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IO naïve, negative and low 
PD-L1 patients achieved 

higher response rates with 
pepinemab combination, 

than historical patient 
treated with single agent 

avelumab1

• Tumor biopsies showed 
increased T cell infiltration 
& less tumor in both PR & 
SD patients.

• Durable clinical responses 
have been achieved in 
both IO Naïve & Failure 
patient populations

• Combination is safe & 
tolerable in all dose levels 
tested

Background: 
• Semaphorin 4D signals through Plexin receptors to regulate cellular 

cytoskeleton and its function in cell migration and differentiation

• Pepinemab binds to SEMA4D and blocks it’s signaling, which promotes T 
cell infiltration and reverses myeloid suppression

• Anti-SEMA4D antibodies neutralize the SEMA4D barrier at the tumor 
margin and “open the gates” of the tumor to the immune system.  

Methods: 
• First in human combination study designed to evaluate the combination of 

pepinemab with avelumab in NSCLC patients who were IO naïve or who 
progressed on anti-PDx therapy

anti-PD-L1 Combination: 
Colon26

Dose Escalation 1
5 mg/kg pepinemab*

(n = 3)

Dose Escalation 2
10 mg/kg pepinemab*

(n = 6)

Dose Escalation 3
20 mg/kg pepinemab*

(n = 3)
DSMB DSMB

Screening
NSCLC Immunotherapy 

Naïve Stage IIB/IV

Phase Ib
(3+3 Design)

n = 12

NSCLC Stage IIB/IV
10 mg/kg pepinemab + 

10 mg/kg avelumab
Q2W

Phase II
n =50

Immunotherapy Naïve
(n = 18)

Immunotherapy Failure 
(n = 32)

*in combination with 10 mg/kg of avelumab Q2W
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Time on Study in Evaluable Subjects (Weeks)

A. IO Naïve Subjects
• Disease control rate: 81% (17/21) experienced PR or SD
• Durable clinical benefit of ≥1 year has been achieved in 4 subjects and ≥6 

months in 6 subjects

B. IO Failure Subjects, whose tumors had progressed during or following 
treatment with anti-PD-x antibodies 
• Disease control rate: 59% (17/29) IOF subjects benefited from switching to 

the combination therapy, which appears to induce a halt or reversal of 
tumor progression. 

• Three (3) subjects were IO primary refractory before entering trial ( )
• Two (2) subjects who failed pembro have attained PRs with 65% and 52% 

tumor reduction at most recent scan.
• Durable benefit of ≥1 year has been achieved in 1 subject and ≥6 months in 

5 subjects

9 subjects experienced durable clinical benefit of ≥ 6 months, including 
patients who had previously progressed on anti-PDx therapy 

→ 97% of PR & SD subjects had negative or low PD-L1 expression in tumor*

Results: 

Following treatment, tumors have more T cells & less tumor 
in both responders and patients with stable disease
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No tumor detected in these 3 biopsies from 
patients with stable disease

No or low tumor detected in these 
2 biopsies from patients with PR
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Weeks on 
Study:

Matched tumor biopsies from IOF cohort of CLASSICAL-Lung
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Javelin Solid Tumor
Objective Response Rate by PD-L1 status

PD-L1 expression, % of tumor
(Dako 73-10 pharmDx)
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CLASSICAL-Lung
Objective Response Rate by PD-L1 status
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CLASSICAL-Lung

1. Calculated from previously published data (See references 5,6 on detailed poster)
2. 27% (8/30) subjects did not have PD-L1 status reported and 9.5% (2/21) subjects were non-evaluable for post dose scans (included in ORR 
calculation) due to withdrawal prior to first scan.

PD-L1 negative and low (<1-79%) pts. responded better to the 
combination therapy, than previously observed single agent study1
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*PD-L1 analysis was performed via Dako 73-10 pharmDx. PD-L1 status was available for 51/62 subjects.  A total of 29 
SD and PR subjects were analyzed and 28 were reported to be PD-L1 negative or low (0-80%); 10 of these were PD-L1 
negative (<1%).
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