drug product for commercial requirements emehmercialization services as contingent
deliverables because these services are contingentthe receipt of regulatory approval to comnadizg linaclotide in the License Territory,
and there were no
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binding commitments or firm purchase orders pendingommercial supply. As these deliverables amiogent, and are not at an increme
discount, they are not evaluated as deliverabléseainception of the arrangement. These contindeliterables will be evaluated and
accounted for separately as each related contiggemesolved. As of December 31, 2012, no contibhgeliverables were provided by the
Company under the AstraZeneca Agreements.

The total amount of the non-contingent adergtion allocable to the AstraZeneca Agreemeh$26.9 million ("Arrangement
Consideration") includes the $25.0 million non-redable upfront payment and 55% of the costs faoicdi trial material supply services and
research, development and regulatory activitiescated to Ironwood in the IDP, or $1.9 million. TBempany allocated the Arrangement
Consideration of $26.9 million to the non-contingdeliverables based on management's BESP of edigierdble using the relative selling
price method as the Company did not have VSOE & dselling price for such deliverables. The Compastimated the BESP for the
License Deliverable using a multi-period excessvegs method under the income approach which atllizash flow projections, the key
assumptions of which included the following mar&enditions and entity-specific factors: (a) theaferights provided under the license to
develop and commercialize linaclotide; (b) the ptitd indications for linaclotide pursuant to theehse; (c) the likelihood linaclotide will be
developed for more than one indication; (c) thgetaf development of linaclotide for IBS-C and Gld the projected timeline for regulatory
approval; (d) the development risk by indicatiditife market size by indication; (g) the expeqgteaduct life of linaclotide assuming
commercialization; (h) the competitive environmeartd (i) the estimated development and commereiidia costs of linaclotide in the Licer
Territory. The Company utilized a discount ratel®f5% in its analysis, representing the weightestaye cost of capital derived from returns
on equity for comparable companies. The Compamgraeghed its BESP for the remaining deliverablesstdam the nature of the services to b
performed and estimates of the associated effortast of the services adjusted for a reasonablii prargin such that they represented
estimated market rates for similar services sold standalone basis.

The Company concluded that a change iralssymptions used to determine BESP for each dabieewould not have a significant effect
on the allocation of the Arrangement Consideratimnthe estimated selling price of the Licenseu®edible significantly exceeds the other
deliverables.

Of the $26.9 million Arrangement Considerat $24.7 million was allocated to the Licenseilbeiable, $0.3 million to the R&D Servict
$28,000 to the JDC services, $0.1 million to theichl trial material supply services, and $1.8limil to the Co-Promotion Deliverable in the
relative selling price model. The Company recogmial $24.7 million allocated to the License Detiaiele as revenue upon the execution o
AstraZeneca Agreements as the associated unicofiating had been delivered and there is no genigtalof return. At inception, the
remaining $0.3 million of the Arrangement Considierareceived, and allocated to the remaining @etbles based on their relative selling
prices, was deferred. No additional contingent payts were received through December 31, 2012.

Development costs incurred by Ironwood fieatain to the IDP are recorded as research arelafgnent expense as incurred. The
Company will perform the R&D Services, JDC serviaad supply clinical trial materials during theimstted development period of
approximately 44 months. All Arrangement Consideratllocated to such services will be recognize@ aeduction of research and
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development costs, using the proportional perfogaanethod, by which the amounts are recognizedapgstion to the costs incurred.

Because the Company shares developmerst witht AstraZeneca, payments from AstraZeneca meisipect to both research and
development and selling, general and administratbgts incurred by Ironwood prior to the commeizatlon of linaclotide in the License
Territory are recorded as a reduction to expemsacc¢ordance with the Company's policy, which isststent with the nature of the cost
reimbursement. Costs incurred by the parties ir220dre not material to the consolidated finandialesnents.

As of December 31, 2012, no clinical trizterial has been delivered to AstraZeneca; thexefm reduction of research and developmer
expense was recorded during the year ended Dec&hp2012 related to this deliverable.

The amount allocated to the Co-Promotiotiveeable will be recognized as collaborative agaments revenue using the proportional
performance method, which will approximate recdgnibn a straight-line basis beginning on the da&¢ [ronwood begins to co-promote
AstraZeneca's product, through December 31, 20iE3darliest cancellation date).

The Company reassesses the periods ofrpafae for each deliverable at the end of eachrtiepgeriod.
Milestone payments received from AstraZenggon the achievement of sales targets will begeizced as earned.

As of December 31, 2012, approximately $2@6 is included in deferred revenue related tadhaive selling price of the R&D Service
JDC Services, clinical trial material supply seed@nd Co-Promotion Deliverable, of which approxetya$251,000 is included in the current
portion of deferred revenue.

Protagonist Therapeutics, Inc.

The Company entered into a collaboratiaragent with Protagonist Therapeutics, Inc. andagmnist Pty Ltd. (collectively
"Protagonist") in January 2011. Under this agredpf@mtagonist will use its proprietary technolgggtform to discover peptides against
certain targets and the Company has the righteteldp and commercialize these peptides. In coioresiith entering into the agreement, the
Company made an up-front payment to Protagoniappfoximately $2.8 million, which was expensedesearch and development expense.
The Company also funds full-time equivalents fastRgonist's drug discovery activities, and will raadertain milestone and royalty payments
for each product pending the achievement of cedairelopment and commercialization milestoneshénfourth quarter of 2012, the Comps
selected additional targets and the parties amethdecbllaboration agreement to increase the &tadunt of potential milestone payments. As
a result of the amendment, the contingent milest@oeld total up to approximately $114.5 million peoduct if all milestones are achieved.
The Company will expense these payments as incubnading the years ended December 31, 2012 and, 208 Company recorded
approximately $2.7 million and $5.0 million, respeely, in research and development expense, imotuthe upfront payment, associated w
the Protagonist agreement.
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Bionomics Limited

On January 4, 2012, the Company enteredamllaboration, research and license agreemigmBionomics Limited ("Bionomics") in
which it licensed the rights to Bionomics' inveatignal anti-anxiety compound, BNC210, which Iromdalesignates as IW-2143. Under the
terms of the agreement, the Company and Bionomiitsallaborate on initial research and the Compuaiily be responsible for worldwide
development and commercialization of any resulfir@gducts, including funding of clinical trials. tonnection with entering into the
agreement, the Company made an up-front payméBibtomics of $3.0 million, which was expensed aeeech and development expense.
The Company also funds full-time equivalents fooigimics to perform certain drug discovery actigiti®ill make certain milestone payments
pending the achievement of certain developmentegdlatory milestones, and will make royalty payisahlW-2143 is ever successfully
commercialized. Pending achievement of certain ldgweent and regulatory milestones, Bionomics caatkive up to $345.0 million in up-
front and milestone payments and research fundiaigvell as royalties on sales of products incotpugdW-2143 and other related
compounds. The Company will expense these payrasritecurred. During the year ended December 312,26& Company recorded
approximately $4.4 million in research and develeptrexpense, including the up-front payment, assediwith the Bionomics agreement.

Other

The Company has other collaborations thanat individually significant to its business.rBuant to the terms of those agreements, the
Company may be required to pay up to $25.5 millippn the achievement of various development, régyland commercial milestones. The
Company may also incur significant research aneldgwment costs if the related product candidateeweradvance to late stage clinical trials.
In addition, if any products related to these dudlations are approved for sale, the Company magdpgred to pay significant royalties on
future sales. The payment of these amounts, howsveontingent upon the occurrence of variousriigvents, which have a high degree of
uncertainty of occurring. During the year ended é&wber 31, 2012, the Company incurred $1.1 millloresearch and development expense,
including a $1.0 million milestone payment, undee @f the Company's other collaboration agreements.

5. Fair Value of Financial Instruments

The tables below present information altbatCompany's assets that are measured at fag wala recurring basis as of December 31,
2012 and 2011 and indicate the fair value hieraaftthe valuation techniques the Company utilizedetermine such fair value. In general,
fair values determined by Level 1 inputs utilizesetvable inputs such as quoted prices in activé&etafor identical assets or liabilities. Fair
values determined by Level 2 inputs utilize datanfsathat are either directly or indirectly obsdrlea such as quoted prices, interest rates and
yield curves. Fair values determined by Level duispitilize unobservable data points in which thedétle or no market data, which requ
the Company to develop its own assumptions foatget or liability.

The Company's investment portfolio includemy fixed income securities that do not alwagdéron a daily basis. As a result, the pri
services used by the Company apply other avaiiabbemation as applicable through processes sudteashmark yields, benchmarking of
like securities, sector groupings and matrix pdio prepare valuations. In addition, model proessgere used to
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assess interest rate impact and develop prepaysoenarios. These models take into consideratievaat credit information, perceived ma
movements, sector news and economic events. Thgsiimgo these models may include benchmark yie&srted trades, broker-dealer
guotes, issuer spreads and other relevant data.

The following tables present the asset<bimpany has measured at fair value on a recubaisg (in thousands):

Description
Cash and cash equivaler
Money market fund
U.S. government-sponsorec
securities
Available-for-sale securities
U.S. Treasury securitie
U.S. government-sponsorec
securities

Total

Description
Cash and cash equivaler
Money market fund
Available-for-sale securities
U.S. Treasury securitie
U.S. government-sponsorec
securities

Total

Fair Value Measurements at Reporting Date Usin(

Quoted Prices in Significant Other Significant

Active Markets for Observable Unobservable
December 31 Identical Assets Inputs Inputs

2012 (Level 1) (Level 2) (Level 3)
$ 111,36¢ $ 111,36¢ $ — ¢ —
2,50( — 2,50( —
15,052 15,052 — —
16,47¢ — 16,47¢ —
$ 1453% $ 126,42( $ 18,97¢ $ =

Fair Value Measurements at Reporting Date Usin(

Quoted Prices in Significant Other Significant

Active Markets for Observable Unobservable
December 31 Identical Assets Inputs Inputs

2011 (Level 1) (Level 2) (Level 3)
$ 77,15¢ $ 77,15¢ $ — ¢ —
21,82: 21,82: — —
54,91 — 54,91 —
$ 153,89. $ 98,97¢ $ 5491 % —

Cash equivalents, accounts receivableydiag related party accounts receivable, prepaigieses and other current assets, accounts
payable, accrued expenses and the current poffticapital lease obligations at December 31, 20X2Recember 31, 2011 are carried at
amounts that approximate fair value due to theirtsterm maturities.

The non-current portion of the capital Eeabligations at December 31, 2012 and Decembe2(®11, approximates fair value as it bears
interest at a rate approximating a market intenast
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The following tables summarize the avagafar-sale securities held at December 31, 2012Dsawember 31, 2011 (in thousands):

Gross Unrealized Gross Unrealized
Amortized Cost Gains Losses Fair Value
December 31, 2012
u.s. government-sponsored
securities $ 16,47 $ 5 % (1) $ 16,47¢
U.S. Treasury securitie 15,05 1 — 15,05:
Total $ 31,52: $ 6 $ (1) $ 31,52¢
Gross Gross
Unrealized Unrealized
Amortized Cost Gains Losses Fair Value
December 31, 2011
U.S. governmersponsored securiti¢ $ 5491 $ 12 $ (10) $ 54,91
U.S. Treasury securitie 21,81% 4 — 21,82:
Total $ 76,72¢ $ 16 $ (10) $ 76,73

The contractual maturities of all secustieeld at December 31, 2012 are one year or léssewere 3 investments classified as availabls
for-sale securities in an unrealized loss positibBecember 31, 2012, none of which had been imasalized loss position for more than
twelve months. The aggregate fair value of thesariiees was approximately $3.0 million. There wéginvestments classified as available-
for-sale securities in an unrealized loss posiibBecember 31, 2011, none of which had been imagalized loss position for more than
twelve months. The aggregate fair value of thesaritees was approximately $35.5 million. The Compaeviews its investments for other-
than-temporary impairment whenever the fair valiiaroinvestment is less than amortized cost andegxde indicates that an investment's
carrying amount is not recoverable within a reabmperiod of time. To determine whether an impainiris other-than-temporary, the
Company considers whether it has the ability atehinto hold the investment until a market priceoreery and considers whether evidence
indicating the cost of the investment is recovezahltweighs evidence to the contrary. The Compamg diot intend to sell the investments
it is not more likely than not that the Companyl# required to sell the investments before regowétheir amortized cost bases, which may
be maturity. The Company did not hold any secigitiith other-than-temporary impairment at Decengigr2012.

The proceeds from maturities and salewvailable-for-sale securities were $89.8 million &%d..0 million for the year ended
December 31, 2012, respectively. The proceeds fmatturities and sales of available-for-sale se@asitvere $212.3 million and $10.0 million
for the year ended December 31, 2011, respecti@lyss realized gains and losses on the sales@dtments that have been included in othe
income (expense), net unrealized holding gainsssds for the period that have been included inmuatated other comprehensive income as
well as gains and losses reclassified out of actaten other comprehensive income into other incéempense) have not been material to the
Company's consolidated results of operations.
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7. Inventory
Inventory consisted of the following at fhousands):

December 31
2012 2011

Raw materials $ 669 $§ —

In the third quarter of 2012, the Compargdn capitalizing inventory costs for linaclotidammfactured in preparation for its launch in
U.S. and Europe. Inventory at December 31, 201&semts API that is available for commercial sale.

8. Property and Equipment
Property and equipment consisted of theiehg (in thousands):

December 31

2012 2011
Laboratory equipmer $ 16,31t $ 13,54«
Computer and office equipme 6,47¢ 4,85¢
Furniture and fixture 2,44¢ 1,69¢
Software 11,047 5,25¢
Construction in proces 1,46( 1,86(
Leasehold improvemen 36,77( 32,16¢
74,517 59,38(
Less accumulated depreciation and amortize (36,980) (25,755

$ 37,537 $ 33,62t

In both the years ended December 31, 2882811, the Company entered into capital leaseseftain computer and office equipment.
As of December 31, 2012 and 2011, the Company pprbaimately $1.4 million and $1.3 million, respeety, of assets under capital leases
with accumulated amortization balances of approtetge$0.9 million and $0.7 million, respectively.

Depreciation and amortization expense operty and equipment associated with continuingatfmmns, including equipment recorded
under capital leases, was approximately $11.3anill$10.0 million and $6.2 million for the yearsded December 31, 2012, 2011 and 2010,
respectively.

In October 2012, the Company entered intaraendment to its 301 Binney Street building lepaesuant to which the term of the lease
was extended by 24 months (Note 11). As a resuhisfamendment, the Company extended on a pragpéesis the period over which it
amortizes its leasehold improvements.
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Accrued expenses consisted of the followiinghousands):

December 31

2012 2011
Salaries and benefi $ 1459: $ 7,52¢
Professional fee 1,031 82(
Other 5,54¢ 2,77

$ 21,170 $ 11,128

10. Debt

In September 2010, the Company repaiduafitanding principal and interest under a mastan Bind security agreement with a financing
company to finance the purchase of laboratory dhdraequipment.

11. Commitments and Contingencies

The Company leases its facility, offsitéadstorage location and various equipment undeekethat expire at varying dates through 2018
Certain of these leases contain renewal optiortsrequire the Company to pay operating costs, dhofuproperty taxes, insurance and
maintenance.

In January 2007, the Company entered in¢@ase agreement for 113,646 rentable square fiedfice and lab space at 301 Binney Street,
Cambridge, Massachusetts. The initial term of &asé is eight years expiring in January 2016, ba@bmpany has the right to extend the
initial term for two additional terms of five yeagach. The Company's occupancy of the space odcurfeur distinct phases, and rent for e
phase commenced at the earlier of a contractuellgae or the occupancy date. Base rent for theesfanges from $49.25 to $60.50 per
rentable square foot per year. Base rent escalatihuary 2012 by 6.8% based upon a formula tigdeg Consumer Price Index. The space
was delivered to the Company in September 2007remtdpayments for the initial occupancy commennethnuary 2008. The rent expense,
inclusive of the escalating rent payments and fiee¢ period is recognized on a straight-line baser the term of the lease agreement. In
accordance with the terms of the lease agreentenCompany maintains a letter of credit securiagltligations under the lease agreement o
approximately $7.6 million.

The Company amended the lease agreemé&esbituary 2010, July 2010, February 2011, Octob&d 20hd July 2012 (together "the
Amendments") in order to lease additional spacesiRunt to the Amendments, the Company leases ationddl 96,613 rentable square feet of
the 301 Binney Street building, comprised of (ajramal phase of 35,444 rentable square feet (thiéial Phase"), (b) a second phase of 21,
rentable square feet (the "Second Phase"), (djcdapghase of 17,863 rentable square feet (the 4TRirase") and (d) a fourth phase of 21,717
rentable square feet (the "Fourth Phase"). Rerthfoinitial Phase commenced on July 1, 2010, faerthe Second Phase commenced on
March 1, 2011, rent for the Third Phase commencedamuary 1, 2012, and rent for the Fourth Phaseranced on June 1, 2012. Initial base
rent for the Initial Phase is $42.00 per rentahjlgase foot per year and the initial base rentlier$econd Phase, Third Phase and Fourth Pha
is $42.50 per rentable square foot per year. Basefor the Initial Phase, Second Phase, Third @had Fourth Phase will increase annuall
$0.50 per rentable square foot. Consistent wittCtbmpany's
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treatment of the lease expense associated witinitied lease agreement, lease expense associdtiedhw Amendments, inclusive of the
escalating rent payments, is recognized on a &iréiite basis over the term of the lease agreeniérd.Amendments do not change the
expiration date of the lease agreement.

The landlord has reimbursed the Companytédenant improvements for the space occupiest poithe Amendments at a set rate per
rentable square foot. Under the terms of the Ameamds) the landlord has or will provide the Compuaiith an allowance for the additional
space, which consists of $55.00 per rentable scfoatdor tenant improvements in the Initial Phasel the Second Phase and an allowance o
$40.00 per rentable square foot for the Third Plaaskthe Fourth Phase. As of December 31, 2012ozppately $17.5 million has been paid
to the Company as reimbursement for tenant imprevesnunder the lease agreement, including the Aments. The reimbursement amount
is recorded as deferred rent on the consolidatkhba sheets and is being amortized as a reductimnt expense over the term of the lease
agreement or the Amendments, as applicable.

In October 2012, the Company entered intaraendment to its 301 Binney Street building lepaesuant to which the Company will re
93,000 square feet of additional space in fouregtafach stage will commence no later than Decein®#613, June 1, 2014, June 1, 2015 an
June 1, 2016, respectively. The amendment alsoéstine term of the entire lease agreement by 2d¢hao

In the years ended December 31, 2012 ahdl,28e Company entered into capital leases tgtapproximately $0.2 million and
$0.3 million, respectively, for certain computedasffice equipment. The capital leases expire abua times through June 2015. At
December 31, 2012 and 2011, the weighted averageegt rate on the outstanding capital lease didigawas 11.3% and 8.0%, respectively.

At December 31, 2012, future minimum lepagments under all non-cancelable lease arrangeraemtis follows (in thousands):

Operating Capital

Leases Leases
2013 $ 11517 $ 31z
2014 13,07: 252
2015 14,15: 85
2016 15,25¢ —
2017 15,77¢ —
Thereafte 604 —
Total future minimum lease paymel $ 70,37¢ 65C
Less amounts representing intel (82)
Capital lease obligations at December 31, 2 56¢
Less current portion of capital lease obligati (2617)
Capital lease obligations, net of current por $ 30¢

Rent expense of approximately $7.2 milli$6.,6 million and $8.9 million was charged to cantng operations for the years ended
December 31, 2012, 2011 and 2010, respectivelyt Ren
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expense of approximately $1.3 million related taidbia for the year ended December 31, 2010, Iaded in net income from discontinued
operations.

The Company, and in some cases, alongitsittollaboration partner, Forest, has enterednmiittiple commercial supply agreements for
the purchase of linaclotide API and finished drugduict. Certain of the agreements contain minimuncipase commitments, the earliest of
which commenced in 2012. As of December 31, 201&2 Qompany's minimum purchase requirements and fathrecommitments related to
the supply contracts are as follows: approxima$dl§.9 million, $9.6 million, $9.7 million, $9.7 ridn and $5.9 million for the years ending
December 31, 2013, 2014, 2015, 2016 and 2017, cteply.

In January 2012, the Company executed acaooelable purchase order for drug-product manufiag equipment in the amount of
approximately $2.7 million, of which, the Compargstpaid approximately $0.8 million to date. Theahak will be paid in increments upon
the delivery of the equipment and upon the indialteof the equipment, both anticipated to occuthim first half of 2013.

In addition to the commitments discusseavabthe Company has commitments to make potdntiale milestone payments to third
parties under its license and collaboration arrareggs. These milestones primarily include the conmoament and results of clinical trials,
obtaining regulatory approval in various jurisdicts and the future commercial success of developpregrams, the outcome and timing of
which are difficult to predict and subject to sijrant uncertainty. In addition to the milestonéscdssed above, the Company is obligated to
pay royalties on future sales, which are contingengenerating levels of sales of future produtas have not been achieved and may never t
achieved. See Note 4, "Collaboration and Licenseedments," for additional information regarding lisense and collaboration arrangeme

Guarantees

As permitted under Delaware law, the Comypademnifies its officers and directors for cemtavents or occurrences while the officer or
director is, or was, serving at the Company's regumesuch capacity. The maximum potential amodifiitre payments the Company could
required to make is unlimited; however, the Complaay directors' and officers' insurance coveragedhould limit its exposure and enable it
to recover a portion of any future amounts paid.

The Company is a party to a number of ages#s entered into in the ordinary course of bissiieat contain typical provisions that
obligate the Company to indemnify the other partiiesuch agreements upon the occurrence of cataints. Such indemnification obligations
are usually in effect from the date of executionhaf applicable agreement for a period equal tafiicable statute of limitations. The
aggregate maximum potential future liability of @empany under such indemnification provisionsrisartain.

The Company leases office space under ecanoelable operating lease. The Company has dasthmdemnification arrangement under
the lease that requires it to indemnify its landlagainst all costs, expenses, fines, suits, clalemands, liabilities, and actions directly
resulting from any breach, violation or nonperfonoa of any covenant or condition of the Compargésé. The aggregate maximum potentia
future liability of the Company under such indeng@fion provisions is uncertain.
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As of December 31, 2012 and 2011, the Compad not experienced any material losses retatdtese indemnification obligations and
no material claims with respect thereto were ontliteg. The Company does not expect significanhtdaielated to these indemnification
obligations and, consequently, concluded thatairevilue of these obligations is negligible. Aseault, the Company has not established any
related reserves.

Litigation

From time to time, the Company is invohmrdarious legal proceedings and claims, eitheersd or unasserted, which arise in the
ordinary course of business. While the outcomde$e¢ other claims cannot be predicted with cestamanagement does not believe that the
outcome of any of these ongoing legal mattersyiddally and in aggregate, will have a materialede effect on the Company's consolidatec
financial statements.

12. Stockholders' Equity (Deficit)

In February 2010, the Company completeahitigl public offering of Class A common stockrguant to a registration statement that wa:s
declared effective on February 2, 2010. The Compahy 19,166,667 shares of its Class A common stwhich included 2,500,000 shares of
the Company's Class A common stock sold pursuaam @ver-allotment option granted to the underusitat a price to the public of $11.25
per share. As a result of the initial public offeyj the Company raised a total of $215.6 millioigiass proceeds, and approximately
$203.2 million in net proceeds after deducting umaliéing discounts and commissions of $10.5 millemd offering expenses of approximat
$1.9 million.

Upon the closing of the initial public ofiieg, 69,904,843 shares of the Company's outstgnmbnvertible preferred stock automatically
converted into 70,391,620 shares of its Class Bnreomstock.

In February 2012, the Company sold addii@037,500 shares of its Class A common stoautin a firm commitment, underwritten
public offering at a price to the public of $15/08r share. As a result of the offering, the Compaegived aggregate net proceeds, after
underwriting discounts and commissions and othierioy expenses, of approximately $85.2 million.

In February 2010, in conjunction with then@any's initial public offering, the Company ameddts certificate of incorporation to
authorize it to issue 500,000,000 shares of ClassrAmon stock, 100,000,000 shares of Class B constomk and 75,000,000 shares of
preferred stock.

Preferred Stock

The Company's preferred stock ($0.001 phresper share) may be issued from time to tinenior more series, with each such series
consist of such number of shares and to have suotstas adopted by the board of directors. Authggigiven to the board of directors to
determine and fix such voting powers, full or liedt or no voting powers, and such designationgepmeces and relative participating, optic
or other special rights, and qualifications, lirtida or restrictions thereof, including without ltation thereof, dividend rights, conversion
rights, redemption privileges and liquidation prefeces.
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Common Stock

The Company has designated two seriesrafraan stock, Series A Common Stock ($0.001 par vaduweshare), which is referred to as
"Class A Common Stock," and Series B Common StBokOQ1 par value per share), which is referrecstéCdass B Common Stock." All
shares of common stock that were outstanding imaelgti prior to August 2008 were converted into skaf Class B Common Stock. The
holders of Class A Common Stock and Class B Com8&tonk vote together as a single class. Class A Gamftock is entitled to one vote |
share. Class B Common Stock is also entitled tovote per share with the following exceptions: &fter the completion of an initial public
offering of the Company's stock, the holders of@@ss B Common Stock are entitled to ten voteshare if the matter is an adoption of an
agreement of merger or consolidation, an adoptianresolution with respect to the sale, leasexahange of the Company's assets or an
adoption of dissolution or liquidation of the Compaand (2) Class B common stockholders are edtitiden votes per share on any matter if
any individual, entity, or group seeks to obtairhas obtained beneficial ownership of 30% or mdéith® Company's outstanding shares of
common stock. Class B Common Stock converts tosdaSommon Stock, on a one-fone basis, if transferred or sold after the connmhedf
a public offering. Class B Common Stock can be solany time and irrevocably converts to Class An@mn Stock upon sale or transfer.

The Class B Common Stock will be entitlechtseparate class vote for the issuance of additghares of Class B Common Stock (excep
pursuant to dividends, splits or convertible se@s), or any amendment, alteration or repeal gf@aovision of the Company's charter. All
Class B Common Stock will automatically converbiflass A Common Stock upon the earliest of:

. the later of (1) the first date on which the foemof shares of Class B Common Stock then outstgnsl less than 19,561,556
which represents 25% of the number of shares adfSBaCommon Stock outstanding immediately followting completion of
an initial public offering or (2) December 31, 2018

. December 31, 2038; or

. a date agreed to in writing by a majority of thédeeos of the Class B Common Stock.

The Company has reserved such number oéslof Class A Common Stock as there are outstgratiares of Class B Common Stock
solely for the purpose of effecting the conversiéithe Class B Common Stock.

The holders of shares of Class A CommoglSamd Class B Common Stock are entitled to dividahand when declared by the board o
directors. In the event that dividends are paithnform of common stock or rights to acquire commatock, the holders of shares of Class A
Common Stock shall receive Class A Common Stoaigbts to acquire Class A Common Stock and thedrsldf shares of Class B Common
Stock shall receive Class B Common Stock or rightscquire Class B Common Stock, as applicable.

In the event of a voluntary or involuntdiguidation, dissolution, distribution of assetsyanding up of the Company, the holders of
shares of Class A Common Stock and the holdersarks of Class B Common Stock are entitled to sbguelly, on a per share basis, in all
assets of the Company of whatever kind availabi@itribution to the holders of common stock.
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Restricted Stock

In 2009, the Company granted an aggredéiém549 shares of common stock to independentbeesrof the board of directors under
restricted stock agreements in accordance withetimes of the Company's Amended and Restated 2@a% Stcentive Plan (2005 Plan") and
the Company's director compensation program. 185s84res of restricted common stock granted in 2@88d on December 31, 2009 and
the remainder vest ratably over four years begmmnlanuary 2010. In the event that a membereobtiard ceases to serve on the Company'
board prior to December 31, 2013, the member ébddit all unvested shares in accordance withténms of the restricted stock agreement.

A summary of the unvested shares of rdsttistock as of December 31, 2012 is presentedvbelo

Weighted-Average

Grant Date

Shares Fair Value
Unvested at December 31, 2C 160,00( $ 5.72
Granted — —
Vested (80,000 $ 5.72
Forfeited — —
Unvested at December 31, 2C 80,00 $ 5.72

13. Employee Stock Benefit Plans

The Company has several share-based coatpmnplans under which stock options, restrictedls restricted stock units, and other
sharebased awards are available for grant to employbes;tors and consultants of the Company. At Deaarih, 2012, there were 6,205,
shares available for future grant under all offitams.

Under the 1998 Amended and Restated Stptio®Plan ("1998 Plan"), options to purchase 3,808 shares of common stock were
available for grant to employees, directors, anusatiants of the Company. The options were grantekkr the 1998 Plan at fair market value
on the grant date, generally vested over a pefidoup years, and expire ten years from the graté dThere are no shares available for future
grant under this plan, as it expired in accordamitie its terms in 2008. At December 31, 2012, thgege no outstanding options under the
1998 Plan.

Under the Amended and Restated 2002 Studntive Plan ("2002 Plan"), awards to purchas@3000 shares of common stock were
available for grant to employees, officers, direst@onsultants, or advisors of the Company. TH2 Flan provided for the granting of stock
options, restricted stock, restricted stock urits] other share-based awards. Options granted thel2002 Plan at fair market value on the
grant date generally vest over a period of fourgeand expire ten years from the grant date. T/ Plan allowed for the transfer of unused
shares from the 1998 Plan. Upon the expiratiomeflf998 Plan in July, 2008, 382,438 unused shages transferred to the 2002 Plan. There
are no shares available for future grant underplais, as it expired in accordance with its term2012. At December 31, 2012, options for
1,891,511 shares of common stock were outstandidgrnthe 2002 Plan.
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Under the 2005 Plan, stock awards may betgd to employees, officers, directors, consustamt advisors of the Company. The 2005
Plan provides for the granting of stock optionstnieted stock, restricted stock units, and otlhere-based awards. There were 12,200,000
shares allocated for issuance under the 2005 Rtdbecember 31, 2012, there were 30,853 sharesablaior future grant under the 2005
Plan.

During 2010, the Company's stockholders@md and amended the Amended and Restated 201@y@apDirector and Consultant
Equity Incentive Plan ("2010 Plan") (together witie 2002 Plan and 2005 Plan, the "Plans") whiclaimeceffective upon the closing of the
Company's initial public offering on February 81P0Under the 2010 Plan, stock awards may be gtdaatemployees, officers, directors, or
consultants of the Company. There are 6,000,00@sltd common stock initially reserved for issuannder the 2010 Plan. The number of
shares available for future grant under the 2020 Riay be increased on the first day of each figeat by an amount equal to the lesser of
(i) 6,600,000; (ii) 4% of the number of outstandsitares of common stock on the first day of easdafiyear; and (iii) an amount determined
by the board of directors. Accordingly, during 2Gir®l 2011, 4,028,634 shares and 3,966,893 shaspgatively, were added to the 2010 F
Awards that are returned to the Company's 1998, RRO2 Plan and 2005 Plan as a result of theiratipn, cancellation, termination or
repurchase are automatically made available fomisse under the 2010 Plan. Accordingly, during 281@ 2011, 83,173 shares and 182,575
shares, respectively, were transferred to the Z2040. At December 31, 2012, there were 6,175,0@feshavailable for future grant under the
2010 Plan.

During 2010, the Company's stockholdersamga the 2010 Employee Stock Purchase Plan ("RsecRlan") which became effective
upon the closing of the Company's initial publiteoihg on February 8, 2010. The Purchase Plan allelgible employees the right to purch
shares of common stock at the lower of 85% of #irerfarket value of a share of common stock orfiteeor last day of an offering period.
Each offering period is six months. There were @00,shares of common stock initially reserved $suance pursuant to the Purchase Plan.
The number of shares available for future granieurnide Purchase Plan may be increased on theldiysof each fiscal year by an amount eque
to the lesser of (i) 1,000,000 shares, (ii) 1%hef Class A shares of common stock outstanding etasit day of the immediately preceding
fiscal year, or (iii) such lesser number of sha®$s determined by the board of directors. At Dewmer 31, 2012, there were 153,070 shares
available for future grant under the Purchase Plan.

Each plan, other than the Purchase Plawjges for the granting of stock awards wherebyGbepany's Class B common stock is
issuable upon exercise of options granted pridiheéaclosing of the Company's initial public offegiand Class A common stock is issuable
upon exercise of options granted after the closiripe Company's initial public offering. At Decemt81, 2012, options exercisable into
9,493,927 shares of Class B common stock and 1B025hares of Class A common stock were outstgndin

The option price may not be less than #irerfiarket value of the common stock at the datgraifit. Due to the absence of an active ms
for the Company's common stock, prior to the Comgfsainitial public offering on February 2, 2010ethoard of directors was required to
determine the fair value of the common stock farsideration in setting exercise prices for theamigranted and in valuing the options
granted. In determining the fair value, the bodrdigectors considered both quantitative and qatiié factors including prices at which the
Company sold shares of its convertible preferredistthe rights, preferences and liquidity of thenpany's convertible preferred
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and common stock, the Company's historical opegatind financial performance and the status okegearch and product development efforts
achievement of enterprise milestones, including@bmpany entering into collaboration agreementsrevttérd parties agree to purchase st

of the Company's convertible preferred stock adiprices sometime in the future, external markatltions affecting the biotechnology
industry sector, and financial market conditiond,aommencing in 2006, contemporaneous valuatiom&ged by management.

The option exercise period may not exteeybid ten years from the date of grant. The 1988,Rhe 2002 Plan and the 2005 Plan
provide that, subject to approval by the boardiadadors, option grantees may have the right togse an option prior to vesting. Shares
purchased upon the exercise of unvested optionb&subject to the same vesting schedule as ttherlymg options, and are subject to
repurchase at the original exercise price by the@my should the employee be terminated or leav€tmpany prior to becoming fully
vested in such shares. At December 31, 2012 antl, #0dre were 230 and 413 shares, respectivelyh#thbeen issued pursuant to the
exercise of unvested options that remain unvestddabject to repurchase by the Company. At Decehe2012, the Company does not
hold any treasury shares. Upon stock option exerti® Company issues new shares and deliverstthéma participant. The exercise of these
shares is not substantive and as a result, thepeagHtor the exercise prices is considered a depoprepayment of the exercise price and is
recorded as a liability and was not material todbesolidated financial statements at Decembe2@12 and 2011.

The Company, from time to time, issuesaiertime-accelerated stock options to certain egg#s under the Plans. The vesting of these
time-accelerated stock options accelerates upoadhievement of certain performance-based milestdhthese criteria are not met, such
options will vest between six and ten years afterdate of grant, and expire at the end of tensy&auring the years ended December 31, 201.
and 2011, 680,001 shares and 765,665 shares assterbsult of milestone or service period achierdn) respectively. At December 31, 2!
and 2011, there were 823,334 and 1,503,335 shraggsectively, issuable under outstanding and uaddfhe-accelerated options. When
achievement of the milestone is not deemed prob#i#eCompany recognizes compensation expenseiatesbwith time-accelerated stock
options initially over the vesting period of thespective stock option. When deemed probable oezement, the Company expenses the
remaining unrecognized compensation for the resmestock option over the implicit service peridthe Company recorded share-based
compensation related to these time-acceleratedroptf approximately $0.5 million, $0.8 million aff.5 million during the years ended
December 31, 2012, 2011 and 2010, respectivelipekember 31, 2012, the Company has approximate8/&idlion in unrecognized share-
based compensation, net of estimated forfeitusdated to these options.

The Company also grants to certain empleyesformance-based options to purchase sharesrofion stock. These options are subject
to performance-based milestone vesting and exirgears from the date of grant. During the yeaded December 31, 2012, 2011 and 201
197,500 shares, 65,000 shares and 5,000 shareslassh result of performance milestone achievesrgerd the Company recorded share-
based compensation related to these options obzijppately $1.0 million, $0.5 million and $(12,000¢spectively. At December 31, 2012, the
unrecognized share-based compensation relateéde terformance-based options was approximatelyriilion.

In calculating share-based compensatiotsctiee Company estimated the fair value of stqatloas using the Black-Scholes option-
pricing model. The Black- Scholes option-pricingdebwas
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developed for use in estimating the fair valuetairslived, exchange-traded options that have rating restrictions and are fully transferable.
The Company estimates the number of awards thhbevilorfeited in calculating compensation coststScosts are then recognized over the
requisite service period of the awards on a sttdigh basis.

Determining the fair value of share-basedrals using the Black-Scholes option-pricing madguires the use of highly subjective
assumptions, including the expected term of theréaad expected stock price volatility. The weighteerage assumptions used to estimate

the fair value of the stock options using the B&dholes option pricing model were as follows fog years ended December 31, 2012, 2011
and 2010:

Years Ended December 31

2012 2011 2010
Fair value of common stoc $ 134« $ 11.9¢ $ 11.2¢
Expected volatility 49.2% 49.8% 57.4%
Expected term (in year 6.5 6.5 6.5
Risk-free interest rat 1.2% 2.4% 2.€%
Expected dividend yiel —% —% —%

Expected Volatility

Volatility measures the amount that a stog&e has fluctuated or is expected to fluctuaterd) a period. The Company uses a blended
volatility rate that blends its own historical vblidy with that of comparable public companiesidPto February 3, 2010, the Company was no
publicly traded and therefore had no trading histdherefore, stock price volatility was estimatated on an analysis of historical and img
volatility of comparable public companies. For pasps of identifying comparable publicly-traded camips, the Company selected publicly-
traded companies that are in the biopharmaceutidabtry, have products or product candidatesrmilai therapeutic areas (gastrointestinal
dysfunction and pain management) and stages ofinarat and clinical development, have sufficiergding history to derive a historic
volatility rate and have similar vesting terms las Company's options.

Expected Terr

The Company has limited historical inforioatto develop reasonable expectations about figxeecise patterns and post-vesting
employment termination behavior for its stock optgrants. As a result, for stock option grants méuéng the years ended December 31,
2012, 2011 and 2010, the expected term was estinnatag the "simplified method" per SAB Topic 1£2DThe simplified method is based on
the average of the vesting tranches and the caunaidide of each grant.

Risk-Free Interest Rate

The risk-free interest rate used for eaeimgis based on a zero-coupon U.S. Treasury imginti with a remaining term similar to the
expected term of the share-based award.
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The Company has not paid and does notipatecpaying cash dividends on its shares of comstack in the foreseeable future; theref
the expected dividend yield is assumed to be zero.

Forfeitures

Forfeitures are estimated at the time ahgand revised, if necessary, in subsequent peii@ttual forfeitures differ from the Company's
estimates. Subsequent changes in estimated fodgiawe recognized through a cumulative adjustinethie period of change, and will also
impact the amount of share- based compensatiomegpe future periods. The Company uses histodatd to estimate forfeiture rates. The
Company's forfeiture rates were 6.0%, 5.5% and 55%f December 31, 2012, 2011 and 2010, respéctive

The following table summarizes the expeesegnized for these shabased compensation arrangements in the consolidtttinents ¢
operations (in thousands):

Years Ended December 31

2012 2011 2010
Employee stock optior $ 16,58 $ 10,90¢ $ 6,54¢
Restricted stock awart 42¢ 431 46¢
Non-employee stock optior 6C 152 122
Employee stock purchase pl 47z 21t 10C
Stock awarc 3C 3C 25¢

17,57: 11,73. 7,49¢
Microbia Stock Plan (included in discontinue
operations — — 59

$ 17,57: $ 11,73. $ 7,55t

Shardsased compensation is reflected in the consolidstegdments of operations as follows for the yeaded December 31, 2012, 2(
and 2010 (in thousands):

Years Ended December 31

2012 2011 2010
Research and developme $ 9,08 $ 6,071 $ 4,11
Selling, general and administrati 8,49: 5,661 3,38¢
Net income from discontinued operatic — — 59
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The following table summarizes stock optmtivity under the Company's share-based compengaians, including performance-based
options:

Shares of
Common Weighted- Weighted-
Stock Average Average Aggregate
Attributable Exercise Contractual Intrinsic
to Options Price Life Value
(in years) (in thousands)
Outstanding at December 31, 2( 16,42450 $  6.0¢ 6.4C $ 98,99¢
Granted 4,329,251 $ 13.4¢
Exercisec (866,63) $  3.04
Cancellec (347,689 $ 12.2%
Outstanding at December 31, 2( 19,539,42 $ 7.7% 6.3: $ 79,14(
Vested or expected to vest at December
2012 18,519,73 $ 7.6t 6.2 $ 76,44¢
Exercisable at December 31, 2012 10,220,16 $ 4.9¢ 481 $ 65,37

Q) All stock options granted under the 1998 Anmmhdnd Restated Stock Option Plan, the AmendedRasthted 2002
Stock Incentive Plan and the 2005 Plan containipiavs allowing for the early exercise of such op$ into restricted
stock. The exercisable shares disclosed abovessmréhose that are vested as of December 31,

The weighted-average grant date fair vakreshare of options granted to employees duriagy#iars ended December 31, 2012, 2011 ar
2010 was $6.62, $6.21 and $6.48, respectively.afgeegate grant-date fair value of the optionstgdito employees during the years ended
December 31, 2012, 2011 and 2010 was approxim@gsy6 million, $20.5 million and $17.7 million, mEctively. The total intrinsic value of
options exercised during the years ended Decenihed(@2, 2011 and 2010 was approximately $8.6anill17.4 million and $18.6 million,
respectively. The intrinsic value was calculatedhasdifference between the fair value of the Comyfsacommon stock and the exercise price
of the option issued.

As of December 31, 2012, there was appratéiy $0.4 million and $35.1 million of unrecogrizehare-based compensation, net of
estimated forfeitures, related to restricted stastards and unvested stock option grants with tiamet vesting, respectively which are
expected to be recognized over a weighted averagedoof 1 year and 3.1 years, respectively. Tha timrecognized share-based
compensation cost will be adjusted for future clesng estimated forfeitures.

Microbia Stock Plar

As a result of the sale of the Companytarést in Microbia to DSM in September 2010, theddbia Stock Plan was cancelled, resulting
in the cancellation of all existing shares.

14. Income Taxes

In general, the Company has not recordeabeision for federal or state income taxes ag# had cumulative net operating losses since
inception. However, the Company recorded an appratély $3,000 provision for state taxes for theryealed December 31, 2011. In
addition, because of
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intrafperiod income tax allocation requirements, the Camyprecorded a benefit for income taxes from caimig operations of $2.9 million fi
the year ended December 31, 2010, offset by anigd¢iand corresponding income tax provision frastdntinued operations. The intra-
period income tax allocation considers income {lés8n discontinued operations for purposes of mheiteing the amount of tax benefit

resulting from the loss from continuing operations.

A reconciliation of income taxes from canting operations computed using the U.S. fedeasiifsiry rate to that reflected in operations

follows (in thousands):

Income tax benefit using U.S. federal
statutory rate

Permanent difference

State income taxes, net of federal ber

Stock compensatic

Tax credits

Expiring net operating losses and tax cre

Effect of change in state tax rate on defer
tax assets and deferred tax liabilit

Change in the valuation allowan

Other

Total before intr-period allocatior
Intra-period tax allocatiol

Years Ended December 31

2012 2011

2010

$ (24,69) $ (22,050 $ (20,18
28¢

24F (3,126)

(383)  (353)  (3,42)
3,531 2,10¢ (242)
(10,420 50¢ (2,04)
564 802 912

— 98 617
34577 20,958  27,60¢
(13) 87¢ (115)

— 3 —

— ] (2,944)

$ — 3 3 $ (2,949

Components of the Company's deferred tagtasind liabilities are as follows (in thousands):

Deferred tax asset
Net operating loss carryforwar
Tax credit carryforward
Capitalized research and developrnr
Deferred revenu
Other

Total deferred tax asse
Valuation allowanct

Net deferred tax ass

December 31

2012 2011
$ 127,92¢ $ 91,03
24,44 14,02
17,30¢ 22,58¢
8,30( 22 55t
25,03¢ 17,98(
203,01, 168,17
(203,01) (168,179

$ —

$ —

Management of the Company has evaluategdbitive and negative evidence bearing upon takzebility of its deferred tax assets.
Management has considered the Company's histaygerhting losses and concluded, in accordancethstlapplicable accounting standards,
that it is more likely than not that the Companyymat realize the benefit of its deferred tax ass&tcordingly, the deferred
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tax assets have been fully reserved at Decemb&03P, and 2011. Management reevaluates the positidenegative evidence on a quarterly
basis.

The valuation allowance increased approtehgas34.8 million during the year ended DecembierZD12, due primarily to the increase in
the net operating loss carryforwards and tax csedite valuation allowance increased approxima&i26.3 million during the year ended
December 31, 2011, due primarily to the increagbémet operating loss carryforwards, share-basatgpensation expense and accrued
expenses.

Subject to the limitations described beltvibecember 31, 2012 and 2011, the Company hagppedting loss carryforwards of
approximately $334.1 million and $239.2 millionspectively, to offset future federal taxable inconvhich expire beginning in 2018
continuing through 2032. The federal net operaliisg carryforwards exclude approximately $24.4iomllof deductions related to the exercise
of stock options. This amount represents an exeadsenefit and has not been included in the gleésrred tax asset reflected for net oper:
losses. This amount will be recorded as an incrigeadditional paid in capital on the consolidabadance sheet once the excess benefits are
"realized" in accordance with ASC 718. As of Decem®l, 2012 and 2011, the Company has state nedtopgeloss carryforwards of
approximately $271.4 million and $183.8 millionspectively, to offset future state taxable incomkeich have begun to expire and will
continue to expire through 2032. The Company a#sothx credit carryforwards of approximately $2@i#lion and $15.0 million as of
December 31, 2012 and 2011, respectively, to oftdate federal and state income taxes, which exgivarious times through 2032.

Utilization of net operating loss carryf@mds and research and development credit carryfdsaaay be subject to a substantial annual
limitation due to ownership change limitations thave occurred previously or that could occur mftiture in accordance with Section 382 of
the Internal Revenue Code of 1986 ("IRC Section’88@d with Section 383 of the Internal Revenue €0t11986, as well as similar state
provisions. These ownership changes may limit theunt of net operating loss carryforwards and neseand development credit
carryforwards that can be utilized annually to effeiture taxable income and taxes, respectivalgehneral, an ownership change, as defined
by IRC Section 382, results from transactions iasigg the ownership of certain stockholders oripufoups in the stock of a corporation by
more than 50 percentage points over a three-yeado& he Company has completed several financimg= its inception which may have
resulted in a change in control as defined by IRCtBn 382, or could result in a change in contrdhe future.

The Company applies ASC 74@come TaxesASC 740 provides guidance on the accounting faettainty in income taxes recognized
in financial statements and requires the impaet @i position to be recognized in the financiatesnents if that position is more likely than
not of being sustained by the taxing authority aA®sult of the implementation of the new guidatice,Company recognized no material
adjustment for unrecognized income tax benefitdDdtember 31, 2012 and December 31, 2011, the Qo no unrecognized tax
benefits.

The Company will recognize interest andattées related to uncertain tax positions in incdmeexpense. As of December 31, 2012, ©
and 2010, the Company had no accrued interestr@ltpes related to uncertain tax positions andmounts have been recognized in the
Company's consolidated statements of operations.

