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Figure 2. Achievement of RBC-TI by Baseline sEPO Level * Among imetelstat-treated patients who achieved =8-week RBC-TIl, median
hemoglobin levels increased from baseline, regardless of whether they were

treatment naive or had prior ESA across baseline sEPO levels (Figure 5)

* Erythropoiesis-stimulating agents (ESAs) are the preferred first-line treatment Patient Population 100 - m Treatment naive and sEPO >500 mU/mL (n=13) Median h lobin rise in the | ¢ RBC.T! interval R N m—
option for patients with non-del(5q) lower-risk myelodysplastic syndromes (LR-MDS , . . - W Prior ESA and sEPO <200 mU/mL (n=112) — Median NEMOgIoDIN TIS€ 1N tNEIONEES -llintervatwas 4.2 g ortreatment-
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2024), 210 imetelstat-treated patients pooled from IMerge were included in this 80 - Prior ESA (SEPO 200 to <500 mU/mL), 73 weeks B Prior ESA and sEPO >500 mU/mL (n=42) SEPO <200 mU/mL, 4.0 g/dL for patients with prior ESA and sEPO 200 to <500
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Howeyer, 10% of patlent§ V\Ilth LR-MDS are ineligible for ESAs due to an elevated analysis Prior ESA (SEPO >500 mU/mL), 48 weeks mU/mL, and 2.5 g/dL for patients with prior ESA and SEPO >500 mUj/mL

baseline serum erythropoietin (sEPO) level >500 mU/mL3 . . . . : B

. T _ . — 13 patients were treatment naive (no prior ESA or other prior therapies) and had > 60 4 o . . . .

— Current treatment options are limited in number and efficacy for patients who SEPO >500 mU/mL & Figure 5. Hb Levels in Patients Who Achieved =8-Week RBC-TI

are ineligible for ESAs as well as for those whose disease is relapsed or refractory : . 2 With Imetelstat?

t0 ESAS? — 112 patients had prior ESA and sEPO <200 mU/mL 5

* Imetelstat is a first-in-class, direct, and competitive inhibitor of telomerase activity — 43 patients had prior ESA and sEPO 200 to <500 mU/mL . pretreatment Hb level
approved in the United States and Europe for the treatment of certain adult patients — 42 patients had prior ESA and sEPO >500 mU/mL ) B Maximum Hb in longest RBC-Tlinterval, excluding first 2 weeks

with LR-MDS with red blood cell (RBC) transfusion-dependent anemia who were

T :  Baseline characteristics for the 13 treatment-naive patients were similar to the other
ineligible for ESAs or had relapsed or refractory/unsatisfactory response to ESAs

patient groups (Table 1)
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manageable safety profile in this patient population ring sideroblast-negative status, and the median time since initial diagnosis was
1 year (range, 0.1-8) * Among treatment-naive patients, HI-E per IWG 2006 (Figure 3) and IWG 2018

Hb, g/dL
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This post hoc analysis examined outcomes with imetelstat by baseline

