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Summary & Conclusions

• Improving outcomes of PDAC with checkpoint inhibitors (CPIs) have 

been ineffective, underscoring the need to co-target alternative 

pathways. 

• Preclinical data showed that CXCR4-SDF1 axis modulates the tumor 

microenvironment (TME) in PDAC and that CXCR4 inhibition enhances 

T cell access to the TME, increasing tumor sensitivity to CPIs1. 

• This was confirmed in the COMBAT Cohort 1  study showing that the 

dual combination of BL-8040 and Pembrolizumab increases activated 

CD8+ T cells and decreases myeloid derived suppressor cells (MDSCs) 

within the TME2.

• Moreover, pre-clinical studies showed that adding Chemotherapy to 

the dual combination resulted in improved efficacy vs Chemotherapy 

alone3. 

• BL-8040 (Motixafortide) is a novel CXCR4 antagonist being developed 

for multiple oncology indications

• The COMBAT Cohort 2, aims to test the safety and efficacy of the 

combination (BL-8040/Pembrolizumab/Chemotherapy) in 2L mPDAC

diagnosed at stage 4.

Study design: Open label, multinational, multicenter Phase 2a

Study regimen (Cohort 2): Subjects received 5 days priming with BL-

8040, followed by BL-8040 BIW + Pembrolizumab Q3W + Chemotherapy

(Onivyde/5-FU/ Leucovorin (LV)) Q2W

Baseline Characteristics, >70% of 
Patients Have Liver Metastasis

Safety: Treatment Related AEs of  
Combination
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Main inclusion criteria Endpoints

• Stage 4 PDAC at 

diagnosis

• Progressed after 1L  

gemcitabine-based Rx

• Overall response rate (ORR) according 
to RECIST v1.1 Disease control rate 
(DCR)

• Confirmed ORR (cORR)
• Duration of response
• PFS and OS
• Safety and tolerability 

Analysis of evaluable population (mITT; N=38) A Waterfall plot analysis showing max. %
change in the sum of longest diameters measured of target lesions vs. baseline B Spider plot analysis 
showing the sum of longest diameters (mm) of target lesions by best response according to RECISTv1.1
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COMBAT Cohort 2

mITT (N=38)

No. of Subjects % of Subjects 95% CI

Best response

ORR (PR) 8 21.1% 8.1-34.0

cORR 5 13.2% 2.4-23.9

SD 16 42.1% 26.4-57.8

DCR 24 63.2% 47.8-78.5

PD 14 36.8% 21.5-52.2

Efficacy of Treatment Combination 
According to Liver MTS status

Analysis of evaluable population (mITT; N=38) Left panel, K-M estimates of OS  measured in months from 
monotherapy Day 1 to death. Circles displayed identify censoring. Right panel, K-M estimates of PFS measured in 
months from monotherapy Day 1 to death.

Treatment was well tolerated, and the rates of severe neutropenia and infections 
were substantially lower than expected. These data suggest that BL-8040  
mechanism of action may add benefits to chemotherapy and support the 
development of motixafortide in the treatment of pancreatic cancer.

• The combination of BL-8040, Pembrolizumab and Chemotherapy is

tolerable and shows encouraging results with cORR 13.2%, mPFS 4.0

months and mOS 6.5 months (compared to 7.7%, ~3 months and 4.7

months, respectively, on a historical basis for Chemotherapy alone in

the stage 4 diagnosis subpopulation)4

• SD of 42.1% and DCR of 63.2% were also higher than historical data on

SoC chemotherapy used in 2L patients

• The incidence of severe neutropenia and infections is lower than the

historical data on Chemotherapy

• The results from the Cohort 2 of the COMBAT Study suggest that BL-

8040 + Pembrolizumab may expand the efficacy and safety benefit of

Chemotherapy (Onivyde/5-FU/LV) in mPDAC, and warrants further

investigation in a randomized study

cORR (Confirmed ORR) according to RECISTv1.1