F-47




Table of Contents

Ironwood Pharmaceuticals, Inc.
Notes to Consolidated Financial Statements (Contirad)
14. Income Taxes (Continued)

The statute of limitations for assessmegnthie Internal Revenue Service ("IRS") and stateat#thorities is open for tax years ended
December 31, 2011, 2010 and 2009, although camsiar attributes that were generated prior to taat Y909 may still be adjusted upon
examination by the IRS or state tax authoritigkdy either have been, or will be, used in a fupeBod. There are currently no federal or state
audits in progress.

During 2012, the Company completed a stfdis research and development credit carryforaafthis study resulted in an increase in it
research and development credit carryforwards o #8llion.

15. Defined Contribution Plan

The Ironwood Pharmaceuticals, Inc. 401@yiSgs Plan is a defined contribution plan in therf of a qualified 401(k) plan in which
substantially all employees are eligible to papéte upon employment. Subject to certain InterrealdRue Code limits, eligible employees r
elect to contribute from 1% to 100% of their comgegion. Company contributions to the plan are atsthle discretion of the Company's boarc
of directors. The Company provides a matching doation of 75% of the employee's contributions to$6,000 annually. During the years
ended December 31, 2012, 2011 and 2010, the Compaasded approximately $1.9 million, $0.6 milliand $0.5 million of expense in net
income (loss) from continuing operations related4@01(k) company match. Included in net inconoerf discontinued operations for the year
ended December 31, 2010 is approximately $0.1onilielated to the 401(k) company match.

16. Related Party Transactions

The Company has and currently obtains lsgalices from a law firm that is an investor af tbompany. The Company paid
approximately $0.2 million, $0.2 million and $0.3llion in legal fees to this investor during theaye ended December 31, 2012, 2011 and
2010, respectively. At December 31, 2012 and Deeerb, 2011, the Company had approximately $23z0@0$26,000 in accounts payable
related to this related party.

In September 2009, Forest became a repeted when the Company sold to Forest 2,083,33Besha the Company's convertible
preferred stock and in November 2009, Almirall beeaa related party when the Company sold to Alin@&1,819 shares of the Company's
convertible preferred stock (Note 4). These shafgseferred stock converted to the Company's (Bassmmon stock on a 1:1 basis upon the
completion of the Company's initial public offerimgFebruary 2010. Amounts due to and due from $tard Almirall are reflected as related
party accounts payable and related party accoanvable, respectively. These balances are reppeeof any balances due to or from the
related party. At December 31, 2012, the Compaulyadpgproximately $1.0 million in related party acotaureceivable associated with Almirall
and $7.5 million in related party accounts payabhé,of related party accounts receivable, asstiaith Forest. At December 31, 2011, the
Company had approximately $15,000 in related pactounts receivable associated with Almirall angragimately $0.6 million in related
party accounts receivable, net of related partpacts payable, associated with Forest.
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Prior to the sale of its interest in Mici@lin September 2010, the Company had two repertaibdiness segments: human therapeutics al
biomanufacturing. The Company had no inter-segmeargnues.

The following table reports revenue and lfvsem operations for the Company's reportable segsrfor the years ended December 31,
2012, 2011 and 2010 (in thousands):

Years Ended December 31

2012 2011 2010
Revenue
Human therapeutic $ 150,24 $ 65,87, $ 43,85
Biomanufacturing (included in
discontinued operation — — 1,98¢
Total $ 150,24' $ 65,87. $ 45,84:
Loss from operation
Human therapeutic $ (72,767 $ (66,147 $ (60,76¢)
Biomanufacturing (included in
discontinued operation — — (4,537)
Total $ (72,762 $ (66,147 $ (65,299

December 31
2012 2011

Total assets
Human therapeutic $ 229,900 $ 208,97

At December 31, 2012 and 2011, all of tlken@any's accounts receivable related to the huherapeutics segment.
18. Federal and State Grants
Federal Grant

In 2010, the Company was awarded approxiin&l.0 million in grants under the Qualifying Tapeutic Discovery Project Program
which was created in March 2010 as part of theeRafrotection and Affordability Care Act. The faaount awarded was recognized in the
fourth quarter of 2010 and is recorded as othasrimeon the Company's consolidated statements odtipes.

State Grant

In the year ended December 31, 2012 and,26& Company was awarded an approximately $1lliomand $0.9 million tax incentive,
respectively, associated with the Life Sciences [haentive Program from the Massachusetts Lifer8me Center. The program was
established in 2008 in order to incentivize lifeeaces companies to create new sustained jobs gsddhusetts. Jobs must be maintained for
least five years, during which time the grant pemtsecan be recovered by the Massachusetts Depamifrieavenue ("DOR") if the Company
does not meet and maintain its job
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creation commitments. The award received in Julyl2@as recognized as other income in the conselidstatement of operations in the third
quarter of 2011, as the Company believed it hadfeat its job creation commitments. The Compahyring plan for 2011-2015 is
significantly in excess of the hiring requirementt the 5 year period, as such, the Company belighatghe likelihood of recovery of the 2011
award by the DOR is remote. The funds receivedit?2vere recorded as other liabilities as the Camwas not met its 2012 job creation
commitments.

19. Microbia, Inc.

On September 21, 2010, the Company soldtiésest in Microbia to DSM in exchange for casbgeeds of $9.5 million, the payment of
approximately $1.1 million of Microbia debt andeng¢st by DSM and future contingent consideraticsetlaon the sale of products
incorporating Microbia's technology (See Note 2).

Tate & Lyle Investments, Ltd.

In September 2006, the Company enteredamtallaboration agreement with T&L. The collab@atagreement had a five-year term with
a one-year notice of termination. In connectiorhwtite execution of the collaboration agreementGbmpany also issued T&L 1,823,529
shares of common stock of Microbia, the Companyislly owned subsidiary, at the aggregate purchase pf approximately $2,000, and
issued 7,000,000 shares of convertible prefermckstf Microbia at the aggregate purchase prick70® million. After the sale of stock to
T&L, the Company retained an 85% majority ownershtprest, and T&L had a 15% noncontrolling int¢iesMicrobia. The Company's
ownership interest in Microbia was entirely compdof convertible preferred stock with the samédegpemces to that held by T&L. The
ownership of the convertible preferred and commtonksby T&L was recorded as noncontrolling interiesthe consolidated financial
statements.

On June 15, 2010, T&L and Microbia entergd an agreement to terminate their collaboratidre terms and conditions of the agreen
included an exchange of intellectual property amdetime payment to Microbia of approximately $t#lion. All current and future
obligations between Microbia and T&L were termirthés a result of this agreement.

Revenue earned from the T&L collaboratigreement totaled approximately $1.9 million durihg year ended December 31, 2010. Thi
revenue is included in net income from discontinapdrations.

Strategic Restructuring Plan

In November 2009, Microbia implementedratsigic restructuring plan that included an immediaduction of its workforce by
approximately 40% of its existing workforce, anceduced workweek for an additional 12% of its ergstvorkforce. Microbia took this actic
to focus on its proprietary strain- developmentfplan and existing service agreements.

In connection with the strategic restruictgmplan, Microbia recorded restructuring chargeapproximately $1.2 million in the year ended
December 31, 2009. Provisions associated withtthéeglic restructuring are included in net incoosy) from discontinued operations in the
consolidated statements of operations. Paymentsiassd with the restructuring charges were fullydpas of December 31, 2010.
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The following table contains quarterly fireéal information for 2012 and 2011. The Companlelves that the following information
reflects all normal recurring adjustments necesfarg fair presentation of the information for theriods presented. The operating results for
any quarter are not necessarily indicative of tesfok any future period.

First Second Third Fourth Total
Quarter Quarter Quarter Quarter Year
(in thousands, except per share datz
2012
Collaborative arrangements rever $ 12,24¢ $ 14,60¢ $ 96,41 $ 26,98( $ 150,24!
Total cost and expens 47,88¢ 55,43¢ 48,80¢ 70,88( 223,00°
Other income (expense), r 35 31 27 45 13¢
Net income (loss (35,607 (40,809  47,63¢ (43,855 (72,629
Basic net income (loss) per shi $ (039 3% (03 $ 04 $ (04) $ (0.69

Diluted net income (loss) per sh $ (039 % (03 % 04z $ (041 $ (0.69

First Second Third Fourth Total
Quarter Quarter Quarter Quarter Year
(in thousands, except per share datz
2011
Collaborative arrangements rever $ 10,237 $ 11,26: $ 12,21¢ $ 32,15« $ 65,87:
Total cost and expens 28,77¢ 30,21+ 33,83« 39,18t 132,01:
Other income (expense), r 141 10¢ 98¢ 58 1,29:
Net loss (18,40) (18,849 (20,63 (6,974 (64,850

Net loss per sha—basic and diluter $ (0.1 $ (019 $ (0.2)) $ (0.09) $ (0.6%
21. Subsequent Events

On January 4, 2013, the Company closedvatprplacement of $175.0 million in aggregate g@pal amount of notes due on or before
June 15, 2024. The notes bear an annual intetesdbrd 1%, with interest paid quarterly beginningd 15, 2013. Ironwood will make quarte
payments on the notes equal to the greater of§90f net sales of LINZESS in the U.S. for thegeaing quarter (the "synthetic royalty
amount") and (ii) accrued and unpaid interest enrtbtes (the "required interest amount"). Princgrathe notes will be repaid in an amount
equal to the synthetic royalty amount minus theiegl quarterly interest amount, when this is dtp@snumber, until the principal has been
paid in full. The notes may be redeemed at any fin@ to maturity, in whole or in part, at the mpt of the Company at specified redemption
premiums.
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Consulting Agreement, dated

Registration Statement on
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between Christopher Walsh a
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Collaboration Agreement, dat
as of September 12, 2007, as
amended on November 3, 20
by and between Forest
Laboratories, Inc. and Ironwo
Pharmaceuticals, In

Amendment No. 2 to the
Collaboration Agreement, dat
as of January 8, 2013, by and
between Forest

Laboratories, Inc. and Ironwo
Pharmaceuticals, In

No. 33:-163275)

Registration Statement on
Form S-1, as amended (File
No. 33:-163275)

License Agreement, dated as oRegistration Statement on
April 30, 2009, by and betweenForm S-1, as amended (File

Almirall, S.A. and Ironwood
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No. 33:-163275)

License Agreement, dated as oRegistration Statement on

November 10, 2009, by al
among Astellas Pharma, Inc.
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10.12*" Collaboration Agreement, dat
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10.1¢t Commercial Supply Agreeme Quarterly Report on Form 1Q-
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as of October 23, 2012, by and
between AstraZeneca AB and

Ironwood Pharmaceuticals, Ir

Form S-1, as amended (File
No. 33%-163275)

dated as of June 23, 2010, by (File No. 001-34620)

and among PolyPeptide
Laboratories, Inc. and
Polypeptide Laboratories
(SWEDEN) AB, Forest
Laboratories, Inc. and Ironwo
Pharmaceuticals, In

dated as of March 28, 2011, by (File No. 001-34620)

and among Corden Pharma
Colorado (f/k/a Roche Colora
Corporation), Ironwood
Pharmaceuticals, Inc. and
Forest Laboratories, In

Lease for facilities at 301
Binney St., Cambridge, MA,
dated as of January 12, 2007
amended on April 9, 2009, by
and between Ironwood
Pharmaceuticals, Inc. and
BMR-Rogers Street LL(

Registration Statement on
Form S-1, as amended (File
No. 33:-163275)

December 23, 20(

February 2, 201

February 2, 201

February 2, 201

August 10, 201

May 13, 201

December 23, 20(
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10.15.
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*
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Second Amendment to Lease Annual Report on Form 10-K
for facilities at 301 Binney St., (File No. 001-34620)
Cambridge, MA, dated as of

February 9, 2010, by and

between Ironwood

Pharmaceuticals, Inc. and

BMR-Rogers Street LL(

Third Amendment to Lease for Annual Report on Form 10-K
facilities at 301 Binney St., (File No. 001-34620)
Cambridge, MA, dated as of

July 1, 2010, by and between

Ironwood Pharmaceuticals, Inc.

and BMF-Rogers Street LL(

Fourth Amendment to Lease  Annual Report on Form 10-K
facilities at 301 Binney St., (File No. 001-34620)
Cambridge, MA, dated as of

February 3, 2011, by and

between Ironwood

Pharmaceuticals, Inc. and

BMR-Rogers Street LL(

Fifth Amendment to Lease for Annual Report on Form 10-K
facilities at 301 Binney St., (File No. 001-34620)
Cambridge, MA, dated as of

October 18, 2011, by and

between Ironwood

Pharmaceuticals, Inc. and

BMR-Rogers Street LL(

Sixth Amendment to Lease for
facilities at 301 Binney St.,
Cambridge, MA, dated as of
July 19, 2012, by and between
Ironwood Pharmaceuticals, Inc.
and BMF-Rogers Street LL(

Seventh Amendment to Lease
for facilities at 301 Binney St.,
Cambridge, MA, dated as of
October 30, 2012, by and
between Ironwood
Pharmaceuticals, Inc. and
BMR-Rogers Street LL(

Subsidiaries of Ironwood
Pharmaceuticals, In

Consent of Independent
Registered Public Accounting
Firm

Certification of Chief Executiv
Officer pursuant to Rules 13a-
14 or 15d-14 of the Exchange
Act

March 30, 201

March 30, 201

March 30, 201

February 29, 201




Table of Contents

(b)

(©)

Number

Description

Incorporated by reference herein

Form

Date

31.2r

32.1%

32.24

101.INsH

101.SCH

101.cALT

101.LABT

101.PRHE

101.DEF

Certification of Chief Financial
Officer pursuant to Rules 13a-
14 or 15d-14 of the Exchange
Act

Certification of Chief Executiv
Officer pursuant to Rules 13a-
14(b) or 15d-14(b) of the
Exchange Act and 18 U.S.C.
Section 135(

Certification of Chief Financial
Officer pursuant to Rules 13a-
14(b) or 15d-14(b) of the
Exchange Act and 18 U.S.C.
Section 135(

XBRL Instance Documer

XBRL Taxonomy Extension
Schema Documel

XBRL Taxonomy Extension
Calculation Linkbase Docume

XBRL Taxonomy Extension
Label Linkbase Databa:

XBRL Taxonomy Extension
Presentation Linkbase
Document

XBRL Taxonomy Extension
Definition Linkbase Documer

* Filed herewith.

1 Furnished herewith.

+ Confidential treatment granted under 17 C.F.R. 880b)(4) and 230.406. The confidential portiohthts exhibit have
been omitted and are marked accordingly. The cenfidl portions have been provided separately¢dSBEC pursuant to

the confidential treatment request.

++ Confidential treatment requested under 17 C.F.R0880(b)(4) and Rule 24b-2. The confidential porsi of this exhibit
have been omitted and are marked accordingly. ®h&dential portions have been provided separdtethe SEC
pursuant to the confidential treatment request.

# Management contract or compensatory plan, contvaggreemen

Exhibits.

The exhibits required by this Item are listed unigem 15(a)(3).

Financial Statement Schedules.

The financial statement schedules required bylthi are listed under Item 15(a)(2).







EXHIBIT 10.4
IRONWOOD PHARMACEUTICALS, INC.
AMENDED AND RESTATED 2010 EMPLOYEE STOCK PURCHASE PLAN

The following constitute the provisions of the Arded and Restated 2010 Employee Stock PurchasétRéatiPlan”) of Ironwood
Pharmaceuticals, Inc. (the “Company”).

1. Purpose The purpose of the Plan is to provide Employedd@he Company and its Designated Subsidiaries avith
opportunity to purchase Common Stock of the Compdhig the intention of the Company to have ttenRyjualify as an “Employee Stock
Purchase Plantinder Section 423 of the Code. The provisionhiefRlan shall, accordingly, be construed so aztend and limit participatio
in a manner consistent with the requirements dfsbhation of the Code.

2. Definitions

(a) “ Board shall mean the Board of Directors of the Compamya committee of the Board of Directors namedhgyBoard to
administer the Plan.

(b) “ Codé shall mean the Internal Revenue Code of 198Gnasnded.

(c) “ Common Stockshall mean the Class A Common Stock, $0.001 phresper share, of the Company.

(d) “ Company shall mean Ironwood Pharmaceuticals, Inc., a idata corporation.

(e) “ Compensatidnshall mean total cash compensation received é\Etployee from the Company or a Designated

Subsidiary that is taxable income for federal inedlax purposes, including, payments for overtirhdt premium, incentive compensation,
incentive payments, bonuses, commissions and otimepensation received from the Company or a De@draubsidiary, but excluding
relocation, expense reimbursements, tuition orrathienbursements and income realized as a resplmitipation in any stock option, stock
purchase or similar plan of the Company or a Degigph Subsidiary.

() “ Continuous Status as an Employekall mean the absence of any interruption anieation of service as an Employee.
Continuous Status as an Employee shall not be derei interrupted in the case of a leave of absegieed to in writing by the Company,
provided that such leave is for a period of notertbian 90 days or reemployment upon the expiratiGuch leave is guaranteed by contract o
statute.

(9) “ Contribution$ shall mean all amounts credited to the accoura pérticipant pursuant to the Plan.




(h) “ Designated Subsidiarfeshall mean the Subsidiaries which have been desidigy the Board from time to time in its s
discretion as eligible to participate in the Plan.

0] “ Employeé shall mean any person who is employed by the Gomipr one of its Designated Subsidiaries for tasppses
and who is customarily employed for at least 20rbq@er week and more than five months in a calepear by the Company or one of its
Designated Subsidiaries.

)] “ Exercise Datéshall mean the last business day of each OffdPiegod of the Plan.

(k) “ Exercise Pricéshall mean with respect to an Offering Periodaamunt equal to 85% of the fair market value @med
in paragraph 7(b)) of a share of Common Stock erGffering Date or on the Exercise Date, whichésdéower.

)] “ Offering Daté shall mean the first business day of each OffgRweriod of the Plan.

(m) “ Offering Period shall mean a period of six months as set fortharagraph 4 of the Plan.

(n) “ Plarf shall mean this Ironwood Pharmaceuticals, Ind@Bmployee Stock Purchase Plan.

(0) “ Subsidiary shall mean a corporation, domestic or foreignwbfch not less than 50% of the voting shares ate by the
Company or a Subsidiary, whether or not such caitpmT now exists or is hereafter organized or aegliy the Company or a Subsidiary.

3. Eligibility.

(a) Any person who is employed as an Byg® as of the Offering Date of a given Offeringi®&&shall be eligible to participe

in such Offering Period under the Plan and furtbabject to the requirements of paragraph 5(ajlamdimitations imposed by Section 423
(b) of the Code. All Employees granted optionsarttie Plan with respect to any Offering Period hdlve the same rights and privileges.

(b) Any provisions of the Plan to the trany notwithstanding, no Employee shall be gramstedption under the Plan (i) if,
immediately after the grant, such Employee (or attner person whose stock would be attributed th &roployee pursuant to Section 424
(d) of the Code) would own stock and/or hold outdiag options to purchase stock possessing fivegpei(5%) or more of the total combined
voting power or value of all classes of stock & @ompany or of any Subsidiary of the Companyw(iich permits his or her rights to
purchase stock under all employee stock purchases fjtlescribed in Section 423 of the Code) of the@any and its Subsidiaries to accrue at
a rate which exceeds $25,000 of fair market vafumioh stock as defined in paragraph 7(b) (detezchat the time such option is granted) for
each




calendar year in which such option is outstandirang time, or (iii) to purchase more than 2,508reh (subject to any adjustment pursuant to
paragraph 18) of Common Stock in any one Offeriagdel. Any option granted under the Plan shallibemed to be modified to the extent
necessary to satisfy this paragraph 3(b).

4, Offering Periods The Plan shall be implemented by a series ofi@ff Periods, with a new Offering Period commegcin
on January 1 and July 1 of each year or the fissirtess day thereafter (or at such other timenmedias may be determined by the Board). Th
initial Offering Period shall commence July 1, 20@00n such later date as determined by the Board.

5. Participation
€) An eligible Employee may become dipigiant in the Plan by completing an Enrollmentrgrovided by the Company a

filing it with the Company or its designee priortte applicable Offering Date, unless a later tforefiling the Enrollment Form is set by the
Board for all eligible Employees with respect tgieen Offering Period. The Enroliment Form andsihmission may be electronic as directe
by the Company. The Enrollment Form shall setftine percentage of the participan€ompensation (which shall be not less than 1%nat
more than 15%) to be paid as Contributions pursteatiite Plan.

(b) Payroll deductions shall commencénlite first payroll following the Offering Date, kess a later time is set by the Board
with respect to a given Offering Period, and sbkatl on the last payroll paid on or prior to the fi€is® Date of the Offering Period to which
Enrollment Form is applicable, unless sooner teateit as provided in paragraph 10.

6. Method of Payment of Contributions

(a) Each participant shall elect to hpagroll deductions made on each payroll duringQ@ffering Period in an amount not less
than 1% and not more than 15% of such particigaBtmpensation on each such payroll; providedtktimahggregate of such payroll deducti
during the Offering Period shall not exceed 15%hefparticipant’'s aggregate Compensation durind) ©ffiering Period (or such other
percentage as the Board may establish from tinien before an Offering Date). All payroll dedwets made by a participant shall be crec
to his or her account under the Plan. A partidipaay not make any additional payments into sucio@at.

(b) A participant may discontinue hisher participation in the Plan as provided in paagbrl0, or, on one occasion only dul
the Offering Period, may decrease, but may noease, the rate of his or her Contributions duriregg@ffering Period by completing and filing
with the Company a new Enrollment Form authoriznghange in the deduction rate. The change irstetk be effective as of the beginning
of the next payroll period following the date dftfg of the new Enrollment Form, if the Enrolimdfdrm is completed at least ten business
prior to such date, and, if not, as of the begigrifthe next succeeding payroll period.
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(c) Notwithstanding the foregoing, to tixdent necessary to comply with Section 423()f8he Code and paragraph 3(b), a
participant’s payroll deductions may be decrease@Pt at such time during any Offering Period whibkcheduled to end during the current
calendar year that the aggregate of all payroludédns accumulated with respect to such Offeriagd® and any other Offering Period end
within the same calendar year equals $21,250. dtaeductions shall recommence at the rate pravidesuch participant’s Enroliment
Form at the beginning of the first Offering Perigbich is scheduled to end in the following calengkzar, unless terminated by the participant
as provided in paragraph 10.

7. Grant of Option
€) On the Offering Date of each Offerigriod, each eligible Employee participating iots@ffering Period shall be granted

an option to purchase on the Exercise Date of Qffdring Period a number of shares of the CommaiStietermined by dividing such
Employee’s Contributions accumulated prior to siEgkrcise Date and retained in the participant'®antas of the Exercise Date by the
applicable Exercise Price; provided however, thahgurchase shall be subject to the limitationdash in paragraphs 3(b) and 12. The fair
market value of a share of the Common Stock skatidiermined as provided in paragraph 7(b).

(b) The fair market value of the CommaacR on a given date shall be determined by the®based on (i) if the Common
Stock is listed on a national securities exchanmgeaded in the over-the-counter market and salespare regularly reported for the Common
Stock, the closing or last sale price of the Comi@totk for such date (or, in the event that the @om Stock is not traded on such date, ot
immediately preceding trading date), on the comtpdsaipe or other comparable reporting system Yif (fle Common Stock is not listed on a
national securities exchange and such price isetptlarly reported, the mean between the bid akeldagrices per share of the Common Stocl
at the close of trading in the over-the-counterkatr

8. Exercise of OptianUnless a participant withdraws from the Plap@avided in paragraph 10, his or her option for the
purchase of shares will be exercised automaticallthe Exercise Date of the Offering Period, ardrttaximum number of full shares subject
to the option will be purchased for him or hertet aipplicable Exercise Price with the accumulatedti@utions in his or her account. If a
fractional number of shares results, then such rursihall be rounded down to the next whole numhdraay unapplied cash shall be carried
forward to the next Exercise Date, unless the gigetnt requests a cash payment. The shares pecchasn exercise of an option hereunder
shall be deemed to be transferred to the partitipathe Exercise Date. During a participant'stiihe, a participant’s option to purchase
shares hereunder is exercisable only by him or her.

9. Delivery Upon the written request of a participant, €iegdites representing the shares purchased uponigxef an option
will be issued as promptly as practicable afterERercise Date of each Offering Period to partiotpavho wish to hold their shares in
certificate form. Any payroll deductions accumethin a participant account which are not sufficient to purchaseleSlhiare shall be retain
in the participant’s account for the subsequenefify Period, subject to earlier withdrawal by pagticipant as provided in paragraph 10
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below. Any other amounts left over in a participgaccount after an Exercise Date shall be retlitnghe participant.

10. Withdrawal; Termination of Employment

€) A participant may withdraw all buttdess than all the Contributions credited to hisi@er account under the Plan at any time
prior to the Exercise Date of the Offering Perigdgliving written notice to the Company or its desg. All of the participant’s Contributions
credited to his or her account will be paid to lhimher promptly after receipt of his or her notifevithdrawal and his or her option for the
current period will be automatically terminateddaro further Contributions for the purchase of slawill be made during the Offering Period.

(b) Upon termination of the participan€entinuous Status as an Employee prior to thediseDate of the Offering Period for
any reason, including retirement or death, the mutions credited to his or her account will buraed to him or her or, in the case of his or
her death, to the person or persons entitled themeder paragraph 14, and his or her option wilhb®matically terminated.

(c) In the event an Employee fails to agmin Continuous Status as an Employee for at B@asiours per week during the
Offering Period in which the Employee is a partéify he or she will be deemed to have elected ttodvdaw from the Plan and the
Contributions credited to his or her account wélreturned to him or her and his or her option teated.

(d) A participant’s withdrawal from anféfing Period will not have any effect upon hisher eligibility to participate in a
succeeding offering or in any similar plan whichyneereafter be adopted by the Company.

11. Interest No interest shall accrue on the Contributiona pfarticipant in the Plan.
12. Stock
(a) The maximum number of shares of Com@tck which shall be made available for sale utfie Plan shall be 400,000

shares, plus an annual increase on the first dapai of the Company’s fiscal years beginning ihl2@qual to the lesser of (i) 1,000,000
shares, (i) 1 % of the shares of Common Stocktanting on the last day of the immediately precgdiscal year, or (iii) such lesser number
of shares as is determined by the Board, subjeadjtcstment upon changes in capitalization of themm@any as provided in paragraph 18. The
increase in the number of shares of Common Stoaladnle for sale under this Plan set forth in ffasagraph 12(a) shall be subject to the
approval of the Board and shall be effective ugenfirst day of each fiscal year; provided, howetteat in the event the Board has not
approved an increase on or before the first dahiefpplicable fiscal year, the number of shareSarimon Stock available for sale under this
Plan shall remain the same until such time thaBih&d approves an increase pursuant to this Sagpgrh 12(a).
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If the total number of shares which would othervdsesubject to options granted pursuant to par&grég) on the Offering Date of an
Offering Period exceeds the number of shares thaitehle under the Plan (after deduction of allrekdor which options have been exercis
the Company shall make a pro rata allocation obtieres remaining available for option grants inrform a manner as shall be practicable
and as it shall determine to be equitable. Anyammremaining in an Employesaccount not applied to the purchase of sharesugnt to thi
paragraph 12 shall be refunded on or promptly dftefExercise Date. In such event, the Companly giva written notice of such reduction
the number of shares subject to the option to &mcployee affected thereby and shall similarly regtie rate of Contributions, if necessary.

(b) The participant will have no interestvoting right in shares covered by his or haiapuntil such option has been
exercised.
13. Administration The Board shall supervise and administer tha Btal shall have full power to adopt, amend ancimes

any rules deemed desirable and appropriate faadh@nistration of the Plan and not inconsistenhulie Plan, to construe and interpret the
Plan, and to make all other determinations necgssaadvisable for the administration of the Plan.

14. Designation of Beneficiary

(a) A participant may designate a bernefjcwho is to receive any shares and cash, if oy the participant’s account under
the Plan in the event of such participant’s deatissquent to the end of the Offering Period budrgo delivery to him or her of such shares
and cash. In addition, a participant may desigadieneficiary who is to receive any cash frompgicipant’s account under the Plan in the
event of such participant’s death prior to the Eiggr Date of the Offering Period. If a participainarried and the designated beneficiary is
not the spouse, spousal consent shall be requresi€h designation to be effective. Beneficiaggignations shall be made either in writing
by electronic delivery as directed by the Company.

(b) Such designation of beneficiary maychanged by the participant (and his or her spadluiary) at any time by submission
the required notice, which may be electronic. he ¢vent of the death of a participant and in theeace of a beneficiary validly designated
under the Plan who is living at the time of suchtipgoant’s death, the Company shall deliver sutéres and/or cash to the executor or
administrator of the estate of the participantf ao such executor or administrator has been agpedi(to the knowledge of the Company), the
Company, in its discretion, may deliver such sharedor cash to the spouse or to any one or marendients or relatives of the participant, or
if no spouse, dependent or relative is known to@bmpany, then to such other person as the Compagydesignate.

15. Transferability Neither Contributions credited to a participargtcount nor any rights with regard to the exerofsan
option or to receive shares under the Plan maysbigred, transferred, pledged or otherwise disposadany way (other than by will, the la
of descent and distribution or as provided in peaply 14) by the participant. Any such attempt
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at assignment, transfer, pledge or other disposgiall be without effect, except that the Compauay treat such act as an election to withc
funds in accordance with paragraph 10.

16. Use of FundsAll Contributions received or held by the Compamder the Plan may be used by the Company for any
corporate purpose, and the Company shall not hgaibt to segregate such Contributions.

17. Reports Individual accounts will be maintained for eguatticipant in the Plan. Statements of accountheilgiven to
participating Employees promptly following the Egise Date, which statements will set forth the amt®wf Contributions, the per share
purchase price, the number of shares purchasethamdmaining cash balance, if any.

18. Adjustments Upon Changes in Capaailin. Subject to any required action by the stockhalaé the Company, the
number of shares of Common Stock covered by unesestoptions under the Plan and the number of stidr€ommon Stock which have
been authorized for issuance under the Plan butanget subject to options set forth in paragrapta), the number of shares of Common
Stock set forth in paragraph 12(a)(i) (collectivehe “Reserves”), the maximum number of shareSavhmon Stock that may be purchased by
a participant in an Offering Period set forth imggraph 3(b), as well as the price per share ofif@omStock covered by each unexercised
option under the Plan, shall be proportionatelysigjd for any increase or decrease in the numbseswéd shares of Common Stock resulting
from a stock split, reverse stock split, stock dérd, combination or reclassification of the Comrtock. Such adjustment shall be made by
the Board, whose determination in that respect 8ledinal, binding and conclusive.

In the event of the proposed dissolution or ligtimaof the Company, an Offering Period then ingress will terminate immediately
prior to the consummation of such proposed actiotess otherwise provided by the Board. In thenewéa proposed sale of all or
substantially all of the assets of the Companyhemerger, consolidation or other capital reorgation of the Company with or into another
corporation, each option outstanding under the Bieil be assumed or an equivalent option shatlbstituted by such successor corporation
or a parent or subsidiary of such successor cdiiparainless the Board determines, in the exewises sole discretion and in lieu of such
assumption or substitution, to shorten the Offefegiod then in progress by setting a new Exeldee (the “New Exercise Date”). If the
Board shortens the Offering Period then in progiedisu of assumption or substitution in the eveh& merger or sale of assets, the Board
shall notify each participant in writing, at leésh days prior to the New Exercise Date, that ther&se Date for his or her option has been
changed to the New Exercise Date and that his oofigon will be exercised automatically on the NExercise Date, unless prior to such date
he or she has withdrawn from the Offering Periograsided in paragraph 10. For purposes of thiagraph, an option granted under the Plal
shall be deemed to be assumed if, following the sbhssets, merger or other reorganization, thieroponfers the right to purchase, for each
share of Common Stock subject to the option immebjigrior to the sale of assets, merger or otherganization, the consideration (whether
stock, cash or other securities or property) resbin the sale of assets, merger or other reorgaivby holders of Common Stock for each
share of Common Stock held on the effective datuoh transaction (and if such holders were offaretoice of
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consideration, the type of consideration chosethbyholders of a majority of the outstanding shafeSommon Stock); provided, however,
that if such consideration received in such trati@agvas not solely common stock of the successgraration or its parent (as defined in
Section 424(e) of the Code), the Board may, withabnsent of the successor corporation, providéhfoconsideration to be received upon
exercise of the option to be solely common stocthefsuccessor corporation or its parent equalimmiarket value to the per share
consideration received by holders of Common Stadké sale of assets, merger or other reorganizatio

The Board may, if it so determines in the exeroiSigs sole discretion, also make provision forusting the Reserves, as well as the
price per share of Common Stock covered by eadtanding option, in the event that the Companycésfene or more reorganizations,
recapitalizations, rights offerings or other in@es or reductions of shares of its outstanding Com8&tock, and in the event of the Company
being consolidated with or merged into any othepomtion.

19. Amendment or Termination

(a) The Board may at any time terminataroend the Plan. Except as provided in paragt&pho such termination may affect
options previously granted, nor may an amendmeikeraay change in any option theretofore granteathwhdversely affects the rights of any
participant provided that an Offering Period maytdreninated by the Board on an Exercise Date dhbyBoard's setting a new Exercise Date
with respect to an Offering Period then in progiiéise Board determines that termination of thée@hg Period is in the best interests of the
Company and the stockholders or if continuatiothefOffering Period would cause the Company torirglverse accounting charges in the
generally-accepted accounting rules applicableed®an. In addition, to the extent necessarptopdy with Section 423 of the Code (or any
successor rule or provision or any applicable lawegulation), the Company shall obtain stockhokgsroval in such a manner and to such a
degree as so required.

(b) Without stockholder consent and withiegard to whether any participant rights maygdesidered to have been adversely
affected, the Board shall be entitled to changeQfiering Periods, limit the frequency and/or numbkchanges in the amount withheld during
an Offering Period, establish the exchange ratiegible to amounts withheld in a currency othemth).S. dollars, permit payroll withholding
in excess of the amount designated by a participamtder to adjust for delays or mistakes in tleenpany’s processing of properly completed
withholding elections, establish reasonable waitind adjustment periods and/or accounting andtimgdirocedures to ensure that amounts
applied toward the purchase of Common Stock foh gacticipant properly correspond with amounts tatld from the participant’s
Compensation, and establish such other limitat@nsocedures as the Board determines in its ssbeation advisable that are consistent witt
the Plan.

20. Notices All notices or other communications by a paptit to the Company under or in connection withRlan shall be
deemed to have been duly given when received ifotine specified by the Company at the locationhythe person, designated by the
Company for the receipt thereof.




21. Conditions Upon Issuance and Linotasi on Dispositions of Shares

€)) Shares shall not be issued with retsjpean option unless the exercise of such ogimhthe issuance and delivery of such
shares pursuant thereto shall comply with all aablie provisions of law, domestic or foreign, irthg, without limitation, the Securities Act
of 1933, as amended, the Securities Exchange At®®4, as amended, the rules and regulations pgatad thereunder, and the requirement:
of any stock exchange upon which the shares maylibdisted, and shall be further subject to thereyal of counsel for the Company with
respect to such compliance.

(b) As a condition to the exercise ofoption, the Company may require the person exegisiuch option to represent and
warrant at the time of any such exercise that llages are being purchased only for investment atibut any present intention to sell or
distribute such shares if, in the opinion of colifisethe Company, such a representation is reguiseany of the aforementioned applicable
provisions of law.

(c) Shares of Common Stock purchasednh@ePlan shall be subject to a six-month holgiegod from the Exercise Date
upon which the shares were purchased. Durindiths the shares may not be sold, transferred dnatlin, or moved; provided, however, that
such prohibition will not apply following the deatiia participant.

22. Information Regarding Disqualifyingspositions. By electing to participate in the Plan, eachipgrant agrees to provide
any information about any transfer of shares of @mm Stock acquired under the Plan that occurs mitho years after the first business day
of the Offering Period in which such shares wemguaed as may be requested by the Company or aogidaries in order to assist it in
complying with the tax laws.

23. Right to Terminate Employmenhothing in the Plan or in any agreement entareripursuant to the Plan shall confer u
any Employee the right to continue in the employhwérthe Company or any Subsidiary, or affect agitrwhich the Company or any
Subsidiary may have to terminate the employmesuoh Employee.

24, Rights as a StockholdeNeither the granting of an option nor a deducfrem payroll shall constitute an Employee the
owner of shares covered by an option. No Emplaped have any right as a stockholder unless atilamoption has been exercised, and the
shares underlying the option have been registerdiei Company’s share register.

25. Term of Plan The Plan became effective upon its adoptiorneyBoard on December 17, 2009 and shall contineéféat
for a term of twenty years unless sooner terminateter paragraph 19.

26. Applicable Law This Plan shall be governed in accordance mghlaws of the State of Delaware, applied withdving
effect to any conflict-of-law principles.




EXHIBIT 10.5
IRONWOOD PHARMACEUTICALS, INC.

CHANGE OF CONTROL
SEVERANCE BENEFIT PLAN

Adopted on May 5, 2009
Amended and Restated on July 30, 2012

This Change of Control Severance Benefit Plan‘{(tB&an ") has been adopted by the Compensation and HR Gibeenfthe “Committe€’) of
the Board of Directors of Ironwood Pharmaceutichis, (the “Company’).

PLAN PHILOSOPHY

Innovative ideas and the associated intellectugpgnty those ideas generate are at the core vélalkke created in the biopharmaceutical
industry. Ironwood believes that its employeestheesource of these ideas and the subsequentarglated. The Company recognizes that
the potential for a change of control or other étbat could substantially change the nature andttre of the Company could adversely a
the Company’s ability to motivate its employeesisTPlan is designed to enable employees to bangatrd their best ideas by providing them
with the knowledge that if a change of control asdiey will have an opportunity to share in thueahat they have helped create for
shareholders regardless of their employment stttiee company after the change of control. Thedtements to this plan are designed to
ensure employees have a reasonable period of tithenwhich to locate suitable employment withoatue financial hardship, while also
recognizing the value of their contributions to @empany through limited accelerated vesting oftgqawards.

1. GENERAL
1.1 Defined Terms Capitalized terms used in this Plan shall h&veembeanings set forth in Section 4 below.
1.2 No Employment Agreemenf his Plan does not obligate the Company to coetto employ any employee for any specific

period of time, or in any specific role or geogriggbcation. Subject to the terms of any appliealtitten employment agreement between
Company and an Eligible Participant, the Company assign an Eligible Participant to other dutie®] aither the Company or an Eligible
Participant may terminate such Eligible Participmetmployment by the Company at any time for arasoa.

2. CHANGE OF CONTROL TERMINATION

2.1 Cash Severance Benefih the event of an Eligible Participant’s Cowkfieermination, the Eligible Participant shall be
entitled to the cash severance benefit describkxvbe

211 Salary ContinuationSubject to the terms of this Section 2.1, sulafitite Participant shall receive a payment in an
amount equal to six months of such Eligible Pgptiat’s base salary at the time of such Eligiblgi€ipant’'s Covered Termination.

2.1.2 Prorated Bonus Paymerfubject to the terms of this Section 2.1, sulidjilte Participant shall receive a payment
in an amount equal to his or her target bonusHernyear in which the Covered Termination occursraied through the date of such Eligible
Participant’s Covered Termination.

All payments made under this Section 2.1 shalldokiced by applicable federal and state withholthixg@s. All payments shall be paid in a
lump sum upon the later of (x) the date of the @feanf Control or




(y) within ten (10) calendar days following suctligifile Participant’s Covered Termination. An Ebitg Participant shall not be entitled to
contribute any funds paid to such Eligible Partéecippursuant to this Plan to any deferred compemsptan maintained by the Company and,
with the exception of continuation healthcare cagermandated by the Consolidated Omnibus BudgairiR#iation Act of 1985 (‘COBRA")

or similar state law, shall cease to be eligibladtvely participate in any other benefit plan ntained by the Company. If any of the benefits
set forth in this Section 2.1 are deferred comp@msainder Section 409A of the Internal Revenue&and the rules and regulations thereu

(* Section 409A), any Covered Termination triggering payment o¢ls benefits must constitute a “separation fromiset under

Section 409A before, subject to Section 2.1.3 if Fan, distribution of such benefits can comneenor purposes of clarification, this
paragraph shall not cause any forfeiture of besefitthe part of the Eligible Participant, but §baly act as a delay until such time as a
“separation from service” occurs.

2.1.3_Specified Employee Delay for Certain Empla@yeEPublicly Traded Companie®otwithstanding the foregoing, if any
amount to be paid to an Eligible Participant punsda this Plan as a result of such Eligible Pgréint’'s termination of employment isléferrec
compensation” subject to Section 409A, and if thgille Participant is a “Specified Employee” (asfided under Section 409A) as of the date
of the Eligible Participant’s termination of empiognt hereunder, then, to the extent necessaryoid #ve imposition of excise taxes or other
penalties under Section 409A, the payment of beneéfiany, scheduled to be paid by the ComparthécEligible Participant hereunder during
the first six (6) month period following the dateaotermination of employment hereunder shall reophid until the date which is the first
business day after six months have elapsed siecElijible Participant’s termination of employmdat any reason other than death. Any
deferred compensation payments delayed in accoedaitls the terms of this Section 2.1.3 shall belpaia lump sum when paid and any
remaining payments thereafter shall continue iratance with the normal schedule set forth her&mthe extent the amounts are not treatec
as deferred compensation subject to Section 40&Asth month delay will not apply.

2.2 Acceleration of Vesting of Equity Awdar. If at the time of a Covered Termination, the Hlig Participant has outstanding
any stock options, restricted stock, restrictedlstanits or other equity awards that were issuethbyCompany prior to the Change of Control
(* Company Equity Award$ then as of the later of (x) the date of the Gfenf Control or (y) the date of the Covered Temtion all such
Company Equity Awards that have vesting provisibased solely on time and not performance milestshall have their vesting fully
accelerated so as to be 100% vested and exercasblethe date of the Covered Termination. Toetktent any Company Equity Awards are
subject to Section 409A, vesting will be acceledainly to the extent the acceleration does noteadslitional taxes or penalties under
Section 409A. The acceleration, if any, of anytigsprovisions of a Company Equity Award that besed either (a) on time and performa
milestones or (b) solely on milestone achievembatl e determined in accordance with the termb@fplan under which the Company
Equity Award was issued.

2.3 Extended Medical and Dental Benefits

2.3.1 Benefit ContinuationUpon completion of the appropriate forms as meglunder the applicable provisions of
COBRA, the Company shall continue each EligibleiBigant’s participation in the Company’s healthtdatental insurance plans at the
Company’s cost (except for the Eligible Participaieb-pay, if any, which shall be deducted from Eiigible Participant’s severance
compensation) for the six months following the daftesuch Eligible Participant’'s Covered Terminatitmthe same extent that such insurance
is provided to similarly situated Eligible Partiaipts.

2.3.2 Termination of CoverageNotwithstanding Section 2.3.1, in the event &giBle Participant dies or becomes
covered under another employer’s group health glaimg the continuation
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period (in which case such Eligible Participantrpptly shall inform the Company), the Company sha#se provision of continued group
health insurance for such Eligible Participant angt dependents to the extent permitted by COBRA.

3. FEDERAL TAX UNDER IRC SECTION 4999

3.1 Adjustment of Excess Payments Paytabdm Eligible Participant Subject to Section 4998 the event it is determined that
an Eligible Participant entitled to payments andenefits provided by this Plan or any other amsimthe “nature of compensation” (whether
pursuant to the terms of this Plan or any othem,darangement, or agreement with the Company pe#itiate, any person whose actions
result in a change of ownership or effective cdntfdhe Company covered by Section 280G(b)(2hef €Code or any person affiliated with the
Company or such person) as a result of such chafingenership or effective control of the Companyéyments) would be subject to the
excise tax imposed by Section 4999 of the Code"(#80G Excise Ta¥, the Company shall cause to be determined, beday amounts of
the Payments are paid to the Eligible Participahich of the following two alternative forms of gagnt would maximize the Eligible
Participant’s after-tax proceeds: (a) payment Ihdiithe entire amount of the Payments, or (b)met of only a part of the Payments so that
the Eligible Participant receives the largest paynp@ssible without the imposition of the 280G Eecilax (“Reduced Paymentys If it is
determined that Reduced Payments will maximize layitte Participant’s after-tax benefit, then (sh compensation subject to Section 409/
shall be reduced first, cash payments not subjeSettion 409A shall be reduced second, non-casipensation subject to Section 409A shall
be reduced third, and then noash compensation not subject to Section 409A blealeéduced, (ii) the Payments shall be paid anty¢ exten
permitted under the Reduced Payments alternatink(ig) the Eligible Participant shall have nohitg to any additional payments and/or
benefits constituting the Payments. Unless the gzomwm and Eligible Participant otherwise agree iitimg, any determination required under
this Section 3.1 shall be made in writing by indegent public accountants agreed to by the Compadytee Eligible Participant (the “
Accountant”), whose determination shall be conclusive andlisig upon the Eligible Participant and the Compfimall purposes. For
purposes of making the calculations required by Sgction 3.1, the Accountants may rely on readengbod faith interpretations concerning
the application of Sections 280G and 4999 of thdeCorhe Company and the Eligible Participant shuaflish to the Accountants such
information and documents as the Accountants masomably request in order to make the requiredm@tations. The Company shall bear
all fees and expenses the Accountants may reasociaige in connection with the services contereplély this Section 3.1. Notwithstand
the foregoing, the calculations and adjustment$ostt above shall not result in any delay in pagtraf benefits under this Plan.

4, DEFINITIONS

4.1 Capitalized Terms DefinedCapitalized terms used in this Plan shall h&aeenbeanings set forth in this Section 4, unless th
context clearly requires a different meaning.

4.2 “Caus€’ means the occurrence of any of the following dbads, in each case, as to which (x) the Compawngsgthe
Eligible Participant notice within ninety (90) dagsits first existence and (y) to the extent cleakhe Eligible Participant fails to cure such
condition(s) within thirty (30) days of receivingah notice:

€) theft; a material act of fraud; irtienal falsification of any employment or Compamgords; or the commission of
any criminal act;

(b) improper disclosure or use of the @any’s confidential, business or proprietary infation by the Eligible
Participant;
(c) gross negligence or willful miscortliin the performance of the Eligible
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Participant’s assigned duties that causes demdtstnarm to the Company; or

(d) repeated failure by the Eligible Rap@ant to perform his or her job responsibilitinsaccordance with written
instructions from such Eligible Participant’s sugsor (which, in the case of the Company’s Chieéé&ixive Officer, shall be the
Company’s Board of Directors).

4.3 “Change of Contrdl means:

(a) any “person” (as such term is use8entions 13(d) and 14(d) of the Securities Exchaigf of 1934, as amended),
becomes the “Beneficial Owner” (as defined in RLBe-3 under the Securities Exchange Act of 1934nasnded), directly or
indirectly, of securities of the Company represaptinore than 50% of the total voting power represigby the Company’s then
outstanding voting securities (excluding for thisgose any such voting securities held by the Comppar any affiliate, parent or
subsidiary of the Company or any employee ben&fit pf the Company) pursuant to a transactionseries of transactions which t
Board of Directors does not approve;

(b) a merger or consolidation of the Camyp whether or not approved by the Board of Daestwhich results in the
securities of the Company outstanding immediatelyrghereto failing to continue to represent (eitby remaining outstanding or by
being converted into securities of the survivingtghat least 50% of either (i) the combined vgtimower of the voting securities of
the Company or such surviving entity outstandingediately after such merger or consolidation Qrtié total fair market value of
the securities of the Company or such survivingieonutstanding immediately after such merger arsmidation;

(c) the sale or disposition of all or stamtially all of the Company’s assets (or consutionaf any transaction having
similar effect) provided that the sale or dispasitis of more than two-thirds (2/3) of the assétthe Company; or

(d) the date a majority of members of @mnpany’s Board of Directors is replaced during 4&-month period by
directors whose appointment or election is not eselb by a majority of the members of the CompaBgard of Directors before the
date of the appointment or election; provided, havethat no individual initially appointed or eted to the Company’s Board of
Directors as a result of an actual or threatenectiein contest with respect to the Company’s Badiuldirectors or as a result of any
other actual or threatened solicitation of proXigsor on behalf of any person other than the ComgaBoard of Directors shall be
deemed to be endorsed by a majority of the menmdfehee Company’s Board of Directors.

