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A Phase 1/1b Open-Label, First-in-Human, Single Agent, Dose Escalation and Expansion Study of a HER2-Targeted T Cell
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BACKGROUND STUDY DESIGN STUDY ENDPOINTS?

e SAR443216 is a trispecific T-cell engager, designed to target human epidermal e This is a first-in-human, multicenter, open-label, non-randomized Phase 1/1b Dose escalation (Part 1) Dose expansion (Part 2)
growth factor receptor 2 (HER2) expressing cancer cells single-agent dose escalation and expansion study (Figure 2)
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— HERZ2, a tyrosine kinase receptor, is overexpressed in multiple cancer types, Figure 2: Study design Pr|ma|:y Inuden_ce of .DLT during DLT ORR
cluding b A tric | : " | . hladd I Endpoints evaluation window e DOR!
Ianncduotlﬁgrs{eas , 9astric, iung, gastroesopnageal, ovarian, bdladder, coion, Dose escalation (Part 1) Dose expansion (Part 2) . Incidence of TEAEs, SAEs

All solid tumors HER2 _ . and lab abnormalities®

— Clinically, HER2 is a validated tumor target evidenced by approved 1+, 2+, 3+ and/or COhort.tﬁ'H'\git;S;.atr'f Dreast cancers

therapies of HER2-targeting antibodies and small molecule inhibitors? HER2 amplification or - gh expression
activating mutation

e SAR443216 contains one HER2 binding domain, one CD3 binding domain for J Cohort B: Metastatic breast cancers Secondary e ORRT e Incidence of TEAEs, SAES
T cell binding and activation, and a CD28 binding domain that provides a > SAR443216 with HER2 low expression or Endpoints e DOR' and lab abnormalities”
co-stimulatory signal to the T cells T — (IV infusion) HERZ activating mutations . PFS' e PFS'
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e The primary mode of action employed by SAR443216 against cancer cells is o N=~54 Cohort C: Metastatic gastric cancers e Plasma concentrations and e Plasma concentrations and
through the binding to HER2 expressed on tumor cells along with 0 with HERZ2 low expression or HER2 activating PK (C,raxr Corouanr E1/or AUC ) PK (Caxr Corougnr t1/or AUC 1)
co-engagement of CD3 and CD28 receptors on T cells. This interaction leads SAR443216 mutations . Incidence of ADAS o Incidence of ADAs
to the activation of T cells, ultimately resulting in the killing of cancer cells by (SC injection) Cohort D: Metastatic NSCLC with HER?

T cell-mediated cytotoxic activity (Figure 1) N=~10

low or high expression and/or HER2 activating

- - - >3 mUtathnS and/Or H ERZ amp“ﬁcathnS AUC_, area under the curve from time 0 to the last measurable concentration; ADAs, antidrug antibodies; C__,
Flg ure 1 - CYtOlytIC g ranu |ES dare I‘E|ea SEd by T CE' IS tO kl II tu MmMors~ terminology criteria for adverse events; C_ ., plasma concentration observed just before treatment administration during repeated dosing; DLT, dose limiting toxicities; DoR,

*as per NCI CTCAE v5.0; 'as per RECSIST 1.1.

maximum observed plasma concentration; CTCAE, common

duration of response; NCI, National Cancer Institute; ORR, overall response rate; PFS, progression-free survival; RECIST, Response Evaluation Criteria in Solid Tumors; SAE,
serious adverse events; t, ,, elimination half-life; TEAEs, treatment emergent adverse events.

KEY INCLUSION CRITERIA
STUDY STATUS

e Age =18 years

e FEastern (_Ioopel_‘ative Oncology G_roup performance status 0-1 e The study is open and currently enrolling participants in the United States of
e Body weight within 45-150 kg (inclusive) America, Republic of Korea, Spain and Taiwan

o Dos_e esca_lation Part 1 | | | | | | e The study will be open soon in France, Belgium and China
— Histologically or cytologically confirmed diagnosis of metastatic solid tumors

— With HER2 expression in tumor tissue (IHC [immunohistochemistry]| 3+,
IHC 2+ or IHC 1+) and/or with HER2 aberration detected in tumor or blood
e Dose expansion Part 2

— Participants in cohort A, B, C and D: Tumor type and HER2 expression as
described in Figure 2

KEY EXCLUSION CRITERIA

e Any clinically significant cardiac disease
w e History of or current interstitial lung disease or pneumonitis
CD, cluster of differentiation; HER2, human epidermal growth factor receptor 2 e Uncontrolled or unresolved acute renal failure
| _
|

HER2, human epidermal growth factor receptor 2; 1V, intravenous; NSCLC, non-small cell lung cancer; SC, subcutaneous

Anti-CD28

Anti-HER2
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Prior solid organ or hematologic transplant

o SAR443216 utilizes T cells of the adaptive immune system to eradicate HER2- Known positivity with human immunodeficiency virus (HIV), known active

expressing cancers, differentiates from other approved HERZ2 therapies® hepatitis A, B, and C, or uncontrolled chronic or ongoing infectious requiring
e A phase 1/1b study is being conducted to evaluate the safety, parenteral treatment
pharmacokinetics (PK), pharmacodynamics, and preliminary clinical efficacy e Receipt of a live-virus vaccination within 28 days of planned treatment start
of intravenous (IV) or subcutaneous (SC) SAR443216 in patients with HER2- e Participating in another clinical study while receiving treatment
expressing advanced solid tumors (EudraCT 2021-00008632/NCT05013554) e Inadequate hematologic, hepatic and renal function ® Enrolling @ Enrolling soon
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