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T cell engagers (TCEs) have transformed hematologic cancer treatment but
remain limited in solid tumors by off-tumor toxicity, poor tumor exposure, and
an immunosuppressive tumor microenvironment (TME). To overcome these
barriers, we developed In Situ TCE, a tumor-selective viral platform that drives
local TCE production and TME remodeling.

= CLD-401 expresses an IL-15 superagonist (IL-15 SA) to promote antitumor

immunity and TME remodeling.

= CLD-501 extends CLD-401 by adding a TROP2-targeted TCE, combining:

 Tumor-selective oncolysis

e |L-15-mediated immune activation
e T-cell redirection against TROP2+ tumor cells
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During infection, >99% of virus is Intracellular
Mature Virus (IMV), <1% the Extracellular Enveloped
Virus (EEV)

RedTail vaccinia virus is selected for:

High production of extracellular enveloped virus

EEV (EEV), which resists complement-mediated
neutralization and is crucial for long-range viral
spread.

Adapted from Yu X. et al Viruses 2023 The host cell line in which the virus is produced can
Vaccina Viral Cycle: Intracellular and Extracellular Stages affect its level of protection
AVGF AJ2K AA46R
+ A33R-CD55
v

» Vaccinia virus is tumor tropic, has a rapid and potent lytic cycle, and replicates only in the cytoplasm

» RedTail VV has three knockouts (TK-, A46R-, VGF-) that restrict replication to tumor cells

» Engineered to express high levels of chimeric A33RxCD55 in the extracellular envelop of the viral vector to
avoid complement and neutralizing antibodies and enable systemic delivery

» Large capacity for genetic payload (s)

CD55 expression on CLD-401 membrane

Flow virometry analysis shows CD55 expression on EEV membrane of CLD-401
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Overexpression of CD55 on CLD-401 EEV membrane protects against complement inactivation and neutralizing

antibodies and enhances immune evasion.
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CLD-401: Tumor-Localized Expression of an IL-15 Superagonist

IL-15 Superagonist: Proven Activator of Immunity

IL-15 is a powerful growth factor for NK

IL-15(N72D) cells (innate) CD8+ T-cells (adaptive)

Unlike IL-2, IL-15 does not expand Tregs
or induce activation-induced T-cell death

AVGF AJ2K AA46R
_ +IL-15 SA + A33R-CD55
IL-15Ra sushi v v

Preferential Tumor Targeting and
amplification of CLD-401 in EMT6 breast
cancer model. A single dose selectively
accumulates and amplifies in bilateral
subcutaneous EMT6 tumors (TurboFP635,
top). gPCR confirmed strong viral
amplification and IL-15 SA transgene
accumulation in tumors, with negligible
levels in liver and lung and trace amounts
in ovary (bottom).

Tumor Liver Ovary Lung Plasma
: : DNA  IL-15SA DNA  IL-15SA DNA  IL-15SA DNA  IL-15SA DNA  IL-15SA
Timepoint . . . . .
copies/pg (pM) copies/ug (pM) copies/ug (pM) copies/ug (pM) copies/pg (pM)
Day 6 96,436 62,074 — 14 121 51 — 13 NA 15
Day 17 10,489 265 — 3 — - — - NA -
Day 21 5,085 36 — 2 — - — - NA -
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CLD-401 enhances NK and innate-like lymphocyte infiltration in EMT6 breast tumor model. EMT6 breast
tumor-bearing BALB/c mice were treated systemically with Redtail parent (no Payload) or CLD-401 vaccinia
virus (encoding for hlL-15 SA). Tumors were collected 7 days post-treatment and analyzed for immune cell
infiltration. Redtail virus increased leukocyte, TIL, CD3* T cell, and neutrophil infiltration and reduced Treg
frequency. CLD-401 treatment further suppressed intratumoral Tregs and significantly promoted NK cells
and innate-like lymphocytes, including y6 T cells and NKT cells, reflecting the immunostimulatory effects of
the IL-15 superagonist payload. (DN, double negative; DP, double positive, Treg, regulatory T cells; * P<0.05
** P<0.01 *** P<0.001,**** P<0.0001).