(e) In any case, a Change of Control utitie Section 4.3 must also meet the requiremefrdschange in ownership or
effective control, or a sale of a substantial porif the Company’s assets in accordance with @edh9A(a)(2)(A)(v) of the Code
and the applicable provisions of Treasury Reguta§id.409A-3.

4.4 “Company’ shall mean Ironwood Pharmaceuticals, Inc. anliipfiong a Change of Control, any Successor that@gjto
assume, or otherwise becomes bound to by operattiamv, all the terms and provisions of this Plan.

4.5 “Constructive Termination in connection with a Chard Control” means the termination of employment by an Eligibl
Participant for Good Reason, as defined in this RAdthin twenty-four months after the occurrené@wy Change of Controfirovidedthat
“Constructive Termination in connection with a Cgarof Control” shall not include any terminationtbé employment of an Eligible
Participant (i) by the Company for Cause; (ii) hg Company as a result of the Permanent Disabllitiie Eligible Participant; (iii) as a result
of the death of the Eligible Participant; or (i\§) @ result of the voluntary termination of employrniey the Eligible Participant for
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reasons other than Good Reason.

4.6 “Covered Terminatioh shall mean, with respect to an Eligible Participfor purposes of this Plan, a Termination Upon
Change of Control or a Constructive Terminatioecémnection with a Change of Control.

4.7 “Effective Daté means May 5, 2009.

4.8 “Eligible Participant” shall means all employees of the Corporation @ygd by the Company as of the Effective Date, an
such other additional employees of the Companyashe designated from time to time after the EffecDate to participate in this Plan by
the Compensation Committee of the Board of Dirextor

4.9 “Good Reasofimeans the occurrence of any of the following dtads following a Change of Control, in each case
occurring without the Eligible Participant’s consand as to which (x) the Eligible Participant githe Company notice within ninety (90)
days of its first existence or occurrence of angmy combination of the eligibility conditions sfféed below, and (y) the Company fails to ¢
the eligibility condition(s) within thirty (30) dayof receiving such notice:

(a) a material diminution in the EligidParticipant’s authority, duties and responsilati

(b) a material diminution in the Eligitfarticipant’s total target cash compensation wdesh material diminution is
in connection with a proportional reduction in canpation for all or substantially all of the Comparemployees who are similarly
situated;

(c) the relocation of the Eligible Paigient’'s work place for the Company to a locatiorrenthan 60 miles from the

location of the work place prior to the Change oh€ol; or

(d) any other action or inaction that stitites a material breach by the Eligible Partiaifs employer of the
agreement, if any, under which the Eligible Paptcit is then providing services.

4.10 “Permanent Disability means that:

(@) the Eligible Participant has beerapecitated by bodily injury, illness or diseaseasdo be prevented thereby from
engaging in the performance of such Eligible Pgudict’'s duties;

(b) such total incapacity shall have aurgd for a period of six (6) consecutive months] a

(c) such incapacity will, in the opinioha qualified physician, be permanent and contiisuguring the remainder of
such Eligible Participant’s life.

411 “Successat means the Company as defined above and any saroasassign (whether direct or indirect, by passh
merger, consolidation or otherwise) to all or sahsally all of the business and/or assets of themgany.

412 “Termination Upon Change of Contrbineans any actual termination of the employmerdroEligible Participant by the
Company without Cause during the period commenttiimty (30) days prior to the earlier of (i) thetdahat the Company first publicly
announces it is conducting negotiations leading @hange of Control, or (ii) the date that the Campenters into a definitive agreement that
would result in a Change of Control (even thoughsibject to approval by the Company’s stockhaddand other conditions and
contingencies); and ending on the earlier of (g)date on which the Company announces that theitikedi agreement described in clause
(ii) above has been terminated or that the Compzaefjorts to consummate the Change of Control copltated by the previously announced
negotiations or by a previously executed definiiggeement have been abandoned or (y) the datéwhic
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is twenty-four months after the Change of Contpotividedthat “Termination Upon Change of Contrakall not include any termination of 1
employment of an Eligible Participant (i) by ther@many for Cause; (ii) by the Company as a resulh@fPermanent Disability of the Eligible
Participant; (iii) as a result of the death of Eliyible Participant, or (iv) as a result of thdwatary termination of employment by the Eligible
Participant for reasons other than Good Reason.

5. EXCLUSIVE REMEDY

51 Sole Remedy for Covered Terminatiofifie payments and benefits provided for in Sest®and 3 shall constitute an
Eligible Participant’s sole and exclusive remedydny alleged injury or other damages arising duhe cessation of the employment
relationship between the Eligible Participant amel Company in the event of the Eligible Particifm@overed Terminatiorexceptas
expressly set forth in a written agreement or dluly executed employment agreement between Comgashyan Eligible Participant, whether
entered into before or after the Effective Date.

5.2 Other Agreements Not Supersedéib provision of this Plan shall supersede oitlitme terms, including more restrictive
terms, of any other agreement by an Eligible Pigditt to refrain from competition with or from stiting the employees or customers of the
Company.

6. OTHER BENEFIT PLANS

This Plan is not intended to and shall not afftaetit or terminate any plans, programs, or arrangets of the Company, all of which
are subject to Committee approval, that are retyutaade available to a significant number of emples;, officers or executives of the
Company, including without limitation the Compangguity incentive plans. As of the date hereof,Gloenpany has no other plan, program ol
arrangement which would provide superior severdeeefits than those provided herein.

7. SUCCESSORS AND ASSIGNS
7.1 Successors of the Comparithe Company will require any Successor expresdlgolutely and unconditionally to assume

and agree to perform this Plan in the same mamtktathe same extent that the Company would bénedjto perform it if no such
succession or assignment had taken place. Faifuhe Company to obtain such agreement shallrbatarial breach of this Plan.

7.2 No Assignment of RightsExcept as set forth in Section 7.3, the inteoésiny Eligible Participant in this Plan or in any
distribution to be made under this Plan may noa$signed, pledged, alienated, anticipated, or wikerencumbered (either at law or in equity)
and shall not be subject to attachment, bankrupfasnishment, levy, execution, or other legal aritdple process. Any act in violation of this
Section 7.2 shall be void.

7.3 Heirs and Representatives of Eligitdeticipant An Eligible Participant’s accrued rights undeistPlan shall inure to the
benefit of and be enforceable by an Eligible Pguéiot’'s personal and legal representatives, exexugoministrators, successors, heirs,
distributees, devises and legatees.

8. NOTICES

For purposes of this Plan, notices and all othemrnanications permitted or provided for in this P&mall be in writing and shall be
deemed to have been duly given when delivered dechhy United States registered mail, return necequested, postage prepaid, as follc

If to the Company Ironwood Pharmaceuticals, Ir
Attention: General Couns
301 Binney Stree
Cambridge, MA 0214.




and if to an Eligible Participant at the most recaidress recorded in the records of the Compé&ither party may provide the other with
notices of change of address, which shall be effectpon receipt.

9. AUTHORITY OF THE BOARD OF THE COMPANY

The Board of the Company, or a designated subcaewrtitereof, shall have the authority to adminigterPlan, interpret the
provisions of the Plan and to determine any questigsing under, or in connection with the admiaion or operation of, the Plan, including,
without limitations, questions of fact. Notwithetiing the foregoing, any determination with resgedhe administration or operation of the
Plan made by the Board of the Company, or a desdreubcommittee thereof, shall be subject to d® meview if such determination is ma
after the date of a Change of Control. If applieathe Plan shall be interpreted and administeredmanner consistent with Section 409A.

10. SEVERABILITY OF PROVISIONS

If anyone or more of the provisions (or any paer#of) of this Plan shall be held invalid, illegalunenforceable in any respect, the
validity, legality and enforceability of the remaig provisions (or any part thereof) shall not ityavay be affected or impaired thereby.

11. AMENDMENT, SUSPENSION OR TERMINATION

At any time after the Effective Date of this Plardarior to the date thirty (30) days before thdieaof (a) the date that the Company
first publicly announces it is conducting negobtias leading to a Change of Control, or (b) the tlaéthe Company enters into a definitive
agreement that would result in a Change of Coifénatn though still subject to approval by the Conymstockholders and other conditions
and contingencies), the Board of Directors of tlen@any shall have the right to amend, suspendminate this Plan at any time and for any
reason. Notwithstanding the preceding sentencgeter, no amendment or termination of this Plarl seduce any Eligible Participant’s
rights or benefits that have accrued and becomalp@yinder this Plan before the date the amendimendbpted or this Plan is terminated, as
appropriate. Any such amendment shall comply wighrequirements of Section 409A, if applicable.
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Exhibit 10.9.1

AMENDMENT NO. 2 TO COLLABORATION AGREEMENT

This AMENDMENT NO. 2 TO THE COLLABORATION AGREEMENTthe “ Amendment) is entered into and effective on this
8th day of January, 2013 (the “ Second AmendmeiaicEife Date’), by and between Ironwood Pharmaceuticals, IMdeaware corporation
(formerly Microbia, Inc.) (“_Ironwood) and Forest Laboratories, Inc. (* For&st Ironwood and Forest may each be referred teihe
individually as a “ Party and collectively as the * Partie’s

BACKGROUND

Ironwood and Forest entered into a Collaboratione&gent dated as of September 12, 2007 and an AnsridNo. 1 to
Collaboration Agreement dated as of November 39288 amended, the “ Agreemént

Ironwood and Forest now desire to further amenddireement to reflect the transfer of ownershiphef global safety database from
Forest to Ironwood as of the Second Amendment Efie®ate, under the terms and conditions set foettein.

AGREEMENT

NOW THEREFORE, in consideration of the mutual preesiand covenants set forth below and other godb@a@nable consideratio
the receipt and sufficiency of which is hereby amkledged, the Parties agree as follows:

1. Adverse Events. The text of Section 4.3 is hereby deleted iritSrety and replaced with the following:

“ Adverse Events. The Parties have entered into an amended atadgégharmacovigilance agreement, which is atthek
an exhibit hereto and hereby incorporated into Algieeement by reference (the “PharmacovigilanceeAgrent”). The
Parties will comply with the provisions of such Rhacovigilance Agreement. Ironwood will maintaimmdawill be the
recognized holder of the global safety databaséfiwerse Event reports related to the CollaboraGompound and Product
received by either Party. Forest or its subliceasaay request from Ironwood safety data or repoctaded in, or generated
from, the global safety database, and Ironwood slediver such safety data and/or reports to Fdreatreasonably prompt
manner to enable Forest and its sublicensees &ytiomply with all Applicable Laws. Forest wikspond, or will cause its
sublicensees to, respond to safety inquiries régauttie Product in the Field in the Territory. 8ety-five percent (75%) of
all costs incurred by Ironwood and, if applicaldae hundred percent (100%) of all costs incurre&dmest, in maintaining
the global safety database will be included as @reent Expenses; provided, however, that witheesto costs incurred
by Ironwood, upon either Party’s request (but noterfrequently than annually), the Parties willedjthe applicable
percentage to




reflect the percentage of safety reports processtite global safety database that originated énTtrritory during the prior
year (as compared to the total number of safetgrtgphat originated in any country worldwide dgrsuch year) and, if
necessary, reconcile costs for such prior yeargfample, if such percentage of safety reportsdtiginated in the Territory
is less than 75% then the percentage of the austisred by Ironwood will be reduced to equal suwhkdr percentage, and if
such percentage of safety reports that originatete Territory is more than 75% then the percente#fghe costs incurred by
Ironwood will be increased to equal such higheceetage). In addition, all other costs incurrecelbgh Party in performing
its respective obligations under the PharmacovigigsAgreement will be included as Development Experi

General

A. Except as amended by this Amendment, the Agreeshatitremain in full force and effect in accordamgth the
terms thereof. Amendments made pursuant to thisriment shall be effective as of the Second AmentiE#ective Date

B. This Amendment may be executed in any number ofitesparts, each of which shall be deemed an ofigimc all
of which taken together shall be deemed to constitne and the same instrument. An executed sighpage of this
Amendment delivered by PDF facsimile transmissiuallde as effective as an original executed sigegpage.

(The remainder of this page has been intentionettyblank. The signature page follows.)
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IN WITNESS WHEREOF, duly authorized representatiobthe Parties have duly executed this Amendnmebeteffective as of the
Second Amendment Effective Date.

FOREST LABORATORIES, INC IRONWOOD PHARMACEUTICALS, INC.
By /s/ M. Boerstoe By /s/ Jim DeTore
Name: M. Boerstoe Name: Jim DeTor

Title: CSO, VP Global Drug Safe Title: VP, Finance and Administratic
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COLLABORATION AGREEMENT

THIS COLLABORATION AGREEMENT (the “ Agreemeri} is entered into on this 23rd day of October, 2Qthe “_Effective Date
"), by and among Ironwood Pharmaceuticals, Incomporation organized under the laws of Delawaredtiwood”) and AstraZeneca AB, a
corporation organized under the laws of SwedendttaZenecd). [ronwood and AstraZeneca may be referred tthis Agreement
individually as a “ Party and collectively as the * Partie’s

RECITALS
A. Ironwood is developing the Licensed Compound (aefibelow) which has uses or potential uses inrtrernent and
prevention of disease in humans.
B. Ironwood (formerly Microbia, Inc.) has entered it@ollaboration Agreement with Forest Laboratgries. (* Forest'),

effective as of September 12, 2007, as amendedtfrento time prior to the Effective Date or in aotance with this Agreement (the " Forest
Agreement), under which Ironwood exclusively licensed tor€st certain rights to the Licensed Compound irRtiest Territory (defined
below) and Ironwood and Forest agreed to collakavatthe development and commercialization of swchpound in the Forest Territory.

C. Ironwood has entered into a License Agreement @ithirall S.A. (formerly Laboratorios Almirall, S.A.(“ Almirall ™)
effective as of April 30, 2009, as amended frometim time prior to the Effective Date or in accarda with this Agreement (the * Almirall
Adreement), under which Ironwood exclusively licensed tavtall certain rights to the Licensed Compoundhiea Almirall Territory
(defined below) and Ironwood and Almirall agreecttdlaborate on the development and commerciatinadi such compound in the Almirall
Territory.

D. Ironwood has entered into a License Agreement Adiellas Pharma Inc. (“ Astelld} effective as of November 10, 2009,
as amended from time to time prior to the Effecidate or in accordance with this Agreement (thesteflas Agreement), under which
Ironwood exclusively licensed to Astellas certaghts to the Licensed Compound in the Astellas i (defined below) and Ironwood and
Astellas agreed to collaborate on the developmediitammercialization of such compound in the Aageerritory.

E. AstraZeneca is engaged in the research, developmanufacture and commercialization of human phaemtical products

F. Ironwood desires to grant to AstraZeneca and AstneZa desires to receive an exclusive licensevelale market, and
distribute the Licensed Compound in China on theseand conditions set forth in this Agreement.

1
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AGREEMENT

NOW, THEREFORE, in consideration of the mutual pises and covenants set forth below and other gndd/aluable
consideration, the receipt and sufficiency of whighereby acknowledged, the Parties agree asifsllo

1. DEFINITIONS

For purposes of this Agreement, the following termisen used in this Agreement, have the meaninggreedd to them in this Article 1.

1.1 “ Accounting Standardsmeans GAAP or IFRS, as applicable.
1.2 [**]
1.3 “ Affiliate " means, with respect to a Person, any Persorctmitols, is controlled by, or is under common coinwith such

first Person. For purposes of this definition origgntrol” means (a) to possess, directly or indilyg the power to direct the
management or policies of a Person, whether througtership of voting securities or by contracttialato voting rights or corporate
governance, or (b) to own, directly or indirectiyore than 50% of the outstanding voting securitiesther ownership interests of si

Person.

1.4 “ Agreement’ is defined in the Introduction.

15 “ Almirall " is defined in Section C of the Recitals.

1.6 “ Almirall Agreement” is defined in Section C of the Recitals.

1.7 “ Almirall Territory " means the current and any future member statdsedEuropean Union (consisting of the following

countries as of the Effective Date: Austria, BefgjiBulgaria, Cyprus, the Czech Republic, Denmaskoiia, Finland, France,
Germany, Greece, Hungary, Ireland, Italy, Latvidhliania, Luxembourg, Malta, the Netherlands, Pad)d&ortugal, Romania,
Slovakia, Slovenia, Spain, Sweden, and the United¢#om), Albania, Andorra, Georgia, Lichtensteirgeland, San Marino,
Switzerland, Turkey, Norway and Russia, as weththgr countries of the former Yugoslavia and thatser countries forming the
Commonwealth of Independent States.

1.8 [**]
1.9 “ Ancillary Agreements means the Supply Agreement, the Pharmacovigil#greement, and the Quality Assurance
Agreement.

1.10 “ Anti-Corruption Laws' is defined in Section 5.5.1.

1.11 “ Applicable Law” means all applicable statutes, ordinances, réiguis, rules, or orders of any kind whatsoeverrof a
governmental authority or Regulatory Authority in
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the Territory or otherwise having jurisdiction o\ary portion of the Parties’ activities under tAgreement, as amended from time to
time.

1.12 “ Arbitrator " is defined in Section 10.1.3(a).

1.13 “ Astellas” is defined in Section D of the Recitals.

1.14 “ Astellas Agreemerntis defined in Section D of the Recitals.
1.15 “ Astellas Territory” means Japan, South Korea, Taiwan, Thailand, gfiifles, and Indonesia.
1.16 “ AstraZenecd is defined in the Introduction.

1.17 “ AstraZeneca Collaboration Patent Rights defined in Section 7.4.1.

1.18 “ AstraZeneca House MarRsneans AstraZeneca’s and its Affiliates’ trade meapcorporate names and corporate logos.

1.19 “ AstraZeneca Indemnified Partyis defined in Section 9.2.

1.20 “ AstraZeneca KnowHow " means (a) Know-How that AstraZeneca or its Affiis Controls as of the Effective Date or that
comes into the Control of AstraZeneca or any ofiffdiates during the Term (other than CollaboaatiKnow-How, Joint Know-How
and Development Data) that is materially used imeation with or incorporated into the Licensed @oomd or Product by or on
behalf of AstraZeneca or its Affiliates or SubliseBs, except to the extent that any such Know-Hxdateas to any active ingredient
other than a Licensed Compound, and (b) Collabmrdfinow-How (other than Joint Know-How and Devel@mnnData) that is
invented, conceived, or developed solely by emmeyaf AstraZeneca or its Affiliates, or Third Pastiacting on behalf of
AstraZeneca or its Affiliates. Notwithstanding tleeegoing, in no event shall AstraZeneca Know-Haglude any Know-How

relating to or arising out of packaging or labelamivities of AstraZeneca.

1.21 “ AstraZeneca Patent Rightneans any Patent Right that is Controlled by &3&neca or any of its Affiliates as of the
Effective Date or comes into the Control of Astragea or any of its Affiliates during the Term aimdeach case, claims AstraZeneca
Know-How.

1.22 “ AstraZeneca Related Partys defined in Section 5.6.

1.23 “ AstraZeneca Technolodymeans AstraZeneca’s interest in (a) the Astrazanénow-How, (b) the AstraZeneca Patent
Rights and (c) all other intellectual property tigyin any of the foregoing.

1.24 “ Audited Party” is defined in Section 4.3.

1.25 “ Auditing Party” is defined in Section 4.3.
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1.26 “ Authorized Recipient is defined in Section 5.1.1.

1.27 “ Authorized Representatives defined in Section 5.5.2.

1.28 “ Bankruptcy” is defined in Section 8.2.3.

1.29 “ Calendar Quartet means each of the three consecutive month peaodsg on March 31, June 30, September 30, and
December 31.

1.30 “ CC " means chronic constipation.

1.31 “ Change of Contrgl means, with respect to a Person, any of the foligwn(i) the sale or disposition of all or substaltyi all
of the assets of such Person to a Third Partyth@)acquisition by a Third Party, other than ampleyee benefit plan (or related trust)
sponsored or maintained by such Person or any dfftliates, of more than 50% of such Person’sstarntding shares of voting capital
stock (e.g., capital stock entitled to vote gereifalr the election of directors), (iii) the apptiiment or election to the board of direct
of such Person of members constituting a majofituch board who were not appointed, approvedarmenended for election by t
board of directors as constituted immediately ptiothe appointment or election of such majority(i@) the merger or consolidation
of such Person with or into another corporatioheothan, in the case of (ii) or (iv) above, anwasitjon or a merger or consolidation
of a Person in which holders of shares of suchdPéss/oting capital stock immediately prior to thequisition, merger or
consolidation have at least 50% of the ownershipotihg capital stock of the acquiring Third Pastythe surviving corporation in
such merger or consolidation, as the case mayrbeediately after the merger or consolidation. Ndtatanding the foregoing, a
Change of Control will not be deemed to occur czpaat of a sale of assets, merger or other traiosaetfected exclusively for the
purpose of changing the corporate domicile or |égath of such Person.

1.32 “ Claim " is defined in Section 10.1.3(a).

1.33 “ Clinical Trial Material” means the Licensed Compound in finished dosage fhat is used in clinical trials, but not for
Commercial sale.

1.34 “ Collaboration KnowHow " means Know-How that is invented, conceived, oradeped by or on behalf of either Party’s or
both Parties’ (or their Affiliates’) employees ohifd Parties acting on such Party’s or Partiestljeir Affiliates’) behalf, in each case
in the course of such Party’s or Parties’ (or tiadfiliates’) performance under this Agreement ayancillary Agreement.

1.35 “ Collaboration Patent Rightsmeans Patent Rights claiming Collaboration KnoawH

1.36 “ Collaboration Technology means Collaboration Know-How and CollaboratioridPé Rights, and all other intellectual
property rights in any of the foregoing.

1.37 “ Combination” is defined in Section 5.6.
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1.38 “ Combination Product means a Product that contains the Licensed Comgbogucombination with one or more other
products or active ingredients, the manufacture,arssale of which are not covered by a PatenttRigimtrolled by Ironwood.

1.39 “ Commercializatiorf means any and all activities of importing, maikgt promoting, distributing, offering for sale, or
selling a Product in the Territory, including fotaanple pre-First Commercial Sale market developraetivities conducted in
anticipation of Regulatory Approval of Product, lseg pricing reimbursement approvals for Producapplicable, preparing
advertising and promotional materials and saleseftraining. Commercialization does not include &epment or Manufacturing.
When used as a verb, * Commercializaeans to engage in Commercialization.

1.40 “ Commercialization Budgétmeans the budget adopted in accordance with @e8tb.1 for conducting Commercialization
activities pursuant to the Commercialization Plan.

1.41 “ Commercialization Expensésneans all fully-burdened internal and externatsand expenses (except as otherwise
expressly provided in the Commercialization Budgétich provision explicitly acknowledges a deviatiivom this Section 1.41)

(a) associated with Commercialization activitidatiag to the Commercialization of the Product parst to the Commercialization
Plan, in each case as set forth in the Commerataiz Plan and Commercialization Budget (or counstiy a permitted overage ther
under Section 4.2.6), including Selling Expensearkdting Expenses, Managed Care Expenses, ancealb¢able, Indirect Taxes a
duties, or (b) approved by the JCC as Commerciiz&xpenses prior to the date on which the Ih@iammercialization Plan and
the initial Commercialization Budget are approvgdhe JCC. For clarity, any import duties or noneneerable VAT incurred due to
shipping the Product into the Territory for Comnialization purposes shall be considered a Comméaton Expense.
Notwithstanding the foregoing, CommercializatiorpErses will not include [**].

1.42 “ Commercialization Plait means the strategic commercialization plan ferBnoduct in the Field in the Territory, as such
plan may be amended or updated from time to tinezaordance with this Agreement. The Commerciatina®lan will include, but i
not limited to, (a) a multi-year marketing strate@ly) a multi-year communications strategy thatudes plans for public relations,
conferences and exhibitions and other externalingetinternal meetings and communications, putiioa and symposia, internet
activities and core brand package, (c) a high lepekating plan for the implementation of suchtsgies on an annual basis, includ
information related to product positioning, coresseges to be communicated, share of voice requitsraed pricing strategies, (d) a
multi-year Detailing strategy, including a call pleonsisting of a high-level geographic distribotaf Details, a targeted range of the
aggregate number of Details to be performed angasé@ion of such Details (e.g., primary or secagiiaand (e) all other material
activities to be conducted in connection with th@mnercialization of the Product in the Field in Territory.
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1.43 “ Commercially Reasonable Effortaneans those efforts and resources normally ugdtfh taking into account, without
limitation, issues of safety and efficacy, prodpudfile, the proprietary position of the productammpound, the regulatory
environment and status of the compound, and o#ievant scientific factors, market conditions tipgavailing, as well as profitabilit
the extent of market exclusivity, the cost to depehe compound or product, health economic claamd,other similar factors
reasonably determined by [**] to be relevant. “ Guercially Reasonableas used in this Agreement will be interpretecin
corresponding manner.

1.44 “ Confidential Informatiori’ means, subject to Sections 5.1.2 and 5.1.3, adya#l data, results, Know-How (including the
Ironwood Know-How and AstraZeneca Know-How) andibess information, whether oral or in writing orany other form,
disclosed before, on or after the date of this Agrent by one Party to the other Party under thizé&ment or any Ancillary
Agreement or prior to the Effective Date. Any infation disclosed at a meeting of the JDC, JOC @ il constitute Confidential
Information unless otherwise specified.

1.45 “ Control” or “ Controlled” means, with respect to any intellectual propeigit or Know-How of a Party or any of its
Affiliates or, as applicable, Future Acquirer, thia¢ Party or its Affiliates or, as applicable,sfe Acquirer (a) ownshas an intere
in, or, other than pursuant to this Agreement,shisense to such intellectual property right ooMrHow and (b) has the ability to
grant access, a license or a sublicense to sueltettttial property right or Know-How to the othexr® as provided in this Agreement
without violating an agreement with or other rigbfsany Third Party, provided, however, that (iyamtellectual property right or
Know-How of a Party or any of its Affiliates, whichtellectual property right or Know-How is acqudrafter the Effective Date, may
be excluded from the scope of the intellectual prprights and Know-How Controlled by such Papritten notice to the other
Party if (A) the exercise of such intellectual pedy or use of such Know-How by the other Party Mdrtigger a royalty or other
payment to a Third Party, (B) such intellectualgeny right or Know-How is not the subject of eglitse entered into pursuant to
Section 7.8 and (C) following notification of théher Party by such Party, the other Party [**] &idany intellectual property right
Know-How C ontrolled by a Future Acquirer of Ironagwill be excluded from intellectual property Canilied by Ironwood for
purposes of this Agreement except to the extentstingh intellectual properright or Know-How is (A) developed, acquired




otherwise Controlled pursuant to or in connectiati\a license or other agreement with Ironwood, theeowned by Ironwood or
such Future Acquirer (for purposes of this defamitisuch intellectual property rights and Know-Hdle “ Related IP) as of the
effective date of the applicable Change of Corfdfonwood, (B) developed or acquired by such Feiticquirer following such
Change of Control with the use of the Ironwood Krdaw or any Related IP or (C) used in the developtm@manufacture or
commercialization of the Licensed Compound or Pebdhy the Future Acquirer.

1.46 “ Counterfeiting” is defined in Section 5.7.
1.47 “ CRO " means a qualified clinical research organization.

6




[**] = Portions of this exhibit have been omittedrpuant to a confidential treatment request. Aredacted version of this exhibit has been
filed separately with the Commission.

1.48 [

1.49 “ Detail " means a face-to-face meeting, in an individuaimup practice setting, between one or more plarsigrescribers
and one or more AstraZeneca or Ironwood (if Irondvegercises its rights under Section 3.5.4) s@psesentatives during which
product information is communicated in a mannersegignt with the Commercialization Plan and thigefgnent. When used as a
verb, “ Detail” or “ Detailing ” will mean to engage in a Detalil.

1.50 “ Detail Rate” as applicable to both Parties, means the Dedtgl set forth in the Commercialization Plan, asraded from
time to time. For purposes of applying the DetaitdR each Detail will be weighted as set forthhim Commercialization Plan. The
Commercialization Plan shall specify what costsiatended to be covered by the Detail Rate.

1.51 “ Development’ means all activities performed by or on behaltdher Party in the performance of the Developniriah.
Development will include all activities relatedresearch (including Post-Approval Research), narieal testing, test method
development and stability testing, toxicology, fotation, process development, manufacturing scpleguality assurance/quality
control, clinical studies including Phase II, PhHsand pricing studies, medical-scientific affgiiscientific publications, obtaining,
maintaining or expanding Regulatory Approval arfteotvise handling regulatory affairs, statisticadlgeis and report writing
performed pursuant to the Development Plan withaesto the Product. Development will not includarfacturing or

Commercialization. When used as a verb, “ Devélogans to engage in Development.

1.52 “ Development Budget means the budget adopted in accordance with @e8til.1 for conducting Development activities
pursuant to the Development Plan.

1.53 “ Development Datd means any (a) pharmacology, toxicology and othielogical data included in the Collaboration
Technology that was created to support a Regul&abmission in the Territory and (b) clinical dateluded in the Collaboration
Technology.

1.54 “ Development Expensemeans the fully-burdened internal and externatsgexcept as otherwise expressly provided in th
Development Budget, which provision explicitly ackviedges a deviation from this Section 1.54) inedroy a Party in connection
with studies or activities performed pursuant t® frevelopment Plan in order to obtain, maintaiexgand the relevant Regulatory
Approval to Manufacture, use or sell Product infedd in the Territory to the extent included retDevelopment Budget.
Development Expense will include, in each casédoeixtent relating to the Development of the Produad set forth in the
Development Plan and Development Budget (or caristg a permitted overage thereto under Sectio6}.ga) all out-of-pocket

costs and expenses actually incurred by AstraZemelranwood in conducting such studies or actatincluding without limitation
costs of studies on the toxicological, pharmacaalgimetabolic or clinical aspects of the LicenS€sanpound or Product
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conducted internally or by individual investigatorsconsultants and necessary for the purposetafrobg, maintaining or expanding
Regulatory Approval of the Product, including PAstproval Research, process development, procesewement and scale-up costs
(including validation, qualification lots, techngiptransfer and analytical transfer for supply afdnsed Compound or Product to
AstraZeneca), [**], (b) the costs of internal paersel engaged in the performance of such studiestivities, including the activities
described below in this Section 1.54 (such cosisbeiincluded in the Development Budget [**]), @l costs of developing data for
Regulatory Submissions and all costs associatddmatking such submissions, (d) all costs relatgzhtrmacovigilance activities
(unless included in Commercialization Expenseg)allecosts of Clinical Trial Materials, (f) allrievocable, Indirect Taxes and duties,
and (g) any other costs that are designated asl@mwuent Expenses herein. For clarity, any impotieduor non-recoverable VAT
incurred due to shipping the Product into the Teryi for Development purposes shall be considerbéwlopment Expense.
Notwithstanding any other provision of this Agreern® the contrary, [**].

1.55 “ Development Plari means the plan for the development of the LicdriS8empound for Regulatory Approval and Post-
Approval Research in the Territory, including (apalti-year strategy for Phase IV studies and litde management activities, if any,
(b) success criteria for any clinical trials inodatdin such Development Plan, (c) a strategy foaiobtg, maintaining and, if applicab
expanding Regulatory Approvals for the Productludimg an allocation of responsibilities for implenting such strategy and (d) an
expected timetable for the completion of such chhtrials, as such plan may be amended or updiaiadtime to time in accordance
with this Agreement.

1.56 “ Disclosing Party' is defined in Section 5.1.1.

1.57 “ Dyspepsid’ means functional dyspepsia, postprandial distsgssirome, epigastric pain syndrome, ulcer-likepgysia,
dysmotility-like dyspepsia and unspecified dyspapsi

158  “ Effective Date” is defined in the Introduction.

159  [*]

1.60 “ Existing Agreement$ means the Forest Agreement, the Almirall Agreeteerd the Astellas Agreement.

1.61 “ Eair Market Value’ means with respect to a valuation required by pmyision of this Agreement, (a) [**], if such

valuation must be determined [**], or (b) if claug@ does not apply, [**]. Fair Market Value wileldetermined by [**].

1.62 “ Eield " means all human prophylactic and therapeutic o$@sProduct in all Oral Forms for any and alligadions,
including but not limited to IBS-C, CC, OIC, IBS-Byspepsia and other lower gastrointestinal dissrde
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1.63

“ Eirst Commercial Salé means, with respect to the Product, the first shfgich Product under this Agreement for use il

Field to a Third Party in the Territory, after suefoduct has been granted Regulatory Approvalderin the Field by the competent
Regulatory Authorities.

1.64

1.65

1.66

1.67

“ Force Majeur€ is defined in Section 10.2.
“ Forest” is defined in Section B of the Recitals.

“ Forest Agreemernitis defined in Section B of the Recitals.

“ Eorest Territory’ means the countries of North America, consistifithe United States, Canada, and Mexico, and their

respective territories and possessions (includungrt® Rico, irrespective of political status).

1.68

“ ETE Rate” means the [**] per employee [**]. The FTE Ratedlinitially be [**] provided however that such tas may be

adjusted from time to time by the JDC, JOC, or J&Capplicable, and such updated rate will becs#t fin the Development Plan or
Commercialization Plan, as applicable. The FTE Rata fulltime equivalent for a Calendar Quarter shall e@%8b of the foregoin
annual rate. For purposes of determining the Fate H**].

1.69

“ Buture Acquirer” means the Third Party to any Change of Contamsaction and such Third PagyAffiliates immediately

prior to the Change of Control.

1.70

1.71

1.72

1.73

“ GAAP " means United States generally accepted accouptingiples, as in effect from time to time.
“ GC-C Agonist” means a guanylate cyclase C agonist.
“ Gl Effect” means all human prophylactic and therapeutic fmegastrointestinal indications.

“ Good Clinical Practicé or “ GCP" means the standards of good clinical practicaragequired by governmental agencies

in countries in which the Products are intendedesold under this Agreement.

1.74

1.75

1.76

1.77

1.78

“ Group” is defined in Section 5.6.

“1BS-A " means irritable bowel syndrome with alternatirayel habits.

“1BS-C " means irritable bowel syndrome with the primargnifestation of constipation.
“I1CC " is defined in Section 10.1.3(a).

“IFRS " means the International Financial Reporting Stadd, as in effect from time to time.
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1.79 “ Impairment” means that (a) it is reasonably anticipated thatentity resulting from a Change of Control ofraZeneca,
Parent or any Local Affiliate will be unable to fam its obligations in accordance with the terrhghis Agreement, as reasonably
determined based on objective criteria availabledih Parties, including the new entity’s finangakition and product pipeline,
(b) the acquiring entity in such Change of Contno&ny of its Affiliates (prior to the Change of @wml) is actively developing or
commercializing a GC-C Agonist indicated for theatment of IBS-C, CC, or OIC (unless as to any suaditation, the JDC has
determined not to pursue Development for such atitin) or any other indication for which the Protliscthen being Developed or
Commercialized in the Territory pursuant to thisrégment, unless such entity or such Affiliate ceasech activity or [**].

1.80 “ Indemnified Party’ is defined in Section 9.4.

1.81 “ Indemnifying Party’ is defined in Section 9.4.

1.82 “ Indirect Taxes' means VAT, sales taxes, consumption taxes and siimdar taxes required by law to be disclosed draxz
Invoice.

1.83 “ Infringement” is defined in Section 7.6.2.

1.84 “ Initial Commercialization Plafiis defined in Section 3.5.1(g).

1.85 “ Initial Development Plari is defined in Section 3.1.2.

1.86 “IPWG " is defined in Section 7.3.

1.87  *Ironwood"” is defined in the Introduction.

1.88 “ Ironwood House Marks means Ironwood’s and its Affiliates’ trade namestporate names and corporate logos.
1.89 “ [ronwood Indemnified Party is defined in Section 9.3.

1.90 “ Ironwood KnowHow " means (a) Know-How that Ironwood or any of itdilidites Control as of the Effective Date,

including Know-How that has arisen or arises urtderExisting Agreements to the extent Controlledrbypwood or its Affiliates, or
that comes into the Control of Ironwood or its Affies during the Term (other than Joint Know-Havd &evelopment Data) to the
extent necessary or useful in the Territory to Degy®r Commercialize the Licensed Compound or Pegdocluding without
limitation any method of making the Licensed Commebor Product, any composition or formulation of ticensed Compound or
Product, or any method of using or administerirgliitensed Compound or Product, except to the extahany such Know-How
relates solely to any active ingredient in a Produicer than the Licensed Compound, and (b) Cotktiim Know-How (other than
Joint Know-How and Development Data) that is ineginttonceived or developed by one or more of thewiing: employees of
Ironwood or its Affiliates, or Third Parties actiog behalf of Ironwood or its Affiliates.
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1.91 “ [ronwood Patent Rightsmeans (a) any Patent Rights claiming Ironwood Wxdow, and (b) any other Patent Rights that
Ironwood or any of its Affiliates Control as of th#fective Date, including Patent Rights under Exésting Agreements, or that come
into the Control of Ironwood or its Affiliates duag the Term (other than Joint Patent Rights) tcettient such rights cover or recite
the Licensed Compound or Product, any method ofimgake Licensed Compound or Product, any compositi formulation of the
Licensed Compound or Product in the Territory or arethod of using or administering any Licensed @ound or Product, except to
the extent that any such Patent Rights relateystidedny active ingredient in a Product other tienLicensed Compound.

1.92 “ Ironwood Technology means Ironwood'’s and its Affiliate’s interest(a) the Ironwood Know-How, (b) the Ironwood
Patent Rights, and (c) all other intellectual propeghts in any of the foregoing.

1.93 “JCC" is defined in Section 3.5.1(a).

1.94 “ JCC DeadlocK is defined in Section 3.5.1(f).

1.95 “JDC " is defined in Section 3.1.1(a).

1.96 “ JDC DeadlocK is defined in Section 3.1.1(f).

1.97 “JOC" is defined in Section 3.4.1(a).

1.98 “ JOC Deadlock is defined in Section 3.4.1(f).

1.99 “ Joint KnowHow " means any Collaboration Know-How, other than Depment Data, that is invented, conceived or
developed jointly by one or more employees of Irood or its Affiliates (or any Third Party or ThiRhrties acting on any of their
behalf) and one or more employees of AstraZeneda éffiliates (or any Third Party or Third Parsi@cting on any of their behalf).
1.100 “ Joint Patent Right means any Patent Right that claims Joint Kndaw and names as the inventors one or more emp

or agents of Ironwood or its Affiliates togethetthvone or more employees or agents of AstraZeneita Affiliates, as determined by
U.S. law.

1.101 “ Joint Technology means Joint Know-How, Joint Patent Rights, aratder intellectual property rights therein.

1.102 “Know-How " means all inventions, discoveries, data, infoioratincluding scientific, technical or regulatanformation),
processes, methods, techniques, materials, teapnakesults, analyses, laboratory, non-clinical elmical data, or other know-how,
whether or not patentable, including without lintida pharmacology, toxicology, drug stability, méacturing and formulation
methodologies and techniques, clinical and nonigdirsafety and efficacy studies, marketing studidsorption, distribution,
metabolism and excretion studies.
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1.103 “Liabilities " is defined in Section 9.1.

1.104 “Licensed Compountimeans Ironwood’s proprietary GC-C Agonist genlgregferred to as “linaclotide” and having the
chemical structure set forth on Schedule 1.104amydsalts, metabolites, polymorphs and pro-drugeettf.

1.105 “Local Affiliate " means any of AstraZeneca'’s Affiliates that argpensible for Developing or Commercializing thedrct
in the Territory.

1.106 “Managed Care Expenséseans the costs and expenses of activities cetatebtaining reimbursement from payers, work
on managed care accounts and other similar aeswiirectly related to the Commercialization ofdrcts in the Territory.

1.107 “ Manufacture,” “ Manufactured’ or “ Manufacturing” means all activities involved in the producti@tgring, handling,
packaging, and labeling of any Licensed Compouri@roduct to be Developed or Commercialized undsrAlgreement.

1.108 “ Marketing ExpenseSmeans the costs and expenses associated withetimaylthe Product in the Territory, including costs
for preparing and reproducing Detailing aids, Patigaromotional materials and other promotional mal®, costs of professional
education, Product-related public relations, rel&hips with opinion leaders and professional sesemarket research, costs of sales
and marketing data and other similar activitiegdiy related to the Commercialization of Productthe Territory.

1.109 [*
1.110 *“ Milestone Event is defined in Section 4.2.1.

1.111 “ Monetization Transactiohis defined in Section 10.9.

1.112 “ Net Loss” means, for a given period, Net Sales in the Tanyiless Program Expenses incurred in connectitim tive
Development and Commercialization of the Produt¢henTerritory, where the result is a negative nemb

1.113 “ Net Profit” means, for a given period, Net Sales in the Tenyiless Program Expenses incurred in connectitim tive
Development and Commercialization of the ProduchenTerritory, where the result is a positive nemb

1.114 “ Net Sales’ means, with respect to any period, the gross artsomvoiced by AstraZeneca, its Affiliates or Subhsees, as
applicable, to Third Parties for sales of the Potdiu the Field in the Territory, less the followideductions to the extent included in
the gross invoiced sales price for the Productloemvise directly paid or incurred by AstraZeneataAffiliates or Sublicensees, with
respect to the sale of the Product in the Territb)ytrade, quantity or cash discounts creditgustthents or allowances, including
those granted on account of price adjustmentsndiérrors, rejected goods, or damaged goodsefidtes and chargebacks allowed,
given or accrued (including, but not limited toshagovernmental and managed care rebates, hospd#ier buying group
chargebacks, and governmental taxes in the naf@reabhate based on usage
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levels or sales of the Product); (iii) sales, exctarnover, inventory, and similar taxes (not effsr refunded, except in the case of
value added taxes) assessed on the sale of thed®r@d) bad debts reserved for on the basiszgtiliby AstraZeneca in its branded
pharmaceutical business generally or, if greatmd, debts actually written off, in each case whiehadtributable to sales of Product;
(v) administrative fees paid to group purchasimgpoization, managed care entities or other sirylaes of organizations or networks
participating in the distribution and/or salestoé Product; (vi) amounts paid or credited to cugianfior inventory management
services; (vii) any other similar and customaryudbns that are consistent with GAAP or IFRS pplcable; and (viii) an allowance
for transportation costs, distribution expensescip packaging and related insurance chargeghfrand insurance charges, taken in
accordance with AstraZeneca'’s standard practicgkcaple to other of AstraZeneca'’s products, whatthwance will in no event
exceed [**] of the amount arrived at after applioatof items (i) to (vii) above. Net Sales will determined in accordance with
applicable Accounting Standards. Without limitifg tgenerality of the foregoing, sales, transfersligpositions of Product for
charitable, promotional (including samples), noimichl, clinical, or regulatory purposes will becduded from Net Sales, as will sales
or transfers of Product among a Party and its iaffls or Sublicensees.

Net Sales of Combination Products will be calcuddig first determining Net Sales of such Combinatwoduct (in its entirety)
pursuant to the foregoing and then multiplying Ket Sales of the Combination Product by the fracié(A+B), where A is the gross
invoice price of the Licensed Compound if sold sefiy as a single agent Product in the Territony B is the gross invoice price of
the other active ingredient(s) sold as single aperduct(s) included in the Combination Productifd separately in the Territory. In
the event no such separate sales are made by Asted, its Affiliates or Sublicensees, in the Teryi Net Sales of the Combination
Product will be calculated by multiplying such Nestles by a fraction fairly and reasonably reflegtime relative value contributed by
the Licensed Compound or Product to the total vafutbe Combination Product as determined by thw&idzain good faith.

1.115 “ New Drug Application” or “ NDA " means a new drug application filed with a RegaatAuthority (not including pricing
and reimbursement approval), that is analogousaméew drug application with the United States Faod Drug Administration
described in 21 C.F.R. § 314.

1.116 “ Official " is defined in Section 5.5.2.

1.117 *“ QOIC " means opioid induced constipation.

1.118 “ QOral Form” means a finished dosage form that is deliveretthéogastrointestinal tract after delivery throdigé mouth, in
any dosage strength or form. Specifically, an G@in includes forms that dissolve in the mouthrmttforms that are delivered by
injection or inhalation.

1.119 *“ Order” is defined in Section 5.1.3.
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1.120 [*]

1.121 “ Other Outof-Pocket Costs means the (a) costs incurred in connection with [b) costs incurred in [**], (c) costs
incurred in [**], and (d) such other costs as agsignated as Other Out-of-Pocket Costs hereinharaise mutually agreed upon by
the Parties. All costs included in the foregoindl & fully burdened internal and external costsept as otherwise agreed by the
Parties in writing.

1.122 * Parent’ is defined in Section 8.4.2.

1.123 *“Party” and “ Parties' is defined in the Introduction.

1.124 * Patent Right§ means any and all (a) U.S. or foreign patent apptios, including all provisional applications, stitutions
continuations, continuations-in-part, divisionqewals, and all patents granted thereon, (b) &l Ot foreign patents, reissues,
reexaminations and extensions or restorations tsyieg or future extension or restoration mechasisimcluding supplementary
protection certificates or the equivalent theraofl (c) any other form of government-issued rigiissantially similar to any of the
foregoing.

1.125 *“ Payments'is defined in Section 4.4.1.

1.126 “ Person’ means any individual, corporation, company, lexditiability company, partnership, limited liabjlipartnership,
trust, estate, proprietorship, joint venture, aigg@n, organization, or entity.

1.127 “ Pharmacovigilance Agreemehis defined in Section 3.2.4.

1.128 “Phase II' in reference to a clinical trial means a triafided in 21 C.F.R. 312.21(b), as may be amended fime to time,
or any foreign equivalent thereto.

1.129 “ Phase llI" in reference to a clinical trial means a triafided in 21 C.F.R. 312.21(c), as may be amended fime to time,
or any foreign equivalent thereto.

1.130 “Phase IV in reference to a clinical trial means a triahdoicted for purposes of further characterizing suqgborting the
Product for marketing but not for purposes of seghlegulatory Approval or otherwise fulfilling aguerement of a Regulatory
Authority.

1.131 “ PostApproval Research means ongoing research and development of a Praftaectsuch Product has received Regule
Approval in the Territory, including Phase 1V cliai studies and clinical studies in support of éadions within the Field or labeling
changes for such Product within the Field in theifay during the Term.

1.132 “ Procurement Cosfsmeans any costs or expenses of AstraZeneca Affiliates incurred in its capacity as purchasér o
Product for sale in the Territory under the Suppdyeement that are not reimbursed under the Supgtgement, including any [**],
but excluding (a) [**] and (b) [**].

14




[**] = Portions of this exhibit have been omittedrpuant to a confidential treatment request. Aredacted version of this exhibit has been
filed separately with the Commission.