. . . T 1.B ine Char ristics Were Similar Acr Patient P ion (Figure 4) was achieved by 69% and 62% with imetelstat, respectivel
sEPO level in patients with LR-MDS pooled from the 3 parts of IMerge able aseline Characteristics Were Similar Across Patient Populations 8 y L y
(Phase 2, Phase 3, and QTc substudy) 2 S
Treatmentnaive  Prior ESA Prior ESA Prior ESA Figure 3. Achievement of HI-E per IWG 2006 by Baseline sEPO Level®
and sePO and sePO and sePO 200 to and sePO _ )
>500 mU/mL <200 mU/mL <500 mU/mL >500 mU/mL n/N= 7/13 56/112 14/43 95/42
Characteristics (n=13) (n=112) (n=43) (n=42)2 0 I I I I I I I I
. 100 - B Treatment naive and sEPO >500 mU/mL (n=13) Treatment naive Prior ESA Prior ESA Prior ESA
. <od the followi . bh n q bstud Age, median (range), y 71.0 (49-81) 725 (46-87) 71-0{50-85) 70.0(43-86) m Prior ESA and SEPO <200 mU/mL (n=112) and sEPO and sEPO and sEPO 200 to and SEPO
IMerge comprised the following 3 parts: Phase 2, Phase 3, and QTc substudy Male, n (%) 6 (46) 71 (63) 26 (60) 29 (69) B Prior ESA and sEPO 200 to <500 mU/mL (n=43) >500 mU/mL <200 mu/mL <500 mU/mL >500 mU/mL
Figure 1 _ B Prior ESA and SEPO >500 mU/mL (n=42
( & . ) . . . . Time since diagnosis, median (range), y 0.9 (0.1-7.8) 3.8 (0.3-24.4) 3.5(0.6-21.9) 3.4 (0.5-12.9) 80 ot ands >500 mU/mL (n=42)
— PatlentS WhO had del(5q) or pI’IOI’ thera py WIth lena“domIde or H MAS were o . ESA, erythropoiesis-stimulating agent; Hb, hemoglobin; RBC, red blood cell; sEPO, serum erythropoietin; Tl, transfusion independence.
. WHO classmcatlon, n (°/o) Error bars represent minimum and maximum (range), and box ends represent the interquartile range.
eXCIUded from Phase 3 but were allowed IN Phase 2 and the QTC Su bStu dy 2 aHb analyses were based on a central laboratory data in the Phase 3 part of IMerge, but only local laboratory data were collected in the Phase 2 and QTc substudy parts.
RS+ 2 (15) 83 (74) 31 (72) 22 (52) °,\ 60 - ®One patient in the Phase 3 part did not have available central hemoglobin values during the longest Tl period and was excluded from the Hb rise analysis.
— In the QTc substudy, patients assigned to the placebo group could cross over to <
c
. : . . . RS- 11 (85 28 (25 12 (28 20 (48 1
receive imetelstat after 2 cycles at the investigator’s discretion & 2 29 49 = 39 4 Conclusions
. . . . IPSS risk category, n (%) 2 40 A
* In all 3 parts of IMerge, adults received 7.1 mg/kg imetelstat active dose (equivalent . . . .
to 7.5 mg/kg imetelstat sodium) or placebo, both administered as a 2-hour Low 8 (62) 79 (71) 28 (65) 24 (57) N * In this post hc?c pooled anaIygs, patients with LR—I\/IDS who were .
intravenous infusion every 4 weeks Intermediate-1 5 (38) 33 (29) 15 (35) 18 (43) 20 - treatment naive and had a high sEPO level at baseline experienced clinical
« Outcomes for this analysis included =8-week, >24-week, and =1-year RBC-TI rates; Pretreatment Hb, median (range), g/dL |  75.5 (63-84) 79.4 (51-93) 78.7 (64-101) 75.0 (53-90) " o Mo ll 25 25 o 7o ff 22 )] 2 5 Qac s ] & benefit with imetelstat
.. . . . = 13 g 112 @ 43 42 13 g112 g 43 42 13 § 112 @ 43 42 - . . . . . .
hematologic improvement-erythroid (HI-E) per International Working Group (IWG) Brior RBC transfusion burden. median 0 - » Additionally, patients who had prior ESA therapy experienced clinical benefit
