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Treating MET+ cancers with CAR-T



RX Founding Team

i ,, 3
il

"~

Sam Katz, MD/PhD Po-Han Chen, MD/PhD Mike Hurwitz, MD/PhD Lolahon Kadiri, MD/PhD Brian Gibbs, PhD
Associate Professor of Assistant Professor of Associate Professor of Associate Director of Blavatnik Fellow
Pathology Pathology Internal Medicine Business Development
(Hematopathology) (Hematopathology) (Medical Oncology)

Co-Director of YCC Cell
Therapy Clinical
Research Program



Rx The Problem: MET+ Cancers

STAT)E:: PI3K

Cell survival, motility and proliferation

MET oncogene
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Current Therapeutic Approaches for

RX Treating MET+ Cancers

Antibody Drug Chimeric Antigen
Conjugates (ADC) Receptor (CAR) T

Capmatinib (Novartis), Telisotuzumab (AbbVie) scFv-based MET CAR in

Tepotinib (Merck), and showed a 35% partial Phase | at UPenn showed

Crizotinib (Pfizer) approved response in NSCLC for safety (no grade 3 or higher)

mostly for NSCLC had a median of 7.2 months? but limited efficacy (stable

$1.2B global market in 2024 disease in 4 of 7 patients)®
BCMA ADC vs. CAR-T: CARs targeting other antigens

Only target mutant MET (3% 27% vs. 86% ORR in MM3 (e.g., EGFR, HER2, MSLN)

of NSCLC)? have limited efficacy in phase
CD19 ADC vs. CAR-T: 1 clinical trials for NSCLC’

* Develop quick resistance’ 48% vs. 69% ORR in BNHL#?

Small Molecules

Thttps://dataintelo.com/report/met-inhibitors-market; 2JCO (2024) PMID:38843488; 3JCO (2024) ASCO annual meeting; *Lancet Oncol (2021)
PMID:33989558; °Mol Clin Oncol (2020) PMID:32789017; 6CRC (2023) PMID:37377890; "Mol Cancer (2023) PMID:36810079



Rx MET+ CAR-T Market Competitive Landscape

Team Asset Targeted Indication Stage

Tara Mitchell and Intravenously Advanced melanoma/ NCT03060356
team (UPenn) administered RNA breast carcinoma Terminated due to
scFv c-MET CART funding halt;

Phase 1 completed
March 2020

Chung Hyo Kangand  scFvc-MET CART cell Gastric cancer Preclinical
team (Korea Research therapy

Institute of Chemical

Technology)

No publicly disclosed companies with CAR-T programs targeting MET+
cancers, suggesting untapped market opportunity

Sources: Clinical Trials.gov; Kang et al. (2021)



The Opportunity:

RX Treating MET+ Cancers with CAR T-Cells

Solution: Nanobody MET CAR T-cells

* Naturally monomeric
 Small size (~15 kDa)
* Biochemically stable

anobody MET
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Technical Overview: Nanobody MET
RX CAR T-Cells Outperform scFv

Low tonic signaling Higher Cytokines More Killing
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RX Current State of Asset Development

Intellectual Property

* Chimeric antigen receptors (CARS) targeting MET (pending)
* Transient transfection with mRNA (granted, US8859229B2)

Feasibility
* Currently using a cGMP Maxcyte electroporator to deliver mRNA in lab

 Plan to use an off-the-shelf LNP in vivo

» Capstan (purchased by AbbVie for $2.1B), Orbital Therapeutics
(purchased by BMS for $1.5B), Aera, Orna, and Carisma/Moderna

* Manufacturing costs likely less than ex vivo or viral particles

Durability
* mMRNA expressionin T cells ~ 1 week

Toxicity: On-target, Off-tumor
* Very low-level expression on some cells (~10-100x less)
» MET is already targeted by other modalities
* mMRNA format improves safety
e Multiple MET CAR nanobody versions developed
* Logic gated versions being developed
* Need to testin humanized model
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Rx  Blavatnik Development Award Milestones o

) Point: Seed
Milestone 1 Milestone 2 Milestone 3

($60K) (S80K) ($150K) or Series A

A4

Year 1 (2026) Year 2 (2027) .

Q1 ‘ Q2 ‘ Q3 ‘ Q4 Q1 ‘ Q2 ‘ Q3 ‘ Q4

Post-Blavatnik
Vision

Milestone 1: Develop a humanized version of the nanobody MET CAR

Potential CROs: GenScript (Pro-Bio), ProMab Biotechnologies
Phase | clinical trial for MET+

Milestone 2: Early lipid nanoparticle (LNP) formulation work for tool <A ~ refractory lung cancer
asset to use inin vivo study SR * Expansion to other MET+ tumors

Potential CROs: GenScript, ProMab Biotechnologies R * Strategies for novel IP: CRISPR
Kl, Logic gating, Boosting genes,
Milestone 3: Establish efficacy and safety of mMRNA MET CAR LNP acdibiiica e

delivered in vivo in a humanized PDX
Potential CROs: The Jackson Laboratory, Charles River
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