1.133 “ Product” means any pharmaceutical product in finished ftat contains the Licensed Compound either asdleeactive
ingredient or in a Combination Product, in any présor future Oral Forms. For the avoidance of dguBroduct” excludes non-Oral
Forms, including intravenous and inhalable forms.

1.134 “ Product Domain Nameis defined in Section 7.5.1.

1.135 “ Product Liability Claims’ is defined in Section 9.1.

1.136 “ Product Trademarksis defined in Section 7.5.1.

1.137 “ Program Expensésmeans the Development Expenses, Commercializ&tiqrenses, Supply Costs, Procurement Costs,
and Other Out-oRocket Costs. Any category of Program Expensiegdéaded to include those costs and expenses adtbyr either .
Party or its Affiliates in accordance with this Agment.

1.138 “ Prohibited Paymeritis defined in Section 5.5.2.

1.139 “ Quality Assurance Agreemehts defined in Section 3.4.2.

1.140 “ Receiving Party is defined in Section 5.1.1.

1.141 *“ Reconciliation Report is defined in Section 4.2.5.

1.142 “ Referenced Requlatory Filingsneans all Regulatory Submissions Controlled lmywood or any of its Affiliates on the
Effective Date and during the Term, including Regoity Submissions to which Ironwood receives adfienable Right of Reference
from other licensees of the Licensed Compound odit, that are necessary or useful to Manufatched.icensed Compound or
Product anywhere in the world or Develop or Comnadize the Licensed Compound or Product in thedFielthe Territory.

1.143 “ Requlatory Approval means the approval and authorization of a RegnfaAuthority in a country necessary to develop,
manufacture, distribute, sell, or market a Prodluthat country, including pricing and reimbursernapproval.

1.144 “ Regulatory Authority’ means any government regulatory authority invdliregranting approvals for the development,
manufacturing, distribution, marketing, reimbursetner pricing of a Product.

1.145 * Regulatory Submissiohmeans any application for Regulatory Approval, fic#tion, and other submission made to or»
a Regulatory Authority that is necessary or realyndesirable to develop, manufacture, distribute@mmercialize the Product in t
Field in a particular country, whether obtaineddoefor after a Regulatory Approval in the counRggulatory Submissions include,
without limitation, investigational new drug apgtons, clinical trial applications and NDAs or iorped drug license (IDL)
applications, and amendments, renewals and supptsrteeany of the foregoing and their foreign ceuparts, applications for pricit
and reimbursement
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approvals, and all proposed labels, labeling, pgekaserts, monographs, and packaging for the Btodu
1.146 “ Reimbursement Drug Listmeans the Medicine Catalog for the National Badedical Insurance, Industrial Injury

Insurance and Maternity Insurance issued by thadtfinof Human Resource and Social Security, arydrawvisions or reissuances
thereof from time to time, in China.

1.147 * Responsible Partymeans, with respect to any activity to be perfediby a Party in connection with the obtaining,
maintaining or expanding of a Regulatory Approvethie Territory, the Party identified in the Dev@ieent Plan or designated by the
JDC as the Party responsible for conducting sutitigc In the absence of such a designation, j§*tonsidered the Responsible
Party.

1.148 “ Revenue Buyet is defined in Section 10.9.

1.149 *“ Right of Referencé is defined in Section 2.4.

1.150 “ Safety Panel means a panel of [**]. In the event the Parties @equired to select a Safety Panel, each Pality*t§i Each
Party will [**]. The decision of [**] will be deemeé the decision of the Safety Panel. The Partielsimgtruct the Safety Panel to rec



its decision as promptly as practicable, but wiftith The costs of any Safety Panel will be [**].

1.151 “ SarbanegDxley Act” means the Sarbanes-Oxley Act of 2002, and thesrahd regulations promulgated thereunder.

1.152 * Selling Expenses means for Detailing, the applicable Detail Rateltiplied by the number of Details weighted in
accordance with the Commercialization Plan andratbing costs and expenses not included in thaiDRate, including [**].

1.153 *“ Shared Liability Claims is defined in Section 9.1.

1.154 “ Subject Technology is defined in Section 7.6.5.

1.155 “ Sublicens€ means an agreement or arrangement pursuant thwhsublicense or distribution right has been tgicin

1.156 “ Sublicenseé means a Third Party that is granted a licensklicense, covenant not to sue, or other grantgbitsi under
this Agreement pursuant to the terms of this Agreetim

1.157 “ Sued Party is defined in Section 7.7.2.

1.158 “ Summary Statemeritis defined in Section 4.2.3.

1.159 “ Supply Agreement means the Manufacturing and Supply Agreementtetitered into pursuant to Section 3.3.1.
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1.160 “ Supply Costs means, for a given period, (a) the sum of (i) guantity of Product sold by AstraZeneca or itsilites in
the Territory in such period and (ii) the quantifyProduct written off by AstraZeneca or its Afdites in accordance with Accounting
Standards (e.g., expired Product or Product otlserwendered unusable), in each case ((i) andritiplied by [**].

1.161 “ Supply Price’ will have the meaning set forth in the Supply Agment (see Exhibit B).

1.162 “Tax” or“ Taxation” means any form of tax or taxation, levy, dutyadde, social security charge, contribution, or
withholding of whatever nature (including any reldfine, penalty, surcharge or interest) imposedbyayable to, a Tax Authority.

1.163 “ Tax Authority” or “ Tax Authorities” means any government, state or municipality,ror lacal, state, federal or other
fiscal, revenue, customs, or excise authority, badgfficial anywhere in the world, authorized &y tax.

1.164 * Tax Invoice” means an invoice including such particulars &sraquired by any law imposing Tax and such other
information as required to claim any credit allowedier a law imposing Tax.

1.165 “ Technology” means Know-How and Patent Rights.

1.166 “Term”is defined in Section 8.1.

1.167 “ Territory " the People’s Republic of China, including Hongri§oand Macau, but excluding Taiwan.
1.168 “ Third Party” means any Person other than Ironwood, AstraZeaadaheir respective Affiliates.

1.169 “ Third Party Claims' is defined in Section 9.1.

1.170 “ TrademarK means all trademarks, service marks, trade nabmaad names, sub-brand names, trade dress nigbthjct
configuration rights, certification marks, colleatimarks, logos, taglines, slogans, designs onbasisymbols and all words, names,
symbols, colors, shapes, designations or any catibinthereof that function as an identifier of sxuor origin or quality, whether or
not registered, and all statutory and common Ilghts therein, and all registrations and applicatitherefor, together with all goodv
associated with, or symbolized by, any of the foieg.

1.171 “ Trigger Year’ means the first Year in which [**].

1.172 * U.S. Bankruptcy Codémeans Title 11, United States Code, as amendezhalogous provisions of Applicable Law
outside the United States.

1.173 * United State$ or “ U.S.” means the United States of America, its terrégsrand possessions (including Puerto Rico,
irrespective of political status).
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1.174 * Valuation Panef means a panel of [**]. In the event the Parties equired to select a Valuation Panel, each Rty
[**]. Each Party will [**]. The decision of [**] will be deemed the decision of the Valuation Panle¢ Parties will instruct the
Valuation Panel to reach its decision as promplpracticable, but within [**]. The costs of thisaMation Panel will be [**].

1.175 “Year” means each 12 month period ending December 31st.
2. LICENSE GRANT

2.1. License to AstraZenecaSubject to the terms and conditions of this &gnent, Ironwood hereby grants to
AstraZeneca, a perpetual (except as otherwise giedvin Section 8), exclusive, nontransferable (pkes set forth in

Section 10.9) license, with the right to grant sérises as described in Section 2.6 and, subjéctmthe rights reserved to
Ironwood to the extent necessary to perform itggalibns or exercise its rights hereunder undeirttravood Technology and
Ironwood’s interest in the Joint Technology and Blepment Data to Develop the Licensed CompoundPanducts pursuant to
the Development Plans and to Commercialize Proquatsuant to the Commercialization Plans in easle ca the Field in the
Territory and, subject to Section 3.3, to make arenmade the Licensed Compound or Products anyvirténe world for
Development or Commercialization in the Field ie fherritory. Notwithstanding the foregoing, Ironvebeserves the right
under the Ironwood Technology and Ironwood’s indere the Joint Technology and the Development Bata) subject to
Section 3.2.5(c), develop and manufacture the IsedrCompound and Products inside or outside of ¢hetory in support of
development or commercialization of the Licensed@ound and Products outside of the Territory, (y&op and
Manufacture the Licensed Compound and Productsaimerritory and Commercialize the Products inTthaitory in the Field
pursuant to Section 3.5.4 upon exercise of Ironwrghts thereunder, (c) develop and commercidlieelLicensed Compound
and Products in the Territory outside of the Fialad (d) commercialize the Licensed Compound andurits outside of the
Territory, in each case ((a) through (d)) in acemck with any applicable terms of this Agreememtelss and until specified in
Section 5.3, [**]. The Parties acknowledge that Erevelopment Plan currently contemplates and madfdrfuture contemplate
certain Development activities for the Territoratimay occur outside the Territory and agree thel ®evelopment activities
for such purpose shall be considered in the Teyrfir purposes of this Agreement.

2.2. License to Ironwood Subject to the terms and conditions of this AgresiméstraZeneca hereby grants to Ironw
(a) a perpetual, royalty-free, exclusive, nontraredble (except as set forth in Section 10.9) lieemsth the right to sublicense to
any Third Party to the extent that correspondigyts are granted to Ironwood by its Sublicenseesabticensed to AstraZeneca
hereunder, under the AstraZeneca Technology told@veanufacture and commercialize the Licensed @amd or Products
outside of the Territory and to develop and manuf&cthe Licensed Compound or Products in the foeyrfor purposes of
commercialization
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outside of the Territory or commercialization iretherritory outside of the Field, (b) a perpetuayalty-free, exclusive,
nontransferable (except as set forth in Sectiof)li@ense, with the right to sublicense to anyrditiarty to the extent that
corresponding rights are granted to Ironwood byiiblicensee and sublicensed to AstraZeneca hezgunitler AstraZeneca’s
interest in the Joint Technology and Development@adevelop, manufacture and commercialize teerised Compound or
Products or any other GC-Agonist outside of the Territory and to developl ananufacture the Licensed Compound or Proc
or any other GC-C Agonist in the Territory for pages of commercialization outside of the Territorcommercialization in the
Territory outside of the Field and (c) a perpetuayalty-free, non-exclusive, nontransferable (gx@es set forth in Section 2.6
and Section 10.9) license under the AstraZenechniogy and AstraZeneca'’s interest in the Jointifietogy and
Development Data to Develop and Manufacture therised Compound or Products in the Territory, to @encialize the
Products in the Territory in the Field pursuanStxtion 3.5.4 upon exercise of Ironwood'’s rightré¢lunder and to perform its
obligations under this Agreement, all in accordanite any applicable terms of this Agreement.

2.3. Joint Technology and Development Dafubject to the terms and conditions of this Agrest, each Party hereby
grants the other Party a world-wide, non-exclusparpetual, royalty-free, fully paid up, freely $ubnsable right and license
under its interest in the Joint Technology andDegelopment Data (a) to exploit compounds thahateGC-C Agonists and
products containing compounds that are not GC-Cnisg® anywhere in the world, and (b) without congagimg or accounting
to the other Party.

2.4. Rights of Referencelronwood hereby grants to AstraZeneca a “ RidlReference” as that term is defined in 21
C.F.R. 8 314.3(b) and any foreign counterpart tthaegulation, to the Referenced Regulatory Filiagd the Development Data
to the extent necessary or useful to Develop, Magtufe or Commercialize the Licensed Compound odit in the Field in
the Territory, in each case, pursuant to the Dgmabnt Plan or Commercialization Plan and othersiggect to the terms and
conditions of this Agreement. AstraZeneca herelayntgrto Ironwood (and any current or future licensg Ironwood of the
Licensed Compound) such a Right of Reference t@thelopment Data to the extent necessary or usefal) subject to
Section 3.2.5(c), develop and manufacture the IsedrCompound and Products inside or outside of ¢hetory in support of
development or commercialization of the Licensed@ound and Products outside of the Territory, (by&op and
Manufacture the Licensed Compound and Productsaimerritory and Commercialize Products in the it@ny in the Field
pursuant to Section 3.5.4 upon exercise of Ironwsrghts thereunder, (c) develop and commercigdlieelLicensed Compound
and Products in the Territory outside of the Fmlananufacture the Licensed Compound and Produadteei Territory for use
outside of the Field and (d) commercialize the hasd Compound and Products outside of the Territborgach case

((a) through (d)) in accordance with any applicablens and conditions of this Agreement. Each Raittyprovide a signed
statement to this effect, if requested by the oRreaty, in accordance with 21 C.F.R.

19




[**] = Portions of this exhibit have been omittedrpuant to a confidential treatment request. Aredacted version of this exhibit has been
filed separately with the Commission.

§ 314.50(g)(3) or any foreign counterpart to suegutation, in the case of a request by either Péotythe limited purpose
described in this Section 2.4. For the avoidanadoobt, neither Party may publish or otherwise jmljotdisclose any data of the
other Party to which a Right of Reference is grdnteder this Section 2.4 except in accordance thithAgreement.

2.5. Use of Third Party ContractorsSubject to Section 3.2.5(a) and Section 3.5& Sipply Agreement and the Qua
Assurance Agreement, (a) AstraZeneca may granblicBose of its rights under this Agreement to [*3fovided that [**],
provided further, that if [**], then [**], and (blronwood may grant a Sublicense of its rights urtdexr Agreement to [**],
provided, that, [**].

2.6. Sublicensing Each Party may only sublicense the rights grhtdesuch Party under this Agreement as provided il
Section 2.2, Section 2.3, Section 2.5 and Sectibra8d in accordance with the provisions of SecB@b5(a) and Section 3.5.5.
Any Sublicenses granted by either Party pursuastith Sections will be consistent with the termthif Agreement. In additic
each Party will require any licensee with respedhe Licensed Compound or Product or Sublicenskether within or outside
the Territory, to cross-license or otherwise transfr convey back to the granting Party all Techgglwhich such licensee or
Sublicensee may develop or acquire in connectith i@ activities with respect to the Licensed Connpd and Products that
would constitute Ironwood Technology or AstraZen&eahnology if arising under Ironwood’s or Astrazen’s (or their
respective Affiliates’) activities, respectivelyg that any such Technology will be Controlled by tranting Party for purposes
and to the extent of the licenses to the othelyRadvided by Sections 2.1, 2.2 and 2.3 above. Nbstanding the foregoing,

[**] .

2.7. Section 365(n) All rights and licenses granted under or purst@uthis Agreement by AstraZeneca or Ironwood
and will otherwise be deemed to be, for purposeSaation 365(n) of the U.S. Bankruptcy Code, liesnsf rights to intellectual
property” as defined under Section 101 of the B&hkruptcy Code. The Parties agree that the Paasdéicensees of such rights
under this Agreement, will retain and may fully ecise all of their rights and elections under th&.\Bankruptcy Code. The
Parties further agree that, in the event of thermencement of a bankruptcy proceeding by or agaittstr Party under the U.S.
Bankruptcy Code, the Party hereto that is not &ypgarsuch proceeding will be entitled to a complétiplicate of (or complete
access to, as appropriate) any such intellectuglgsty and all embodiments of such intellectuapprty, and same, if not alree
in their possession, will be promptly deliveredliem (a) upon any such commencement of a bankrypboeeding upon their
written request therefor, unless the Party suligestich proceeding elects to continue to perfotrofats obligations under this
Agreement, or (b) if not delivered under (a) abdedipwing the rejection of this Agreement by or behalf of the Party subject
to such proceeding upon written request therefdhbynon-subject party.

2.8. No Other Rights No rights, other than those expressly set farttinis Agreement are granted to either Party
hereunder, and no additional rights will be
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deemed granted to either Party by implication, ggstty or otherwise. All rights not expressly grahby either Party to the other
hereunder are reserved.

3. DEVELOPMENT, REGULATORY, AND COMMERCIALIZATION
3.1 Development
3.1.1. Joint Development Committee
€) Overview. Within 45 days after the Effective Date, the Rartvill establish a joint development commit

(* JDC ™). The JDC will be responsible for overseeing Bwvelopment of Products in the Field in the Teryit@nd
will serve as a forum for exchanging data, inforioatand Development strategy regarding the Pradadhe
Territory. The Parties anticipate that the JDC wédtform the functions ascribed to it in this Sect8.1.1; provided,
however, that the functions and operations of i€ dhay be altered from time to time during the Téyrthe
mutual written agreement of the Parties to appabely address ongoing requirements with respettieto
Development of the Product in the Territory.

(b) Membership The JDC will consist of three senior represenéatifrom each Party of appropriate seniority
and geographical responsibility. Ironwood and Adgraeca will each designate a co-chair for the JOt@. co-chairs
of the JDC will be responsible for calling meetirgghe JDC and setting the agenda for such mestingich will
include a list of all participants expected at soaeting) and circulating such agenda at leastiags, or such other
period as agreed by the co-chairs, prior to each meeting and distributing minutes of each meatiiigin 30 days
following such meeting (which minutes will be iretEnglish language), but will not otherwise have greater
power or authority than any other member of the JIIBC members must have such expertise as appofithe
activities of the JDC. From time to time, the JD@yninvite personnel of the Parties having formolati
manufacturing, commercial and other expertise ttigipate in discussions of the JDC as approptat@ssist in the
activities of the JDC.

(c) Responsibilities Subject to Section 3.1.1(a), the JB@sponsibilities will be: (i) reviewing and appirg
the Development Plan no less than once per Yeaaapdmendments thereto; (ii) reviewing and apprgvhe
Development Budget no less than once per Year ap@dmendments thereto; (iii) approving (or estéiitig
procedures to approve) protocols for non-clinigatlmical studies (including P ost-Approval Res#ay conducted
for purposes of seeking Regulatory Approval forBmeduct in the Territory ; (iv) making modificatis to and
performing quarterly monitoring of progress of sum-clinical and clinical studies and proposingitidnal studies
for the Product in the
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Territory; (v) reviewing and commenting on Reguigt8ubmissions relating to the Product in the Teryiand
approving such Regulatory Submissions as spedifiékhibit D ; (vi) subject to Section 3.8, developing and
coordinating a strategy for publications relatinghe Product in the Territory to be made by thei®aand their
respective Affiliates, licensees and Sublicens@é;subject to Sections 3.2.2, 3.2.3 and 3.2.4 any other
applicable terms of this Agreement, facilitating #xchange of all data, information, material gults relating to tr
Development of the Product in the Territory; (vidilitating the exchange of Ironwood Knddew that is necessa
or useful for AstraZeneca to conduct Developmetivities; and (ix) developing procedures for monitg Third
Party submissions to Regulatory Authorities in Tlegritory with respect to the Products. The JDC mpyoint
additional committees as desired. Without limitthg foregoing, AstraZeneca acknowledges and agineésny
Development Plan approved by the JDC will be sulifeeview by the Joint Development Committee ¢ituied
under the Forest Agreement, and that no clinicaldBgment of the Product may be conducted in thredto
Territory which Forest reasonably believes may agklg affect the timely development of any Prodndhe Forest
Territory; provided that the foregoing provisiorfalis sentence apply solely to the extent andséolong as Forest
has such rights under the Forest Agreement.

(d) Meetings. The first meeting of the JDC will take place viitd5 days after the Effective Date in a location
outside of the United States. Thereafter, duringdb@ment in the Territory, the JDC will meet atlsdrequency as
will be established by the Parties (but not lesgiently than once per Calendar Quarter). Meetifigise JDC will
be [**] and will alternate between a location seéégtby AstraZeneca and a location selected by lomaywunless
otherwise agreed upon by the members of the JID@agrbe held telephonically or by video confererdeetings
of the JDC will be effective only if at least orepresentative of each Party is in attendance dicjpaating in the
meeting. JDC members may participate in and vobeesitings by telephone. Each Party will be resjbasor
expenses incurred by its employees and its mendb¢he JDC in attending or otherwise participatingDC
meetings. Such expenses shall not constitute Rrofsgenses. Each Party will use reasonable effortause its
representatives to attend the meetings of the JErepresentative of a Party is unable to at@naeeting, such
Party may designate an alternate with equivalepéeence and authority as such representativeeadsuch
meeting in place of the absent representative.

(e) Minutes. The minutes of each JDC meeting will provide sadition in reasonable detail of the
discussions held at the meeting and a list of a@tipms, decisions or determinations approved byJbe.
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Minutes of each JDC meeting will be approved oapoved, and revised as necessary, at the nexingiee

() Elevation and Dispute Resolutioftach Party’s representatives on the JDC willemively have one vote
on all matters that are within the responsibilitytee JDC. The members of the JDC will use reaslenatforts to
reach consensus on all decisions. In the eventlieahembers of a JDC are unable to agree on iayartissue afte
endeavoring to reach consensus for a period oB$6 (h “ JIDC DeadlocR, at the request of either Party, such JDC
Deadlock will be submitted to AstraZeneca’s VP CWMED and Ironwood’s Chief Scientific Officer on each
case, his or her designees. Such executives ordibgignees will meet (in person or by teleconfee@ho attempt in
good faith to resolve such JDC Deadlock throughudisions promptly following submission thereof, amdny
event within 15 days thereafter, unless otherwiséually agreed upon by the executives or theirgleses. In the
event such individuals are unable to resolve ssshe within 15 days, such issue will be referretthéoChief
Executive Officer of Ironwood and the EVP of Globé&g¢dicines Development of AstraZeneca or, in eadechis ¢
her designee for resolution. Such executives ar tesignees will meet (in person or by telecornies) to attempt i
good faith to resolve such JDC Deadlock throughudisions promptly following submission thereof, amdny
event within 15 days thereafter, unless otherwiséually agreed upon by the executives or theirgteses. If a
matter for which consensus cannot be reached folpescalation in accordance with this Section13fllis
addressed by the Development Plan, then [**].

3.1.2. Development PlanThe initial Development Plan is set forth_in BExhiA (the “ Initial Development Plan
"). The JDC will direct, coordinate, and manage thedb@wment of the Product in the Field, accordinth®Developmer
Plan. The Development Plan will include, among pthangs, the indications in the Field for whicletRroduct is to be
Developed and other exploratory indications inRredd for which the Product may be developed, caltactivities to be
undertaken, certain timelines, go/no go decisidantpand relevant decision criteria and certaincations of
responsibilities between the Parties for the variactivities to be undertaken under the DeveloprRéant. During the
Term, the JDC will review the Development Plan 8ayelopment Budget at least once per Year andawitnd such
Development Plan and Development Budget on an agdmasis as necessary. The then-current Developptemtwill at
all times contain at least that level of detail @oder at least the same matters (to the extericapte) as the Initial
Development Plan.

3.1.3. Development Responsibility

€) Except as specifically set forth in the Developntelain, using the efforts set forth in Section 3.1.4
AstraZeneca will implement and conduct
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3.2

all clinical Development activities set forth iretbevelopment Plan in accordance with the Developi&an,
Applicable Law and GCP.

(b) Except as otherwise provided in the Developmemnt,Pleonwood will implement and conduct any non-
clinical Development activities set forth in theu@éopment Plan using the efforts set forth in Sec8.1.4 in
accordance with such Development Plan and Applkchbiv and AstraZeneca will not conduct any such-ciarical
Development activities. If Ironwood is assigned &gvelopment activities under this Agreement, Irood will
conduct such activities in accordance with the D@pment Plan, Applicable Law and GCP.

3.1.4. Diligence. Each Party will use Commercially Reasonable Efftw conduct the Development activities
assigned to it in the Development Plan and allviigs reasonably necessary to achieve the goaadf assigned
activities.

3.1.5. Future Development ActivitiesThe JDC will make recommendations regarding wérett Develop a
Product for new indications or new formulations.yAuch recommendations that are approved by thewild@ecome
part of the Development Plan.

3.1.6. Reports of Development ActivitiesEach Party will report on Development activitisglertaken by it in
accordance with the Development Plan in conneatitim meetings of the JDC, including by providingeasonably
detailed summary of all results, data, and mat€alaboration Know-How generated from such adggit In addition,
each Party will, at its own expense, make apprggseientific and regulatory personnel availabléh®other Party, either
by telephone or in person as the Parties may niytagiee, as reasonably required to keep such Bty informed of
Development activities. Ironwood will keep Astraea reasonably informed on activities undertaketrdiywood or
Third Party licensees of the Product, includingestr Almirall and Astellas, relating to the devetamt of the Product
outside of the Territory. Without limitation of aspecific disclosure obligations of Ironwood herdein Ironwood shall
disclose [**] any Ironwood Know-How that is necesséor AstraZeneca to conduct its activities heidemand the
applicable committees shall establish, in goothfdtie manner and procedures for disclosing angrdtbnwood Know-
How relevant to the applicable activities.

Requlatory Matters

3.2.1. Responsibility For Requlatory InteractionRegulatory strategy for the Products in the Teryiand all
decision-making with respect thereto will be detieed by the JDC. Subject to the other Party’s cehdfiactivities
allocated to such other Party under the Developrt, the Responsible Party will use Commercidiyasonable Efforts
to obtain in a timely manner
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all Regulatory Approvals in the Territory with resp to the Product to the extent contemplated byDtbvelopment Plan
and in accordance with such Development Plan. Pacty will use Commercially Reasonable Efforts éain and
maintain Regulatory Approvals outside of the Tersitthat are necessary to obtain Regulatory Apgrimrahe Product in
the Territory in accordance with the DevelopmemnRb the extent such activities are assignedadb Barty in the
Development Plan and the costs and expenses okffacts [**]; provided, however that neither Paxtyil be required to
take any action to obtain such approvals unlesk Ttie Responsible Party will conduct all actistieelating to obtaining
Regulatory Approvals with respect to the Produdhmm Territory, including preparing and submittiRggulatory
Submissions and attending meetings with Regulaoitirorities in the Territory. [**] will own all ridnt, title, and interest
in all Regulatory Submissions and Regulatory ApptsYor Products in the Territory.

3.2.2. Regulatory CooperationEach Party will keep the other Party reasonatflyrimed regarding the status and
progress of its Development activities relatinghie obtaining, maintaining or expanding of any Ratuy Approval in
accordance with the provisions set forth on ExHibitSubject to the Development Budget and Sectior64all costs and
expenses incurred by a Party in carrying out itecated regulatory activities pursuant to this Agnent [**].

3.2.3. Clinical Trial Data. [**] will be responsible, at its own expense, famintaining a database of clinical trial
data being developed under this Agreement [**].084¢ its expense, [**] will provide [**] with copig of any such clinical
trial data that is necessary or useful in conneatith any Regulatory Submission made by [**] ire therritory.

3.2.4. Adverse Events The Parties will use good faith efforts to enteo a pharmacovigilance agreement within
30 days after the Effective Date, or earlier ifuiggd by Applicable Law and will be incorporatedarthis Agreement by
reference (the “ Pharmacovigilance Agreenignthe Parties will comply and cause their respechffiliates to comply
with the provisions of such agreement. All costd arpenses incurred by the Parties or their reseeéffiliates in
performing their respective obligations under tharfacovigilance Agreement [**].

3.2.5. Clinical Trials.

(a) Any clinical trials conducted in accordance witle thevelopment Plan by [**] will be conducted [*{h
the event that [**] engages [**] to undertake ameh clinical trial (or any portion of any clinicalal or other
clinical trial task), [**] will be qualified in sule country and capable of producing data acceptalilee Regulatory
Authorities in such country. [**] will [**]. Excepfas set forth in the Development Plan, any stucheslucted in the
Territory will be conducted only at hospitals tlaag, to
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3.3.

the extent applicable, accredited by the Regulatathorities for the country in which such studas conducted.
Any studies will be conducted in accordance withPFGahd involve investigators of recognized competetso
requested by Ironwood, to enable Ironwood to useystlata from the Territory in support of its Reggaly
Submissions outside of the Territory, AstraZenedbp&rmit, and will use reasonable efforts to reguany clinical
trial sites to permit, Regulatory Authorities frauatside of the Territory to validate any such dalitrial data
through on-site inspections to the extent any suchite inspections do not materially interferehwiistraZeneca ol
such clinical trial sites’, as applicable, day-tydperations; provided that Ironwood provides seable advance
notice of such inspection, and such inspectionsat@ccur more than once in any given year fovamgsite, unless
required by applicable law.

(b) The Parties acknowledge that [**] is required t&] [And (i) with respect to any clinical studies tlaae
reasonably necessary to obtain, maintain or expagllatory Approval for the Product in the Termytdr*] and

(i) with respect to any pre-clinical or clinicaluslies of the Product, including Phase 1V studieat are not required
for registration or imposed by a Regulatory Authom the Territory, [**]. For the avoidance of dot any such
studies that are not required for registratiomgpased by a Regulatory Authority in the Territor§l wonstitute
Post-Approval Research under the Development Rlaé foregoing rights of Forest apply to the extamd for so
long as Forest has such rights under the [**].

(c) Ironwood will not conduct any clinical trials of m®Product in the Field in the Territory without theor
written consent of AstraZeneca, such consent nbetanreasonably withheld, conditioned or delayed.

Supply of Products.

3.3.1. Genera. The Parties shall negotiate and enter into th@yuAgreement no later than [**], on the terms



forth in Exhibit B. Subject to the Supply Agreement, (a) Ironwood bel the exclusive supplier of Clinical Trial Maitdr
and Product, in each case, for use in the FieltarTerritory (which shall be supplied in fully paged and labeled form
and, if applicable, in such other forms as deteealiim accordance with the Supply Agreement), ahd\gtraZeneca will
order its requirements for Clinical Trial Materad such Product from Ironwood, which exclusivityaequirement
commitments will be subject to the failure to syp@hd other provisions under the Supply Agreentemt.the avoidance
doubt, the supply by Ironwood of Product is outgltie scope of this collaboration and governed stelgrby the Supply
Agreement. lronwood represents and warrants thaaftd in particular that [**] and that [**].
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3.3.2. Recall. To the extent not constituting Third Party Claicasered by Section 9.1, 9.2 or 9.3, the costs and

expenses of any recall or product withdrawal of@dBct in the Territory for Product sold during fherm (even if
incurred after the Term) [**].

3.4. Operations

3.4.1. Joint Operations Committee

€) General Within [**] days after the Effective Date, the fias will establish a joint operations committée (
JOC"). The JOC will oversee the supply to AstraZenecalwfi€al Trial Material and Products for Developmeantd
Commercialization in the Field in the Territory.&'BOC will coordinate supply efforts under the Sypmreement
for the Territory and will serve as a forum regagithe foregoing in the Field in the Territory. TRarties anticipate
that the JOC will perform the functions ascribedt ia this Section 3.4.1; provided, however, ttreg functions and
operations of the JOC may be altered from timéme during the Term by the mutual written agreenaérithe
Parties to appropriately address ongoing requirésneith respect to the supply of Clinical Trial Matl and
Products for Development and Commercializatiorha Territory.

(b) Membership The JOC will consist of three senior represematiof appropriate seniority and geograph
responsibility from each Party. Ironwood and AstraZca will each designate a co-chair for the JO1@.cb-chairs
of the JOC will be responsible for calling meetimgshe JOC and setting the agenda for such mesimigich will
include a list of all participants expected at soaeting) and circulating such agenda at leastiags, or such other
period as agreed by the co-chairs, prior to eacttingpand distributing minutes of each meeting im0 days
following such meeting (which minutes will be iretEnglish language), but will not otherwise have greater
power or authority than any other member of thdiegple JOC. JOC members must have such expegise a
appropriate to the activities of the applicable J&Gfm time to time, the JOC may invite personrighe Parties
having development, manufacturing, financial arfteoexpertise to participate in discussions of}0€ as
appropriate to assist in its activities.

(c) Responsibilities Subject to Section 3.4.1(a) and the terms ofingply Agreement, the JOC will be
responsible for overseeing supply matters, inclgditure capacity plans, sourcing strategies, teldyy transfers,
and other related issues, in each case, relatittgetderritory, and for those matters specifiethim Supply
Agreement. Notwithstanding anything to the contiagyein, the JOC, rather than the JDC, shall bmoresble for
oversight of scale-up of the Product, provided #rat budget therefor shall be by consensus anéstutnj clause (i)
(C) below.
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The JOC may, by consensus, approve (i) [**], preddhat, unless otherwise agreed by the JOC, thplgRrice
will include [**], and (ii) reimbursement of [**]to the extent not included in Supply Costs. Exdepf**], each
Party shall be [**].

(d) Meetings. The first meeting of the JOC will take place with20 days after the Effective Date at a loce
outside the United States. Thereafter, the JOCmekt at such frequency as will be establishedhéyParties (but
not less frequently than once per Calendar Quaitt®tings of the JOC will be held [**] and altetadetween a
location selected by AstraZeneca and a locaticected by Ironwood, unless otherwise agreed upghédmnembers
of the JOC, or may be held telephonically or byeaidonference. Meetings of the JOC will be effectimly if at
least one representative of each Party is in adtecelor participating in the meeting. JOC membéitheave the
right to participate in and vote at meetings bgphlone. Each Party will be responsible for expems®sred by its
employees and its members of the JOC in attendigherwise participating in JOC meetings. Sucheases shall
not constitute Program Expenses. If a represeetafia Party is unable to attend a meeting, sucly Fraay
designate an alternate with equivalent experiendeaaithority as such representative to attend mesting in place
of the absent representative.

(e) Minutes and AgendasThe minutes of each JOC meeting will provide scdgtion in reasonable detail of
the discussions held at the meeting and a lishgpfaations, decisions or determinations approvethbyJOC.
Minutes of each JOC meeting will be approved oapisoved, and revised as necessary, at the nexingree

() Elevation and Dispute Resolutioftach Party’s representatives on the JOC willeatiVely have one vote
on all matters that are within the responsibilifysoch committee. The members of the JOC will essonable
efforts to reach consensus on all decisions. Iretlemt that the members of the JOC are unablerteeam a
particular issue after endeavoring to reach consefwg a period of 30 days (a“ JOC Deadldglkat the request of
either Party, such JOC Deadlock will be submittethe Head of Global Operations of Ironwood and\tReof
Global External Sourcing of AstraZeneca, or, inheease, his or her designee for resolution. Suelbgives or their
designees will meet (in person or by teleconferptwattempt in good faith to resolve such JOC Deadthrough
discussions promptly following submission thereofd in any event within 15 days thereafter, untgserwise
mutually agreed upon by the executives or theirgihess. In the event such individuals are unabtegolve such
JOC Deadlock within 15 days, at the request ofeeiBrarty, such JOC Deadlock will be submitted so@ief
Executive Officer of Ironwood and the EVP of Opéaras of AstraZeneca, or, in each case, his or bsigdee for
resolution. Such executives or their
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designees will meet (in person or by teleconfergtattempt in good faith to resolve such JOC Daadthrough
discussions promptly following submission therewfd in any event within 15 days thereafter, untekerwise
mutually agreed upon by the executives or theiigihess. If such individuals are unable to resolwehsIOC
Deadlock within 15 days following submission thdrgben [**].

3.4.2. Quality Assurance Agreementhe Parties will use good faith efforts to entéo one or more agreement
(s) governing the quality standards required umitisrAgreement or by any Third Party vendors orcsuiractors of either
Party (the “ Quality Assurance Agreeméntvithin 45 days after execution of the Supply Agment, or earlier if required
by Applicable Law.

3.5. Commercialization in the Territory
3.5.1. Joint Commercialization Committee
€) General Within [**] days after the Effective Date, the fias will establish a joint commercialization

committee (“JCC). The JCC will oversee the Commercialization o Product in the Field in the Territory. The
JCC will coordinate selling and marketing effortedar the Commercialization Plan and will serve &sam
regarding Product Commercialization in the Fieldha Territory. The Parties anticipate that the JGICperform the
functions ascribed to it in this Section 3.5.1;yided, however, that the functions and operatidrtt® JCC may be
altered from time to time during the Term by thetaal written agreement of the Parties to approplyadddress
ongoing requirements with respect to the Commaegzeitibn of the Product in the Territory.

(b) Membership The JCC will consist of three senior represewtatiof appropriate seniority and geographica
responsibility from each Party. Ironwood and Astra@ca will each designate a co-chair for the JG@.b-chairs

of the JCC will be responsible for calling meetingshe JCC and setting the agenda for such meegimlgich will
include a list of all participants expected at so@eting) and circulating such agenda at leastiags, or such other
period as agreed by the co-chairs, prior to eacttingpand distributing minutes of each meeting im0 days
following such meeting (which minutes will be iretEnglish language), but will not otherwise havg greater

power or authority than any other member of thdiegple JCC. JCC members must have such expedise a
appropriate to the activities of the applicable JE@m time to time, the JCC may invite personri¢he Parties
having development, manufacturing, financial arfteoexpertise to participate in discussions of¥@€ as
appropriate to assist in its activities.

(c) Responsibilities Subject to Section 3.5.1(a), the JCC will be oesjible for: (i) reviewing and approving
the Commercialization Plan
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no less than once per Year and any amendments¢dh{after the Initial Commercialization Plan isastshed
pursuant to Section 3.5.1(g)); (ii) reviewing amgeoving the Commercialization Budget no less thace per Year
and any amendments thereto (after the initial Coriakzation Budget is established pursuant to i8ei.5.1(g));
(iii) establishing the Commercialization strategy the Territory, which strategy will be embodiecdthe
Commercialization Plan, and otherwise generally ilooing the implementation of the strategy for Coernializing
Product(s) in the Field in the Territory (includiatyategies related to Regulatory Approvals, reirsément,
advertising and promotion, brand integrity, sates] launch sequence); (iv) establishing [**]; (viewing the
annual marketing plans for Product(s) in the Fielthe Territory; (vi) reviewing marketing and protional
activities for Product(s) in the Field in the Téwry; (vii) reviewing usage instructions for andesging the Product
Trademarks and Product Domain Names in the Teyri{wiii) preparing and providing the JOC with adoast of
anticipated demand for Product(s) in the Terrioryuse by the JOC in managing the supply chairHerLicensed
Compound and Product(s), which forecast will beedasgpon the projections in the CommercializaticanPlI

(ix) facilitating [**]; and (x) other matters assigd to the JCC hereunder. Notwithstanding anythirthis
Agreement to the contrary, pricing and the comna¢i@spects of obtaining price approvals shall besictered withil
the jurisdiction of the JCC rather than the JDC.

(d) Meetings. The first meeting of the JCC will take place with20 days after the Effective Date at a loca
outside the United States. Thereafter, the JCCrmgkt at such frequency as will be establishedheyPiarties (but
not less frequently than once per Calendar Quaitetings of the JCC will be held [**] and altetadetween a
location selected by AstraZeneca and a locatiaecssd by Ironwood, unless otherwise agreed updahdynembers
of the JCC, or may be held telephonically or byegidonference. Meetings of the JCC will be effectwnly if at
least one representative of each Party is in adtecelor participating in the meeting. JCC membédihave the
right to participate in and vote at meetings bgphlone. Each Party will be responsible for expemsmsred by its
employees and its members of the JCC in attendimgherwise participating in JCC meetings. Sucheases shall
not constitute Program Expenses. If a represestafia Party is unable to attend a meeting, sucty Raay
designate an alternate with equivalent experiendeaaithority as such representative to attend sesting in place
of the absent representative.

(e) Minutes and AgendasThe minutes of each JCC meeting will provide scdgtion in reasonable detail of
the discussions held at the meeting and a lishpfa&tions, decisions or determinations approvethbyJCC.
Minutes of each JCC meeting will be approved oapisoved, and revised as necessary, at the netingee
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) Elevation and Dispute Resolutioftach Party’s representatives on the JCC willkectively have one vote
on all matters that are within the responsibilitysoch committee. The members of the JCC will @ssonable
efforts to reach consensus on all decisions. Irettemt that the members of the JCC are unablerteam a
particular issue within its authority, after endeang to reach consensus for a period of 30 days@GC Deadlock
"), at the request of either Party, such JCC DeaAdill be submitted to the Chief Commercial Offiad Ironwood
and the Senior Vice President of GRA & KA of Astemécas Chinese Affiliate responsible for Commercializthg
Product in the Territory or, in each case, hisardesignee for resolution. Such executives or thesignees will
meet (in person or by teleconference) to attempgoird faith to resolve such JCC Deadlock throughwtisions
promptly following submission thereof, and in amest within 15 days thereafter, unless otherwiséually agreed
upon by the executives or their designees. In Weatesuch individuals are unable to resolve sudh D&adlock
within 15 days, at the request of either Partyhsi€C Deadlock will be submitted to the Chief Exe@iOfficer of
Ironwood and the Chief Operating Officer of Astragea’s Chinese Affiliate responsible for Commeiziag the
Product in the Territory, as applicable, or, inteaase, his or her designee for resolution. Suebwgies or their
designees will meet (in person or by teleconfergtwattempt in good faith to resolve such JCC Deadthrough
discussions promptly following submission therewfd in any event within 15 days thereafter, untekerwise
mutually agreed upon by the executives or theiigthess. If such individuals are unable to resolwehsICC
Deadlock within 15 days following submission thdréosuch JCC Deadlock is addressed by the therent
Commercialization Plan, then [**]. Notwithstanditiye foregoing, [**].

(9) Commercialization PlanThe JCC will use good faith efforts to approveratial Commercialization Plan
(the “ Initial Commercialization Plaf) and a corresponding Commercialization Budgetdnordance with this
Section 3.5.1(g) no later than the date that i$ fffbnths prior to the date on which the JCC anditgp that the First
Commercial Sale will occur in the Territory. Aftdre adoption of the initial Commercialization Pléar, the
remainder of the Term, the JCC will review the Caanoialization Plan and Commercialization Budgdeast once
per Year and will amend such Commercialization Blamn ongoing basis as necessary. The then-current
Commercialization Plan will at all times containedst that level of detail and cover at leaststiime matters (to the
extent applicable) as the Initial Commercializatilan. The Commercialization Plan will be bindiog the first
Year that is the subject thereof and will covermdditional period that is consistent with the pérovered by
commercialization plans of AstraZeneca (or its ayafle Affiliate) for other similar products in tieerritory.
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3.5.2. Responsibility. Subject to Ironwood’s co-promation rights undecton 3.5.4, AstraZeneca will be
responsible for, and will control, the implementatof the Commercialization Plan, and will bookrédtly itself or
indirectly through any of its Affiliates and Suldigcsees) all sales of Products and will have the regponsibility for the
sale, invoicing, promotion, and distribution of tReduct in the Territory. AstraZeneca will be r@sgible for operating
the Product Domain Names, including the contenteibfe subject to the Commercialization Plan and @emtialization
Budget. Ironwood will use Commercially Reasonalffes to assist AstraZeneca in enabling AstraZartechave its
corporate name and logo on the Product packagittgiferritory.

3.5.3. Diligence. Each Party will use Commercially Reasonable Efftw conduct the Commercialization
activities assigned to it in the CommercializatiRlan, including the performance of Detailing in @actance therewith, and
all activities reasonably necessary to achieveytiads of such assigned activities. AstraZenecaus#l Commercially
Reasonable Efforts to achieve the First Comme&ad¢ of the Product in the Territory within [**] mths of receiving
Regulatory Approval (including, for the avoidandedoubt, where required, all final pricing, reimbament, and other
approvals required for the First Commercial Sabe)stich Product. AstraZeneca will use Commerciayasonable Effor
to Commercialize the Product in the Territory aftech Regulatory Approval has been received wighiikent to
maximize profitability consistent with Applicablealy.

3.5.4. Co-Promotion. At any time after the latest of (a) [**] days lmlving [**], (b) [**] days following [**], and
(c) the [**], Ironwood may elect to exercise its-pmmotion rights under this Section 3.5.4, prodideat at the time of the
commencement of such co-promotion, [**]. Within [*4fter receipt of notice of an election by Ironvdpthe Parties will
negotiate in good faith for a period of [**] (orde if an agreement is reached earlier) a co-prametijreement under
which Ironwood may provide no more than [**] of tBetailing for the Product in the Territory, unlegherwise agreed |
the Parties at the time. In the event that theié®agre unable to reach an agreement on the tdramgy/such co-promotion
despite good faith efforts within such [**] periatthen Ironwood will have no further rights to caprote the Product in
the Territory under this Agreement. In the eveahWwood exercises its co-promotion rights under 8astion 3.5.4,
AstraZeneca will assist Ironwood in training salegresentatives in all standards applicable toaX&tneca’s promotion
efforts pursuant to Section 5.5 (and notwithstag@inything to the contrary herein, the costs ohsagsistance [**]). Any
co-promotion by the Parties will be structuredsat {**]. Neither Party will make any claims or sgaents with respect to
the Product that are not in compliance with ApgliesLaw and the sales and marketing materials appréor use
pursuant to the Commercialization Plan.
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3.6.

3.7.

3.5.5. Commercial Sales Organizatioff AstraZeneca or lronwood (if [ronwood exercigsscopromotion right:
pursuant to Section 3.5.4) desires to utilize ad Riarty sales force to Detail the Product in teerifory, then [**]. Any
such sales force will be required to agree in ngitio meet the quality, ethical and complianceddans undertaken by
AstraZeneca or Ironwood (as the case may be, imguddut not limited to, all of AstraZeneca'’s padis regarding
engagement of health care professionals and alliatds applicable to AstraZeneca’s promotion effprirsuant to
Section 5.5) or applicable to such Party’s Detgilittivities hereunder, and will not have been tbtmmhave committed a
material violation of any rule or regulation of aRggulatory Authority in any country where such &irtg will take place

Other Committee Matters

3.6.1. Joint Responsibilities of the JDC, JOC and J@&&Caddition to the independent JDC, JOC and JCC
meetings, the JDC, JOC and JCC will coordinateold joint meetings as appropriate to discuss isstésh are relevant
to Development, supply and Commercialization, idoig, in order to: (a) discuss [**] for the Prod(utcluding [**]
given the competitive environment, and any oth& fiér the Product), (b) discuss development of Bveduct for [**],

(c) discuss development of [**] of the Productsoiighout the Territory and (d) discuss mattersirajab the
Development, supply and Commercialization of thedact in the entire Territory. Such joint meetimgay be held by
videoconference, teleconference, or in person agdiacisions required to be taken will be submittethe JDC, JOC or
JCC, whichever is responsible for resolution incadance with the terms hereof; provided that anyerson meetings will
be held [**]. Each Party will be responsible forpexses incurred by its employees and its commitiembers in attendir
or otherwise participating in joint meetings of tHeC, JOC and JCC and such expenses shall noitota$trogram
Expenses.

3.6.2. Other CommitteesThe Parties may establish other committees oiceutmittees as the Parties deem
appropriate.
3.6.3. Safe Harbor If Ironwood approves a Development Plan or Conuiaéization Plan (or, as applicable, an

update or amendment thereto) in the JDC, JOC oy {fitér at a meeting of any such committee oruthocany of its
officers to which a deadlock arising out of anylseommittee has been referred, or otherwise irinvgrifor, as applicable,
an update or amendment thereto), [**].

Executive Meetings The Parties anticipate that the Chief Executifécér of Ironwood and AstraZeneca's

Regional Vice President of Asia Pacific will meetipdically as necessary or appropriate duringfen (and in any event such
executives will meet at least once per Year inq&rén order to review significant issues and depeients in the Development,
Manufacture and Commercialization of Products a Territory.
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3.8.

3.9.

Publication.

