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The WARHEAD







Prevalence of CEACAM5

1. Decary S, et al. Clin Cancer Res. 2020;26(24):6589-6599. 2. Zhang X, et al. J Int Med Res. 
2020;48(9):0300060520959478. 

CEACAM5 is expressed in 38% of lung adenocarcinoma and 20% of lung squamous cell carcinoma 
but not in healthy lung tissue.

Carcinoembryonic antigen-related cell adhesion molecule 5 (CEACAM5) stimulates NSCLC progression through the 
promotion of cell proliferation and migration1.  In vitro, ablation of CEACAM5 blocks NSCLC cell proliferation and 
migration1. CEACAM5 is an attractive target for antibody-based therapies designed to selectively deliver cytotoxic drugs 
to some epithelial tumors2

Prevalence IHC (% of total cases)

Tissue type N

Membrane-
positive 

cases, n (%) Weak Moderate Strong Very strong

Lung 
adenocarcinoma

58 22 (38%) 10 21 7 0

Lung squamous cell 
carcinoma

143 28 (20%) 7 12 1 0

Normal lung tissue 75 0 0 0 0 0



CEACAM5 Correlation in NSCLC

• In patients with NSCLC, no correlations have 
been found between CEACAM5 expression 
and patient gender, age, smoking history, or 
histology

• However, CEACAM5 expression has been 
correlated with:
• T stage
• Lymph invasion
• Histological grade

Zhang X, et al. J Int Med Res. 2020;48(9):0300060520959478.

CEACAM5 Expression P value

Low High

Gender Female (n=34)
Male (n=53)

13
18

21
35 0.685

Age <60 years (n=35)
≥60 years (n=52)

15
16

20
36 0.248

Smoking 
history

Non-smoker (n=28)
Smoker (n=59)

13
18

15
41 0.147

T stage T1/2 (n=48)
T3/4 (n=39)

12
19

36
20 0.022

Lymph 
invasion

N0 (n=45)
N1 or N2 (n=42)

9
22

36
20 0.002

Histology
Squamous (n=32)
Adenocarcinoma (n=27)
Other (n=28)

9
11
11

23
16
17

0.534

Histological 
grade

Well (n=15)
Moderate (n=41)
Poor (n=31)

11
14
6

4
27
25

0.002



SAR408701: Preclinical Activity

• SAR408701 is an anti-CEACAM5-DM4 (maytansinoid) antibody-drug conjugate (ADC)

• In vivo efficacy was demonstrated in a PDX model of lung cancer (see figure)

Decary S, et al. Clin Cancer Res. 2020;26(24):6589-6599.

• SAR408701 is an anti-CEACAM5-DM4 (maytansinoid) antibody-drug conjugate (ADC)

• In vivo efficacy was demonstrated in a PDX model of lung cancer (see figure)

In vivo efficacy of SAR408701 in a PDX 
mouse model of lung cancer



SAR408701: Expansion Study in 92 Patients With 
Nonsquamous NSCLC

Gazzah A, et al. J Clin Oncol. 2020;38(15_suppl):9505.

Moderate 
expressors

(n=28)

High 
expressors 

(n=64)

ORR, %
   PR, n (%)

7.1%
2 (7.1%)

20.3% (95% CI 12.27-31.71)
13 (20.3%)

SD, n (%) NR 27 (42.2%)

ORR in prior anti-
PD1/PDL1, % NR 17.8%

Efficacy Most Common TEAEs (All Grades)

All patients (n=92)

Asthenia 38.0%

Keratopathy/keratitis 38.0%

Peripheral neuropathy 26.1%

Dyspnea 23.9%

Diarrhea 22.8%

Hematologic Toxicity

All patients (n=92)

Leukopenia 14.4%

Neutropenia 4.4%

Thrombocytopenia 13.3%

• Dose modifications due to TEAEs: 31 patients (33.7%)
• Dose reduction for keratopathy/keratitis: 10 patients (10.9%)

• Grade ≥3 TEAEs occurred in 47.8% of patients 
• Assessed as drug-related: 15.2%





Presented By Anas Gazzah at TBD

Dose Modification and Ocular Events – 
Pooled Data of NSCLC Cohorts



Conclusions







ROR ADCs

Name Indications Status

Zilovertamab vedotin 
(MK2104, VLS-101)

B-cell lymphoma, DLBCL, breast cancer, 
Chronic Lymphocytic Leukemia, Mantle Cell 
Lymphoma, Follicular Lymphoma,NSCLC, etc

Phase II/III

NBE-002 Advanced Solid Tumor,Triple Negative 
Breast Cancer Phase II

LCB-71 (CS5001) Advanced Solid Tumor, Advanced 
Lymphoma Phase I

huXBR1-402-G5-PNU Leukemia Preclinical

huXBR1-402-G5-PNU
Acute lymphoblastic leukemia,

chronic lymphocytic leukemia，mantle cell 
lymphoma

Preclinical

cirmtuzumab-ADC-7 Tumor Preclinical
ELN-11 Tumor Preclinical



A setting of the sun? Clinical-stage Ror1 inhibitors

Project Mechanism Status

Zilovertamab (formerly 
cirmtuzumab) MAb Ph3 Imbruvica study in mantle cell 

lymphoma being closed

Zilovertamab vedotin ADC Ph2/3 in B-cell lymphoma

NBE-002 ADC Ph1/2 in solid tumours

ONCT-808 Car-T therapy Ph1/2 in B-cell malignancies

LCB71/ CS5001 ADC Ph1 in solid tumours

LYL797 Car-T therapy Ph1 in solid tumours (2nd-gen 
LYL119 is preclinical)

NVG-111 T-cell engager Ph1/2 in haematological cancers

PRGN-3007 Car-T therapy Ph1 academic trial

Source: Evaluate Pharma & clinicaltrials.gov.

ROR ADCs

https://clinicaltrials.gov/ct2/show/NCT05431179
https://clinicaltrials.gov/ct2/show/NCT05431179
https://clinicaltrials.gov/ct2/show/NCT05139017
https://clinicaltrials.gov/ct2/show/NCT04441099
https://clinicaltrials.gov/ct2/show/NCT05588440
https://clinicaltrials.gov/ct2/show/NCT05279300
https://clinicaltrials.gov/ct2/show/NCT05274451
https://clinicaltrials.gov/ct2/show/NCT05274451
https://clinicaltrials.gov/ct2/show/NCT04763083
https://clinicaltrials.gov/ct2/show/NCT05694364

