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Advancing a vision to treat patients across all stages of cancer

Opportunity in i .
adjuvant settings Cancer antigen therapies

First-line

Early Detection Early Stage Neo-adjuvant Tx Adjuvant Tx Metastatic

Refractory Metastatic

A

In vivo cell therapy

T-cell engagers

Opportunity in
early-stage settings

Opportunity in frontline
metastatic settings
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Intismeran autogene (MRNA-4157): Designed to target an
individual patient’s unique tumor mutation

Infismeran avtogene

MRNA-4157

HOW are An analysis is performed to identify the best cancer fingerprint proteins that
individualized may train and activate the patient's immune cells. ™ AdeVG nt melanoma:
neoantigen Phase 3 study fully enrolled

therapies made? e NSCLC: in two adjuvant Phase 3

studies for those with and without
prior neoadjuvant treatment

An individualized necantigen
therapy is created for that patient.

The mRNA in the individualized
neoantigen therapy helps show
parts of the cancer fingerprint
proteins to the immune system.

e Adjuvant high-risk muscle invasive
bladder cancer: in randomized

The patient's immune system

may now better recognize and Phase 2 STUdy

First, doctors take a sample fight the patient's cancer.

of a patient’s tumor and
blood so they can identify
the unique genetic
mutations of that patient’s
cancer.

e Adjuvantrenal cell carcinoma: in
randomized Phase 2 study; fully
enrolled
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=8 Administration of INT

e High-risk non-muscle invasive
bladder cancer (HR NMIBC): in
randomized Phase 2 study

e Solid Tumors: Melanoma, Gastric,
PDAC, NSCLC: In Phase 1 basket
study

In collaboration with Merck
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Off-the-shelf cancer antigen therapies

Cancer
antigen
therapies
Off-the-shelf
therapies
targeting
shared
antigens

© 2025 Moderna, Inc. All rights reserved.

Therapies Development phase
@ S @ mRNA-4359
* Q“{Q/ [ Targets immunosuppressive MRNA-4359 in Phase 2

Suppressive
immune cell

cells and mechanisms

T-cell
clone

Cancer
cell

Tumor-targeted

antigen therapy
Targets tumor-specific and
tumor-associated antfigens
shared across patients

MRNA-4106 in Phase 1

moderna
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MRNA-4359 is ongoing in Phase 1/2 study; now enrolling Phase 2
with additional indications planned

MRNA-4359

Suppressive
immune cell

Checkpoint

AIM-T Activated

T-cell

Harnessing T-cells with off-the-
shelf cancer antigen therapies

e Encodes for PD-L1 and IDO

e Targets both immunosuppressive
cells and cancer cells

e Applicable to many different
cancer types

© 2025 Moderna, Inc. All rights reserved.

Study design and key objectives

Arm 1a (Dose Escalation)!
Monotherapy
Advanced or Metastatic Solid
Tumors — COMPLETED

Arm 1b (Dose Confirmation)
Combination Therapy
Advanced or Metastatic
Checkpoaint Inhibitor Refractory
Melanoma/NSCLC — COMPLETED

_____________ - MTD/RDE

Arm 2 (Expansion) 1L NSCLC, PD-L1 TPS
Combination Therapy >60%

Specific 1t Line Metastatic Cancer

Types — CURRENTLY ENROLLING

1L Melanoma

¢ Safety and tolerability of
MRNA-4359 alone and
in combination with
pembrolizumalb

e Antitumor activity of
MRNA-4359 alone and
in combination with
pembrolizumab (ORR,
DCR, DOR, PFS)

e T-cell profile changes
(peripheral and tumor)
after treatment of
MRNA-4359 alone orin
combination with
pembrolizumab

moderna


https://investors.modernatx.com/events-and-presentations/Program-Detail/default.aspx
https://s29.q4cdn.com/435878511/files/doc_presentations/2024/Sep/17/mrna-4359-esmo-poster-2024.pdf
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T-cell engagers O
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T-cell engagers: Two approaches with secreted T-cell
engaging antibodies to target surface and intracellular proteins

Surface Antigen
T-Cell Engagers

Infracellular Antigen
T-Cell Engagers

© 2025 Moderna, Inc. All rights reserved.

Targets T-cell CD3 and tumor associated antigens

(TAAs) that are present on the surface of the tumor

Multiplexes to overcome antigen escape, well- o

established resistance mechanism §‘:Q ',ll”
%,

'

Potential o multiplex other T-cell targets for co-
stimulation

Defined pool of antigens with high tumor specificity

Targets T-cell CD3 and tumor-specific antigens that are
processed and displayed as peptides by MHC

Potential o multiplex to provide more coverage to
intracellular proteins

Large pool of infracellular antigens, on an HLA-specific basis
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In vivo cell therapy: lead candidate entering clinic

In vivo cell
therapy

© 2025 Moderna, Inc. All rights reserved.

Engineered T-cells +

Cancer Cell
P
@
p
Engineered
APC T-Cell

//:’\ i

f== )

\‘) ) Myeloid Cell
‘I- o7
‘.7 Cancer Cell
._

Therapies

Cell therapy-enhancing
antigen therapy

Encodes for the target of an ex vivo
cell therapy to enhance the
persistence and efficacy of the cell
therapy

CAR-M or CAR-T

Leverages mRNA-LNP technology to
transfect myeloid or T-cells for in vivo
CAR-M / CAR-T cell therapy

Development phase

MRNA-4203: IND open

Partnered with Immatics

Evaluating preclinical
candidates

moderna
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