3.8.1. Prior Review. Ironwood and Forest will be afforded the oppoitiuto review and approve any scientific
paper or presentation with respect to any Produgigsed for publication, presentation, or distiikmty AstraZeneca or
its Affiliates and will have no more than 30 dagscbmplete such review and approval or such shpggod as may
reasonably be required by applicable publicaticedtiees promptly communicated to such Party. NeiBaty will
unreasonably reject comments furnished by the dhety, will comply with the other Party’s requésidelete references
to its Confidential Information in any such pubtica or presentation and will delay publication farch reasonable period
requested by the reviewing Party in order to pethatfiling of patent applications concerning argnwood Technology

or AstraZeneca Technology that would be disclosezlich publication or presentation.

3.8.2. Clinical Study Results Subject to the [**], the Parties, [**], will codinate the disclosure of the initiation
and results of clinical studies performed purstarthe Development Plan or clinical studies perfetrby either Party’s
approved licensees or Sublicensees with respectytd icensed Compound or Product, whether withionuside of the
Territory, to the extent required by applicable lamAstraZeneca’s internal policies applicable tioeo of AstraZeneca’s
products; provided that all proposed disclosurasmrblications will be submitted for expeditiousiesv by the JDC and
[**] and due regard will be given to the commentsach Party, the maintenance of confidentialitCohfidential
Information of each Party and allowing time foreiliectual property registrations as described ictiSe 3.8.1. Nothing s¢
forth in this Agreement will be deemed to limitrestrict either Party from disclosing the resultslmical trials (whether
performed by the Parties or by Third Parties) ®dhktent required by applicable law; provided, hasvethat AstraZeneca
will not disclose any results of clinical trialsigarto the time such disclosure is required by ele law.

3.8.3. Publication by AstraZeneca SublicenseB® Sublicensee of AstraZeneca will be permittedublish or
present materials regarding any Product, and ablicease hereunder will contain a provision protiitgj such activities.

384, [

Compliance AstraZeneca and Ironwood will at all times dgrthe Term, including during the Commercialization

of the Product in the Territory, implement and aéhe quality and compliance standards consistéhtApplicable Law,
industry best practices and reasonably acceptatttestother Party in connection with the perforneaotits obligations or
exercise of its rights under this Agreement. IfieftParty fails to comply with its obligations undieis Section 3.9 in the
Territory in a manner that has a material adveffeeteon the other Party’s rights
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hereunder or ability to Develop or Commercialize Broduct, as contemplated by this Agreement,ant#rritory, such breach
will be deemed a “material breach” hereunder aeditbn-breaching Party may terminate this Agreermperguant to

Section 8.2.1 (including the provisions relatingitgice and opportunity to cure therein). Notwigirgting the foregoing, with
respect to a breach of this Section 3.9 by lronw@oteu of such termination, AstraZeneca may e{arto terminate
Ironwood'’s right to co-promote the Product(s) un8ection 3.5.4, and (b) to make all final decisiwith respect to all JCC
Deadlocks for which consensus cannot be reachédebyCC, except for those JCC Deadlocks relatinggaeview and
approval of the Commercialization Budget, whichl wdntinue to be subject to Section 3.5.1(f).

4. CONSIDERATION
4.1. Upfront Payment Within 10 business days after the Effective DAtgtraZeneca will pay to Ironwood $25,000,000
as an upfront, non-creditable, non-refundable fee.
4.2. Other Consideration
4.2.1. Milestones. As additional consideration for the rights grahte AstraZeneca pursuant to Section 2.1,

AstraZeneca will pay to Ironwood the following otime milestone payments within [**] after the firstcurrence of each
of the following events (each, a “ Milestone EvEnt

Milestone Event Milestone Payment
(a) First Year in which the aggregate annual Né&<Saf all Products in the Territory [**]

exceed [**]
(b) First Year in which the aggregate annual Né¢SSaf all Products in the Territory [**]

exceed [**]

Once AstraZeneca has made any particular milegtapment under this Section 4.2.1, AstraZenecanatilbe obligated to make any
payment with respect to the re-occurrence of theesililestone Event. If the Milestone Events in b@hand (b) above occur in the
same Year, both applicable milestone paymentsheiliiue to Ironwood.

4.2.2. Allocation of Net Profit and Net LossNet Profits and Net Loss during the Term willdbared by the
Parties as follows:
€) Until and during the Trigger Year, for each CalanQaarter during such period:
0] AstraZeneca will be allocated 55% of the Net Profi65% of the Net Loss, as applicable; and
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(i) Ironwood will be allocated 45% of the Net Profit45% of the Net Loss, as applicable; and

(b) After the Trigger Year, for each Calendar Quarggnaining in the Term, each Party will be allocgiéo
of the Net Profit and 50% of the Net Loss, as aalie.

4.2.3. Payment of Expenses; Summary StatemeStshject to reconciliation as provided in Secdol.5, the
Party initially incurring Program Expenses will iesponsible for and pay for all such Program Exesis® incurred.
Subject to the limitations set forth in Section.4,2ach Party will maintain the books and recoedisrred to in Section 4
and will accrue all Program Expenses (and, in e ®f AstraZeneca, Net Sales) in accordance hatletrms and
conditions hereof and in accordance with applicéfdleounting Standards. Within three business dés the end of eac
calendar month, each Party will submit to the othapn-binding, good faith estimate of the ProgEapenses accrued,
and with respect to AstraZeneca, Net Sales duhiagust-ended calendar month. Within three busideys after the end
of each Calendar Quarter, each Party will submihéoother a written report reflecting the accfaProgram Expenses
and, with respect to AstraZeneca, Net Sales duhiegust-ended Calendar Quarter, except that earth’® submission fao
the last month of such Calendar Quarter shall peaal faith estimate and not actual amounts (edcBlanmary Stateme
™). Each Summary Statement (after the initial Sumn&tatement) shall reflect an adjustment for tttei@d amount of the
previous Calendar Quarter as needed. Any repoatitigreconciliation of variances between estimatetlaetual costs and
expenses may be delayed by a Calendar Quarteassn@bly necessary in light of a Party’s interegbrting procedures.
The Parties’ respective Summary Statements willessas the basis of the Reconciliation Reports peebhy AstraZeneca
pursuant to Section 4.2.5. Upon the request oéefarty from time to time, the Parties’ respecfimance departments,
coordinated by the JDC, the JOC or JCC as apptepuiall discuss any questions or issues arisingifthe Summary
Statements, including the basis for the accruapetific Program Expense




4.2.4. Expense Limitations Additionally, the Parties hereby agree that éffof the employees of a Party or its
Affiliates in performing its activities hereundeslated to Development, supply or Commercializatbthe Product in the
Territory will be accrued and reported at the aggidlle FTE Rate then in effect; provided, howevsat bnly those efforts
that relate to the Development or Commercializatibthe Product and are contemplated by the Devedop Plan or
Commercialization Plan, or are activities approkedeunder by the JOC or by mutual agreement dPéntes for
purposes of Developing or Commercializing the Pobdluthe Territory or under the Supply Agreememtduch purposes,
will be so accrued and reported. All payments made Party (or its Affiliates) to a Third Party@gonnection with the
Development and Commercialization of the Produ¢henTerritory consistent with the
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Development Plan, the Commercialization Plan awviiets approved hereunder or under the Supply Agrent for
purposes of Developing or Commercializing the Pobdluthe Territory will be accrued and reportet] [Expenses
incurred by each Party for [**] in performing itstavities under the Development Plan or Commerzédion Plan [**]
(with the prior written consent of the JDC or J@S applicable, or as expressly provided for inDkgelopment Plan or
Commercialization Plan) [**] and to the extent t® bsed [**] the Commercialization Plan or in praagrClinical Trial
Material or Product for purposes of Developmen€ommercialization of the Product, as applicablehanTerritory,
which expenses will be [**]. In the event of a clictfbetween this Section 4.2.4 and the definitwdiSupply Price, the
definition of Supply Price shall control and in @egent is this Section 4.2.4 intended to expand adify the manner in
which Supply Price is calculated. For clarity, atiPanay be reimbursed for a cost hereunder andntheeSupply
Agreement only once for such cost and in no evantan amount be taken as both a deduction unde8&les and as a
reimbursable expense under this Agreement (i.edoodle counting). In no event may a Party incliudigs Program
Expenses any amounts that constitute an inter-coynmeark-up or profit to an Affiliate of such Partypr may a Party
include any costs incurred prior to the Effectivat® All Third Party contracts executed by a P&otypurposes of
Development, supply or Commercialization hereursdhadl be negotiated on an arm’s length basis. lavemt may
Ironwood structure its contractual arrangementk Wwhird Parties in a manner designed to benefihtraas outside the
Territory over those within the Territory.

4.2.5. Reconciliation. As soon as practicable after the receipt by Xstneca of Ironwood’s Summary Statement
but in any event within [**] days after the endexdch Calendar Quarter, AstraZeneca will prepaesanciliation report in
accordance with Exhibit Caccompanied by reasonable supporting documedtsaloulations sufficient to support each
Party’s financial reporting obligations, independauaditor requirements and obligations under thb&ees-Oxley Act,
which reconciles the amounts accrued and repontedé¢h Party’s Summary Statement during such CaleQdarter
pursuant to Section 4.2.3 and the share of théeBagiggregate Program Expenses and their Nett®waoid Net Losses
(determined based on such Program Expenses),alidesated to each of the Parties for such CaleQuearter in
accordance with Section 4.2.2 (the report settimthfthe foregoing reconciliation being the “ Recitiation Report’).
Based on the Reconciliation Report, the applic®algy will invoice the other Party the amount duder the
Reconciliation Report within [**] days after sucke&onciliation Report is complete and the receiiagty will pay such
invoice within [**] days of receipt of such invoicén the event any payment is made after the gseified in the
preceding sentence, the paying Party will incréhseamount otherwise due and payable by addingestt@s provided in
Section 4.8 compounded monthly from the date sdditianal amount should have first been paid; pled, however, no
Party will be charged interest hereunder to therxt is late in making payment as a result ofdtieer Party’s delay in
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reporting its Program Expenses or other informatémuired to prepare such reconciliation. In therg\a Party fails to
make payment as required pursuant to this Secthb,damounts due may be offset against any whielpayable to such
Party hereunder; provided, however, amounts baingested in good faith pursuant to appropriate gedings hereunder
will not be subject to offset.

4.2.6. Cost Overruns If a Partys aggregate Development Expenses and CommerdatiZzatpenses in any Ye
are likely to exceed or exceed those set forthénRevelopment Budget or Commercialization Budgesfl of its
activities under the Development Plan or Commematibn Plan in such Year by up to [**], such Pashall provide to th
other Party an explanation for such excess costegpenses, and such excess costs and expengdmeshaluded in
Program Expenses. Such Party will be solely resptanfor any amounts spent in excess of the Deveton Budget or
Commercialization Budget that are not includedriogfam Expenses pursuant to this Section 4.2.8.tHecavoidance of
doubt, to the extent a Partyaggregate Development Expenses or CommercializBtipenses exceed those set forth il
Development Budget or Commercialization Budget lmrerthan [**], such Development Expenses or Comimération
Expenses will not be included in Program Expenses.

4.3. Records and AuditsDuring the Term, each Party and its Affiliatedl\weep and maintain accurate and complete
records showing Net Sales made and expenses iddwyri¢ in performing its activities under the Dé&@ment Plan and the
Commercialization Plan during the three precediegrg, which books and records will be sufficienfiftailed such that Progr:
Expenses, Net Profits and Net Losses can accutagetietermined and each Party’s financial repouiniggations, independent
auditor requirements and obligations under the &ab-Oxley Act can be satisfied. Upon 15 days’rpsigtten notice from a
Party (the “ Auditing Party), the other Party (the * Audited Partywill permit an independent certified public acttding firm

of internationally recognized standing, selectedigyAuditing Party and reasonably acceptableeofthdited Party, to examine
the relevant books and records of the Audited Pamtyits Affiliates as may be reasonably necessaverify any Summary
Statement submitted by the Audited Party in acawmdavith Section 4.2.3 and the accuracy of the Ratation Report
prepared in accordance with Section 4.2.5. An eratitin by a Party under this Section 4.3 will ocecat more than once in any
Year and will be limited to the pertinent books aedords for any Year ending not more than 36 neh#fore the date of the
request. The accounting firm will be provided asciessuch books and records at the Audited Pafidgitity where such books
and records are normally kept and such examinatithdbe conducted during the Audited Party’s norrbakiness hours. The
Audited Party may require the accounting firm gnsa standard non-disclosure agreement beforegingvihe accounting firm
access to the Audited Party’s facilities or recokdison completion of the audit, the accounting fitili provide both Ironwood
and AstraZeneca a written report disclosing whetthereports submitted by the Audited Party areemror incorrect and the
specific details concerning any discrepancies. tierinformation will be provided to the Auditing

38




[**] = Portions of this exhibit have been omittedrpuant to a confidential treatment request. Aredacted version of this exhibit has been
filed separately with the Commission.

Party. If the accountant determines that, baseehmrs in the reports so submitted, the ReconihiaReport is incorrect, the
Parties will promptly revise the Reconciliation Repand any additional amount owed by one Parth¢oother will be paid
within 30 days after receipt of the accountantigorg, along with interest at the annual interet# ess provided in Section 4.8,
compounded monthly from the date of the audit rewovided, however, that no such interest willjagrable if the errors
leading to the Reconciliation Report being incorreere in the Summary Statement provided by théyRentitled to receive sut
additional amount. If the accountant determinesahif@ummary Statement submitted by the AuditedyRastrstates or
understates the Audited Party’s expenses by maretdn percent, the Party responsible for suchrstatement or
overstatement, as applicable, will reimburse tieoParty for the expenses incurred by the othdy Baconducting the audit.

4.4,

Taxes and Withholding

4.4.1. Taxes. The royalties, milestones and other amounts gay@abAstraZeneca to Ironwood pursuant to this
Agreement (* Payment3 shall not be reduced on account of any Taxessmtequired by Applicable Law. Ironwood
alone shall be responsible for paying any and @ke® (other than withholding taxes required by Agatlle Law to be pai
by AstraZeneca) levied on account of, or measuradhiole or in part by reference to, any Paymentsdgives.

4.4.2. Withholding. AstraZeneca shall deduct or withhold from therRagts any Taxes that it is required by
Applicable Law to deduct or withhold. Notwithstandithe foregoing, if Ironwood is entitled under applicable treaty t
a reduction of rate of, or the elimination of, apable withholding tax, it may deliver to AstraZeaeor the appropriate
governmental authority (with the assistance of &&#neca to the extent that this is reasonably redaind is expressly
requested in writing) the prescribed forms necestsareduce the applicable rate of withholdingrdlieve AstraZeneca
of its obligation to withhold Tax, and AstraZenestell apply the reduced rate of withholding, opéisse with
withholding, as the case may be, provided thatai&neca has received evidence, in a form satisfatticAstraZeneca, ¢
Ironwood’s delivery of all applicable forms (and, if necegsis receipt of appropriate governmental autretion) at leas
15 days prior to the time that the Payments are Ifiue accordance with the foregoing, AstraZenegtéholds any
amount, it shall pay to Ironwood the balance whe, dnake timely payment to the proper Tax Autharitthe withheld
amount, and send to Ironwood proof of such paymthin 60 days following that payment. For purposéshis
Agreement, the stated amount of the Payments paygthstraZeneca shall include any Indirect Tax henwood may
be required to collect.

4.4.3. Indirect Taxes All Payments are exclusive of Indirect Taxesanf Indirect Taxes are chargeable in res
of any Payments, the paying Party shall pay sudiidat Taxes at the applicable rate in respectici ayments
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following receipt, where applicable, of an Indir@etxes invoice in the appropriate form issued leyrdteiving Party in
respect of those Payments. The Parties shall issoe&es for all amounts payable under this Agreeincensistent with
Indirect Tax requirements and irrespective of whethe sums may be netted for settlement purptfsgsch amounts of
Indirect Taxes are refunded by the applicable Guwental Authority or other fiscal authority subsequto payment, the
Party receiving such refund will transfer such antdo the paying Party within 45 days of receipt.

4.4.4. Imports. For the avoidance of doubt, the Parties acknaydexhd agree that none of the Payments under
this Agreement are related to the license (or yightmport or any import of Products. The Parshall cooperate to enst
that the Party responsible for shipping valuesi@iihProduct in accordance with Applicable Law amaiximizes the full
benefits of available duty free or savings progrannsh as free trade agreements or other speciglgms and minimizes
where permissible any such duties and any relatgoit taxes that are not reclaimable from the @teauthorities. The
receiving Party shall be responsible for any imptearance, including payment of any import duéied similar charges,

in connection with any Products transferred to deafty under this Agreement.

4.5, Currency. All amounts payable and calculations hereundibe in United States dollars. Net Sales recorited
any foreign currency shall be converted into Uni&ates dollars in a manner consistent with Astn@fa’s cuistomary and usu
conversion procedures used to prepare its auditaddial statements for external reporting purppgesvided that such practic
use a widely accepted source of published excheaigs.

4.6. Country of Payments All amounts owed to a Party under this Agreemhtbe paid by the owing Party by wire
transfer of immediately available funds to an actalesignated by the owed Party (which account beaypdated by such owed
Party from time to time in writing). All such paymis made by AstraZeneca to Ironwood will be madg [*

4.7. Confidentiality. All financial information of a Party which is selt to review under this Article 4 will be deentex
be Confidential Information subject to the provisaf Section 5.1, and such Confidential Informatigll not be disclosed to
any Third Party or used for any purpose other traifying payments to be made by one Party to therchereunder; provided,
however, that such Confidential Information maydisxlosed to Third Parties only to the extent neassto enforce a Party’s
rights under this Agreement.

4.8. Interest. Any payment under this Article 4 that is morertlig] past due will be subject to interest at amaal
percentage rate of [**] (as published in the “Moriegtes” table of the Eastern Edition of The Watk8t Journal during the
period such amount is overdue) [**] if a Party does make payment within [**] of its receipt of nog that such amount is past
due. Likewise, any overpayment that is
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not refunded within [**] after the date such oveypeent was made will thereafter be subject to irsteat an annual percentage
rate of [**] (as published in the “Money Rates” tatof the Eastern Edition of The Wall Street Jolthaing period such amount
is overdue) [**]; provided, however, that if theerpayment is due to errors in reports providedhgyaverpaid Party, such
interest will accrue from the date the overpaynvess made. Notwithstanding the preceding, if a Peotytests any amounts due
hereunder in good faith and promptly notifies thieeo Party of such dispute, interest will not aecas to amounts being so
contested until [**] following the presentation sdfich notice to the other Party.

5. COVENANTS
5.1. Confidentiality.
5.1.1. Confidential Information Except to the extent expressly permitted by Agseement and subject to the

provisions of Sections 5.1.2 and 5.1.3, at all #irdaring the Term and for [**] years following tlegpiration or
termination of this Agreement, each Party (a “ Réng Party”) (a) will keep completely confidential and wilbhpublish
or otherwise disclose any Confidential Informatfamished to it by the other Party (a “ DisclosiRarty”), except to
those of the Receiving Party’s employees, Affilgteonsultants or representatives who have a odatbiv such
information (collectively, “ Authorized Recipientsto perform such Party’s obligations hereundetoopotential
Sublicensees under an obligation of confidentialiyless protective than the terms hereof, andvilbhot use
Confidential Information of the Disclosing Partyetitly or indirectly for any purpose other than reigng its rights and
performing its obligations hereunder. The Receivkagty will be liable for any breach by any of Aathorized Recipients
of the restrictions set forth in this AgreementcE®arty will be deemed the Receiving Party wipezt to any
Development Plan, Commercialization Plan, Joint\sttow or Development Data, regardless of which yhas
disclosed such Confidential Information.

5.1.2. Exceptions to ConfidentialityThe Receiving Partg’obligations set forth in this Agreement will rottenc
to any Confidential Information of the DisclosingrBy:

(a) that is or hereafter becomes part of the publicalarthrough no wrongful act, fault or negligencetba
part of a Receiving Party or its Authorized Reaiée

(b) that is received from a Third Party without regton and without breach of any agreement or fidycuty
between such Third Party and the Disclosing Party;

41




[**] = Portions of this exhibit have been omittedrpuant to a confidential treatment request. Aredacted version of this exhibit has been
filed separately with the Commission.

(c) that the Receiving Party can demonstrate by competédence was already in its possession without a
limitation or restriction on use or disclosure piio its receipt from the Disclosing Party;

(d) that is generally made available to Third Partigshe Disclosing Party without any restriction insed by
the Disclosing Party on disclosure, whether sustricgion is by contract, fiduciary duty or by opton of law; or

(e) that the Receiving Party can demonstrate by competédence was independently developed by the
Receiving Party without any reference to Confidantiformation.

5.1.3. Authorized Disclosure

(a) Each Party and its Authorized Recipients may d&eldonfidential Information received from the other
Party to the extent that such disclosure is:

0] made in response to a valid order, governmentaliipgor request (each an “ Ordgrof a court
of competent jurisdiction or other agency, as aalie; provided, however, that the Receiving Pangt
first have given notice to the Disclosing Party gncen the Disclosing Party a reasonable opponfunit
guash such Order or to obtain a protective ordguirang that the Confidential Information or docume
that are the subject of such Order be held in denite by such court or agency or, if disclosedjdzsl only
for the purposes for which the Order was issued;mnvided further that if an Order is not quasbed
protective order is not obtained, the Confideritiédrmation disclosed in response to such Ordelrtveil
limited to that information that is legally requiréo be disclosed in such response to such Order;

(i) made by a Party or its Affiliates, or Sublicensiea Regulatory Authority as may be necessary
or useful in connection with any filing, applicatior request for a Regulatory Approval; provideslwbver,
that reasonable measures shall be taken to asmfidential treatment of such information, to thaeat

such protection is available;

(iii) made by a Party to a patent authority as may bessecy or useful for purposes of obtaining or
enforcing a Patent Right (consistent with the teamd conditions of Article 7); provided, howevérat
reasonable measures shall be taken to assure eotidildtreatment of such information, to the extanth
protection is available;
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(iv) otherwise required by law; provided, however, thatther Party is required to disclose
Confidential Information of the other Party, thetpaequired to make the disclosure shall (A) pdavio the
other Party reasonable advance notice of and aorypyity to comment on any such required disclosure
(B) if requested by the other Party, seek confidéireatment with respect to any such disclosartaé
extent available, and (C) use good faith effortgtmrporate the comments of the other Party insargh
disclosure or request for confidential treatment; o

(v) made by either Party to Third Parties under comntfiddity obligations no less protective than the
obligations set forth herein as may be necessangefiul in connection with the Development,
Commercialization, or Manufacture of the Licensemrpound or Products as contemplated by this
Agreement, including subcontracting or sublicengmgsactions in connection therewith.

(b) Notwithstanding the provisions of this Section Sténwood may disclose AstraZeneca's Confidential
Information to (i) Forest, Almirall, Astellas andfuture licensees of the Licensed Compound odbin
connection with the development, manufacture amdngercialization of the Licensed Compound or Produdside
of the Territory or outside of the Field in the fi@ry to the extent required under agreements wiitth parties and
provide such Third Parties with copies of all Regoity Submissions in the Territory, and (ii) a Rewe Buyer or
bona fide potential Revenue Buyer as reasonablgssacy in connection with a Monetization Transacto
proposed Monetization Transaction, provided thahecase of clause (ii) such receiving Persomisngaged in tf
business of developing or commercializing pharmacaiproducts, in which case such disclosure dhalimited to
(A) financial reports indicating the amounts theg the subject of the Monetization Transaction, dBglit reports
related to such amounts, if any, and (C) noticesather correspondence provided under or relatirihe subject
matter of this Agreement, in each case in claugeh@& are relevant to the Monetization Transagtmwovided
further that, in each case ((i) and (ii)), eachpient of such Confidential Information shall beden an obligation of
confidentiality no less protective than the terrhthas Agreement. For clarity, the disclosure of thrms of this
Agreement are covered by Section 5.1.6 and noSthdsion 5.1.3(b).

5.1.4. Notification . The Receiving Party will notify the DisclosingrBaimmediately, and cooperate with the
Disclosing Party as the Disclosing Party may reabbnrequest, upon the Receiving Party’s discowémgny loss or
compromise of the Disclosing Party’s Confidentig@brmation.

5.1.5. Destruction of Confidential InformationUpon the expiration or earlier termination ofsthigreement,
except to the extent necessary or useful
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to exercise rights or perform obligations that amnt after such expiration or termination, and @x@es otherwise provid:
in Section 8.5, the Receiving Party will (a) degtatl tangible embodiments of Confidential Informoat of the Disclosing
Party, including any and all copies thereof, araséhportions of any documents, memoranda, notediest and analyses
prepared by the Receiving Party or its AuthorizegiRients that contain, incorporate, or are derivech such
Confidential Information and provide written ceitédtion of such destruction to the Disclosing Pamtg form reasonably
acceptable to the Disclosing Party, provided thatlégal department of the Receiving Party willdghve right to retain
one copy of any such tangible embodiments for aethiurposes, provided such copy will continue éaneintained on a
confidential basis subject to the terms of thise&ggnent, and (b) immediately cease, and will caigs&uthorized
Recipients to cease, use of such Confidential m&tion as well as any information or materials t@ttain, incorporate,
or are derived from such Confidential Information.

5.1.6. Use of Name and Disclosure of Terntsxcept as permitted under Section 10.14, eady Rét and will
cause its Affiliates to (a) keep the existencelwd,terms of, and the transactions covered byAfisement confidential
and (b) not disclose such information to any offfaérd Party through a press release or otherwise, @xcept as otherwi
permitted hereunder, will not mention or otherwise the name, insignia, symbol, trademark, tradeenar logotype of
the other Party or its Affiliates in any mannerhitit the prior written consent of the other Pamtgach instance (which
will not be unreasonably withheld, conditioned etayed). The restrictions imposed by this Sectidngbwill not prohibit
either Party or its Affiliates from making any dissure that is required by Applicable Law, ruleregulation or the
requirements of a national securities exchangaother similar regulatory body including disclosigch information in
any clinical trial database maintained by or onabiebf a Party. In addition, in connection withesific transaction or
proposed transaction, including, with respect emivood, a Monetization Transaction, either Party aiaclose the terms
of this Agreement to the counter party to suchdaation if such counter party is a bona fide pagirivestor, underwrite
lender or Revenue Buyer; provided that (i) sucleldsure shall be under provisions of confidentyatit less protective
than the terms of this Agreement, (i) the disctesis reasonably necessary in light of the contategltransaction and
(iii) the receiving Person is not engaged in thsihess of developing or commercializing pharmacaliproducts. Furthe
the restrictions imposed on each Party under thisi@ 5.1.6 are not intended, and will not be tesl, to prohibit a
Party or is Affiliates from identifying the otheaRy or its Affiliates in its internal business comnications, provided that
any Confidential Information in such communicatisemains subject to this Section 5.1.6. In thenetleat either Party is
required by Applicable Law or the requirements of¢gional securities exchange or another similgulagory body to
disclose this Agreement, in whole or in part, tlaeties will cooperate in preparing a redacted wersif this Agreement
and consider any comments received from the otagy Rvith
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respect thereto in good faith, provided that theyPsubject to such requirement shall have fin&lislen-making authority
with respect to the contents of such redacted mersi this Agreement.

5.1.7. Remedies The Parties acknowledge and agree that theatstrs set forth in this Section 5.1 are
reasonable and necessary to protect the legitimtsieests of the Parties and that neither Partyldvbave entered into this
Agreement in the absence of such restrictions tlastdany breach or threatened breach of any pmvisi this Section 5.1
will result in irreparable injury to the other Rafor which there will be no adequate remedy at Isetwithstanding the
dispute resolution mechanism agreed to by thedzairiSection 10.1, in the event of a breach @attened breach of any
provision of Section 5.1 by a Party, the other yaiitl be authorized and entitled to obtain fronmyamurt of competent
jurisdiction, applying the laws of that court, infttive relief, whether preliminary or permanengdfic performance and
an equitable accounting of all earnings, profitd ather benefits arising from such breach, whights will be cumulative
and in addition to any other rights or remediewlich such Party may be entitled in law or equltye breaching Party
agrees to waive any requirement that the non-biegdébarty (a) post a bond or other security asralition for obtaining
any such relief and (b) show irreparable harm,rimafey of harms, consideration of the public intemrsnadequacy of
monetary damages as a remedy. Nothing in this@ebtil.7 is intended, or will be construed, to tithe Parties’ rights to
equitable relief or any other remedy for a breafchny provision of this Agreement.

5.2. Restrictions
5.2.1. On AstraZenecaDuring the period commencing [**], neither AsteZeca nor any of its Affiliates [**].
5.2.2. Reciprocal NorCompete Provisions
€) [**], neither Party, nor any of their respectivefiites will [**].
(b) Without limitation of Section 5.2.2(a), during theriod [**], neither Party nor any of their respget
Affiliates will [**].
(c) Notwithstanding the provisions of Sections 5.2.2(a 5.2.2(b), if a Party or any of its Affiliatg4].
5.3. [**].
5.4. Compliance with Law Each Party hereby covenants to comply with albligable Law and industry professional

standards applicable to its activities connecteti thie Development, Manufacture, and Commerciabnatas applicable) of
Products. Without limiting the generality of thedgoing:
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5.4.1. Patient Information Each Party agrees to abide by all laws, rulegjlegions, and orders of all applicable
supranational, national, federal, state, provineatl local governmental entities concerning th&identiality or
protection of patient identifiable information catfents’ protected health information, as defingaby other applicable
legislation in the course of their performance urtes Agreement.

5.4.2. Debarment Each Party will not use in any capacity, in castima with the activities to be performed under
this Agreement, any person who has been debarmsdant to Section 306 of the United States Fedraradtl, Drug, and
Cosmetic Act or analogous law, or who is the sutip¢a conviction described in such section or mesponding section
any analogous law. Each Party will inform the otRarty in writing immediately if it or any persorhwis performing or
has performed activities hereunder or is conduatinigas conducted any development of the Licensedp©und or
Product is debarred or is the subject of a corictiescribed in Section 306 or a correspondingaseof any analogous
law, or if any action, suit, claim, investigationlegal or administrative proceeding is pendingutial to the debarment or
conviction of such Party or any person performiagyies hereunder.

5.5. Business Ethics

5.5.1. Each Party will conduct its business in accordamitie Applicable Law. By signing this Agreement, bac
Party agrees to conduct its activities under thigse&ment in a manner that is consistent with Apiblie Law, including th
U.S. Foreign Corrupt Practices Act, the UK Brib&gt 2010, and the relevant provisions of the Péspkepublic of
China Criminal Law and People’s Republic of ChinatiAUnfair Competition Law, each as amended, andather
applicable anti-corruption laws and laws for theyemtion of fraud, racketeering, or money laundg(gollectively, “
Anti-Corruption Laws").




5.5.2. Each Party will not, directly or indirectly, payffer or promise to pay, or authorize the paymerdmf
money, or give, offer or promise to give, or authethe giving of anything of value (collectively,* Prohibited Payment
") to any government or political party officialsfficials of international public organizations,nthdates for public office
or representatives of other businesses or persaing)a@n behalf of any of the foregoing (collective' Officials ") where
such Prohibited Payment would constitute a violatbany Anti-Corruption Law. In addition, regardéeof legality, each
Party will make no Prohibited Payment, directlyiradirectly, to any Official if such Prohibited Pagmt is for the purpose
of influencing decisions or actions with respectite subject matter of this Agreement or any o#tsgrect of the other
Party’s business. Each Party acknowledges andsagratnone of it, or any of its Affiliates or s their respective
officers, directors, employees, agents and reptateas (collectively, “ Authorized
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Representativey is authorized to waive compliance with the psigns of this Section 5.5 and that each Partyheill
solely responsible for its compliance with the ps@mns of this Section 5.5 and the Anti-Corruptlaws irrespective of
any act or omission of the other Party or any ®fiffiliates, Sublicensees or its or their respezihuthorized
Representatives. Each Party’s failure to abidehbyprovisions of this Section 5.5 shall be deemethterial breach of this
Agreement and without prejudice to any other rigittsemedies that may be available to the non-tiagdParty under
this Agreement or in law or equity, then the conssgres in Section 3.9 will apply.

5.6. Standstill Agreement [**] neither AstraZeneca nor any of its conteall Affiliates or its Affiliates under common

control (collectively the *“ AstraZeneca Relatedtla™) will, in any manner, directly or indirectly, dbe following unless
requested by Ironwood, except in connection withtthnsactions contemplated by this Agreement:

(@)

make, effect, initiate, directly participate inaause

0] any acquisition of beneficial ownership of any agtisecurities of lronwood, if, after such
acquisition, the AstraZeneca Related Parties wbaltkficially own more than ten percent of the
outstanding common stock of lIronwood provided thatAstraZzeneca Related Parties may own an amour
in excess of such percentage to the extent regudtinlusively from actions taken by Ironwood or its
Affiliates;

(i) any acquisition of all or substantially all of thesets of Ironwood; provided this subsection
(i) will not apply to the acquisition by the Asitaneca Related Parties of a license or other rights
Ironwood assets or technology under terms negdtiayehe Parties;

(iii) any tender offer, exchange offer, merger, businesination, recapitalization, restructuring,
liquidation, dissolution or extraordinary transaatinvolving Ironwood, or involving any voting seties
or material portion of the assets of Ironwood (gt@es otherwise permitted hereunder); providedtthiat
subsection (iii) will not apply to such a transantby the AstraZeneca Related Parties involvirigenke or
other rights to Ironwood assets or technology utelens negotiated by the Parties; or

(iv) any “solicitation” of “proxies” (as those terms arged in the proxy rules of the Securities and
Exchange Commission) or consents with respectyovating securities of Ironwood;
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(b) form, join or participate in a Group with respexthe beneficial ownership of any voting securibés
I[ronwood;
(c) act, alone or in concert with others, to seek tatrd the management, board of directors or pdlicie

(except as they related to the activities undexr Agreement) of lIronwood;

(d) take any action that might require Ironwood to makmublic announcement regarding any of the tyjes o
matters set forth in Section 5.6(a)(i);

(e) enter into any agreement with any other persorningléo any of the foregoing; or

() publicly request or propose that Ironwood amendyevar consider the amendment or waiver of any
provision set forth in this Section 5.6.

Notwithstanding the foregoing, the provisions atBection 5.6 will not apply to (i) the exercisedny of the AstraZeneca
Related Parties of any rights available to shad#slgenerally pursuant to any transaction destiib&ection 5.6(a) above,
provided that such AstraZeneca Related Party hiahano either directly or as a member of a Groupenaffected, initiated
or caused such transaction to occur, (ii) the &sttipn of, or offering to acquire, directly or imdctly, any, company or
business unit (other than Ironwood) that beneficiadvns Ironwood voting securities so long as sc@mpany or business
unit’s acquisition of Ironwood'’s securities was noade on AstraZeneca’s behalf, provided that althdhe AstraZeneca
Related Parties shall not be required to diveshtiidings of lronwood’s securities by such companfusiness unit upon
acquisition thereof, such holdings when aggregaiéu the then-existing holdings of Ironwood sedestof the AstraZeneca
Related Parties may prevent the AstraZeneca ReRagiks, pursuant to the terms of Section 5.6(d)¢ém acquiring
additional Ironwood securities, (iii) the makingarfy non-public proposal, or entering into any caruial transaction with
respect to, or otherwise consummating, any commldreinsaction in the ordinary course of the bussra the Parties’
ongoing business relationships or (iv) any actibiyyany of the AstraZeneca Related Parties afjelr¢ghwood has made any
public announcement of its intent to solicit or agg in any transaction of the type which if consated would constitute a
Combination, (2) Ironwood enters into an agreenoerin agreement in principle providing for a Conalbion or Ironwood
redeems any rights under or modifies or agreesaodifyna shareholder rights plan to facilitate apgafic Combination, or
(3) a tender or exchange offer which if consummatedld constitute a Combination is made and ther@oé&Directors of
Ironwood either accepts such offer or fails to reotend that its stockholders reject such offer witien business days from
the date of commencement of such offer, providedidver, that, the provisions of this Section 5.8 again be applicable,
each case, (y) if Ironwood terminates such
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transaction (if entered into previously) or annasits intent to terminate such transaction (ify@am announcement has then
been made), withdraws such recommendation or segeth offer, each as applicable, and (z) (A) #\sthaZeneca Related
Party has not previously made any public announogéwféts intent to solicit or engaged in any traction of the type
referred to in Section 5.6(a) above, or (B) inélent that such public announcement has been nyaaleytof the
AstraZeneca Related Parties, such AstraZenecadddparty has terminated or announced its intetgrtoinate such
transaction.

“ Group” means two or more Persons acting as a partneighiped partnership, syndicate or other grouptfa purpose of
acquiring, holding or disposing of securities afriwood. A “_Combinatiori means a transaction in which (1) a Person or
Group acquires, directly or indirectly, securitiepresenting 50% or more of the voting power ofdbtstanding securities of
Ironwood or properties or assets constituting 50%hore of the consolidated assets of Ironwood #ndubsidiaries or (2) in
any case not covered by (1), (x) Ironwood issuesr#@gs representing 50% or more of its total ngtpower, including the
case of (1) and (2) by way of a merger or otheirt®ss combination with Ironwood or any of its sdliiies or (y) Ironwood
engages in a merger or other business combinatidnthat the holders of voting securities of Iromddmmediately prior to
the transaction do not own more than 50% of thexggtower of securities of the resulting entity.

Ironwood [**].

Nothing in this Section 5.6 shall preclude discoissior communications of any kind between AstraZarand its Affiliates.

5.7. Enforcement of Infringing or Counterfeit Good&straZeneca will use Commercially Reasonable fEffto

(a) monitor commercial markets in the Territory fiocidences of sales of counterfeit goods or uédsardlemarks, including
trade dress, that infringe the Product Trademarl&aduct Domain Names, including Product tradesithat may cover,
compete with, or damage sales of the Product dmat stmilar offenses (collectively, “ Counterfedit) in accordance with the
procedures established by the IPWG and (b) stoguah Counterfeiting using all Commercially Reasd@aneasures available
under Applicable Law. AstraZeneca will promptly ifpironwood of any incidence of Counterfeitingtime Territory of which it
becomes aware and will coordinate with and keepwand apprised of any efforts to stop such Couetténfy. Ironwood will
cooperate with AstraZeneca as reasonably requbgtédtraZeneca with respect to the foregoing mated will use
Commercially Reasonable Efforts to enforce any@gmls provisions in the Existing Agreements toekient likely to impact
the Territory. Costs incurred under this Sectioh[5].

5.8. Development DataAstraZeneca will not use any Development Dateoinnection with the development,
manufacture or commercialization of any GC-C Agbaisywhere in the world other than the Licensed gaumd and Products
in
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6.

accordance with this Agreement, unless (a) AstraZaris exercising (sub)licensed rights to the Dmwelent Data under an
Existing License Agreement (or other separate §eeagreement under which Ironwood grants rightséothe Development
Data in the applicable jurisdiction), or (b) sucev@lopment Data becomes part of the public donteingh no wrongful act,
fault or negligence on the part of AstraZenecaAiffgiates or Sublicensees.

5.9. Export Restrictions AstraZeneca will not knowingly sell, export, dstiibute, directly or indirectly, any Product to
any location outside of the Territory or take amtian that AstraZeneca reasonably believes willliteaa such export. [ronwood
will not knowingly sell, export, or distribute, permit any Third Party to do any of the foregoidgectly or indirectly (including
through Forest), any Product or the Licensed Comg@aa any location within the Territory that isented to be the final
location for sale, export or distribution of sualo@uct or Licensed Compound or take any actionltoatvood reasonably
believes would result in any of the foregoing (extder the supply of Licensed Compound and ProtiuétstraZeneca pursuant
to the terms and conditions of this Agreement &edSupply Agreement).

5.10. Existing Agreementsironwood covenants the following relating to thesting Agreements, except as would not
materially adversely affect any of AstraZenecaihts or obligations under this Agreement: (a) Irood will not and will cause
its Affiliates to not make any amendments or madifions with respect to, or provide any consentsavers or enter into any
side letter relating to any of the Existing Agreemnsewithout AstraZeneca’s prior written conseny;lfonwood will use
Commercially Reasonable Efforts to ensure (i) taggymance of any acts contemplated in this Agregrteebe undertaken by
Forest, Astellas, or Almirall and (i) compliancg Borest, Astellas, and Almirall with any corresdorg obligations of Forest,
Astellas, or Almirall under the Forest Agreemergtéllas Agreement, and Almirall Agreement, as aalie; and (c) Ironwood
will not breach (i) any material provisions of amgreements with Third Parties relating to the Irood/Patent Rights or
Ironwood Know-How or (ii) any of the Existing Agneents.

5.11. Other Linaclotide Partnerd**|

5.12. [*4]

REPRESENTATIONS AND WARRANTIES

6.1. Representations and Warranties of Each Paktyof the Effective Date, each of AstraZeneca laoawood hereby
represents and warrants to the other Party hescfmlaws:

€) it is a corporation or entity duly organized andidig existing under the laws of the state or other
jurisdiction of its incorporation or formation;

50




[**] = Portions of this exhibit have been omittedrpuant to a confidential treatment request. Aredacted version of this exhibit has been
filed separately with the Commission.

6.2.

(b) the execution, delivery and performance of thise®gnent by such Party has been duly authorized by al
requisite corporate action and does not requiresaayeholder action or approval;

(c) it has the power and authority to execute and detivis Agreement and to perform its obligations
hereunder;
(d) the execution, delivery and performance by suclyRdrthis Agreement and its compliance with thente

and provisions do not and will not conflict with i@sult in a breach of any of the terms and prowmssiof or
constitute a default under (i) any agreement tactviti or its Affiliates is a party, (ii) the provas of its charter or
operative documents or bylaws or (iii) any ordefit,vinjunction or decree of any court or governnamuthority
entered against it or by which any of its propéstipound,;

(e) it has the full right, power and authority to grafitof the right, title and interest in the licelssgranted to
the other Party under this Agreement; and

) it and its Affiliates have not violated in any manrthat is reasonably likely to affect the rightste other
Party hereunder or adversely affect the Developpmer@ommercialization of any Product hereundey, laws,
rules, regulations, or any order of any applicaipranational, national, federal, state, provineat local
governmental entities, in each case, concerningdhédentiality or protection of patient identifile information or
patients’ protected health information, as defibgcny applicable legislation.

Additional Representations, Warranties and Covenahlronwood. Ironwood hereby represents, warrants and

covenants to AstraZeneca that as of the EffectiateD

€) Ironwood has with respect to any Patent Right llaatreached the nationalization stage as of thextifé
Date and will have at the time of nationalizatidrany other Patent Right, in each case, in theifbeyr the sole and
exclusive right in the Territory in and to the Ivamod Patent Rights listed in Schedule 6.2¢#8pched hereto and the
ownership of such Ironwood Patent Rights is asas#t on such Schedule 6.2(dyonwood has the sole and
exclusive rights in the Territory with respect tbleonwood Know-How that it purports to grant tes#haZeneca
hereunder, in each case free of any encumbraece di claim of ownership by any Third Party.

(b) Ironwood is not subject to any agreement with ad Riarty that includes a royalty or similar payment
obligation to, or other restriction or limitation favor of, such Third Party (including, for thiarpose, to
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current or former officers, directors, employees)sltants or personnel of Ironwood or any predem@svith
respect to (i) its rights to practice the lronwdathnology in the Territory or (ii) the Developmemt
Commercialization of the Licensed Compound or arpdBct in the Territory.

(c) To Ironwood’s and its Affiliates’ knowledge [**],mPerson is infringing or threatening to infringe o
misappropriating or threatening to misappropriageltonwood Patent Rights or the Ironwood Know-How.

(d) To Ironwood’s and its Affiliates’ knowledge, thermeption, development, and reduction to practichef
Ironwood Patent Rights and Ironwood Know-How exigtas of the Effective Date have not constitutethweolved
the misappropriation of trade secrets or othertsigi property of any Person.

(e) No Ironwood Patent Rights are subject to, or weneetbped pursuant to any funding agreement with any
government or government agency.

® Ironwood is not in material breach of any provisaf any agreements with Third Parties relatintheo
Ironwood Patent Rights or Ironwood Know-How andds in material breach of any of the Existing Agremts, in
each case, in a manner that is reasonably likedffext the rights of the other Party hereundeadwersely affect the
Development, or Commercialization of any Producthader.

(9) Ironwood has not received any written or oral clahownership, inventorship or patent infringemtom
any Third Party (including by current or formerioéfs, directors, employees, consultants, or pewsast Ironwood
or any predecessor) with respect to the Ironwoazhiielogy, and lronwood is not aware of any reasleniasis for
any such claim.

(h) Except [**], no claim or litigation has been brougir threatened by any Person alleging, and Iromiso
not aware, that any of the Ironwood Patent Righthe Ironwood Know-How are invalid or unenforceabl

0] To Ironwood’s and its Affiliatesknowledge, the manufacture, use or sale of theuetdd the Territory fo
the indications set forth in the Initial Developr&tans will not infringe any issued claim of aaued patent right
any Third Party, other than Patent Rights thatwood Controls.

()] Ironwood has made available to AstraZeneca all n@t@egulatory Approvals and Regulatory
Submissions, including the Referenced Regulatdigds and Ironwood Know-How, in each case, in it €ol
regarding or related to any Licensed Compound odirt,
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including to its and its Affiliates’ knowledge, alf the foregoing, in each case, that are necessaljow Ironwood
and AstraZeneca to file for initial Regulatory Appals in the Field in the Territory as contemplatedeunder, othe
than those activities contemplated by the DevelogriRéans and Commercialization Plans. Ironwoodrhade
available to AstraZeneca all Regulatory Approvald Regulatory Submissions, including the RefereriRegulator
Filings and Ironwood Know-How in its Control regard or related to any Licensed Compound or Produadtall
such Regulatory Approvals, Regulatory Submissi®ederenced Regulatory Filings and Ironwood Know-Huoe
true and complete. As of the Effective Date, Irood has prepared, maintained and retained all Ryl
Approvals and Regulatory Submissions pursuant thimaccordance with GCP and good laboratory prestias
applicable, and Applicable Law and all such infotiorais and will be true and complete.

(k) Material trade secrets comprising the Ironwood Kadew have been kept confidential or have been
disclosed to Third Parties only under terms of whenitiality. To Ironwood’s and its Affiliates’ kiwdedge, no
breach of such confidentiality with respect to sictlow-How has been committed by any Third Party.

)] Ironwood Controls, as of the Effective Date, ant maintain Control of, such Know-How, and Patent
Rights that have arisen or may arise under thetiBgig\greements as are required to the extent sacgor
AstraZeneca to perform its obligations and exerittsseghts under this Agreement, including to cocitthe
Development activities with respect to the Licen€atnpound and Product(s) in the Field in the Texyit
contemplated in the Initial Development Plan.

(m) To Ironwood’s and its Affiliates’ knowledge, it hasnducted any Development and Commercialization
activities in accordance with good laboratory aliwical practice and Applicable Law.

(n) To Ironwood’s and its Affiliates’ knowledge, neitheonwood nor any of its Affiliates, nor any o§ior
their respective officers, employees, or agentatade an untrue statement of material fact or fnrd statement
any Regulatory Authority with respect to the Deyet®nt of the Licensed Compound or the Productieddo
disclose a material fact required to be discloseahty Regulatory Authority with respect to the Diepenent of the
Licensed Compound or the Products, or committedchnmade a statement, or failed to make a statewitn
respect to the Development of the Licensed Compauride Products that could reasonably be expdotptbvide ¢
basis for the United States Food and Drug Admiaiigtn to invoke its policy respecting “Fraud, Urr8tatements
of Material Facts, Bribery, and lllegal Gratuitieset forth in 56 Fed. Reg. 46191 (September 191)Y8nd any
amendments thereto or any analogous laws or psligithe Territory.
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(0) Neither Ironwood nor any of its Affiliates has bedgbarred or is subject to debarment and neither
Ironwood nor any of its Affiliates has used in aapacity, in connection with the Ironwood Technglatye
Licensed Compound or the Products, any Person whdéen debarred pursuant to Section 306 of thiedStates
Federal Food, Drug, and Cosmetic Act, or who isstiigect of a conviction described in such section.

