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BACKGROUND

Lung cancer is the leading cause of cancer death worldwide'
In the US, non-small cell lung cancer (NSCLC) accounts for 89% of new lung cancer cases, and 78% of NSCLC cases have non-squamous
(NSQ) histology
In patients with metastatic NSCLC lacking targetable genomic aberrations who progress on immunotherapy and platinum-based
chemotherapy, treatment options are generally limited to docetaxel + a vascular endothelial growth factor inhibitor such as ramucirumab?
Toxicity associated with current treatment combinations necessitates the development of new therapeutics
CEACAMS is overexpressed on the surface of multiple epithelial tumors, including NSCLC, compared with normal tissues and is involved
in cell adhesion, invasion, and metastasis*
In a large panel of normal and malignant tissue samples, CEACAMS5 membrane expression (of any positivity level) occurred in 38% of cases
in NSCLC adenocarcinoma versus 0% in normal lung tissue*
Tusamitamab ravtansine (SAR408701) is an antibody-drug conjugate (ADC) that combines a humanized CEACAM5-targeting antibody
with the potent maytansinoid derivative ravtansine (DM4) via a cleavable linker with a drug-to-antibody ratio of 3.8 (Figure 1)*°
Ravtansine is a microtubule assembly inhibitor with potent cytotoxic antitumor activity

Figure 1. Tusamitamab ravtansine: an anti-CEACAMS5 ADC with a cleavable linker
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n indicates a drug-to-antibody ratio of 3.8°
ADC, antibody-drug conjugate; CEACAM5, carcinogenic antigen-related cell adhesion molecule 5.

Selective binding of the antibody portion of tusamitamab ravtansine to the extracellular domain of CEACAMS5 results in internalization of
tusamitamab ravtansine and selective delivery of ravtansine into the tumor cell, where it inhibits microtubule assembly resulting in cell cycle
arrest and apoptosis (Figure 2)*°

Selective delivery of the cytotoxic agent may reduce systemic toxicity

Figure 2. Mechanism of action of tusamitamab ravtansine
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CEACAMS5, carcinogenic antigen-related cell adhesion molecule 5; DM4, maytansinoid derivative cytotoxic agent.
Figure has been adapted from Gunderson CC and Moore KN. Drugs of the Future. 2016;41(9):539-545 and reproduced with permission from Clarivate or its licensors. All rights reserved. DOI: 10.1358/dof.2016.041.09.2544475.

Tusamitamab ravtansine has demonstrated preclinical antitumor activity in CEACAM5-expressing tumor cell lines and patient-derived
xenograft models*

Tusamitamab ravtansine has demonstrated promising antitumor activity in heavily pretreated patients with advanced NSQ NSCLC and high
CEACAMS expression (n = 64) and was well tolerated (NCT02187848)’
The objective response rate (ORR) was 20.3%
Hematological toxicity was minimal compared with conventional chemotherapy
The most frequent treatment-emergent adverse events (all grades) in patients with moderate or high CEACAM5 expression (n = 92) were
asthenia (38.0%), keratopathy/keratitis (38.0%), peripheral neuropathy (26.1%), dyspnea (23.9%), and diarrhea (22.8%)

Here, we report the design of CARMEN-LC04 (NCT04394624), which evaluates the safety and antitumor activity of tusamitamab ravtansine
combined with ramucirumab in high CEACAMS5-expressing NSQ NSCLC tumors
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STUDY OVERVIEW

CARMEN-LCO04 is a Phase 2, open-label, single arm, multicenter, international study assessing the safety, antitumor activity, and
pharmacokinetics of the combination of tusamitamab ravtansine and ramucirumab in patients with metastatic NSQ NSCLC with high
CEACAMS5-expressing tumors, who were previously treated with platinum-based chemotherapy and an immune checkpoint inhibitor

High CEACAMS5 expression was defined as CEACAMS intensity = 2+ in = 50% of tumor cells by immunohistochemistry

Enrollment is planned to achieve up to 36 treated patients total

Study Design
Part 1 (Safety run-in, Figure 3)
Part 1 will determine the recommended Phase 2 dose (RP2D) of tusamitamab ravtansine in combination with ramucirumab based on
dose-limiting toxicity (DLT)
Treatments: antihistamines preceding an intravenous (IV) infusion of ramucirumab, followed by an IV infusion of tusamitamab
ravtansine, every 2 weeks

Part 2 (Antitumor activity, Figure 3)

Treatments: antihistamines preceding an IV infusion of ramucirumab, followed by an IV infusion of tusamitamab ravtansine at the
RP2D determined in Part 1, every 2 weeks

Figure 3. CARMEN-LCO04 study design schema
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an = 30 to include the 6 patients in Part 1 who received the RP2D.

bPatient’s tumor tissue (archival or, if not available, new fresh biopsy) will be analyzed for CEACAMS5-positive status; only patients whose tumor had CEACAMS5 expression level of > 2+ intensity in > 50% of the
tumor cell population will be screened.

AE, adverse event; C1D1, Cycle 1/Day 1; CEACAMS5, carcinoembryonic antigen-related cell adhesion molecule 5; EOT, end of treatment; IV, intravenous; NSCLC, non-small cell lung cancer; NSQ, non-squamous;
ORR, objective response rate; Q2W, every 2 weeks; RP2D, recommended Phase 2 dose.

STUDY ENDPOINTS

Primary endpoints
Part 1:
DLT at Cycle 1 and Cycle 2
Determination of the RP2D of tusamitamab ravtansine in combination with ramucirumab
Part 2: ORR

Secondary endpoints (Parts 1 and 2)
Safety and tolerability
Duration of response
Progression-free survival
Pharmacokinetics of tusamitamab ravtansine and ramucirumab
Incidence of anti-therapeutic antibodies against tusamitamab ravtansine

PATIENT CRITERIA

Key Inclusion Criteria
> 18 years of age

Proven high CEACAM5-expressing metastatic NSQ NSCLC, defined as CEACAMS intensity > 2+ in = 50% of tumor cells by
immunohistochemistry

Metastatic disease progression fulfilling both of the following 2 criteria:

Disease progression during or after platinum-based chemotherapy (at least 2 cycles). Maintenance therapy following platinum-
based chemotherapy is not considered as a separate regimen. Adjuvant/neoadjuvant treatment for a patient who had a relapse with
metastatic disease during or within 6 months of completing treatment will be considered as first-line treatment

Disease progression during or after 1 immune checkpoint inhibitor (anti-programmed cell death protein 1/programmed cell death
ligand 1). This could be given as monotherapy or in combination with platinum-based chemotherapy (whatever the order)

In patients with EGFR or BRAF mutations or ALK/ROS alterations, disease progression while receiving the corresponding approved,
targeted-therapy in addition to platinum-based chemotherapy and an immune checkpoint inhibitor

> 1 measurable lesion by Response Evaluation Criteria in Solid Tumors v1.1 as determined by local site investigator assessment
Eastern Cooperative Oncology Group performance status 0-1
Key Exclusion Criteria
Untreated brain metastases and history of leptomeningeal disease
Unresolved corneal disorder or any previous corneal disorder that increases risk of drug-induced keratopathy
Concurrent treatment with any other anticancer therapy
> 1 previous chemotherapy in metastatic setting
Prior treatment with ramucirumab or docetaxel
Prior therapy targeting CEACAMD5 or prior maytansinoid treatment

STUDY SITES

This study is being conducted at 18 study sites in 6 countries (Figure 4) and is actively recruiting participants

Part 1 recruitment is complete
Part 2 recruitment is ongoing

Figure 4. Global enroliment
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