2006 (transfusion reduction =4 U/8 weeks and hemoglobin rise =1.5 g/dL lasting (range), RBC U/8 weeks 6 (4-11) 6 (4-17) 7(4-33) 8(4-15) HI-E per IWG 2006 >4 U RBC reduction/ 8wk  =1.5 g/dL Hb rise/ 8 wk with imetelstat regardless of baseline sEPO levels, including those with
>8 weeks) and IWG 2018 (low transfusion burden and high transfusion burden) : : SEPO >500 mU/mL
o dd ] ¢ : g Prior RBC transfusion burden, n (%)
CrIterIa, an uratIOn (0) RBC‘TI or reSpOn ers e U/8 weeks . (69) - (56) . (44) - (31) E(S)Ighelzar}[/it:rﬁ)lggiceisrizasglrl(:gila;c:i:“g;ng;IeDrg)t,;sl-étr)l,Jqu?rség#r)(t))ligr;;ithli—rl]E., hematologic improvement-erythroid; IWG, International Working Group; n/N, number with event/number in ° TOgether, these flndlngs Support the use Of ImetelStat II’I the frontllne SettIng |n
aHb analyses were based on a central laboratory data in the Phase 3 part of IMerge, but only local laboratory data were collected in the Phase 2 and QTc substudy parts. . . . _ . . . o o
Figure 1. IMerge Study Design for Pooled Analysis Set? L ] o 5 5] certain patients W|th LR I\/IDS with anemia who are ineligible for ESA§, and
. . . further support use in patients after ESA therapy regardless of baseline
PO, median (range). mujmL 749.9 84.4 307 763.5 Figure 4. Achievement of HI-E per IWG 2018 by Baseline sEPO Level® SEPO levels
. . , median (range), mU/m
Phase 2 IMerge’ | Phase 3 IMergeS . QTc Substudy of Phase 3 IMerge® ° edian trange (535.0-5424.0) (6.0-196.0) (200-497.3) (509.0-4460.0)
Single-arm, open-label . Double-blind, randomized2:1 ~ ;  Double-blind, randomized 2:1 : * Results should be interpreted with caution given the post hoc nature of this
: : Prior ESA, n (%) 0 112 (100) 43 (100) 42 (100) . . . .
5 5 100 - m Treatment naive and SEPO >500 mU/mL (n=13) analysis and the small sample sizes in some groups
Patient population (all treated) . | Patient population (ITT) . | Patient population differed from Prior luspatercept, n (%) 0 11 (10) 10 (23) 10 (24) W Prior ESA and sEPO <200 mU/mL (n=112)
. - -1-ri Lol e - -1-ri ' | that of Ph 3IM foll : . _
. :Qpesl)jplgzvd ;)rr :gftait;L?/t I's/cl)DESSA or e :?Peslaspls::j c?rrrlé\lf:a({tczlri/IE ’Ic\f)DESSAs or | v aln(c)lusioanst pati:wgtz :vsi‘t: o Prior lenalidomide, n (%) 0 12 (11) 40 8(19) " Prior ESAand 570 200 t0 =300 mU/ml (n=43)
: R : - M Prior ESA and sEPO >500 mU/mL (n=42
EPO >500 mU/mL i EPO >500 mU/mL (ESA ineligible) i del(5q) MDS Prior HMA, n (%) 0 9 (8) 5 (12) 6 (14) 30 rior ands g mU/mL (n=42) Refe rences
* Transfusion dependent: 24 RBC U/ ' |« Transfusion dependent: 24 RBCU/ ' | v Allowance of prior LEN and
8 weeks over 16-week prestudy | 8 weeks over 16-week prestudy | HMA use ESA, erythropoiesis-stimulating agent; Hb, hemoglobin; HMA, hypomethylating agent; IPSS, International Prognostic Scoring System; RBC, red blood cell; RS, ring sideroblast; 62 64 1. FenauxP, etal. BrJ Haematol. 2020;189(6):1016-1027.
period ' | period | | v/ Option to cross over from placebo SEI_DO, serum ery’_chhroEgietin;WHO, WoerI]dId-IeaIth Ordgan.ization.E N uded from s analve L 60 A 2. FenauxP, etal. Ann Oncol. 2021;32(2):142-156.
* Inclusion of del(5) and allowance of | © |  Non-del(5q), no prior treatment T ‘mf.te‘ita,t a;t.erztc,ydes atthe Nbte percntages e rounded t the rearestwhole value, TP e Were excludedrom this analyss. w 0 " 0 3. Gabrilove J, et al. BrJ Haematol. 2008;142(3):379-393.
prior LEN and HMA j i with LEN or HMAs j E NVESTISAtors discretion j E 44 48 4. RYTELO® (imetelstat) for injection, for intravenous use. Package insert. Geron Corporation; 2024.