(p) The countries comprising Astellas’ territory undlee Astellas Agreement are the same as thoserexissi
of the effective date of the Astellas Agreement[**]

(@) To Ironwood’s and its Affiliates’ knowledge, it aiitd Affiliates have not violated any material Anti
Corruption Laws with respect to the Territory exickp such matters as has been disclosed to Astieczeprior to
the Effective Date.

(n Ironwood has made available to AstraZeneca forerewn due diligence all material (i) clinical ancep
clinical data relating to the Product(s) existisgofi the Effective Date that is contained in RetpriaSubmissions
for such Product(s) in the Field in the Territomyitis or any of its Affiliates’ possession, and (fonwood Know-
How that has been requested of Ironwood by AstraZaror, to Ironwood’s or its Affiliates’ knowledge,material
to the Development or Commercialization of the Riai(s) hereunder. To Ironwood’s or its Affiliatdsiowledge, a
Ironwood KnowHow that has been disclosed by Ironwood or itsliétis to AstraZeneca under this Agreement
connection with such due diligence or the negatiatf this Agreement is or will be true and corriecall material
aspects. All adverse information with respect tghfety and efficacy of the Products known towoaod or its
Affiliates as of the Effective Date has been diselb by Ironwood to AstraZeneca through such dugedite review

6.3. Additional Representations and Warranties of Astreeta AstraZeneca hereby represents, warrants and anten
to Ironwood that as of the Effective Date:

€) AstraZeneca has no products [**].

(b) To AstraZeneca'’s knowledge, AstraZeneca and itgidt#s have not materially violated any Anti-
Corruption Laws with respect to the Territory exclp such matters as has been disclosed to Irodwoior to the
Effective Date.

6.4. Representation by Legal Counsé&ach Party hereto represents that it has beeaesepted by legal counsel in
connection with this Agreement and acknowledgesitheas participated in the drafting. In interpngtand applying the
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terms and provisions of this Agreement, the Paggse that no presumption will exist or be implgginst the Party which
drafted such terms and provisions.

6.5. No Inconsistent AgreementdNeither Party has in effect and after the Effecate neither Party may enter into
oral or written agreement or arrangement that woeléhconsistent with its obligations under thiségment or limit the ability
of either Party to grant the licenses set fortAiiticle 2 of this Agreement.

6.6. Disclaimer. THE FOREGOING WARRANTIES OF EACH PARTY ARE IN LEEOF ANY OTHER
WARRANTIES, EXPRESS OR IMPLIED, INCLUDING, WITHOUTIMITATION, ANY IMPLIED WARRANTIES OF
NONINFRINGEMENT, ANY IMPLIED WARRANTIES OF MERCHANRBILITY OR ANY IMPLIED WARRANTIES OF
FITNESS FOR A PARTICULAR PURPOSE ALL OF WHICH AREEREBY SPECIFICALLY EXCLUDED AND
DISCLAIMED. EACH PARTY HEREBY DISCLAIMS ANY REPRESHTATION OR WARRANTY THAT THE
DEVELOPMENT, OR COMMERCIALIZATION OF ANY PRODUCT UNER THIS AGREEMENT WILL BE
SUCCESSFUL.

7. INTELLECTUAL PROPERTY

7.1. Disclosure. During the Term, the Parties will promptly disséoto one another all Collaboration Know-How
(whether patentable or not).

7.2. Ownership.

7.2.1. Ownership of TechnologyExcept as set forth in Section 7.2.2, determamatias to which Party has
invented any Patent Right or Know-How will be madl@ccordance with the standards of inventorshigheut.S. patent
law. Subject to the license grants under Articlabetween the Parties, Ironwood will own all ivood Technology
(including any Collaboration Know-How (other thasint Know-How and Development Data) that is invehtgonceived
or developed solely by employees of Ironwood oAitdiates, or Third Parties acting on behalf obhwood or its
Affiliates, and any Patent Rights claiming suchl@wmbration Know-How) and AstraZeneca will own alithaZeneca
Technology (including Collaboration Know-How (otttean Joint Know-How and Development Data) thatvented,
conceived, or developed solely by employees ofaX&neca or its Affiliates, or Third Parties actorgbehalf of
AstraZeneca or its Affiliates, and any Patent Rigtiaiming such Collaboration Know-How). Each Ravill own an
undivided one-half interest in and to the JointAredogy. In the event inventorship and ownershiprof Collaboration
Technology cannot be resolved by the Parties vdthica of their respective intellectual property nsel, such dispute will
be resolved through arbitration pursuant to Sectidi.3, provided such arbitration panel will irdduat least a single
arbitrator who is a specialist in U.S. chemical ahdrmaceutical patent law
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and in chemical and pharmaceutical patents. Eadly Sfaall make such assignments as are requiretféot the ownersh
allocations set forth in this Section 7.2.1. Subjedhe licenses granted to the other Party utiderAgreement and the
other terms of this Agreement, each Party hasta tigexploit its interest in the Joint Technologighout the consent of
and without accounting to the other Party excegither Party may assign its right, title, or intrim the Joint Technology
to any Person, except (a) in connection with a iegthtransaction under Section 10.9, or (b) td\&iliate.

7.2.2. Development Dat&ach Party will own an undivided one-half intéiesand to all Development Data. Subject
to the licenses granted to the other Party undetreement, Section 5.8 and the other termsisfAjreement, each
Party has the right to exploit its interest in Bevelopment Data without consent of and withoubaaoting to the other
Party, except neither Party may assign its rigth, or interest in the Development Data to anysBe, except (a) in
connection with a permitted transaction under $acti0.9, or (b) to an Affiliate.

7.2.3. Employee Assignmeriach Party shall procure from each of its empsy@nd permitted assignees and
subcontractors who are conducting work under tigjg2@ment, rights to any and all Ironwood Techno]dgtraZeneca
Technology, Development Data or Joint Technologyaaplicable, such that each Party shall receom the other Party,
without payments beyond those contemplated byAbreement, the rights granted to such Party tesusé Ironwood
Technology (in the case of Ironwood), AstraZeneealhihology (in the case of AstraZeneca), Developrbatd or Joint
Technology, as applicable, pursuant to this Agrednia the event such rights have not been seaurady original holde
challenges such procurement, the Party resporfeibf@ocuring such rights [**].

7.3. Intellectual Property WorkingdBp. The Parties will promptly establish an intelleadtproperty working group (*
IPWG ") comprised of at least one senior patent attorndy asneeded, one trademark attorney, from eadi, Ragether witt




research and development personnel and such efhrersentatives of the Parties as the Parties niayndee to be appropriate
from time to time, to manage and review the paséategy for Collaboration Know-How to the exteatls Collaboration Patent
Rights are necessary or useful in the Territorpéwelop, Manufacture or Commercialize the LicenS8ethpound or Product ai
perform such other activities as may be delegateéle IPWG pursuant to this Agreement or by theéi€@afrom time to time
during the Term by mutual written agreement. Altidens of the IPWG will be made by consensus, wébh Party’s
representatives on the IPWG having collectively voie on all matters that are within the respotiigjtof the IPWG. In the
event that the IPWG adopts a patent strategy, anéeRB shall comply with such strategy in connettigth the exercise of their
rights under this Article 7. If there is no suctagtgy, then the Party with the primary responigjbibr an activity under this
Article 7 will be responsible for developing anddl@menting the applicable strategy.
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7.4.

Prosecution and Maintenanceadéf Rights

7.4.1. Patent Prosecution and Maintenatrmawood will be responsible for the preparatifilmg, prosecution and
maintenance of the lronwood Patent Rights, andaX&tneca will have the first right, but not the ghtion, to prepare, fil
prosecute and maintain the Collaboration PatentitRimpcluded in the AstraZeneca Patent Rights‘(th&traZeneca
Collaboration Patent Right} worldwide, each at their own expense except [id in each case, provided that: in the
case of the Ironwood Patent Rights and the AstraZa&Collaboration Patent Rights, each Party willvjgte the other with
(a) advance copies of, and a reasonable opporttim@gmment upon, proposed patent filings in theioey (in the case
the Ironwood Patent Rights) and worldwide (in theecof the AstraZeneca Collaboration Patent Rigintd)prosecution
strategies and proposed correspondence with pafferes in the applicable jurisdiction undertakamrguant to any such
filings, and will consider comments received in ddaith and will not unreasonably reject such comtagexcept that
Ironwood will not be obligated to provide AstraZeaewith advance copies of proposed patent filingiated prosecution
strategies or proposed correspondence for any fFRigits that are included in the rights granted-byest, Astellas or
Almirall, as applicable, to Ironwood pursuant ty ar the Existing Agreements, unless it is pernditie do so thereunder;
and (b) correspondence or other communicationstare which relate to the validity of Collaborati®atent Rights, to
the extent such Collaboration Patent Rights aressary or useful in the Territory to Develop, Maatfire or
Commercialize a Licensed Compound or Product inréwitory , which correspondence or other commatidns or
actions that are to be made during the course attan before a national or regional patent officthe Territory or
national court in the Territory will require the tmal approval of both Parties. A Party providingneoents in accordance
with this Section 7.4.1 will provide such commeiiitgny, expeditiously and in any event in reasdnahbfficient time to
meet any filing deadline communicated to it by ¢tiger Party. The Party receiving any such patepliegtion and
correspondence will maintain such information imfadence, except for patent applications that Haaen published and
official correspondence that is publicly available.

7.4.2. Joint Patent Rightsonwood will have the first right, but not thélmation for the preparation, filing,
prosecution and maintenance of the Joint PaterfttRigxcept as otherwise agreed by the Partiesitmgy costs incurred
under this Section 7.4.2 for Joint Patent Rightd [*

7.4.3. Second Right#f a Party decides not to file, prosecute or raina Patent Right covering, as

applicable, Ironwood Technology, Collaboration Treallogy included in the AstraZeneca Technology @antJbechnology
to the extent such Technology covers the DevelopnManufacture or Commercialization of the Licen§€ammpound or
Product, with respect to Ironwood Technology witthie Territory and with respect to such
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7.5.

AstraZeneca Technology whether within or outsidéhefTerritory, it will give the other Party reasdote notice to that
effect sufficiently in advance of any deadline &my filing with respect to such Patent Right torpiethe other Party to
carry out such activity. After such notice, theetRarty may, subject to the terms of any appleéibknse as a result of
which a Party Controls such Patent Rights (i.e ,Ekisting Agreements or other Third Party agreds)efile, prosecute
and maintain the Patent Right, and perform such@asimay be reasonably necessary for such othgrtBdile, prosecute
or maintain such Patent Right, at its sole costexmnse, except [**]. If such other Party doeglsat, then the Party
which has elected not to pursue such filing, prosen or maintenance will provide such cooperatmthe other Party,
including the execution and filing of appropriatstruments, as may reasonably be requested tdadteihe transition of
such patent activities, and will assign all ofrigght, title and interest to such patent, othentha license rights thereto
provided by this Agreement, to the Party electm@ursue such patent activities.

7.4.4. Patent Term ExtensioriRegardless of which Party is filing, prosecutamgl maintaining any Patent Right
pursuant to this Article 7, the Parties shall atieto make all decisions by mutual consent regardihpatent term
extensions for (a) the Ironwood Patent Rights enThkrritory, (b) the AstraZeneca Collaboration Ratights in the
Territory and (c) the Joint Patent Rights worldwitheluding, if applicable, in the United Statesiwiespect to extensions
pursuant to 35 U.S.C. § 156 et. seq. and in othvesdictions pursuant to supplementary protectienificates, and in all
jurisdictions with respect to any other extensithva are now or become available in the future,reder applicable, for
such Patent Rights. If, with respect to a Prodadtacountry, the Parties cannot agree on whichuci Patent Rights(s)
to which the term is to be extended in such coumirgn (i) with respect to such Patent Rights enTerritory, the Parties
shall mutually agree on a Third Party patent lawjydrose costs [**]) and shall give such lawyer instions to resolve
such disagreement in a manner designed to maxtmézperiod of exclusivity for the applicable Projumnd the decision
of such lawyer shall be binding on the Parties @hdronwood will have the right to make such dgon outside the
Territory for the Joint Patent Rights. Upon requsst Party controlling a decision under this Setfi.4.4, the other Party
shall reasonably cooperate in the implementatiosuoh decision.

Trademarks and Domain Names

7.5.1. Product Trademarkintil such time as the Parties determine thatahach by a Third Party of a generic
equivalent of the Product is imminent in the Temjt(provided that discussion shall not be requifélde JCC no longer
has jurisdiction with respect to the Territory, Btample in the case of Section 3.9) (based upfatine evidence shared
and discussed by both Parties), all Products ape tBommercialized in the Territory under thosed€raarks and using
those domain names selected by the JCC, afterfagitbcconsultation with the Parties’ intellectuabperty counsel (each
such
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Trademark, other than AstraZeneca House Marksoomiood House Marks, a “ Product Trademaskd each such
domain name, other than those containing a Astr@aZaeilouse Mark or Ironwood House Mark, Rréduct Domain Nam
"). After such time, AstraZeneca may select anyd€raark or domain name of its choosing for the Corsrakzation of
the Products in the Territory. The Parties ackndgéeand agree that any Trademarks or domain naevetogped or used
in connection with the Existing Agreements may b@used by the Parties in the Territory unlesseate by Ironwood
and Forest, Ironwood and Almirall, or Ironwood akstellas, as applicable, in writing. Ironwood shaitify AstraZeneca
of such restricted Trademarks and domain namesas@straZeneca is able to comply with this requizat.

7.5.2. Ownershiplronwood will own all Product Trademarks and RredDomain Names, subject to the license
granted to AstraZeneca herein, and is responsibléhé filing, prosecution, registration and mairetace of such Product
Trademarks and the registration and maintenansaaf Product Domain Names. If ronwood decidegmfite or
continue to prosecute, register or maintain a Reb@itademark or obtain or maintain a Product DoniName in the
Territory, it will give AstraZeneca reasonable wetto that effect sufficiently in advance of anyadiéne for any filing witt
respect to such Product Trademark or Product Doidaime in the Territory to permit AstraZeneca tagaut such
activity. After such notice, AstraZeneca may unalegtsuch activity on behalf of and in the nameafwood. The
expenses of the selection, filing, prosecution muaghtenance of the Product Trademarks and obtaanidgmaintaining th
Product Domain Name [**]. Each Party will keep thither Party regularly apprised of the status ohdtsvities under this
Section 7.5.2 and will consult with such other Péttirough the IPWG) in good faith prior to takiagy material action
with respect to any such Product Trademark or Rrtobdomain Name.

7.5.3. Trademark and Domain Name UBke manner of use of the Product Trademarkslanétoduct Domain
Names will be subject to periodic review by the JQ\ither Party will use the Product Trademarka imay that is
inconsistent with the trademark usage guidelinestha usage instructions approved by the Jaad neither Party will u
a Trademark confusingly similar to any of the Prctdirademarks with any of its other products in Tieeritory or, except
as otherwise provided herein, use the Product Timades in combination with its other Trademarkshia Territory in a
manner which would create a composite or combinatiarks. The Parties will utilize the Product Tnadeks and the
Product Domain Names within the Territory only otardance with this Agreement and for no other pebéh the
Territory. Either Party may utilize the Productdemarks and the Product Domain Names outside=dFétritory,
provided that such use is not reasonably likelgaose confusion or devalue the Product TrademaPtamtuct Domain
Name, as applicable, in the Territory.

59




[**] = Portions of this exhibit have been omittedrpuant to a confidential treatment request. Aredacted version of this exhibit has been
filed separately with the Commission.

7.5.4. Party Name on Product Promotionateal . Subject to Applicable Law, all Product promotibneaterial in
the Territory will include those Ironwood House Maias may be requested by Ironwood in a mannehtsaéqual
prominence with AstraZeneca House Marks.

7.5.5. Trademark and Domain Name LicenBe effectuate the purposes of this Agreemenhviaod hereby grants
to AstraZeneca a royalty free license, to use asplal the Product Trademarks and to use the Ptdalnmain Names in
connection with the Commercialization of the Pradun accordance with this Section 7.5 and to bedronwood House
Marks in connection with the Commercialization d?P@duct in the Field in the Territory, all in acdance with this
Agreement. All goodwill arising from the use of Bueroduct Trademarks, Product Domain Names anavivod House
Marks will inure to the benefit of Ironwood.

7.6. Enforcement and Defense of Tetduy Rights.

7.6.1. _Monitoring The IPWG will develop procedures for monitorinkifl Party patent submissions in the Territory.
AstraZeneca will be responsible for executing smeltedures and promptly reporting any relevantalisced activities or
information to Ironwood. The costs of such exeaufid].

7.6.2. _Notice If Ironwood or AstraZeneca becomes aware thatlamwood Technology, AstraZeneca Technology,
Collaboration Technology (including Joint TechnoihdDevelopment Data, Product Trademark, or Profaehain Name is
infringed or misappropriated by a Third Party ie fherritory in the Field, or Collaboration Techrgyathat is included in
AstraZeneca Technology is infringed or misapprdpdaby a Third Party outside the Territory, orubject to an invalidation
action (including any administrative or judiciatian, whether initiated at the State Intellectuadgerty Office of China or
otherwise), or a declaratory judgment action agigrom such infringement (any of the foregoing,ngean “_Infringement

"), Ironwood or AstraZeneca, as the case may bépvamptly notify the other Party of such Infringent.

7.6.3. _Enforcement and Defense of Productiratks and Domain NameSubject to Section 5.7, AstraZeneca has the
first right (but not the obligation) to enforce @gfend any Product Trademark or Product Domain Nag&inst an
Infringement in the Territory. If AstraZeneca exses its right to enforce (and so defend) any Reb@itademark or Product
Domain Name pursuant to this Section 7.6.3, Irordwedl reasonably cooperate with AstraZeneca wétbpect to such
enforcement or defense, including by joining arwdait or proceeding as a party where such joinsleequired under
Applicable Law to enforce or so defend the Produademark or Product Domain Name. In the eventAls&iaZeneca
declines to enforce or so defend the Product Tradewr Product Domain Name against an Infringemétitin 90 days (or
such shorter period as may be required to comply wgal or regulatory deadlines which relate tohstinfringement) of
becoming aware thereof, Ironwood will have the tigghso enforce or so defend
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such Product Trademark or Product Domain Namespeetive of which Party controls an action pursuaurhis

Section 7.6.3, the Parties will collaborate withgect to such action and the comments of the &thgy will not be
unreasonably rejected with respect to strategicsubers and their implementation with respect tohsaction. In furtherance
the foregoing, the Party responsible for any sutioa will keep the other Party reasonably informiedoerson or by
telephone, regarding the status and costs of stt@naor proceeding prior to and during any suctoerement or defense.
Neither Party will settle any such action withdug written consent of the other Party, such consento be unreasonably
withheld, conditioned or delayed. Neither Partyl witur any liability to the other as a consequeofsuch litigation or any
unfavorable decision resulting therefrom, but flarrity, this sentence is without limitation of arBgs other obligations
hereunder, including Sections 9.2 and 9.3.

7.6.4. _Costs and Recoveries for Product Traalksnrand Domain Namedrrespective of which Party prosecutes the a¢
the costs of any prosecution or defense of anynigément of Product Trademarks or Product Domaimé&in the Territory
[**] and the proceeds of any awards, judgmentsattiements obtained in connection with an Infringatnin the Territory

[**] X

7.6.5. _Enforcement and Defense of Patent RigBtibject to the terms of any applicable licensa eessult of which
Ironwood Controls any Patent Rights included inlto@wood Technology (i.e., the Existing Agreememtsther Third Party
agreements), AstraZeneca has the first right (btithe obligation) to enforce or defend in conrattivith any such
enforcement activity any Ironwood Technology in Tregritory, AstraZeneca Technology worldwide (pded that it has the
sole right, but not the obligation, with respecAstraZeneca Technology that is not Collaboratiechinology), and
Collaboration Technology that is not included inrAZeneca Technology (including Joint Technologgt Brevelopment
Data) in the Territory, to the extent either Pdr&yg the legal power to enforce or defend such Taobwg (* Subject
Technology’), against an Infringement in the Territory, progd that AstraZeneca may not admit the invalidity o
unenforceability of any Ironwood Technology or ddiechnology without first consulting with Ironwo@aehd obtaining
Ironwood’s prior written consent to such admissibrstraZeneca exercises its right to enforce (sndlefend) any Subject
Technology pursuant to this Section 7.6.5, Ironwadtreasonably cooperate with AstraZeneca witbpet to such
enforcement or defense, including by joining arwdait or proceeding as a party where such joinsleequired under
Applicable Law to enforce or so defend the Subjemthnology. In the event that AstraZeneca declioenforce or so defel
the Subject Technology (other than AstraZeneca fi@ogy that is not Collaboration Technology) agaars Infringement
within 90 days (or such shorter period as may beired to comply with legal or regulatory deadlingsich relate to such
Infringement) of becoming aware thereof, Ironwoal kave the right to so enforce or so defend sBahject Technology
against such Infringement. Ironwood has the figdttr(but not the obligation) to enforce and defamg Joint Technology
against an Infringement outside the Territory, juled that
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7.7.

Ironwood may not admit the invalidity or unenforb#itly of such Technology without first consultingith AstraZzeneca and
obtaining AstraZeneca'’s prior written consent tolsadmission. In the event that Ironwood declimesriforce or so defend
such Technology against an Infringement within 89d(or such shorter period as may be requiredrapty with legal or
regulatory deadlines which relate to such Infringath of becoming aware thereof, AstraZeneca wiliehe right to so
enforce or defend such Technology. Irrespectiveltdgth Party controls an action pursuant to thisti®ec7.6.5, the Parties
will collaborate with respect to such action anel tomments of the other Party will not be unrealslynajected with respect
to strategic decisions and their implementatiofwéispect to such action. In furtherance of thedoimg, the Party
responsible for any such action will keep the ofP@rty reasonably informed, in person or by teleghoegarding the status
and costs of such action or proceeding prior todamthg any such enforcement or defense. Neithey Rall settle any such
action without the written consent of the othertfpauch consent not to be unreasonably withh@ldditioned or delayed.
Neither Party will incur any liability to the othas a consequence of such litigation or any un&erdecision resulting
therefrom, including any decision holding any s@ehbject Technology invalid, not infringed, not ngpeopriated or
unenforceable, but for clarity, this sentence ithauit limitation of a Party’s other obligations &ender, including Sections
9.2 and 9.3.

7.6.6. Costs and Recoveries for Defense afP@ights

€) In the Territory The Parties agree that, irrespective of whichyRaosecutes the action, the costs of any
prosecution or defense of any Infringement in teerifory [**] and the proceeds of any awards, judgns or
settlements obtained in connection with an Infrmgat in the Territory [**].

(b) Outside the TerritoryCosts of any prosecution or defense of any Igéinent relating to Subject
Technology outside the Territory [**] and the preds of any awards, judgments, or settlements adatam
connection with any prosecution or defense againgtsuch Infringement [**].

Third Party Claims

7.7.1. Third Party Claim€ourse of Action If the Development, Commercialization or Manutaetof a
Product or the use of any Product Trademark ordriodomain Name, in each case, under this Agreeimatieged by a
Third Party to infringe a Third Party’s Patent Righ or Trademark rights or misappropriate a TiHedty’s trade secret,
the Party becoming aware of such allegation witihpptly notify the other Party thereof, in writingasonably detailing
the claim.
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7.7.2. Third Party Suilf a Third Party sues a Party (the * Sued P3rbfleging that the Sued Party’s or the
Sued Party’s Affiliates’ or Sublicensees’, Develant) Manufacture or Commercialization of the Praduaise of the
Product Trademark or Product Domain Name infringjewill infringe said Third Party’s Patent Right(@) Trademark
rights or misappropriates said Third Party’s traderet, then upon the Sued Partye¢quest and in connection with the €
Party’s defense of any such Third Party suit, teioParty will provide reasonable assistance@dhed Party for such
defense and will join such suit if deemed a neaggsarty; provided that for suits relating to anp&uct Trademark or
Product Domain Name, subject to Section 5.7, Agtneca will have the first right (but not the obtiga) and Ironwood
will have the second right (but not the obligatibmassume the defense of any such suit; provideefr that, with respe
to any suit AstraZeneca elects to defend, Ironwoag select separate counsel of its own choosiimgpaivood’s expense.
The Sued Party (or the controlling Party in thescafssuits relating to any Product Trademark odBod Domain Name)
will keep the other Party, if such other Party hasjoined in such suit, reasonably informed wébkpect to the status of
such suit on a quarterly basis, in person or sptabne, prior to and during the pendency of anj sué@. The Sued Party
or the controlling Party, as applicable, will notnait the invalidity of any Patent Right within ti®enwood Patent Rights,
the AstraZeneca Patent Rights, or Joint PatenttRiglor settle any such suit, without written coris# the other Party,
such consent not to be unreasonably withheld (eordMood’s consent will not be required with respgecstrazeneca
Collaboration Patent Rights), and in the case @Rfoduct Trademarks and Product Domain Namesandtarty will
submit any argument or take any position in sucindMRarty suit which may in any way lessen, imgaiundermine the
Product Trademarks, or settle any such suit, withaiiten consent of the other Party, such consento be unreasonably
withheld. Subject to the Parties’ respective indiynobligations pursuant to Sections 9.2 and 9l3itigation costs and
expenses incurred with respect to a Third Party suiluding settlement costs, royalties paid itilesment of any such su
and the payment of any damages to the Third Pamger this Section 7.7.2 [**] and the proceedsmof awards,
judgments or settlements obtained in connectioh wity such suit [**].

7.8. Third Party Licensedf, either Party in good faith believes thatpimer to avoid infringing or misappropriating ¢
Third Party’s Patent Right, Knowow, Trademark or domain name, that is necessabet@lop, Manufacture or Commercial
the Licensed Compound or Products in the Territibrig, necessary to obtain a license to such P&aghtt, Know-How,
Trademark or domain name, from such Third Pargntbuch Party will deliver notice thereof to theestParty setting forth the
basis for such belief. With respect to (a) licenstating to any such Trademark or domain nameaXgineca will have the first
right (but not the obligation) and (b) licensestilg to any such Patent Rights or Know-How, Irondiavill have the first right
(but not the obligation), in each case, throughnsel of its choosing, to negotiate and obtain@niée from such Third Party. T
costs of any such license under clause (a) orth)If the Party with the first right
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to negotiate and obtain any such license electtonmbtain such license, the other Party may satdst and expense, through
counsel of its choosing, negotiate and obtainenbe from such Third Party.

7.9. Patent Markindeach Party agrees to mark and have its Affiliates all Sublicensees mark all Products (or their
containers or labels) sold pursuant to this Agredrireaccordance with the applicable statutes gulegions in the country or
countries of manufacture and sale thereof.

7.10. Patent CertificationEach Party will immediately give written notiaethe other of any certification of which it
becomes aware has been filed pursuant to any foegjgivalent to 21 U.S.C. 8§ 355(b)(2)(A) or 8 3%=)(A)(vii) (or any
amendment or successor statute thereto) claimatghle Ironwood Patent Rights, AstraZeneca Patftt® or Collaboration
Patent Rights, in each case, in the Territory dogethe Product are invalid or that infringementi wot arise from the
manufacture, use or sale in the Territory of sublidrParty product by a Third Party. Any resporessuch certification shall be
governed by Section 7.6.5, provided that if Astraeta decides not to respond to such certificatmyding by bringing
infringement proceedings against such Third Pa@$yraZeneca will give notice to Ironwood of its @gon not to bring suit
within ten business days after receipt of noticewath certification (or, if the time period perradtby law is less than 20 busin
days, within half of the time period permitted laylfor AstraZeneca to commence such action) amdMood may then, but will
not be obligated to, bring suit against the Thiadt{Pthat filed the certification in accordancelwiits second rights as describe
Section 7.6.5. Each Party shall cooperate withother Party, including joining any action, as ddseat in Section 7.6.5. The
costs and recoveries of the Parties under this@®ett10 [**]. In the event of a conflict betweemig¢ Section 7.10 and

Section 7.6.5, this Section 7.10 will control.

7.11. No Implied License&xcept as expressly set forth in this Agreemeat;ight or license under any Ironwood
Technology or AstraZeneca Technology is grantedilbbe granted by implication as a result of tlkepective rights of the
Parties under this Agreement. All such rights cerises are or will be granted only as expresslyiged in this Agreement.

7.12. Privileged Communication$n furtherance of this Agreement, it is expedteat AstraZzeneca and Ironwood will,
from time to time, disclose to one another privddgommunications with counsel, including opiniangmoranda, letters and
other written, electronic and verbal communicatidhisch disclosures are made with the understantatghey will remain
confidential, they will not be deemed to waive applicable attorney-client privilege and that ttaeg made in connection with
the shared community of legal interests existinviben Ironwood and AstraZeneca, including the comityiwf legal interests
avoiding infringement of any valid, enforceablegrds of Third Parties and maintaining the validifyronwood Patent Rights,
AstraZeneca Patent Rights and Joint Patent Rights.
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7.13. Redqistration and Submission efAlareement In the event that AstraZeneca or its AffiliateSublicensee is
required, upon advice of counsel, to disclose gister this Agreement (or any portion of this Agremt) , or one or more
confirmatory patent or trademark license agreem@nasgovernment authority in the Territory, indhuglin China, the Ministry
of Commerce or the State Intellectual Property @@ffior any agency or bureau thereof), AstraZzeneéltaanwd will cause its
Affiliates and Sublicensees to, provide prior venittnotice to Ironwood of such disclosure requirenagil cooperate in good fa
to prepare and execute an abbreviated licenseragreein form and substance reasonably acceptaliteriwood, solely for
purposes of such disclosure, with the understanithiagthe terms and conditions of this Agreemetitaontrol in the event of
any dispute regarding the interpretation, appligstdr enforcement of the abbreviated license agrent, and disclose or regis
such abbreviated license agreement.

8. TERM AND TERMINATION
8.1. TermThe term of this Agreement will commence on tiledive Date and will continue in full force anffext
until there is no longer a Development Plan or Cammialization Plan contemplating Development or Guercialization of a
Product in the Territory, unless earlier terminaascprovided in this Article 8 (the “ Terfh

8.2. Termination for Cause

8.2.1. Termination for Material Breaclihis Agreement may be terminated effective imragdy by written notice t
either Party at any time during the Term if theeotRarty materially breaches this Agreement, whigach remains
uncured for [**] days measured from the date wnittetice of such breach is given to the breachemgyfby the non-
breaching Party, which notice will specify the matof the breach and demand its cure; provided glvew that if such
breach is not capable of being cured within thtegtaeriod and the breaching Party uses Commer&ahsonable Effor
to cure such breach during such period and presemtstually agreeable remediation plan for sucladirethis Agreement
will not terminate and the cure period will be exded for such period provided in the remediati@nms long as the
breaching party continues to use Commercially Resisie Efforts to pursue the cure as provided it samediation plan
Further, in the case of a dispute during the cereogd with respect to whether a material breachdeasirred, the non-
breaching Party shall not have the right to terteirihis Agreement until it complies with the applite dispute resolution
procedures hereunder, including those set forBeiction 10.1.2, and the dispute has been resolwestignt to such
procedures and breach remains uncured [**] days #ife final resolution of the dispute through sdigpute resolution
procedures. Notwithstanding anything to the cowtsat forth in this Agreement but subject to timeitations set forth in
Section 9.6, termination will not be deemed toenati a defaulting party from any liability arisimgm such default.
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8.2.2. Termination for Safety Reasoisthe event that AstraZeneca determines in daitl in accordance with its
internal procedures that there is a material saéstye associated with the Product, which safstyeisvas not disclosed to
AstraZeneca prior to the Effective Date, then Adtraeca shall discuss the matter with Ironwood amptly as
practicable. Provided that AstraZeneca does nalifnds decision following such discussion, Asteieca may termina
this Agreement effective upon written notice thétedronwood.

8.2.3. Bankruptcylf the other Party or a Local Affiliate files any court or agency, pursuant to any statute or
regulation of any state or country, a petition amkruptcy or insolvency or for reorganization or &m arrangement or for
the appointment of a receiver or trustee of thatyRa of its assets, or if the other Party proposevritten agreement of
composition or extension of its debts, or if theestParty is served with an involuntary petitiomiagt it, filed in any
insolvency proceeding, and such petition is nainé@sed within [**] days after the filing thereoft & the other Party
proposes or is a Party to any dissolution or ligti@h, or if the other Party makes an assignmarti® benefit of its
creditors (each, a_* Bankruptéy, this agreement may be terminated, provided ith#tte case of a Local Affiliate’s
Bankruptcy, if AstraZeneca notifies Ironwood withif] days following such Bankruptcy that it will ake reasonable
arrangements to perform the Development or Comralézation activities assigned to such Local Affiéian light of such
Bankruptcy and then does so within [**] days folliog such Bankruptcy, Ironwood may not terminate thgreement due
to such Bankruptcy.

8.3. Termination for Convenienderior to its expiration, this Agreement may bert@ated at any time by AstraZeneca
effective upon at least [**] days’ prior written tice to Ironwood for any reason.

8.4. Change of Control

8.4.1. Change of Control NoticEach Party will notify the other in writing, reéncing this Section 8.4.1,
immediately upon any Change of Control, and withpde such notice where permitted at least [**] slgyior to the




Change of Control.

8.4.2. Consequences of a Change of CootrastraZeneca In the event that AstraZeneca, AstraZeneca PLC (*
Parent’) or [**] is subject to a Change of Control whiclould reasonably be expected to lead to an Impaitn@nwood
may elect, in its sole discretion, to (a) contitlis Agreement in accordance with its terms ortébninate this Agreement
effective upon [**] days’ written notice of termitian (or any sooner date specified in such writietice), such notice to
be delivered within [**] days after the Fair Markéalue is determined pursuant to this Section 8 W hin [**] days
following the Change of Control, Ironwood may prinotice to AstraZeneca requesting a determinafioine Fair
Market Value of the Product rights subject to
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acquisition by Ironwood upon a termination pursuarthis Section 8.4.2 and the failure to so retjsash valuation will
be deemed the election to continue this Agreenmeat¢ordance with its terms. Each Party will previde Valuation
Panel with all information reasonably requestedh®yValuation Panel in connection with the deteation of Fair Marke
Value. In connection with a termination under tBection 8.4.2, Ironwood will be required to payraZeneca an amount
equal to the Fair Market Value of the Product rigteacquired by Ironwood in a lump sum payment diseoeffective dat
of the termination.

8.4.3. Consequences of a Chang@afrol of Ironwood In the event Ironwood is subject to a Change of
Control, AstraZeneca may elect, in its sole disoreto (a) continue this Agreement in accordandd t$ terms or

(b) limit the role of the JCC such that the JC@ksgole will be to review and approve the Commedization Budget.
Furthermore, in the event Ironwood is subject @hange of Control, Ironwood’s right to elect tommmote the Product
under Section 3.5.4 will terminate.

8.5. Effects of Termination and Exion.

8.5.1. Effects of Termination bgrwood or by AstraZeneca for Conveniendkthis Agreement is terminated
by Ironwood under Section 8.2.1, 8.2.3, or 8.4rh)oAstraZeneca under Section 8.3, then the fatigyprovisions will be
effective upon such termination:

(a) All licenses granted by Ironwood tstraZeneca hereunder will automatically terminaeept to the
extent required for AstraZeneca to perform its img obligations hereunder and correspondinglyshielicense
rights granted to AstraZeneca will remain in effeakely to allow AstraZeneca to sublicense undehsights and
licenses solely for the aforesaid purpose ;

(b) All licenses granted by AstraZenexérdonwood herein will become fully paid up, fubyblicensable,
irrevocable, perpetual, royalty-free licenses aiitlhe expanded to grant Ironwood correspondingtsgn the
Territory to the extent such rights are not alregthnted hereunder;

(c) AstraZeneca will assign to Ironwodidright, title, and interest in and to (i) all Regtory Submissions and
Regulatory Approvals pertaining to the Licensed @oond or Product Controlled by AstraZeneca (exclgdi
Regulatory Submissions and Regulatory Approvathécextent pertaining to AstraZeneca'’s proprietampounds
or products that are not or do not contain the hseel Compound as the sole active ingrediental{igf
AstraZeneca'’s rights, title and interest in andrtiyg Product Trademark (including, without limitatjahe goodwill
symbolized by such Product Trademark) used to btta@mdProduct (excluding, for clarity, any AstraZead¢louse
Marks)
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and any Product Domain Names, and (iii) all of AZ&neca’s interest in any copyrights to the extextssary or
useful to enable Ironwood to continue to conductdd@pment as contemplated in the then current @e@veént Plal
and to use the current versions of promotional neseand sales training materials for the Prodircte Territory
(excluding, for clarity, any AstraZeneca House Maror a period of [**] months or shorter if reged after the date
of termination of this Agreement to comply with Ajgable Law ;

(d) AstraZeneca will furnish Ironwood fvittasonable cooperation (i) to assure a smoatkitian of any
clinical or other studies in progress related ®lticensed Compound or Product(s) which Ironwodémenes to
continue in compliance with Applicable Law and ethiguidelines applicable to the transfer or teation of any
such studies, and (ii) as reasonably necessaiydimwood to assume the Commercialization activitiethe Product
(s) in the Territory. In addition, AstraZeneca witurn all Ironwood Confidential Information tahwood as set
forth in Section 5.1.5. Ironwood will return all #a&Zeneca Confidential Information to AstraZenesaet forth in
Section 5.1.5; provided however, that Ironwood meggin any such Confidential Information that iasenably
necessary or useful for Ironwood to develop, mactufe and commercialize the Licensed Compound @durits or
exercise its rights hereunder after the effectiaie @f such termination (but such right of retemstall not be
construed to expand the scope of the rights grantédnwood hereunder) ;

(e) Until termination is effective, Asitaneca will continue to use Commercially Reasonéfffierts to
perform its obligations under the Development Riad the Commercialization Plan then in effect, pkedth
respect to activities that Ironwood elects to ditowe; and

() Sections 8.5.1(a) will be effectivpon any such termination, and Sections 8.5.1(b)1&), 8.5.1(d), and
8.5.1(e) will be effective upon such terminationiarthe case of termination by AstraZeneca purstmB8ection 8.3
or by Ironwood pursuant to Section 8.4, upon Iroadle earlier election following a notice of termfiwen. All
activities performed by AstraZeneca on behalf ofilwood in this Section 8.5.1 will be at AstraZerigcast and
expense. At the election of AstraZeneca at the tifrtermination, the Parties will negotiate in gdaith a transition
agreement in order to effect the provisions of 8estion 8.5.1, provided, however, that the ingbdf the Parties to
agree on the terms of such agreement shall neerétraZeneca of its obligations under this Secld.1.

8.5.2. Effects of Termination bytéeZeneca for Ironwood Material Breach or Insolwentf AstraZeneca
terminates this Agreement pursuant to Section &@8.2.3, all licenses granted by (a) IronwoodstraZeneca
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hereunder, will terminate, and (b) AstraZenecldowood hereunder will become fully paid up, fulyblicensable,
irrevocable, perpetual, royalty-free licenses ailtlhe expanded to grant Ironwood correspondingtsgn the Territory to
the extent such rights are not already granteduineler, and neither Party will have any further cactual obligations to
the other hereunder, except with respect to anyigioms which survive the termination of this Agmeent by their
respective terms or as set forth in Section 8.8,aligations accrued but remaining outstandingfdke effectiveness of
termination. Ironwood will return all of AstraZersés Confidential Information to AstraZeneca asfedh in

Section 5.1.5; provided however, that Ironwood metgin any such Confidential Information that iagenably necessary
for Ironwood to develop, manufacture and commemaahe Licensed Compound or Products or exertsseghts
hereunder after the effective date of such ternunair perform its obligations under this Agreemienthe Territory (but
such right of retention shall not be construedxoaed the scope of the rights granted to Ironwacar@inder).
Notwithstanding the foregoing, in lieu of such tération, AstraZeneca may elect (i) [**] and (ii) ft¥]. Furthermore, if
AstraZeneca is entitled to terminate this Agreendmt to Ironwood’s material breach of its regulatolbligations as
provided in Section 3.2, in lieu of terminatingsifigreement, AstraZeneca may elect to perform aatikities on behalf
of and in the name of Ironwood in accordance withDevelopment Plan, in which case Ironwood witlyide any
assistance reasonably requested by AstraZenensitioning and performing such activities, inéhglthe execution of
any power of attorney or similar document necesganAstraZeneca to perform such activity.

8.5.3. Effects of Termination faaf&ty Reasonslf AstraZeneca terminates this Agreement for tyafeasons
pursuant to Section 8.2.2, then the following psawis will be effective upon such termination:

(a) All licenses granted by Ironwood tstraZeneca hereunder will automatically terminaeept to the
extent required for AstraZeneca to perform its simg obligations hereunder, and correspondingg/ghblicense
rights granted to AstraZeneca will remain in effeglely to allow AstraZeneca to sublicense undehsights and
licenses solely for the aforesaid purpose ;

(b) Notwithstanding the survival provisgof Section 8.6, all licenses granted by Astreca to Ironwood
hereunder will automatically terminate with respcany Technology that is the cause of the saéstye underlying
such termination, and all other licenses grantefidtyaZeneca to Ironwood hereunder will survivehstermination;

(c) AstraZeneca will return all IronwoGdnfidential Information to Ironwood and IronwoodIweturn all
AstraZeneca Confidential Information to AstraZeneszch as set forth in Section 5.1.5; provided hanehat
Ironwood may retain any such Confidential Inforroatthat

69




[**] = Portions of this exhibit have been omittedrpuant to a confidential treatment request. Aredacted version of this exhibit has been
filed separately with the Commission.

is reasonably necessary or useful for Ironwoodky@se its rights hereunder after the effectivie dd such
termination (but such right of retention shall betconstrued to expand the scope of the rightseptan Ironwood
hereunder);

(d) AstraZeneca will provide such docutagéinon in its possession and control relating tteeasd discuss such
safety issue with Ironwood in good faith as reabbneequested by Ironwood for at least [**] dayseafthe effective
date of such termination to assist Ironwood anideatify, further characterize, and fully documenth safety issu
AstraZeneca’s out-gbocket costs for such assistance, if any, shagtiaie by Ironwood. For clarity, AstraZeneca \
not be required to generate any new informatioanmgigg such material safety issue or undertakeDawelopment
or Commercialization activities in the portion betTerritory to which any termination relates afiesviding notice
of termination for a material safety issue undesti®e 8.2.2; and

(e) If, within [**] years after the effége date of a termination of this Agreement purdua Section 8.2.2,
either (i) lIronwood receives express authorizatiom a Regulatory Authority to recommence or coméiithe
development and commercialization of the Produgtipa Safety Panel determines that it is reastsfdy Ironwood
to continue the development and commercializatioth@® Product, taking into account all safety isswéth the
Product, then Ironwood shall be afforded the mommaded reversion rights with respect to the Prbds¢o which
would have been entitled had AstraZeneca termirthisdAgreement pursuant to Section 8.3; provithedyever,
that Ironwood’s indemnification obligations withsgect to the Product shall remain in effect andai®&neca shall
no longer have any indemnification obligation tonwood or any Ironwood Indemnified Party with rese any
Product sold by or on behalf of Ironwood or itsilidtes or licensees after the date of such tertitina Ironwood
will have the right to convene a Safety Panel dusach [**] year period upon written notice to Asfieneca. Each
Party will reasonably cooperate with and providg masonably requested information to such SafaheP

8.6. Survival of Certain ObligationExpiration or termination of this Agreement wilbt relieve the Parties of any
obligation accruing before such expiration or teration. The provisions of this Agreement that staéxpiration or termination
of this Agreement are: Articles 1, 4 (with respicany costs or expenses incurred, or Net Saleg npaidr to the effective date
of such expiration or termination, or costs andesmges incurred after such date if expressly coritgagpas costs and expenses
that may be incurred hereunder following the expireor termination hereof and included as ProgEpenses notwithstanding
such expiration or termination (e.g., Section 3)3.8ections 2.2, 2.3 (solely with respect to tights granted to Ironwood
thereunder), 2.4 (solely with respect to the rigitemted to Ironwood thereunder), 3.3.2 (for Prodatd in the Territory
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during the Term), 4.7, 5.1, 6.6, Article 7 (solelith respect to those provisions relating to Jeiethnology or Development
Data), Sections 7.2, 7.12, and Articles 8, 9 andAty expiration or early termination of this Agreent will be without
prejudice to the rights of either Party againstdtiesr accrued or accruing under this Agreemerdredermination. In no event
will any milestone payment be due hereunder dfterdate on which a notice of termination is proditiereunder. In addition,
Sections 4.4, 4.5, 4.6 and 4.8 shall apply witipeesto payments due hereunder after expiratidaratination of this

Agreement.
9. PRODUCT LIABILITY, INDEMNIFICATION, AND INSURANCE
9.1. Sharing of Liability ExpenseBhe Parties will share all losses, damages liligsi, settlements, penalties, fines and

expenses (including reasonable attorneys’ feesapdnses) arising from claims against the Partiéisedr respective Affiliates
or any of their respective employees, officersectiors, agents or permitted Sublicensees by Thirtig? (collectively, *
Liabilities ” and such claims, “ Third Party Clairfisto the extent such Liabilities relate to the Bpment or Manufacturing of
the Licensed Compound or Product for the Territorger this Agreement or the Commercialization effmoduct in the
Territory, including any (a) the death or bodilyiry of any person (or similar claims) (* Produgahility Claims”) in the
Territory on account of the use of any Product $olithe Territory during the Term, (b) any recaliathdrawal of Product sold
in the Territory during the Term, or (c) any infgement claims brought by any Third Parties in theifory, which are the
subject of Section 7.7 (collectively, “ Shared liidp Claims ), as if such Liabilities were Program Expensethattime such
Liabilities were incurred by the applicable Pagycept to the extent that one of the Parties wbaldesponsible for such
Liabilities (assuming they were incurred by theestRarty) under Section 9.2 or 9.3.