T-cell engagers (TCEs) have faced obstacles in

the treatment of solid tumors

——

L On-target, off-tumor binding drives toxicity

Q Insufficient TCE accumulation in the TME limits efficacy

O Low quantity and dysfunction of T cells within the TME

WHAT IS TROP2 WHY IT’S A GOOD TCE TARGET

Cell-surface glycoprotein

encoded by the TACSTD2 gene

Overexpressed in breast (TNBC,

HR+), lung, bladder, ovarian,
and pancreatic cancers

Transmembrane protein
involved in cell signaling and
proliferation pathways

Extracellular domain is directly
accessible to bispecific

antibodies

ADC approvals (sacituzumab)
confirm target biology and

clinical benefit

Strong preclinical evidence of T-
cell-mediated tumor killing via

TROP2 engagement

AVGF
+IL-15 SA

AJ2K
+ A33R-CD55

On-target/off-tumor toxicity in
normal epithelial tissues (skin,
Gl tract, lung)

Short serum half-life of
traditional TCE formats requires
continuous IV infusion

Immunosuppressive tumor
microenvironment (Tregs,
MDSCs) may limit T-cell efficacy

AA46R
+ CD3-TROP2

)

Tumor-Localized TCEs Delivery via Oncolytic Localized TCE Delivery via Oncolytic
Vaccinia Virus Enables In Situ Activity and Overcomes Key Challenges of TROP2 TCE
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A549 (NSCLC)
Low TROP2 expression
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A431 (Skin Cancer),
High TROP2 expression

Flow cytometry analysis of TCE binding
across cell lines with differential TROP2
expression. TCE binding to CD3 was
confirmed on Jurkat cells (CD3* line, top).
Anti-TROP2 TCE binding was then
assessed across tumor lines with varying
surface TROP2 levels (bottom).

SKBR3 (Breast Cancer),
High TROP2 expression
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In Situ T-cell Engagers were specifically
designed using the RedTail platform to
overcome these challenges y

100 =
80 =

80 =

MNormalized To Mode

FLB-A :: PE-TROP2 YE610-A

\
\
\
\
\
\
\
\
\
\
\
\
)
)
\
|

®

T-cell infiltration and IL-15 SA : TCEs
immune priming in Tumors  (hi-15(N72D) Superagonist) (Bispecific T-cell engagers)
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TROP2 expression and TCE-mediated cytotoxicity. TROP2 is expressed on A431 and EMT6-TROP2 cells
but not parental EMT6 (left). TCE drives dose-dependent, T-cell-mediated killing of TROP2-positive
cells, with minimal activity against TROP2-negative cells (right).

Evolving the Redtail platform

Lead: CLD-401

Next-generation: CLD-501 (anti-TROP2)
CLD-502 (anti-EpCAM)

Systemically Administered (RedTail)

CLD-401 In Situ IL-15 Superagonist
CLD-501 e TROP-2 In Situ TCE

i e In Situ IL-15 Superagonist
CLD-502 e EpCAM In Situ TCE

e In Situ [L-15 Superagonist

Multiple solid tumors

+

Multiple TROP2+positive
solid tumor

+
+

Multiple EpCAM+positive
solid tumor

Legal Disclaimer: Forward-Looking Statements: This poster may contain forward-looking statements for purposes of the “safe harbor” provisions under the United States Private Securities Litigation Reform Act of 1995. Any forward-looking statements contained in this poster are based on Calidi’s current expectations and beliefs concerning future developments and their potential effects. There can be no assurance that future developments affecting Calidi will be those that it has anticipated. Any forward-looking statements involve a number of
risks, uncertainties (some of which are beyond Calidi’s control) or other assumptions that may cause actual results or performance to be materially different from those expressed or implied by these forward-looking statements. Other risks and uncertainties are set forth in the section entitled “Risk Factors” and “Cautionary Note Regarding Forward-Looking Statements” in the Company's Form 10-K filed on March 27, 2026, as may be amended or supplemented by subsequent filings we make with the SEC from time to time.



	Slide Number 1