Imetelstat i Imetelstat i Imetelstat ° Median du ration Of imetelstat treatment included the fO“OWing: '4‘-; 20 - 36 38 5. RYTELO® (imetelstat) summary of product characteristics. Geron Corporation; 2025.
7.1 mg/kg active dose | 7.1 mg/kg active dose | 7.1 mg/kg active dose o 31 33 31 6. Platzbecker U and SantiniV, et al. Lancet. 2024;403(10423):249-260.
(equivalent to 7.5 mg/kg ! (equivalent to 7.5 mg/kg ! (equivalent to 7.5 mg/kg — Treatment naive and sEPO >500 mU/mL: 52 weeks (range, 8-260) 7. Steensma DP, et al. J Clin Oncol. 2021;39(1):48-56.
imetelstat sodium) i imetelstat sodium) i imetelstat sodium) 23 s K Wi RS, et al. Blood. 2024-144 L 1}-4590.
IV every 4 weeks i IV every 4 weeks i IV every 4 weeks — Prior ESA and sePO <200 mU/m L: 50 weeks (ra nge, 0.1-189) 20 - 15 PO, S T Lasisupptd)
(n=57) | (n=118) | (n=35) ]
1 1 — < ° =
| | T T TR Prior ESA and sEPO 200 to <500 mU/mL: 30 weeks (range, 0.1-148) | NEAME Aulal: o sl s s 7 L s o Acknowledgments
i"‘(eteizt)at — Prior ESA and sePO >500 mU/mL: 20 weeks (range, 0.1-180) AN 13 Ji12] 43 | 42 2 |23 8|3 11 | 89 I 35 || 39 11 f 89 39
. . = . . . . T
| | Total HI-E response® Major HI-E response”  Minor HI-E response® The authors thank all the patients and caregivers for thelr. participation in
Data cutoff date: : Data cutoff date: : Data cutoff date: Efficacy this study and acknowledge the collaboration and commitment of all
October 13,2023 i October 13,2023 i October 13,2024 LTB HTB® investigators and their research support staff
' ' * Among treatment-naive patients, 54% achieved =8-week RBC-TI with imetelstat « This study was funded by Geron Corporation. All authors contributed to Copies of this poster obtained through
F—rﬁ-oi,f{g,:?gﬁ?ﬁgg;ﬁf‘/ ?;{::Jgﬁgf.if;ﬁiTeunlgltiiggniigfg.t%% Tﬁ;fféﬁﬂ;?&g%ﬁgﬂi%?gn(ggffg?rtéclﬁI;i.npfgrcmfeﬁf@ﬂgscse’lllntemational Prognostic scoring System; (Figu re 2) EPO, erythropoietin; ESA, erythropoiesis-stimulating agent; Hb, hemoglobin; HI-E, hematologic improvement-erythroid; HTB, high transfusion burden; IWG, International and approved the presentation; Writing and editorial support were ¢ eeQr:::‘aF:::z::eég:);:dz:trieor
aSeven patients were I;ﬂs,sing EPO data and are not included in the study population. bReceived =8 weeks of ESA treatment (EPO alfa 240,000 U, EPO beta 230,000 U, or m%rlgi:ifs?sux;ig;ls%ﬁ gr?r;silézitorgI?;I;ifant;:r/yNé:tl;TnbteIIrgvlitIlhag(\elzn;é?’lcjcr:‘II’I\(?Ireirréepobpulfcl22K/nl;oigﬁ,arsgrg'lcg?;/jgaetlg 3\5;2;ZT(;CTGZ?:QLZP;#SEQ-2 and QTc substudy parts. b16- provided by Meredith Rogers, MS, CMPP, of The Lockwood Grou p re?aroduced withoxt permis);ion from
?féggﬁgﬁti': Sgab;i()lgsggc;:jleiqalﬂ\slﬁgr';zicr)I/ggacki)n\;v;)trg?/z:nllaglfsri21.258%{122ISSrgfeégia;eegltl?n?gnttr.anSfUSIon requirement >4 U every 8 weeks or transfusion dependence or - The med ia N d u ratio N Of 28'Week RBC_TI was 43 wee kS week RB?—TI. CSI?% RBC U reduction/16 weeks. 9Defined as 3-7 RBC U/16 weeks in 2,2 transfusion episodes, and a maximum of 3 in 8 weeks. ¢Defined as =8 RBC U/16 weeks., or (Sta meI’d, CT, USA), funded by Geron Corporation the author of this poster.
>4 RBC U/8 weeks.

Presented at the 30th European Hematology Association Annual Congress; June 12-15, 2025; Milan, Italy ClinicalTrials.gov: https://clinicaltrials.gov/study/NCT02598661 Contact information: Medinfo@geron.com



mailto:Medinfo@geron.com

	Slide Number 1