9.2. Indemnification by Ironwoodronwood shall indemnify, defend and hold harrsléstraZeneca, its Affiliates, and
each of its and their respective employees, officgirectors agents and permitted Sublicenseeh (adcAstraZeneca
Indemnified Party) from and against any and all Liabilities arisiagt of Third Party Claims to the extent resultfrgm or
arising out of:

(a) any intentional misconduct or negtige on the part of Ironwood or any of its Affiliater Sublicensees in
performing any activity contemplated by this Agresrnor any Ancillary Agreement;

(b) any Ironwood representation or watyaset forth in this Agreement or any Ancillary Agment being
untrue;
(c) the Development, Manufacture or Conruiadization in the Field in the Territory of thédensed

Compound or Product by or on behalf of Ironwooduway of its Affiliates, which claims are based otsamr
omissions occurring or failing to occur, in wholeiw part, prior to the Effective Date or are coatdd during the
Term in support of
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Development or Commercialization outside the Teryitincluding in each case (i) any violation of@#jgable Law
in connection with such Development or Commerc#ian and (i) personal injury or similar claimssimg from the
use of any Products prior to the Effective Date;

(d) the Development, Manufacture or Conmuiadization of the Licensed Compound or Producbbyn behal
of Ironwood or any of its Affiliates, licenseesginding Forest, Almirall and Astellas) or Sublicers (i) after the
end of the Term (including the use of any intellettproperty or materials that revert to Ironwootidwing
expiration or termination of this Agreement), @iJtside the Territory or (iii) outside the Fieldtire Territory;

(e) any breach by Ironwood of any oftibsyenants or obligations hereunder or under anyllanc Agreement
or (except to the extent due to a breach of thisedment by AstraZeneca) under the Existing Agre¢snen

() the exercise by lronwood, its Affites, licensees or Sublicensees (excluding suckisgdy AstraZenec
its Affiliates, and Sublicensees as licenseesaiiiood and Sublicensees of AstraZeneca hereuntieghts under
Section 2.2, including any exploitation of the ddiechnology or the Development Data for purpogbherahan
exploitation of the Licensed Compound and ProdhgtbBonwood, its Affiliates, licensees or Subliceas under this
Agreement or any Ancillary Agreement;

except, in each case, to the extent AstraZenemfaligated to indemnify Ironwood for such Liabilgi@ursuant to
Section 9.3.

9.3. Indemnification by AstraZenedsstraZeneca shall indemnify, defend and hold hesmironwood, its Affiliates,
Sublicensees, distributors and each of its and thepective employees, officers, directors andheg@ach, an “ Ironwood
Indemnified Party) from and against any and all Liabilities arisiagt of Third Party Claims to the extent resultfrgm or
arising out of:

(a) any intentional misconduct or negtige on the part of AstraZeneca or any of its Adféis or Sublicensees
in performing any activity contemplated by this Agment or any Ancillary Agreement;

(b) any AstraZeneca representation orawdy set forth in this Agreement or any Ancillakgreement being
untrue;
(c) any breach by AstraZeneca of anyo€ovenants or obligations hereunder or underfamjllary

Agreement; or
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(d) any exploitation of the Joint Techomy} or the Development Data by AstraZeneca or ffdidtes,
licensees or Sublicensees for purposes other th@aigtion of the Licensed Compound and Products;

except, in each case, to the extent Ironwood igatdd to indemnify AstraZeneca for such LiabiBtigursuant to
Section 9.2.

9.4. Procedurd=ach Party will notify the other in the evenbécomes aware of a claim for which indemnificatioay
be sought hereunder or for which Liability is slthpeirsuant to this Article 9. In case any procegdincluding any
governmental investigation) is instituted involviagy Party in respect of which indemnity may begstipursuant to this
Article 9, such Party (the " Indemnified Parjywill promptly notify the other Party (the * Indenifying Party”) in writing and
the Indemnifying Party and Indemnified Party wilket to discuss how to respond to any claims tleatree subject matter of
such proceeding. The Indemnifying Party, upon regjoéthe Indemnified Party, will retain counsedsenably satisfactory to tl
Indemnified Party to represent the Indemnified yartd will pay the fees and expenses of such coualsged to such
proceeding. In any such proceeding, the Indemniady will have the right to retain its own coulngeit the fees and expenses
of such counsel will be at the expense of the Indfed Party unless (i) the Indemnifying Party ahd Indemnified Party will
have mutually agreed to the retention of such celums(ii) the named parties to any such proceefimguding any impleaded
parties) include both the Indemnifying Party ang idemnified Party and representation of bothi®aly the same counsel
would be inappropriate due to actual or potentif¢dng interests between them. All such fees arplenses incurred pursuan
Section 9.2 or 9.3 will be reimbursed as they aceired. The Indemnifying Party will not be lialite any settlement of any
proceeding unless effected with its written conséhe Indemnifying Party will not, without the wigh consent of the
Indemnified Party, effect any settlement of anydieg or threatened proceeding in respect of whiehihdemnified Party is, or
arising out of the same set of facts could havebag@arty and indemnity could have been sougtgumeter by the Indemnified
Party, unless such settlement includes an unconditrelease of the Indemnified Party from all llii§pon claims to which the
indemnity relates that are the subject matter ohsaroceeding. Notwithstanding the foregoing, é@rthis a conflict between this
Section 9.4 and Section 7.7, the procedures irclar# will control.

9.5. InsuranceEach Party further agrees to use CommercialpsBeable Efforts to obtain and maintain, during the
Term, commercial general liability insurance, irdthg products liability insurance, with reputableddinancially secure
insurance carriers to cover its indemnificationigdions under Sections 9.1, 9.2 or 9.3; provided [**].

9.6. Liability Limitations NOTWITHSTANDING ANYTHING IN THIS AGREEMENT OR ANYANCILLARY
AGREEMENT TO THE CONTRARY, IN NO EVENT WILL EITHERPARTY BE LIABLE TO THE OTHER FOR ANY
CONSEQUENTIAL, INCIDENTAL, INDIRECT, SPECIAL, PUNIIVE, OR
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10.

EXEMPLARY DAMAGES, OR FOR LOST PROFITS, LOST MILE®NES, OR LOST ROYALTIES UNDER THIS
AGREEMENT OR ANY ANCILLARY AGREEMENT, WHETHER IN COITRACT, WARRANTY, NEGLIGENCE, TORT,
STRICT LIABILITY OR OTHERWISE, ARISING OUT OF (a) HE DEVELOPMENT, COMMERCIALIZATION, USE OR
SALE OF ANY LICENSED COMPOUND OR PRODUCT DEVELOPEDR COMMERCIALIZED HEREUNDER OR
UNDER ANY ANCILLARY AGREEMENT, OR (b) ANY BREACH OFOR FAILURE TO PERFORM ANY OF THE
PROVISIONS OF THIS AGREEMENT OR ANY ANCILLARY AGREEENT. THE FOREGOING LIMITATIONS IN THIS
SECTION 9.6 SHALL NOT APPLY TO (1) ANY LIABILITY OFEITHER PARTY ARISING FROM ITS OR ITS
AFFILIATE’'S OR SUBCONTRACTOR’S GROSS NEGLIGENCE ORILLFUL MISCONDUCT, (II) ANY CLAIMS
UNDER SECTION 9.1, 9.2 OR 9.3 OR (lll) ANY LIABILIY OF EITHER PARTY FOR BREACH OF SECTION 5.1 OR
SECTIONS 5.2.1 or 5.2.2.

MISCELLANEOUS.

10.1. Governing Law; Jurisdiction; Dis® Resolution

10.1.1. _Governing LawThe interpretation and construction of this Agneat will be governed by the laws of the State
of New York, excluding any conflicts or choice afal rule or principle that might otherwise refer swaction or
interpretation of this Agreement to the substant@ve of another jurisdiction.

10.1.2. _Dispute Resolutionn the event of a dispute arising out of or iekato this Agreement other than a matter
governed by Sections 3.1.1(f), 3.4.1(f), and 3f}.&fther Party will provide written notice of tliéspute to the other, in
which event the dispute will be referred to theaesive officers designated below or their succesdor attempted
resolution by good faith negotiations within [**hgis after such notice is received. The designdfezts are initially as
follows:

For Ironwood: Its Chief Executive Officer or hissignate
For AstraZeneca: Its Regional VP for Asia Pacifitis designate

In the event the designated executive officersataesolve such dispute within the allotted [**]ydaeither Party may,
after the expiration of the 30 day period, seefegwlve the dispute through arbitration in accocganith Section 10.1.3.
The Parties acknowledge that (a) the failure of#fb€, JOC or JCC to resolve a JDC Deadlock, JOGIBek or JCC
Deadlock, as applicable, which failure does noblwe a breach by a Party of its obligations hereundll not be deemed
a dispute subject to this Section 10.1.2 or Sectibi.3 and (b) a matter that is subject to thal filecision-making of a
Party or its committee representatives hereundestisubject to this Section 10.1.2 or Section B)é&xcept to extent a
dispute arises as to whether such Party has
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exercised such decision-making authority in acaocdavith its obligation to use Commercially Readsedfforts

hereunder).
10.1.3. Arbitration
(a) Claims Any claim, dispute, or controversy of whatevetuna arising between the Parties out of or relatin

to this Agreement that is subject to but not resdlunder Section 10.1.2 within the required [**}ydane period,
including any action or claim based on tort, cocttrar statute (including any claims of breach iotation of
statutory or common law protections from discrintima, harassment and hostile working environment),
concerning the interpretation, effect, terminatiealjdity, performance or breach of this Agreem@r&€laim ), will
be resolved by final and binding arbitration befaneanel of three experts with relevant industnyesience (the “
Arbitrators”). One Arbitrator will be chosen by Ironwood andecArbitrator will be chosen by AstraZeneca within
15 days from the notice of initiation of arbitratiorThe third Arbitrator will be chosen by mutuaregment of the
Arbitrator chosen by Ironwood and the Arbitratobsbn by AstraZeneca within 15 days of the datethwatast of
such Arbitrators were appointed. If the decisiofithe Arbitrators will be enforced in China, thebitrators will be
administered by the Hong Kong International Arliit)a Center in Hong Kong in accordance with thentkeéective
International Chamber of Commerce (* ICCarbitration rules or procedures regarding conuiaior business
disputes. For all other Claims, the Arbitratorslw# administered by the ICC in accordance withh& existing
arbitration rules or procedures regarding commeazidusiness disputes and such arbitration wiétplace in New
York, New York. In each case, the Arbitrators vaél instructed by the Parties to complete the atim within 90
days after selection of the final Arbitrator.

(b) ArbitratorsAward . The Arbitrators will, within 15 calendar dayseafthe conclusion of the arbitration
hearing, issue a written award and statement asidecdescribing the essential findings and conchson which
the award is based, including the calculation of dmmages awarded. The decision or award rendgréteb
Arbitrators will be final and nomppealable, and judgment may be entered uporaitdardance with Applicable L¢
in China, the State of New York or any other cafrtompetent jurisdiction. Any awards authorizedoy
Arbitrators will be subject to the limitations getth in Section 9.6. The Arbitrators will not bethorized to reform,
modify or materially change this Agreement or amcilary Agreement.

(c) CostsEach Party will bear its own attorney’s feestgpand disbursements arising out of the arbitnatio
and the costs of the arbitrator selected by it,\aifidoay an equal share of the fees and costhethird arbitrator;
provided, however, the Arbitrators will be authexdzto
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determine whether a party is the prevailing paahd if so, to award to that prevailing party reimgmment for its
reasonable attorneys’ fees, costs and disburserfiealisding, for example, expert witness fees axgeases,
photocopy charges, travel expenses, etc.), ot dnd costs of the administrator of the arbitnagind the
Arbitrators.

(d) Compliance with this Agreemeninless the Parties otherwise agree in writinginduthe period of time
that any arbitration proceeding is pending undisr Agreement, the Parties will continue to compighvall those
terms and provisions of this Agreement that aretm®tsubject of the pending arbitration proceeding.

(e) Injunctive or Other Equity RelieNothing contained in this Agreement will deny darty the right to
seek injunctive or other equitable relief from ataf competent jurisdiction applying the lawstlodt court in the
context of a bona fide emergency or prospectiveparable harm, and such an action may be filedraidtained
notwithstanding any ongoing arbitration proceeding.

10.2. Force MajeuréNo liability will result from, and no right to teinate will arise, in whole or in part, based upmy
delay in performance or non-performance, in wholm@art, by either of the Parties to this Agreeirte the extent that such
delay or non-performance is caused by an evenoxfeHMajeure. “ Force Majeutaneans an event that is beyond a non-
performing Party’s reasonable control, includingaahof God, act of the other Party, war, riotjlademmotion, strike, terrorist
act, malicious damage, epidemic, quarantine, fiioed, storm, natural disaster, whether or nos iater held to be invalid or
inapplicable. The Force Majeure Party will withéntdays of the occurrence of the Force Majeuretegare written notice to tt
other Party stating the nature of the Force Majeweant, its anticipated duration and any actiomdpgé@ken to avoid or minimize
its effect. Any suspension of performance will i@o greater scope and of no longer duration tearasonably required and
Force Majeure Party will use reasonable efforetoedy its inability to perform; provided, howeviéithe suspension of
performance continues or is anticipated to contiou@0 days after the date of the occurrenceutiadfected Party will have tt



right but not the obligation to perform on behdltlee Force Majeure Party for a period of such Edviajeure and such
additional period as may be reasonably requiressaire a smooth and uninterrupted transition df agtivities. If such failure
to perform would constitute a material breach of thgreement in the absence of such event of Rdiajeure, and continues for
one year from the date of the occurrence and th@PBare not able to agree on appropriate amengmeéthin such period, such
other Party will have the right, notwithstanding first sentence of this Section 10.2, to termitlaite Agreement immediately |
written notice to the Force Majeure Party. Inthse of such a termination, neither Party will hang liability to the other
except for those rights and liabilities that acdrpeior to the date of termination or that surviganination of this Agreement a
the consequences of termination pursuant to Sexc8dnl or 8.5.2, as applicable, shall apply asi¢ch termination was a
termination as to which
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such consequences applied. Notwithstanding thegéamg, nothing in this Section 10.2 will excusesaspend the obligation to
make any payment due hereunder in the manner ahd time provided.

10.3. Additional ApprovalsAstraZeneca and Ironwood will cooperate and aspectively all reasonable efforts to make
all other registrations, filings and applicatiotesgive all notices and to obtain as soon as palske all governmental or other
consents, transfers, approvals, orders, qualifinatauthorizations, permits and waivers, if any tando all other things
necessary or desirable for the consummation ofréimsactions as contemplated hereby. Neither Ralithe required, however,
to divest or out-license products or assets or nadliechange its business if doing so is a conditbf obtaining any
governmental approvals of the transactions contataeglby this Agreement.

10.4. Waiver and Nefxclusion of RemediesA Party’s failure to enforce, at any time or &y period of time, any
provision of this Agreement, or to exercise anyrigr remedy will not constitute a waiver of thabvyision, right or remedy or
prevent such Party from enforcing any or all primris of this Agreement and exercising any rightseonedies. To be effective
any waiver must be in writing. The rights and refaegrovided in this Agreement are cumulative anchot exclude any other
right or remedy provided by law or otherwise avalitaexcept as expressly set forth in this Agreement

10.5. Notices

10.5.1. Notice Requirementsny notice, request, demand, waiver, consentiaygb or other communication
permitted or required under this Agreement mushhweriting, must refer specifically to this Agreenteand will be
deemed given only if delivered by hand, sent bgifade transmission (with transmission confirmeu),PDF e-mail
attachment with digital return receipt, or by im&tionally recognized overnight delivery servicattmaintains records of
delivery, addressed to the Parties at their repeatidresses specified in Section 10.5.2 or th stiter address as the
Party to whom notice is to be given may have preditb the other Party in accordance with this $act0.5.1. Such
Notice will be deemed to have been given as ofitite delivered by hand, transmitted by facsimilgh(twwansmission
confirmed) or by PDF e-mail attached with digiteiurn receipt, or on the second business day €atltte of delivery)
after deposit with an internationally recognizeemmight delivery service. This Section 10.5.1 isintended to govern tr
day-to-day business communications necessary betthieeParties in performing their obligations unter terms of this
Agreement.

10.5.2. Address for Notice

For Ironwood:
Ironwood Pharmaceuticals, Inc.
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301 Binney Street
Cambridge, MA 02142
United States of America
Attention: General Counsel
Fax: +1 (617) 494-0480
E-mail: [**]

With a copy to:

Ropes & Gray LLP

Prudential Tower

800 Boylston Street

Boston, MA 02199-3600

United States of America

Attention: Marc A. Rubenstein, Esq.
Fax: +1(617) 235-0706

E-mail: marc.rubenstein@ropesgray.com

For AstraZeneca:

AstraZeneca Shanghai Zhangjiang Park

No. 199 Liangjing Road

201203

China

Attention: Regional Vice President, Asia Pacifiartently Mark Mallon)

and

1S92, Mereside

Alderley Park, Macclesfield, Cheshire

England

SK10 4TF

Attention: Deputy General Counsel (currently Liallvenn)

With a copy to:

Covington & Burling LLP

One Front Street

San Francisco, CA 94111-5356
Attention: Amy L. Toro, Esq.
(415) 591-7086

10.6. Entire Agreementhis Agreement, constitutes the entire agreerneiteen the Parties with respect to the subjec
matter of this Agreement. This
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Agreement supersedes all prior agreements, whettitéen or oral, with respect to the subject mattethis Agreement. Each
Party confirms that it is not relying on any reeastions, warranties or covenants of the othetyRicept as specifically set ¢
in this Agreement. Nothing in this Agreement isimded to limit or exclude any liability for fraudlll Exhibits or Schedules
referred to in this Agreement are intended to lmbae hereby specifically incorporated into and enagbart of this Agreement.
In the event of any inconsistency between any &xttibits or Schedules and this Agreement, the terintisis Agreement will
govern.

10.7. LanguageMeetings of the JDC, JOC and JCC and all otheatimgs between the Parties will be conducted in
English. All documents prepared by one Party hateufor the purpose of distribution to the othertyPahall be written in
English except as otherwise agreed by the Partiesiiing or in any Ancillary Agreement. Any othédocuments generated by
AstraZeneca or its Affiliates or received by Astem&ca or its Affiliates and required to be provitiedtonwood hereunder shall
first be translated into English by or on behalfstraZeneca. The Parties shall coordinate reggrainy other translations
required in order to conduct activities with redpecthe Licensed Compound and Products hereundeder to avoid
duplicative effort and expense. The costs and esgserelating to any translation for which AstraZenis responsible under this
Section 10.7 or that is required in order to makguRatory Submissions in the Territory as contetepldereunder or other
filings required by Applicable Law [**]. Notwithstading the foregoing, in case of non-English langudgcuments that were
prepared by way of a certified translation of amligh language document, provision of the origiBaglish language document
(and upon request, the applicable certificatiomllstonstitute a substitute for translation. Wiggard to particular classes of
documents, the applicable committee hereunder nwdifynthe foregoing provisions regarding translatas needed by
consensus of the Parties’ representatives.

10.8. AmendmeniAny amendment or modification of this Agreementstrbe in writing and signed by authorized
representatives of both Parties.

10.9. AssignmentNeither Party may assign its rights or delegtatebligations under this Agreement, in wholeropart
without the prior written consent of the other Raeixcept that, subject to the other terms of Agseement, (a) each Party will
always have the right, without such consent, (pedform any or all of its obligations and exercswy or all of its rights under
this Agreement through any of its Affiliates, (@h written notice to the other Party, assign anglbof its rights and delegate or
subcontract any or all of its obligations hereuntdeainy of its Affiliates, and (iii) to assign thdggreement in its entirety to a
Future Acquirer in connection with a Change of Colndf such Party and (b) Ironwood may, withouttseonsent, monetize all
or a portion of the value of the milestone paymémtshich it may be entitled under Section 4.2 pagments it is entitled to
receive under Section 4.2 by assigning to one TRady (a “ Revenue Buyéy the right to receive such milestone payments an
other payments (a_* Monetization Transactinrsubject to compliance with the following:
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(A) Ironwood shall provide to AstraZenecaopy of the agreement(s) effecting the Monetizaliransaction (or any
amendments thereto) reasonably in advance of egadhiereof in order to allow AstraZeneca an opyaity to confirm that
the agreement complies with the provisions of &dseement. Ironwood shall also provide AstraZengith an executed
copy of the Monetization Transaction and an amemdsnhereto. Copies provided pursuant to thissggih) may be
redacted with respect to information not pertirtentompliance with this Agreement.

(B) AstraZeneca shall make such paymentise Revenue Buyer as directed by Ironwood, pexvithat AstraZeneca is
not required under this Agreement to make paynentsore than one account.

© Ironwood has put in place adequatearsiomary confidentiality provisions at least timgent as those applicable
to Ironwood hereunder (including a term of confitility at least as long as the Term) with the ReseeBuyer and no
Confidential Information disclosed by AstraZenecdronwood will be disclosed to any of AstraZenaceompetitors that are
engaged in the business of developing and comntignegapharmaceutical products.

(D) AstraZeneca shall not incur any inceartal tax liability as a result of the Monetizatibransaction (other than tax
liability Ironwood reimburses in advance of any pent by AstraZeneca and if not AstraZeneca may deglich increment:
tax liability from the payments made to the ReveBuger).

(E) Ironwood has not assigned any rightsnforce any provision of this Agreement to tlev@ue Buyer (including
the right to audit), provided that Ironwosdigreement to exercise its rights hereunder atitbetion of a Revenue Buyer w
not be deemed such an assignment.

(F) AstraZeneca is not required to delivetices or provide reports directly to the ReveBuyer and Ironwood shall
not disclose any documents that would cause Astr@@ato waive attorney-client privilege.

(G) All other provisions set forth in tMonetization Transaction that would affect Astragea are reasonable and
customary.
(H) For clarity, AstraZeneca shall notrbquired to generate any additional reports or ild@rmation to be provided t

the Revenue Buyer and shall not be required toeletiny reports or information directly to the Reve Buyer.

() Notwithstanding anything in this $iea 10.9, each Party will remain responsible foy &ilure to perform on the
part of any of its Affiliates. Any attempted assigent or delegation in violation of this Section9@ill be void.

10.10. No Benefit to Otherghe provisions of this Agreement are for the d@nefit of the Parties and their successors
and permitted assigns, and they will not be
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construed as conferring any rights in any othesqes except as otherwise expressly provided inAhisement.

10.11. Counterpart§ his Agreement may be executed in any numbeoohterparts, each of which will be deemed an
original and all of which taken together will beetieed to constitute one and the same instrumenéx@outed signature page of
this Agreement delivered by facsimile transmissinoluding signatures in a fixed electronic forreath as a PDF, will be as
effective as an original executed signature page.

10.12. SeverabilityTo the fullest extent permitted by Applicable Lahe Parties waive any provision of law that would
render any provision in this Agreement invalidegal or unenforceable in any respect. If any piomisf this Agreement is held
to be invalid, illegal or unenforceable, in anypest, then such provision will be given no effegtthe Parties and will not form
part of this Agreement. To the fullest extent pered by Applicable Law and if the rights or obliigatts of any Party will not be
materially and adversely affected, all other primnis of this Agreement will remain in full force dueffect and the Parties will
use their best efforts to negotiate a provisioreplacement of the provision held invalid, illegalunenforceable that is
consistent with Applicable Law and achieves, aslpess possible, the original intention of the Rt

10.13. Further AssurancBach Party will perform all further acts and tigrand execute and deliver such further
documents as may be necessary or as the otherrRaytyeasonably require to implement or give eftethis Agreement.

10.14. Publicity Notwithstanding Section 5.1.6, the Parties vgtilie press release(s) in the form of Exhihiflee Parties
will consult with each other reasonably and in géaith with respect to the text and timing of amypsequent press releases
relating to this Agreement or the activity hereungléor to the issuance thereof, provided that @yRaay not unreasonably
withhold consent to such releases, and that eRbely may issue such press releases as it detexnhiaged on advice of counsel,
are reasonably necessary to comply with laws arlatigns or for appropriate market disclosure orclwtare consistent with
information disclosed in prior releases properlydmaereunder.

10.15. Certain Convention8ny reference in this Agreement to an Articlect8m, subsection, paragraph, clause,
Schedule or Exhibit will be deemed to be a refeegeiocan Article, Section, subsection, paragraysg, Schedule or Exhibit, of
or to, as the case may be, this Agreement, untbsswaise indicated. Unless the context of this Agnent otherwise requires,
(a) all definitions set forth herein will be deenmaggplicable whether the words defined are usedrheii¢h initial capital letters

in the singular or the plural, (b) the word “willvill be construed to have the same meaning andtedfethe word “shall,”d) any
definition of or reference to any agreement, insnt or other document herein will be construerkferring to such agreement,
instrument or other document as from time to timneaded, supplemented or otherwise modified (sulijeghy restrictions on
such amendments,
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supplements or modifications set forth herein),aaly reference herein to any Person will be coesitto include the Person’s
successors and assigns, (e) the word “notice”’maéldn notice in writing (whether or not specificabated) and will include
notices, consents, approvals and other written conications contemplated under this Agreement,r@yigions that require th
a Party, the Parties or any committee hereundee&g§“consent” or “approve” or the like will reqeithat such agreement,
consent or approval be specific and in writing, thiee by written agreement, letter, approved minotestherwise (but excludir
e-mail and instant messaging), (g) referencesycspacific law, rule or regulation, or article, 8en or other division thereof,
will be deemed to include the thenfrent amendments thereto or any replacementogessor law, rule or regulation thereof
(h) the term “or” will be interpreted in the inclus sense commonly associated with the term “aidf@mwords of any gender
include each other gender, (j) words such as “h&r#tiereof” and “hereundertefer to this Agreement as a whole and not mi
to the particular provision in which such words eap (k) words using the singular will include flaral, and vice versa, (I) the
words “include,” “includes” and “including” will beleemed to be followed by the phrase “but not Bwhito”, “without
limitation”, “inter alia” or words of similar imparand (m) unless “business days” is specified, &layill mean “calendar days.”

10.16. Relationship of the Parti@the status of a Party under this Agreement weilthat of an independent contractor.
Nothing contained in this Agreement will be conetiwas creating a partnership, joint venture, onageelationship between the
Parties or, except as otherwise expressly provildéis Agreement, as granting either Party théauity to bind or contract any
obligation in the name of or on the account ofdtieer Party or to make any statements, represensativarranties, or
commitments on behalf of the other Party. All Passemployed by a Party or any of its Affiliates amployees of such Party or
its Affiliates and not of the other Party or su¢her Partys Affiliates and all costs and obligations incurbsdreason of any suc
employment will be for the account and expensaiohdRarty or its Affiliates, as applicable.
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IN WITNESS WHEREOF, duty authorized representativethe Parties have duly executed this Agreen®btteffective as of the
Effective Date.

IRONWOOD PHARMACEUTICALS, INC. ASTRAZENECA AB

By: /s/ Michael J. Higgin: By: /sl Ja-Olof Jacke
Name: Michael J. Higgins Name: Jar-Olof Jacke

Title:  Senior Vice President, Finan Title:  CFO AstraZeneca Al

SIGNATURE PAGE TO COLLABORATION AGREEMENT
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EXHIBIT A

Initial Development Plan

]
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EXHIBIT B
Supply Agreement Terms and Related Matters

I. Supply Agreement Terms

(]
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II. Supply Price Definition

“ Supply Price” means
[**]
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[ll. Supply Price Breakdown
(a) Standard costs

The JOC will discuss appropriate standard costrtgygoforms and any changes necessary to the fbatesv to report substantially the same
information.

Dose / market variant Dose / market variant
$/pack $/pack

a) [*]
b) []
c) [

d) [*]

Formulation
e) [*]
f) [
g) [
h) [**]
) [

Packaging
)
k) [*]
) [
m) [**]
n) [*]

Royalty costs included in standard costs (0)

Total cost per pack[**]

[*]
(]

(b) Budget for one-off periodic costs Tarritory to include:

Ql Q2 Q3 Q4
$ $ $ $

[*]
]
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(c) Cost of goods trending

For each pack:

Current Current Current Current Current
Year -2 Year -1 Year Year +1 Year +2
Actual Actual Budget Forecast Forecast
$/pack $/pack $/pack $/pack $/pack

China market trad
China market samp
Market A trade
Market A sample
Market B trade
Market B sample
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IV. Supply Price Estimate
[**]
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EXHIBIT C

This exhibit provides an illustrative example of tuarterly reconciliation for the purpose of castilement between the Parties, in
consideration of the Collaboration in China.

To determine the Reconciliation Report in accor@anith Section 4.2.5, each Party will exchangeitfiermation below on a monthly
basis (WD+3). Net Sales must be determined purgoa®éction 1.114, Supply Costs pursuant to Sedtib60, Procurement Costs
pursuant to Section 1.132, Development Expensesupat to Section 1.54, Commercialization Expensesyant to Section 1.41 aftd]

Within [**] days after the end of each Calendar Quarter, Astre2a will then prepare the Reconciliation Repmreflect the informatio
from both Parties and determine the cash settlethento/from each Party.

The Parties will issue invoices consistent withilect Tax requirements for any amounts payablen éiveugh the sums may be netted fol
settlement purposes.

In this illustrative example, Ironwood would beidatl to a true-up payment of [**] from AstraZenecapresenting Ironwood’s share of
the Net Sales less share of Program Expensesearsnitetd by the Collaboration Agreement.

]
]

*2 — Reconciliation Report to be prepared by Astexca within[**] days after the end of each Calendar Quarter.
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EXHIBIT D

Regulatory Cooperation

The following shall apply with respect to filingadicommunications with Regulatory Authorities riglgtto the Products in the Territory:

Document/Interaction

Rights/Obligations

Artwork and package insert for Products

Clinical trial data
Clinical trial protocol documents
Major clinical trial application submissions

Labeling filings and labeling supplements (includig Trade
name filings)

Clinical Study Report

Clinical summary documents

Major Import Drug License (IDL) submissions

Ironwood to provide mock-up artwork and packagpert for the
Products (for both clinical and commercial suppigjuding all
amendments and supplements thereto, to AstraZetdeast [**]
business days prior to anticipated submissionéaafiplicable
Regulatory Authority

AstraZeneca to review and provide commentsiwittf] business day

Ironwood may not unreasonably reject commerasiged by
AstraZenec:

Subject to JDC review and appro'

Subject to JDC review and appro

Ironwood to provide AstraZeneca Englisinguage versions of the fir
drafts of all clinical trial application documerdther than the clinical
trial data and clinical trial protocol documentattire subject to JDC
review and approval, including all amendments ampkements theret
at least [**] business days prior to anticipatetrsission to the
applicable Regulatory Authority

AstraZeneca to review and approve English-lagewersions of the
documents within [**] business days (the remainfiftg business days
are for Chinese translation, proofreading and ifmaion of the
submission material

Subject to JDC review and approval

Subject to JDC review and appro

Subject to JDC review and appro

Ironwood to provide AstraZeneca Englisitguage versions of the fir
drafts of all other IDL documents not otherwise r@gded above,
including all amendments and supplements theréteaat [**] busines:
days prior to anticipated submission to
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Communications (written or electronic) from Regulabry
Authorities

Responses to Regulatory Authority Questions (writte)

Posr-approval regulatory commitments from Regulatory
Authority

Product risk management plans

Safety reports (annual or periodic)

Meeting Materials (e.qg., briefing documents) for Metings
with Regulatory Authorities regarding Clinical Tria |
Applications, IDL applications and other major Reguatory
Meetings

Meetings with Regulatory Authorities

Inspections by Regulatory Authorities

Inspection Findings

Safety-Related Communications

applicable Regulatory Authority

AstraZeneca to review and approve English-lagewersions of the
documents within [**] business days (the remainfifig business days
are for Chinese translation, proofreading and imadion of the
submission materials

Ironwood to provide AstraZeneca a copy of aitten or electronic
communications received by Ironwood from any RetgmaAuthorities
Subject to JDC review and approval unless abo#ieerwise by both
parties

Subject to JDC review and approval

Per Pharmacovigilance Agreem

Per Pharmacovigilance Agreem

Meeting Materials are subject to JDC review apdroval or JDC
delegation to appropriate personnel

Party receiving the meeting request to nottfyeo Party within [**]
business days of the initial request

AstraZeneca has the right lead the preparatimhcoordination of the
meetings and participate in the meeti

If either Party receives natification of anpestion request from a
Regulatory Authority, that Party must notify thénet Party within [**]
business days of the initial request

AstraZeneca has the right to be present at anyebtism

Ironwood to provide copies of Inspection Finglino AstraZeneca
within [**] business days of receipt

Significant Inspection Findings should be escal#abetthe JDC
Ironwood to provide AstraZeneca copies of salietters communicate
to Healthcare Professionals (or any other commtinitgrelating to
safety issues) outside the Territory wit[**] business day




[**] = Portions of this exhibit have been omittedrpuant to a confidential treatment request. Aredacted version of this exhibit has been
filed separately with the Commission.

The Parties acknowledge and agree that in certainnastances a shorter review and comment/appprédd by AstraZeneca may be
necessary or sufficient to maintain the regulatonelines in the Development Plan, in which caseRlarties shall agree to such shorter perioc
as may be reasonably necessary to maintain théategutimelines in the Development Plan; providéndt in any event AstraZeneca must
have a reasonable period of time to provide anyments/approvals. For all cases not addressed athw/Parties shall agree on an appropriat
review timeline on a case-by-case basis.
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EXHIBIT E
Press Release

(See Attached)
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Form of AstraZeneca Press Release

ASTRAZENECA AND IRONWOOD ANNOUNCE LINACLOTIDE
COLLABORATION FOR CHINA

23 October 2012

AstraZeneca and Ironwood Pharmaceuticals, Inc. ameex today an agreement to co-develop and co-cocratiee Ironwood’s linaclotide in
China. Linaclotide is the first and only guanylagelase-C (GC-C) agonist approved by the US Foadlmg Administration, in August, for
irritable bowel syndrome with constipation (IBS-&)d chronic idiopathic constipation (CIC).

In May, Ironwood filed a clinical trial applicatiomith the State Food and Drug Administration in zhfor a Phase 1l clinical trial to assess
efficacy and safety of linaclotide in adult patestuffering from irritable bowel syndrome with ctipation (IBS-C). IBS-C, which is
characterised by symptoms of abdominal pain andtgmation, is a chronic and prevalent functionatgzintestinal disorder in China and there
are currently few treatment options for this coiodit

“China is one of the fastest growing prescriptioedicines markets in the world and linaclotide repres a valuable opportunity to meet the
needs of local patients by providing an innovatiegv treatment option,” said Mark Mallon, Regionat&President for Asia Pacific and
President, AstraZeneca Chin&Vé are pleased to be collaborating with Ironwoadif@clotide in China, which capitalises on ourdership ir
the gastrointestinal sector in the emerging markets

Peter Hecht, Ironwood’s Chief Executive OfficelidsdAs we continue to advance our efforts to mékaclotide available to patients around
the world, we are excited about this opportunitgatiaborate in China with AstraZeneca, one ofiloeld’s most successful companies in
gastrointestinal medicine.”

AstraZeneca and Ironwood are jointly responsibtestrategic oversight of the development and corsiaksation of linaclotide in China.
AstraZeneca will have primary responsibility foettocal operational execution.

Under the terms of the collaboration, AstraZeneitermake an upfront payment of $25 million to Iroaed and will share the net profits and
losses associated with linaclotide in China, widtrAZeneca carrying 55 percent of each until agesdpecified milestone is achieved, moving
to a 50/50 split thereafter. Ironwood will alsoddggible for $125 million in additional commercialilestone payments contingent on the
achievement of certain sales targets.

In addition, the companies also announced todaiy dgreement that Ironwood’s sales force of agprately 160 experienced clinical sales
specialists will promote AstraZeneca's NEXIUM (esprazole magnesium) in the US. NEXIUM is a leagingscription drug currently
approved to treat the symptoms of gastroesophagiak disease (GERD). This agreement will augn#sitaZeneca’s existing interactions
with gastroenterologists and primary care physiiam behalf of NEXIUM and the patients who needt ivill also provide Ironwood with an
opportunity to increase its presence with the kastintestinal physicians in the US.
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“A large percentage of adult patients who have B8F who have CIC, may also suffer from GERD,” sBidbmas McCourt, Chief
Commercial Officer, Senior Vice-President, Markgtand Sales, Ironwood Pharmaceutical$iis agreement provides our experienced clir
sales specialists with the opportunity to bring tlifferent and effective therapies to physiciansnfimnaging their patients who have these
prevalent and troublesome gastrointestinal dissttler

— ENDS —
NOTES TO EDITORS
About Linaclotide

Linaclotide is a guanylate cyclase-C agonist (GC@¥a} is provided as an oral capsule intended fioeedaily administration.

It binds to guanylate cyclase C locally in the stitee, with no measurable blood plasma concentrstie@sulting in an increase in both
intracellular and extracellular concentrations ylic guanosine monophosphate (cGMP). Elevatioristiacellular cGMP are believed to
stimulate secretion of intestinal fluid and accafergastrointestinal transit resulting in increagseduency of bowel movements. Elevations in
extracellular cGMP are believed to decrease agtofipain-sensing nerves, which is thought to lspoasible for a reduction in intestinal pain,
according to non-clinical models.

About Ironwood Pharmaceuticals

Ironwood Pharmaceuticals is an entrepreneurialrpheeutical company dedicated to the art and sciehgeeat drug-making. lronwood is
located in Cambridge, Mass. To learn more, visitwiwonwoodpharma.com .

About AstraZeneca

AstraZeneca is a global, innovation-driven biophareutical business with a primary focus on theadisty, development and
commercialization of prescription medicines fortgaisitestinal, cardiovascular, neuroscience, respiy and inflammation, oncology and
infectious disease. AstraZeneca operates in ov@rca0ntries and its innovative medicines are ugeahiiions of patients worldwide. For mc
information please visit: www.astrazeneca.com.

ASTRAZENECA CONTACTS

Media Enquiries UK

Esra Erke-Paler + 44 20 76048030
Vanessa Rhode +44 20 7604 803

Media Enquiries Sweden
Ann-Leena Mikiver +46 8 553 260 2

Investor Enquiries
James Walr-Lilley +44 20 7604 8122 mob: +44 7785 43261
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Karl Hard + 44 20 76048123 mob: +44 7789 6543¢
Nicklas Westerholn +44 20 7604 812 mob: +44 7585 40495
Ed Seagt +1 302 886 406! mob: +1 302 373 136

IRONWOOD CONTACTS

Media Enquiries
Lisa Buffington +1 617 374 510:
Ibuffington@ironwoodpharma.co

Investor Enquiries
Meredith Kaye +1 617374 508:
mkaya@ironwoodpharma.ca
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Form of Ironwood Press Release

IRONWOOD AND ASTRAZENECA ANNOUNCE LINACLOTIDE
COLLABORATION FOR CHINA

CAMBRIDGE, Mass., and LONDON, October 23, 2812AstraZeneca and Ironwood Pharmaceuticals, INnASDAQ: IRWD) announced
today an agreement to co-develop and co-commereialbnwood’s linaclotide in China. Linaclotidetie first and only guanylate cyclase-C
(GC-C) agonist approved by the US Food and Drug iaghtmation, in August.

In May, Ironwood filed a clinical trial applicatiomith the State Food and Drug Administration in i@hfor a Phase 1l clinical trial to assess
efficacy and safety of linaclotide in adult patestuffering from irritable bowel syndrome with ctipation (IBS-C). IBS-C, which is
characterized by symptoms of abdominal pain andtgeation, is a chronic and prevalent functionadtgzintestinal disorder in China and there
are currently few treatment options for this coiodit

“China is one of the fastest growing prescriptioedicines markets in the world and linaclotide repres a valuable opportunity to meet the
needs of local patients by providing an innovatiegv treatment option,” said Mark Mallon, Regionat&President for Asia Pacific and
President, AstraZeneca China. “We are pleased fmtiaering with Ironwood for linaclotide in Chinahich capitalizes on our leadership in
the gastrointestinal sector in the emerging markets

Peter Hecht, Ironwood’s Chief Executive OfficelidsdAs we continue to advance our efforts to mékaclotide available to patients around
the world, we are excited about this opportunitgatiaborate in China with AstraZeneca, one of#loeld’s most successful gastrointestinal
companies”

AstraZeneca and Ironwood are jointly responsibtesfrategic oversight of the development and corsiakzation of linaclotide in China.
AstraZeneca will have primary responsibility foetlocal operational execution.

Under the terms of the collaboration, AstraZeneitermake an upfront payment of $25 million to Iroaed and will share the net profits and
losses associated with linaclotide in China, widgtrAZeneca carrying 55 percent of each until agesdpecified milestone is achieved, moving
to a 50/50 split thereafter. Ironwood will alsoddgible for $125 million in additional commercialilestone payments contingent on the
achievement of certain sales targets.

In addition, the companies also announced today digeeement that Ironwood’s sales force of apprately 160 experienced clinical sales
specialists will promote AstraZeneca's NEXIUM (esprazole magnesium) in the US. This agreementwdment AstraZeneca’s existing
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interactions with gastroenterologists and primaseghysicians on behalf of NEXIUM and the patienit® need it. It will also provide
Ironwood with an opportunity to increase its presewith the key gastrointestinal physicians inltf&

“A large percentage of adult patients who have B8F who have CIC, may also suffer from GERD,” sBitbmas McCourt, Chief
Commercial Officer, Senior Vice President, Markgtand Sales, Ironwood Pharmaceuticals. “This agee¢provides our experienced clinical
sales specialists with the opportunity to bring tlifferent and effective therapies to physiciansnfimnaging their patients who have these
prevalent and troublesome gastrointestinal dissrtier

About Linaclotide

Linaclotide is a guanylate cyclase-C agonist (GC@¥a} is provided as an oral capsule intended ficeedaily administration.

It binds to guanylate cyclase C locally in the stitee, with no measurable blood plasma concentrstie@sulting in an increase in both
intracellular and extracellular concentrations ylic guanosine monophosphate (cGMP). Elevationistiacellular cGMP are believed to
stimulate secretion of intestinal fluid and accalergastrointestinal transit resulting in increaseduency of bowel movements. Elevations in
extracellular cGMP are believed to decrease agtofipain-sensing nerves, which is thought to lspoasible for a reduction in intestinal pain,
according to non-clinical models.

About Ironwood Pharmaceuticals

Ironwood Pharmaceuticals (NASDAQ: IRWD) is an eptemeurial pharmaceutical company dedicated tathand science of great
drugmaking. Ironwood is located in Cambridge, Masslearn more, visit www.ironwoodpharma.com.

This press release contains forward looking stat@sdnvestors are cautioned not to place undumek on these forward-looking
statements, including, but not limited to, the digwment plans for linaclotide in China, the potahfior linaclotide to be approved for
marketing by the State Food and Drug Administratio@hina, the commercialization opportunity fardiclotide in China, the potential for
Ironwood to receive sal-related milestones, and the opportunity for Iromatdo promote NEXIUM in the United States. Eaclvioddooking
statement is subject to risks and uncertainties toald cause actual results to differ materialigrm those expressed or implied in such
statement. Applicable risks and uncertainties idelthe risks that advancements in the linaclotieetbpment program in China do not
proceed as expected, the State Food and Drug Asitration in China does not agree with the Phaselitiical trial design, Ironwood an
AstraZeneca are unable to successfully complet@tiase Il clinical trial or to demonstrate theie#fcy of linaclotide in patients in China
order to obtain marketing authorization, seriousratse events arise in patients that are deemee tefinitely or probably related to
linaclotide treatment, Ironwood and AstraZeneca anable to effectively commercialize linaclotidedhina, Ironwood is unable to
successfully co-promote NEXIUM in the U.S., Ironevoo AstraZeneca terminates all or part of the abtiration or co-promotion
arrangement, as well as risks related to the diffic of predicting regulatory approvals and the aptance of and demand for new
pharmaceutical products. Applicable risks also umd those that are listed in [ronwcs Quarterly Report on Form 10-Q
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for the quarter ended June 30, 2012, in additioth®risk factors that are listed from time to timets Annual Reports on Form -K,

Quarterly Reports on Form 10-Q and any subsequEft filings. Ironwood undertakes no obligation tadape these forward-looking
statements to reflect events or circumstances oocguafter this press release. These forward-loglstatements speak only as of the date of
this press release. All forward-looking statemets qualified in their entirety by this cautionastatement.

About AstraZeneca

AstraZeneca is a global, innovation-driven biophareutical business with a primary focus on theadisty, development and
commercialization of prescription medicines fortgaistestinal, cardiovascular, neuroscience, raspiy and inflammation, oncology and
infectious disease. AstraZeneca operates in ou@ca0ntries and its innovative medicines are usechitlions of patients worldwide. For mc
information please visit: www.astrazeneca.com .

Ironwood Pharmaceuticals, Inc. Contacts:

Media Relations: Lisa Buffington, 617.374.5103 ffmgton@ironwoodpharma.com
Investor Relations: Meredith Kaya, 617.374.5082aya@ironwoodpharma.com

AstraZeneca Contacts

Media Enquiries UK

Esra Erke-Paler +44 20 76048030

Vanessa Rhode +44 20 7604 803

Media Enquiries Sweden

Ann-Leena Mikiver +46 8 553 260 2

Investor Enquiries

James Wal-Lilley +44 20 7604 812 mob: +44 7785 43261
Karl Hard + 44 20 76048123 mob: +44 7789 6543€
Nicklas Westerholn +44 20 7604 812 mob: +44 7585 4049¢&
Ed Seagq +1 302 886 406! mob: +1 302 373 136

SOURCES: Ironwood Pharmaceuticals, Inc. and Astngééa
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Schedule 1.104

LICENSED COMPOUND
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Schedule 6.2(a
IRONWOOD PATENT RIGHTS

Ironwood Ref. No. Title Country Status Application Date Application No. Registration No. Ownership

IWO03PCT1CN1 Methods and Compositions f  China Registerec January 28, 200 200480008533. 200480008533. Ironwood
the Treatment of Gastrointesti
Disorders

IWO03PCT1CNZ Treatment of Gastrointestin China Pending December 30, 20C 200910266225. Ironwood
Disorders

IWO03PCT1HK1 Methods and Compositions f  Hong Kong Registerec November 23, 200 05110618.¢ HK1078768 Ironwood
the Treatment of Gastrointesti
Disorders

IWO03PCT2CN1 Methods and Compositions f ~ China Pending March 8, 200¢ 200580014557.> Ironwood
the Treatment of Gastrointesti
Disorders

IWO03PCT2CNZ Methods and Compositions f  China Pending March 8, 200¢ 201010527728. Ironwood
the Treatment of Gastrointesti
Disorders

IW003PCT2HK1 Methods and Compositions f  Hong Kong Pending March 29, 200° 07105714.% Ironwood
the Treatment of Gastrointesti
Disorders

IW057PCT1CN1 Stable Solid Formulation of.  China Pending August 14, 200! 200980140931. Ironwood
GC-C Receptor Agonist
Polypeptide Suitable for Oral
Administration

IW057PCT1CN1HK1 Stable Solid Formulation of.  Hong Kong Pending August 14, 200! 200980140931. Ironwood
GC-C Receptor Agonist
Polypeptide Suitable for Oral
Administration

IW087PCT1CN1 Treatments for Gastrointestir  China Pending February 17, 201 TBD Ironwood
Disorders

IW082PCT1 Treatment of Constipati+- PCT Pending September 9, 201 PCT/US2011/05108 [**]
Predominant Irritable Bowel
Syndrome

IW099PCT1 Linaclotide Formulation PCT Pending August 8, 201: PCT/US2011/04743 [**]

[**] [**] [**] [**] [**] [**] [**] [**]
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Schedule 6.3

CERTAIN EXISTING AZ IN-LICENSED PRODUCTS
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EXHIBIT 10.15.5
SIXTH AMENDMENT TO LEASE

THIS SIXTH AMENDMENT TO LEASE (this “ Amendmeri) is entered into as of this 9  day of July, 2@® “ Execution Date
"), by and between BMR-ROGERS STREET LLC, a Deladanited liability company (“ Landlord, as successor-iinterest to Rogers Stre
LLC (“ Original Landlord")), and IRONWOOD PHARMACEUTICALS, INC., a Delawaoarporation (formerly known as Microbia, Inc.) (*
Tenant”).

RECITALS

A. WHEREAS, Original Landlord and Tenant entered ihigt certain Lease dated as of January 12, 20Gnasded by that
certain First Amendment to Lease dated as of Apr009, that certain Second Amendment to Leasldet of February 9, 2010, that certain
Third Amendment to Lease dated as of July 1, 261#0,certain Fourth Amendment to Lease dated &sbfuary 3, 2011 and that certain Fifth
Amendment to Lease dated as of October 18, 20&1" (#ifth Amendment) (collectively, and as the same may have beethéramended,
amended and restated, supplemented or modifiedtiroeto time, the “ Leas§, whereby Tenant leases certain premises (theethizes’)
from Landlord at 301 Binney Street in Cambridge sktchusetts (the * Buildiriy;

B. WHEREAS, Landlord and Tenant desire to memoridlmesize of the Additional Premises Fourth Phasepgpropriate
adjustment to Tenant’s Pro Rata Share and the ibdditPremises Fourth Phase Finish Work Allowaaserequired pursuant to Sectionf8
the Fifth Amendment; and

C. WHEREAS, Landlord and Tenant desire to modify ametad the Lease only in the respects and on thetemmlhereinafte
stated.

AGREEMENT

NOW, THEREFORE, Landlord and Tenant, in consideratif the mutual promises contained herein anatioer good and valuable
consideration, the receipt and sufficiency of which hereby acknowledged, and intending to beliegalind, agree as follows:

1. Definitions. For purposes of this Amendment, capitalizethteshall have the meanings ascribed to them ihehse
unless otherwise defined herein. The Lease, as@d@deby this Amendment, is referred to herein as' thmended Leasé

2. Additional Premises Fourth Phasdhe Additional Premises Fourth Phase consiste@ifity-one thousand seven hundred
seventeen (21,717) rentable square feet on trekfthor of the Building, as depicted on Exhibita&tached hereto, and includes shaft and/or
mechanical space on the first, third, fourth, fétd penthouse levels of the Building. The AddigilbPremises Fourth Phase consists of
eighteen thousand seven hundred fifty-three (18,d@88able square feet of space. The AdditionahRes Fourth Phase Rent Commencemer
Date is June 1, 2012.




3. Tenants Pro Rata ShareEffective as of the Additional Premises Fourttafe Rent Commencement Date, Tenant’s Pro
Rata Share shall be 53.04%.

4, Additional Premises Fourth Phase Finish Work Allos&. The amount of the Additional Premises FourthdeHanish
Work Allowance shall be Eight Hundred Sixty-Eightidusand Six Hundred Eighty and 00/100 Dollars ($888.00).

5. Broker. Tenant represents and warrants that it has radt @éh any broker or agent in the negotiationdothe obtaining of
this Amendment, other than CBRE, Inc_(* BroKgrand agrees to indemnify, defend and hold Larditearmless from any and all cost or
liability for compensation claimed by any such lepkr agent, other than Broker, employed or enghgdtior claiming to have been
employed or engaged by it. Broker is entitled teasing commission in connection with the makifthes Amendment, and Landlord shall
pay such commission to Broker pursuant to a sepagreement between Landlord and Broker. Landibatl pay any commission, fee or
other compensation due to any Landlord broker(spimection with this Amendment. Landlord agreesmtemnify, save, defend and hold
Tenant harmless from any and all cost or liabfiitycompensation claimed by any broker or agentgad by Landlord or claiming to have
been employed or engaged by Landlord.

6. Notices. Tenant confirms that, notwithstanding anythinghie Lease to the contrary, notices deliveredeioaht pursuant to
the Amended Lease should be sent to:

Ironwood Pharmaceuticals, Inc.
301 Binney Street

Cambridge, Massachusetts 02141
Attn: Michael Higgins

Telephone: (617) 621-7722

Fax: (617) 494-0480

with a copy to:

Ironwood Pharmaceuticals, Inc.
301 Binney Street

Cambridge, Massachusetts 02141
Attn: General Counsel

Telephone: (617) 621-7722

Fax: (617) 494-0480

with a copy to:

Ropes & Gray LLP

Prudential Tower

800 Boylston Street

Boston, Massachusetts 02199
Attn: Walter R. McCabe lll, Esq.




7. Effect of Amendment Except as modified by this Amendment, the Leasgall the covenants, agreements, terms,
provisions and conditions thereof shall remainuithforce and effect and are hereby ratified arfdrabd. The covenants, agreements, terms,
provisions and conditions contained in this Amendtishall bind and inure to the benefit of the martiereto and their respective successors
and, except as otherwise provided in the Leasé, rdmpective assigns. In the event of any conlfletween the terms contained in this
Amendment and the Lease, the terms herein contalmatisupersede and control the obligations atiiliies of the parties. From and after
the Execution Date, the term “Lease” as used irL#ese shall mean the Lease, as modified by thismdment.

8. Miscellaneous This Amendment becomes effective only upon etien and delivery hereof by Landlord and Tenaie T
captions of the paragraphs and subparagraphssiithendment are inserted and included solely fawenience and shall not be considere
given any effect in construing the provisions héreall exhibits hereto are incorporated hereinrbference. Submission of this instrument for
examination or signature by Tenant does not caneté reservation of or option for a lease, andl gloabe effective as a lease, lease
amendment or otherwise until execution by and éejivo both Landlord and Tenant.

9. Counterparts This Amendment may be executed in one or mouateoparts, each of which, when taken togethet| sha
constitute one and the same document.

10. Authority . Landlord and Tenant have all necessary and pagéority, without the need for the consent of ather perso
or entity, other than any consents that have bb&ired, to enter into and perform under this Anmeeut.

[REMAINDER OF THIS PAGE INTENTIONALLY LEFT BLANK]
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IN WITNESS WHEREOF, Landlord and Tenant have heteset their hands as of the date and year fista@kwvritten, and
acknowledge that they possess the requisite attitorenter into this transaction and to execuie Amendment.

LANDLORD :

BMR-ROGERS STREET LLC
a Delaware limited liability

By: /s/ Kevin M. Simonse
Name: Kevin M. Simonser
Title: VP, Real Estate Couns

TENANT :

IRONWOOD PHARMACEUTICALS, INC..
a Delaware corporatic

By: /sl Jim DeTore
Name: Jim DeTore
Title: VP, Finance and Administratic




EXHIBIT 10.15.6
SEVENTH AMENDMENT TO LEASE

THIS SEVENTH AMENDMENT TO LEASE (this “ Amendmefi} is entered into as of this 30th day of Octola8] 2 (the “
Execution Daté), by and between BMR-ROGERS STREET LLC, a Delananited liability company (* Landlord’ as successor-in-interest
to Rogers Street, LLC (* Original Landlot)), and IRONWOOD PHARMACEUTICALS, INC., a Delawao®rporation (formerly known as
Microbia, Inc.) (“ Tenant).

RECITALS

A. WHEREAS, Original Landlord and Tenant entered ihigt certain Lease dated as of January 12, 20Gnasded by that
certain First Amendment to Lease dated as of Apr009, that certain Second Amendment to Leassldet of February 9, 2010 (th&&cont
Amendment), that certain Third Amendment to Lease dated asilgfl] 2010, that certain Fourth Amendment to Ledeied as of February
2011, that certain Fifth Amendment to Lease datedf@ctober 18, 2011 and that certain Sixth Amesninto Lease dated as of July 19, 2012
(collectively, as the same may have been otheranisended, supplemented or modified from time to titme “ Leasé), whereby Tenant
leases certain premises (the “ Original Premisé®m Landlord at 301 Binney Street in Cambridigssachusetts (the “ Buildiriy

B. WHEREAS, Tenant desires to lease additional presrfigen Landlord; and
C. WHEREAS, Tenant desires to extend the Initial Tefrthe Lease; and
D. WHEREAS, Landlord and Tenant desire to modify amead the Lease only in the respects and on thdteammlhereinafte
stated.
AGREEMENT

NOW, THEREFORE, Landlord and Tenant, in consideratif the mutual promises contained herein anatioer good and valuable
consideration, the receipt and sufficiency of which hereby acknowledged, and intending to beliegalind, agree as follows:

1. Definitions. For purposes of this Amendment, capitalizethteshall have the meanings ascribed to them ihehse
unless otherwise defined herein. The Lease, as@d@deby this Amendment, is referred to herein as' thmended Leasé

2. Additional Premises Fifth PhaseAs of the Execution Date, Landlord hereby ledeeBenant approximately ninety-three
thousand (93,000) contiguous rentable square femlditional premises located on the fourth flobth® Building, as depicted on Exhibit A
attached hereto (the “ Additional Premises Fiftagi). The Additional Premises Fifth Phase shall beupied in four stages (each, a * Stage
"), which Stages shall be referred to hereinaftetha “ Additional Premises Fifth Phase Stagéthe “ Additional Premises Fifth Phase Stage
2,” the “ Additional Premises Fifth Phase StageaBd the “_Additional Premises Fifth Phase Stage Each Stage will consist of
approximately the same square footage (twenty-ttheesand two hundred fifty (23,250) rentable sqdaet), however, the actual rentable
square footage and actual useable square footagpebfStage and the Additional Premises Fifth Pimeise




entirety will be adjusted and mutually agreed ttwiaen Landlord and Tenant based upon the actuatrumted rentable square footage and
actual constructed useable square footage detedrambereinafter provided in this Amendment in egaoce with the Measurement Standard

3. Term Commencement DateThe term with respect to the Additional PremiB#gh Phase shall commence upon the
Execution Date and shall terminate, subject toegnsion options granted pursuant to the Amenaedé, on the Expiration Date (as definec
in Section 1%kelow). From and after the Execution Date, thentéPremises” as used in the Amended Lease, shall mean thgir@ti
Premises plus the Additional Premises Fifth Phase @xcept as otherwise provided herein, all piowis of the Amended Lease shall apply to
such Premises.

4, Occupancy of Additional Premises Fifth Phase Stagesnant shall take occupancy of the Addition@&rRises Fifth Phase
Stage 1 no later than the earlier to occur ofi{a@)date that is one (1) year after approval byCitye of Cambridge of the change of use of any
Converted Space (as defined in Sectioibélbw) and (b) December 1, 2013. Tenant shall tedoeipancy of the Additional Premises Fifth
Phase Stage 2 no later than June 1, 2014. Temalhtake occupancy of the Additional PremiseshAfhase Stage 3 no later than June 1,
2015. Tenant shall take occupancy of the AdditiGtramises Fifth Phase Stage 4 no later than Jup@1B. At no time shall Tenant be
required to physically move into or maintain contins occupancy of any portion of the AdditionalrRises Fifth Phase.

5. Additional Premises Fifth Phase Stage 1 Rent Conaereant Date. Rent with respect to the Additional PremiseshFift
Phase Stage 1 shall commence upon the earliea} tifg date upon which Tenant first takes occupafi@ll or any portion of the Additional
Premises Fifth Phase Stage 1 for the conduct blgimess, (b) the date that is one year afteroappby the City of Cambridge of the change
of use of any Converted Space (as defined belod(@nDecember 1, 2013 (the “ Additional PremiséthAPhase Stage 1 Rent
Commencement Datg. Following the Additional Premises Fifth Phe8iege 1 Rent Commencement Date, Landlord and Tehatitenter
into an amendment to the Amended Lease memoriglihi@ actual useable square footage and the aentable square footage of the
Additional Premises Fifth Phase Stage 1, the Adddi Premises Fifth Phase Stage 1 Rent Commencédagmtan appropriate adjustment to
Tenant's Pro Rata Share and the amount of AdditiBremises Fifth Phase Finish Work Allowance (afineée in Section 1®elow) allocated
to the Additional Premises Fifth Phase Stage 1.

6. Additional Premises Fifth Phase Stage 2 Rent Consereant Date. Rent with respect to the Additional PremiseshFift
Phase Stage 2 shall commence upon the earlie) tifda@ate upon which Tenant first takes occupari@ll or any portion of the Additional
Premises Fifth Phase Stage 2 for the conduct blgmess and (b) June 1, 2014 (the “ Additionahi#ses Fifth Phase Stage 2 Rent
Commencement Dat®. Following the Additional Premises Fifth Pha&Sage 2 Rent Commencement Date, Landlord and Tshatitenter
into an amendment to the Amended Lease memoriglihi@ actual useable square footage and the
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actual rentable square footage of the Additionahitses Fifth Phase Stage 2, the Additional Prenfigds Phase Stage 2 Rent Commencer
Date, an appropriate adjustment to TermRt'o Rata Share and the amount of Additional Rresrifth Phase Finish Work Allowance alloci
to the Additional Premises Fifth Phase Stage 2.

7. Additional Premises Fifth Phase Stage 3 Rent Conaereent Date. Rent with respect to the Additional PremiseshFift
Phase Stage 3 shall commence upon the earliey tifgaate upon which Tenant first takes occupari@ll or any portion of the Additional
Premises Fifth Phase Stage 3 for the conduct blgiess and (b) June 1, 2015 (the “ Additionahi#ses Fifth Phase Stage 3 Rent
Commencement Dat®. Following the Additional Premises Fifth Pha&Sage 3 Rent Commencement Date, Landlord and Tehatitenter
into an amendment to the Amended Lease, memoriglitie actual useable square footage and the aettable square footage of the
Additional Premises Fifth Phase Stage 3, the Adid#i Premises Fifth Phase Stage 3 Rent Commencdédaéstan appropriate adjustment to
Tenant’'s Pro Rata Share and the amount of AdditiBremises Fifth Phase Finish Work Allowance altedato the Additional Premises Fifth
Phase Stage 3.

8. Additional Premises Fifth Phase Stage 4 Rent Conaereant Date. Rent with respect to the Additional PremiseshFift
Phase Stage 4 shall commence upon the earliej tifgaate upon which Tenant first takes occupari@ll or any portion of the Additional
Premises Fifth Phase Stage 4 for the conduct blgiess and (b) June 1, 2016 (the “ Additionah#ises Fifth Phase Stage 4 Rent
Commencement Dat®. Following the Additional Premises Fifth Pha&Sage 4 Rent Commencement Date, Landlord and Tehatitenter
into an amendment to the Amended Lease memoriglibi@ actual useable square footage and the aettable square footage of the
Additional Premises Fifth Phase Stage 4, the Adid#i Premises Fifth Phase Stage 4 Rent Commencédaéstan appropriate adjustment to
Tenant’'s Pro Rata Share and the amount of AdditiBremises Fifth Phase Finish Work Allowance altedato the Additional Premises Fifth
Phase Stage 4.

9. Tenants Pro Rata ShareTenant’'s Pro Rata Share shall be increasedeoretit commencement date for each Stage (each
“ Additional Premises Fifth Phase Stage Rent Conumement Daté) to include the actual rentable square footagthefrelevant Stage of the
Additional Premises Fifth Phase in the calculatbifenant’s Pro Rata Share. Tenant’s Pro RataeShifirbe adjusted appropriately and trued
up within sixty (60) days’ after the execution of amendment to the Amended Lease, memorializing¢heal useable square footage and the
actual rentable square footage of the relevanteStathe Additional Premises Fifth Phase, the cemtmencement date of the relevant Stage c
the Additional Premises Fifth Phase, an appropeadfastment to Tenant’s Pro Rata Share and the mstinoadidditional Premises Fifth Phase
Finish Work Allowance allocated to the relevantdggta

10. Base Rent/Annual AdjustmentsThe initial Base Rent for the Additional Prensiséfth Phase Stage 1 shall be $43.00 per
rentable square foot per year commencing on thetibddl Premises Fifth Phase Stage 1 Rent CommesceDate. Base Rent for the
Additional Premises Fifth Phase Stage 1 shall beeased during the Initial Term on each
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annual anniversary of the Additional Premises ahflhase Rent Commencement Date (as defined Babend Amendment) beginning with
the first such annual anniversary after the AdddidPremises Fifth Phase Stage 1 Rent Commencddagmby fifty cents ($0.50) per rentable
square foot per year. The initial Base Rent faheather Stage shall be the same dollar valueeaédhlitional Premises Fifth Phase Stage 1
Base Rent, as increased pursuant to the Amendex | #een in effect on the relevant Additional PisasiFifth Phase Stage Rent
Commencement Date. Base Rent for each other Skedlebe increased during the Initial Term on eachual anniversary of the Additional
Premises Initial Phase Rent Commencement Date miegimvith the first such annual anniversary after televant Additional Premises Fifth
Phase Stage Rent Commencement Date by fifty c881iS{) per rentable square foot per year. Base f@ethe Additional Premises Fifth
Phase shall not be increased on the Interim Dapecasded in Section 1.16 of the Lease. Base Rerthe Additional Premises Fifth Phase for
the Extension Term shall be determined in accorelavith Section 1.16 of the Lease. Commencing erAtiditional Premises Fifth Phase
Stage 1 Rent Commencement Date for the Additiorehizes Fifth Phase Stage 1, the Additional Prestisith Phase Stage 2 Rent
Commencement Date for the Additional Premises Hftase Stage 2, the Additional Premises Fifth P8tege 3 Rent Commencement Date
for the Additional Premises Fifth Phase Stage 3thadAdditional Premises Fifth Phase Stage 4 Remir@encement Date for the Additional
Premises Fifth Phase Stage 4, the Base Rent forrebvant Stage of the Additional Premises Fittlage shall be paid in equal monthly
installments in advance on the first day of eadherery calendar month during the Term, as extepdesliant to the Amended Lease, as set
forth in Section 4.01 of the Lease. To the extant Additional Premises Fifth Phase Stage Rent Cemaement Date occurs before the actua
rentable square footage of such Stage is determinegbarties hereto agree to true up all paymaifgent for such Stage made prior to the
such actual square footage is determined withitytiB0) days of the date such actual rentable regizmtage is determined. The parties will
also make any appropriate adjustments and truéonpmyments of the Additional Premises Fifth Phiaisésh Work Allowance for such phase
within thirty (30) days of the date such actualtadye square footage is determined.

11. Conversion of Core Spacel.andlord shall use commercially reasonable &ftr work cooperatively with Tenant until
December 1, 2013 to seek a change in use fromithe@fCambridge permitting the conversion of cartaxisting mechanical core space
within Tenant’s Premises, including the AdditioRaemises Fifth Phase, as selected by Tenant diudtlasr depicted on Exhibit Bttached
hereto (the “ Core Spa¢gto laboratory and office space available for &etis use and occupancy. Any such Core Spacedbeaives
approval of such change in use from the City of Gadge (the “ Converted Spatieshall be renovated to “Warm Shell Space” (igclsspace
shall be delivered to Tenant in the same shell itimmdas the main body of the Additional PremiséthHPhase is delivered to Tenant) by
Landlord, at a cost to Landlord not to exceed Onadied Eighty-Five Thousand Dollars ($185,000.08)the event that the cost to renovate
the Converted Space to Warm Shell Space exceeds(RIB00, Tenant may elect, but shall have no abbg, to pay the amount of such cost
that exceeds $185,000.00. Tenant shall have rigatioin to store or pay for the storage of any Larddproperty or equipment removed from
the Converted Space by Landlord during its renowatif the Converted Space to Warm Shell Space.nlthm expiration or termination of the
Amended




Lease or the surrender of the Converted Spacentehall have no obligation to restore the Convke8pace to the condition it was in
immediately prior to Tenant's Finish Work with regpto such space or to replace any Landlord ptpperequipment that was removed from
the Converted Space by Landlord during its renowatif the Converted Space to Warm Shell Space. rdifitable or useable square footage o
any Converted Space added to Tenant’'s Premisetharfeiditional Premises Fifth Phase shall not iaseeTenant’s existing Pro Rata Share o
(a) Taxes, (b) Landlord’s expenses for utilitie3,l(andlord’s insurance premiums related to thdddog or (d) Operating Expenses and Tenan
shall not be required to pay Base Rent (i.e. Ba=s# R Zero Dollars ($0.00) and is not subjectrinual escalations pursuant to Section 10
above), with respect to the Converted Space; peavidowever, that if Tenant utilizes the Seconditaithl Premises Fifth Phase Finish Work
Allowance (as defined in Section b8low), or a portion thereof, on the Converted $p#ren Base Rent with respect to the ConvertedeSpa
shall be equal to the amount of the Second Additi®nemises Fifth Phase Finish Work Allowance disbd by Landlord for the Converted
Space, amortized and trued-up pursuant to Sec8drelbw. Furthermore, Tenant shall be responsibli@éwitional Rent (other than Tenant's
Pro Rata Share of the expenses listed above) egidwd to the Converted Space.

12. 1t Floor Space Additionally, Landlord shall use commerciallyasmnable efforts to work cooperatively with Tenamil
December 1, 2013 to seek a change in use fromithe@fCambridge permitting the conversion of cartaxisting mechanical space located or
the first floor of the Building as further depicted Exhibit Cattached hereto (the "SLFloor Spacé) to laboratory and office space. If
Landlord receives approval of a change in use fitearCity of Cambridge for thest  Floor Space by &eber 1, 2013, Landlord and Tenant
shall enter into a written amendment to the Amerideke adding such space to TermRremises and memorializing the actual useablare
footage and the actual rentable square footageeof¥ Floor Space and an appropriate adjustmergrtiant’'s Pro Rata Share. The term with
respecttothe ¥ Floor Space shall commence upmoexecution date of such amendment and shallnatmisubject to any extension options
granted pursuant to the Amended Lease, on the &iqirDate (as defined in Section Adlow). From and after the execution date of such
amendment, the term “ Premisésis used in the Amended Lease, shall mean ttgir@tiPremises plus thesl  Floor Space and, exaept
otherwise provided herein, all provisions of the émded Lease shall apply to such Premises. Inftmeraentioned lease amendment, Tenant
shall acknowledge that it is fully familiar withaétcondition of the $ Floor Space and agrees @ ttaé& same in its condition “as is” as of the
execution date of such lease amendment, provigedtta 15t Floor Space is then in substantiallysimae or better condition that thét1  Flool
Space is as of the Execution Date. Tenant shglapaAdditional Rent for such®  Floor Space comigiag as of the date of the
aforementioned lease amendment, but shall notdnéresl to pay any Base Rent. Landlord shall prexa@Tenant an additional Finish Work
Allowance of One Million Eight Hundred Thousand 2o$ ($1,800,000) (the_“< Floor Space Finish Work Allowan¢gin order to fund,
pursuant to the terms and procedures set fortledatics 10.04(c) and 10.05 of the Lease (includiithout limitation, Tenant’s rights under
the last paragraph of Section 10.04(c)-2 of ExHibi04(c)), the design and construction of confeegetenter improvements (which shall
include, but not be limited to, the improvemenssdd on Exhibit D




attached hereto) with respectto the 1  Floor Sparowided that, notwithstanding anything in Sensid 0.04(c) or 10.05 of the Lease to the
contrary, (i) Tenant shall have no obligation ty pareimburse Landlord for any costs or expensas\tiew or supervise the construction of
the Finish Work with respect to thetl  Floor Spacegeview the Construction Documents related tioeoe to assist with government filings
and (ii) Landlord’s approval of the Constructionddments related to the Finish Work with respe¢h&o1st Floor Space shall not be
unreasonably withheld, conditioned or delayed. TFeFloor Space Finish Work Allowance for th& 1 odtl Space must be utilized for Finish
Work constructed within thesl  Floor Space.

13. Finish Work Allowance Landlord shall provide to Tenant an additionaigh Work Allowance of Forty Dollars ($40.00)
per rentable square foot of Additional PremisethA#hase (the * Additional Premises Fifth PhaséshilVork Allowancé’) in order to fund,
pursuant to the terms and procedures set fortledaticds 10.04(c) and 10.05 of the Lease (includiithout limitation, Tenant's rights under
the last paragraph of Section 10.04(c)-2 of ExHibiD4(c)), the design and construction by TenétheFinish Work with respect to the
Additional Premises Fifth Phase; provided thatwitbistanding anything in Sections 10.04(c) or 1m0&he Lease to the contrary, (i) Tenant
shall have no obligation to pay or reimburse Lardifor any costs or expenses to review or supethiseonstruction of the Finish Work with
respect to the Additional Premises Fifth Phasegw@ew the Construction Documents related thereto assist with government filings and
(ii) Landlord’s approval of the Construction Documterelated to the Finish Work with respect toAldglitional Premises Fifth Phase shall not
be unreasonably withheld, conditioned or delayEde Additional Premises Fifth Phase Finish Worlodlance shall be determined with
respect to each Stage based on the actual corstmerttable square footage of such respective SfHge Additional Premises Fifth Phase
Finish Work Allowance for the Additional Premiseftir Phase Stage 1 must be utilized for Finish Wewkstructed within the Additional
Premises Fifth Phase Stage 1. The Additional Resririfth Phase Finish Work Allowance for the Aubdial Premises Fifth Phase Stage 2
must be utilized for Finish Work constructed withire Additional Premises Fifth Phase Stage 2. Adhditional Premises Fifth Phase Finish
Work Allowance for the Additional Premises Fifthde Stage 3 must be utilized for Finish Work caresérd within the Additional Premises
Fifth Phase Stage 3. The Additional Premises Hfiase Finish Work Allowance for the Additional iaises Fifth Phase Stage 4 must be
utilized for Finish Work constructed within the Atidnal Premises Fifth Phase Stage 4.

If properly requested by Tenant pursuant to thiiSe, Landlord shall make available to Tenant@sd Finish Work Allowance of Fifty
Dollars ($50.00) per rentable square foot of Addlitil Premises Fifth Phase and Converted Spacesfaan¥’s use and occupancy (thBeconc
Additional Premises Fifth Phase Finish Work Allowar) in order to fund, pursuant to the terms and pthaes set forth in Sections 10.04

(c) and 10.05 of the Lease (including, without tation, Tenant’s rights under the last paragrap8eaftion 10.04(c)-2 of Exhibit 10.04(c)), the
design and construction by Tenant of the Finish kWath respect to the Additional Premises Fifth §dhand the Converted Space; provided
that, notwithstanding anything in Sections 10.04fc) 0.05 of the Lease to the contrary, (a) Teshatl have no obligation to pay or reimburse
Landlord for any costs or expenses to review oestipe the construction of the
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Finish Work with respect to the Additional Premigéfth Phase or the Converted Space, to revievCinestruction Documents related thereto
or to assist with government filings and (b) Lamdls approval of the Construction Documents relatethe Finish Work with respect to the
Additional Premises Fifth Phase and the Converfmat§ shall not be unreasonably withheld, conditiamredelayed. The Second Additional
Premises Fifth Phase Finish Work Allowance shaktéleulated with respect to each Stage and the &tetl Space based on the actual
constructed rentable square footage of such ragpegtage and the Converted Space. The SecondidwhliPremises Fifth Phase Finish
Work Allowance must be utilized for Finish Work atructed within the Additional Premises Fifth Phasd the Converted Space. Base Rent
(including with respect to the Converted Space Wimdtially is Zero Dollars ($0.00) per rentableusge foot) shall be increased to include the
amount of the Second Additional Premises Fifth Bi&rish Work Allowance disbursed by Landlord irc@wance with the Amended Lease
amortized over the period commencing with the daybich the Second Additional Premises Fifth PhHéeesh Work Allowance (or any
portion thereof) was disbursed and ending on thargtion Date (defined in Section )4t a rate of eight percent (8%) annually. Tersatl
have until seventy-five (75) days following compdet of the relevant Finish Work (the “ TI Deadlif)eto expend the Second Additional
Premises Fifth Phase Finish Work Allowance, afthicl date Landlord obligation to fund such costs shall expire. @hwunt by which Ba:
Rent shall be increased shall be determined (asd Bant shall be increased accordingly) as of theeadline, with Tenant paying (on the
next succeeding day that Base Rent is due undérttended Lease (the “ Tl Tredp Date”)) any underpayment of the further adjusted Base
Rent for the period beginning on the day on whith$econd Additional Premises Fifth Phase FinishikWtlowance (or any portion thereof)
was disbursed and ending on the TI True-Up Datedlaad shall not be obligated to expend any portibthe Second Additional Premises
Fifth Phase Finish Work Allowance until Landlordafithave received from Tenant a letter in the fafniExhibit E attached hereto executed by
an authorized officer of Tenant. In no event shall unused Second Additional Premises Fifth PRassh Work Allowance entitle Tenant to
a credit against Rent payable under the Lease.

14, Term Extension Section 3.03(a) of the Lease is deleted inntg&ty. The reference to Extension Terms in $ec1i.09 of
the Lease is deleted in its entirety. The Inifiatm of the Lease is hereby extended twenty-fody (@onths and shall expire on January 31,
2018 (the “ Expiration Dat§. The period of time from February 1, 2016 thgbuwanuary 31, 2018 is referred to as the * Exten$erm.”

14.1 Section 3.03(b) of the Lease (which includes thagaph under the paragraph referred to as Se@iid{b) of the
Lease), is deleted in its entirety and replaced e following:

“All references to the Term shall mean the Inifiakm as it is extended by the Extension Term (éiselkt in the
Seventh Amendment to Lease dated as of Octob&(3@) and any other extension
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options granted pursuant to such Seventh Amendtodregase.”

14.2 The phrase “If Tenant gives Landlord timely notiféts intention to extend the thexxrent Term of this Lease, a
may have been previously extended, then withiryg&®) days thereafter” in Section 3.03(c) of theake is deleted in its entirety and replacec
with “On or before the date that is sixty (60) day®r to the commencement of an Extension Term.”

14.3 All references to “the applicable Extension Terfigktension Terms” or “the First Extension Term”the Lease
shall hereafter be deemed referenced to the Extefgrm as defined herein and any other extengitiores granted pursuant to this
Amendment.

14.4 The phrase “or with respect to the Second Extension Term, tAef@ the month in which the First Extension T¢
commenced)” in Section 3.03(e) of the Lease istddlm its entirety.

15. Base Rent/Annual Adjustments During the Extensiemi. Base Rent for the Premises, as defined in themdied Lease,
shall increase during the Extension Term as sét forthe second paragraph of Section 1.16 of tesk.

16. Intentionally omitted

17. Right of First Refusal The phrase “any rentable premises on the tloat bf the Building” in Section 12 of the Second
Amendment is hereby deleted in its entirety andaegm with “any rentable premises in the Buildirgjny marketed for lease by Landlord.”

18. Options to Extend Term Tenant shall have two (2) options (each, an tiddd’) to extend the Term by two (2) years each a
to the entire Premises (and not less than theeglAtemises) upon the following terms and conditiohsy extension of the Term pursuant tc
Option shall be on all the same terms and conditamthe Lease, except as follows:

18.1 Base Rent shall be adjusted on the first (1 ) dali@extension term and each annual anniversdeyttareof in
accordance with Section 1.16 of the Lease.

18.2 No Option is assignable separate and apart frorhehse.
18.3 An Option is conditional upon Tenant giving Landlavritten notice of its election to exercise sughtion at least
twelve (12) months prior to the end of the expaatof the then-current Term. Time shall be ofélsence as to Tenant's exercise of an

Option. Tenant assumes full responsibility for maining a record of the deadlines to exercise pio.

18.4 Notwithstanding anything contained in this Artittethe contrary, Tenant shall not have the rigtexercise an
Option at any time while any Event of Default asatéed




in Article 14 of the Lease has occurred and isiooittg until Tenant cures any such Event of Defafikuch Event of Default is susceptible to
being cured.

18.5 The period of time within which Tenant may exeraseOption shall not be extended or enlarged byoraf
Tenant’s inability to exercise such Option becaafsthe provisions of Section 18.4

18.6 All of Tenant'’s rights under the provisions of aption shall terminate and be of no further forcefiect if
(a) Tenant does not timely exercise an Optione(@n after Tenant’s due and timely exercise of €djgtion if, after such exercise, but prior to
the commencement date of the new term, an EvebefsHult as described in Article 14 of the Leaseda=irred and is continuing uncured on
the commencement date of the new term or (c) oaffefails to provide Landlord with a replacementorended Letter of Credit on or before
the beginning of the extension term with an expiratlate that is at least ninety-five (95) daysol@ing the expiration of the new term, as so
extended, provided that an increased amount of ketthr of Credit shall not be required in connaatiherewith.

19. Condition of Premises Tenant acknowledges that, other than as sdt fi@tbw or in the Lease, neither Landlord nor any
agent of Landlord has made any representation mawg with respect to the condition of the Additid Premises Fifth Phase, the Converted
Space, the ¥ Floor Space, the Building or the &tgpor with respect to the suitability of the Ailshal Premises Fifth Phase, the Converted
Space, the ¥ Floor Space, the Building or the &tggor the conduct of Tenant's business. Tewmakhowledges that (a) it is fully familiar
with the condition of the Additional Premises FiRhase (excluding the Converted Space), and atgréake the same in its condition “as &'
of the Execution Date and (b) Landlord shall hawehligation to alter, repair or otherwise prepdue Additional Premises Fifth Phase, the
Converted Space or thetl  Floor Space for Tenantapancy or to pay for or construct any improvetsiém the Additional Premises Fifth
Phase, the Converted Space or the 1  Floor Spaeptethat Landlord shall (1) provide the AdditioPaemises Fifth Phase Finish Work
Allowance, the Second Additional Premises Fifthg&hBinish Work Allowance and theétl  Floor SpaceashiVork Allowance, (2) perform
improvements in the Converted Space to renovateMiarm Shell Space condition and (3) on or befine (9) months after the Execution
Date, provide freeze protection for chilled wated aeheat coils in the Premises, including the Adidal Premises Fifth Phase, in accordance
with the specifications set forth in Exhibitaftached hereto.

20. Parking. In addition to any existing Tenant rights tokiag spaces under the Lease, commencing on thea@iested by
Tenant, but in any event, no later than each Aaldliti Premises Fifth Phase Stage Rent Commencenage;f IDandlord shall provide Tenant
with 1.0 parking spaces per 1,000 useable squatédrclusive of any mechanical space) of the esleAdditional Premises Fifth Phase Stage
at Landlord’s then-current prevailing monthly rétde parking spaces. Tenant's use of the parkiragep provided hereunder and Tenant’s
rights with respect thereto (including (without liation) limitations on
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increases in the prevailing monthly rate for pagképaces) shall otherwise be in accordance witletimes of Section 2.01(d) of the Lease.

21. Signage In addition to the signage permitted pursuargection 9.05 of the Lease, Tenant shall haveigie, mt Tenant’s
sole cost and expense, to install signage on tteziex of the Building in space of a size equaltmant’s proportionate share (i.e. based on th
rentable square footage of the Premises, inclutthieg\dditional Premises Fifth Phase, divided byrdmgable square footage of the Building)
of the space available on the Building for extesignage, subject to applicable laws, governmexgptovals and Landlord’s consent.

22. Intentionally omitted

23. Broker. Tenant represents and warrants that it has haalings with any real estate broker or agenbimection with the
negotiation of this Amendment other than CB Richalt, Inc. (“ Broker”), and that it knows of no other real estate brakeagent that is or
might be entitled to a commission in connectiorhwiite representation of Tenant in connection with Amendment. Landlord shall
compensate Broker in relation to this Amendmenspant to a separate agreement between LandlorBraker.

23.1 Tenant represents and warrants that no brokeremtdms made any representation or warranty rafiec by
Tenant in Tenant’s decision to enter into this Adraent, other than as contained in this Amendment.

23.2 Tenant acknowledges and agrees that the employshénbkers by Landlord is for the purpose of stéiton of
offers of leases from prospective tenants andrtbatuthority is granted to any broker to furnisly eepresentation (written or oral) or warranty
from Landlord unless expressly contained withiis thimendment. Landlord is executing this Amendniemnéliance upon Tenant's
representations, warranties and agreements codtaiitieén Section 23 Section 23./nd this Section 23.2

23.3 Tenant agrees to indemnify, save, defend and haitdllord harmless from any and all cost or liabildy
compensation claimed by any other broker or agehér than Broker, employed or engaged by Tenaaka@ming to have been employed or
engaged by Tenant.

23.4 Landlord shall pay any commission, fee or other gensation due to any Landlord broker(s) in conoectith this
Amendment. Landlord agrees to indemnify, savegméfand hold Tenant harmless from any and all@ol&bility for compensation claimed
by any broker or agent employed or engaged by laaddir claiming to have been employed or engageldamyllord.

24. Confidentiality Covenant of Landlord andlord shall keep confidential the Base Rdrg, Additional Premises Fifth Phase
Finish Work Allowance, the Second Additional Preesigifth Phase Finish Work Allowance and thé 1 oFBpace Finish Work Allowance
of this Amendment, but shall not be required togkary other information contained in this
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Amendment, including its execution, confidentialdaall proprietary, business and technical infoiorabf Tenant and/or its Affiliates obtain
by Landlord; provided, however, that Landlord mésctbse such confidential information (a) on a nieekinow basis and in connection with
the ordinary course of Landlord’s business toftitsraeys, lenders, consultants, advisors, brokenstractors, and potential successors and
assigns, provided that such recipients agree tataiaithe confidentiality of such information, @ required by law or by order of a court of
competent jurisdiction, (c) in the form of aggregktasing data provided to investors in the nomoaltse of business or (d) in the form of a
written press release, which press release is &uioj§ enant’s reasonable prior written approval.

25. Effect of Amendment Except as modified by this Amendment, the Leasgall the covenants, agreements, terms,
provisions and conditions thereof shall remainithforce and effect and are hereby ratified arfdraBd. The covenants, agreements, terms,
provisions and conditions contained in this Amendtisiall bind and inure to the benefit of the martiereto and their respective successors
and, except as otherwise provided in the Leasamanded hereby, their respective assigns. Invbet@f any conflict between the terms
contained in this Amendment and the Lease, thestéierein contained shall supersede and contralliigations and liabilities of the parties.
From and after the Execution Date, the term “Leaselised in the Lease shall mean the Lease, adiedday this Amendment.

26. Miscellaneous This Amendment becomes effective only upon etien and delivery hereof by Landlord and Tenatie T
captions of the paragraphs and subparagraphssiithendment are inserted and included solely fawenience and shall not be considere
given any effect in construing the provisions héredll exhibits hereto are incorporated hereinrbference. Submission of this instrument for
examination or signature by Tenant does not caneté reservation of or option for a lease, andl gloabe effective as a lease, lease
amendment or otherwise until execution by and éejivo both Landlord and Tenant.

27. Counterparts This Amendment may be executed in one or mouateoparts, each of which, when taken togethet| sha
constitute one and the same document.

28. Authority . Landlord and Tenant have all necessary and pagéaority, without the need for the consent of ather perso
or entity, other than any consents that have bégaired, to enter into and perform under this Armeeuit.
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IN WITNESS WHEREOF, Landlord and Tenant have hete@set their hands as of the date and year fista@lwvritten, and
acknowledge that they possess the requisite attiorenter into this transaction and to execuie Amendment.

LANDLORD :

BMR-ROGERS STREET LL(,
a Delaware limited liability compar

By: /s/ Kevin M. Simonse
Name: Kevin M. Simonser
Title: VP, Real Estate Couns

TENANT :

IRONWOOD PHARMACEUTICALS, INC,
a Delaware corporatic

By: /s/ Michael J. Higgin:
Name: Michael J. Higgins
Title:  Chief Operating Office
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Exhibit 21.1
List of Registrant’s Subsidiaries
Ironwood Pharmaceuticals Securities Corporatiotriporated in Massachusetts, a wholly owned sudngidi

Ironwood Pharmaceuticals GmbH, incorporated in Zviand, a wholly owned subsidiary.
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EXHIBIT 23.1
CONSENT OF INDEPENDENT REGISTERED PUBLIC ACCOUNTING FIRM

We consent to the incorporation by refeecincthe Registration Statements (Form S-3 No. BB3430 and Form S-8 Nos. 333-184396,
333-165227, 333-165228, 333-165229, 333-165230388€e165231) of Ironwood Pharmaceuticals, Inc. iartie related Prospectus of our
reports dated February 21, 2013, with respectdéatnsolidated financial statements of Ironwoodrlaaeuticals, Inc. and the effectivenes

internal control over financial reporting of Ironag Pharmaceuticals, Inc., included in this Annugp&t (Form 10-K) for the year ended
December 31, 2012.

/sl Ernst & Young LLF

Boston, Massachusetts
February 21, 201
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EXHIBIT 31.1
CERTIFICATION PURSUANT
TO RULE 13a-14(a) UNDER
THE SECURITIES EXCHANGE ACT OF 1934
I, Peter M. Hecht, certify that:
1. | have reviewed this Annual Report on Form 10-KHrofiwood Pharmaceuticals, Inc. (the "registrant");
2. Based on my knowledge, this report does not cortaynuntrue statement of a material fact or omgtéde a material fact necessary to

make the statements made, in light of the circuntgtsiunder which such statements were made, nistadisg with respect to the
period covered by this report;

3. Based on my knowledge, the financial statementsoéimer financial information included in this repdairly present in all material
respects the financial condition, results of operatand cash flows of the registrant as of, amdtife periods presented in this report;

4, The registrant's other certifying officer and | a@eponsible for establishing and maintaining disgte controls and procedures (as
defined in Exchange Act Rules 13a-15(e) and 15&))}%nd internal control over financial reportirag defined in Exchange Act
Rules 13a-15(f) and 15d-15(f)) for the registramd &ave:

a. Designed such disclosure controls and procedareaused such disclosure controls and procedaoge designed under our
supervision, to ensure that material informatidatieg to the registrant, including its consolidhtbsidiaries, is made knowr
us by others within those entities, particularlyidg the period in which this report is being pregzh

b. Designed such internal control over financial répgr, or caused such internal control over finahi@gorting to be designed
under our supervision, to provide reasonable assareegarding the reliability of financial repogiand the preparation of
financial statements for external purposes in ataace with generally accepted accounting principles

C. Evaluated the effectiveness of the registrantdassire controls and procedures and presentedsimggport our conclusions
about the effectiveness of the disclosure conaintsprocedures, as of the end of the period coveyehis report based on such
evaluation; and

d. Disclosed in this report any change in thegtegnt's internal control over financial reportihgt occurred during the registrant's
most recent fiscal quarter (the registrant's fofigttal quarter in the case of an annual repod tias materially affected, or is
reasonably likely to materially affect, the regasit's internal control over financial reportinggdan

5. The registrant's other certifying officer and | kalisclosed, based on our most recent evaluationterhal control over financial
reporting, to the registrant's auditors and thetamnmittee of registrant's board of directorsigersons performing the equivalent
functions):

a. All significant deficiencies and material weakses in the design or operation of internal céotrer financial reporting which
are reasonably likely to adversely affect the regig's ability to record, process, summarize aport financial information; ar

b. Any fraud, whether or not material, that involveamagement or other employees who have a significéain the registrant's
internal control over financial reporting.

Date: February 21, 2013

/sl PETER M. HECHT

Peter M. Hecht, Ph.D.
Chief Executive Office
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EXHIBIT 31.2
CERTIFICATION PURSUANT
TO RULE 13a-14(a) UNDER
THE SECURITIES EXCHANGE ACT OF 1934
[, Michael J. Higgins, certify that:
1. | have reviewed this Annual Report on Form 10-KHrofiwood Pharmaceuticals, Inc. (the "registrant");
2. Based on my knowledge, this report does not cortaynuntrue statement of a material fact or omgtéde a material fact necessary to

make the statements made, in light of the circuntgtsiunder which such statements were made, nistadisg with respect to the
period covered by this report;

3. Based on my knowledge, the financial statementsoéimer financial information included in this repdairly present in all material
respects the financial condition, results of operatand cash flows of the registrant as of, amdtife periods presented in this report;

4, The registrant's other certifying officer and | a@eponsible for establishing and maintaining disgte controls and procedures (as
defined in Exchange Act Rules 13a-15(e) and 15&))}%nd internal control over financial reportirag defined in Exchange Act
Rules 13a-15(f) and 15d-15(f))for the registrard aave:

a. Designed such disclosure controls and procedareaused such disclosure controls and procedaoge designed under our
supervision, to ensure that material informatidatieg to the registrant, including its consolidhtbsidiaries, is made knowr
us by others within those entities, particularlyidg the period in which this report is being pregzh

b. Designed such internal control over financial répgr, or caused such internal control over finahi@gorting to be designed
under our supervision, to provide reasonable assareegarding the reliability of financial repogiand the preparation of
financial statements for external purposes in ataace with generally accepted accounting principles

C. Evaluated the effectiveness of the registrantdassire controls and procedures and presentedsimggport our conclusions
about the effectiveness of the disclosure conaintsprocedures, as of the end of the period coveyehis report based on such
evaluation; and

d. Disclosed in this report any change in thegtegnt's internal control over financial reportihgt occurred during the registrant's
most recent fiscal quarter (the registrant's fofigttal quarter in the case of an annual repod tias materially affected, or is
reasonably likely to materially affect, the regasit's internal control over financial reportinggdan

5. The registrant's other certifying officer and | kalisclosed, based on our most recent evaluationterhal control over financial
reporting, to the registrant's auditors and thetamnmittee of registrant's board of directorsigersons performing the equivalent
functions):

a. All significant deficiencies and material weakses in the design or operation of internal céotrer financial reporting which
are reasonably likely to adversely affect the regig's ability to record, process, summarize aport financial information; ar

b. Any fraud, whether or not material, that involveamagement or other employees who have a significéain the registrant's
internal control over financial reporting.

Date: February 21, 2013

/s MICHAEL J. HIGGINS

Michael J. Higgins
Chief Financial Officel
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EXHIBIT 32.1

CERTIFICATION PURSUANT TO
18 U.S.C. SECTION 1350,
AS ADOPTED PURSUANT TO
SECTION 906 OF THE SARBANES-OXLEY ACT OF 2002

In connection with the Annual Report ofdlveood Pharmaceuticals, Inc. (the "Company") on Fb@aK for the period ended
December 31, 2011 as filed with the Securitiesxethange Commission on the date hereof (the "R8pgrPeter M. Hecht, Chief Executive
Officer of the Company, certify, pursuant to 18 € SSection 1350, as adopted pursuant to Secti6roBthe Sarbanes-Oxley Act of 2002, to

my knowledge that:

(1)  The Report fully complies with the requirementsSeftction 13(a) or 15(d) of the Securities Exchangeof 1934, as amended;
and

(2) The information contained in the Report faphesents, in all material respects, the finarmaldition and results of operations
of the Company.

/s/ PETER M. HECHT

Peter M. Hecht, Ph.D.
Chief Executive Officer
February 21, 201

A signed original of this written statemesadgiuired by Section 906 has been provided to tiragainy and will be retained by the Company
and furnished to the Securities and Exchange Cosionior its staff upon request.
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EXHIBIT 32.2

CERTIFICATION PURSUANT TO
18 U.S.C. SECTION 1350,
AS ADOPTED PURSUANT TO
SECTION 906 OF THE SARBANES-OXLEY ACT OF 2002

In connection with the Annual Report ofdlveood Pharmaceuticals, Inc. (the "Company") on Fb@aK for the period ended
December 31, 2011 as filed with the Securitiesixcthange Commission on the date hereof (the "R8parMichael J. Higgins, Chief
Financial Officer of the Company, certify, pursugmtl8 U.S.C. Section 1350, as adopted pursuaettion 906 of the Sarbanes-Oxley Act of

2002, to my knowledge that:

(1)  The Report fully complies with the requirementsSeftction 13(a) or 15(d) of the Securities Exchangeof 1934, as amended;
and

(2) The information contained in the Report faphesents, in all material respects, the finarmaldition and results of operations
of the Company.

/s MICHAEL J. HIGGINS

Michael J. Higgins
Chief Financial Officer
February 21, 201

A signed original of this written statemesadiuired by Section 906 has been provided to tiragainy and will be retained by the Company
and furnished to the Securities and Exchange Cosionir its staff upon request.
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