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Immune Checkpoint Blockade (ICB) and Pancreas Cancer
PDL1 and TIL

Retrospective – Resected PDA (N=51)

Nomi, T. CCR. 2007; 13:251-7
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CXCR4 inhibition Leads to Tumor Stabilization - Preclinical

Feig C, et al. PNAS. 2013. 110:20212-7 

CXCL12 CXCR4

CAFS

Neoplastic
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Feig C, et al. PNAS. 2013. 110:20212-7 

CXCR4 inhibition (CXCR4i) Leads to T-cell Infiltration
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CXCL12 Colocalizes with Tumor Cells in Pancreatic Cancer

Biasci D, et al. Proc Natl Acad Sci U S A. 2020 Nov 17;117(46):28960-28970.

NCT03277209 –

Dose escalation of continuous IV 
administration of AMD3100

Treatment resistant MSS CRC and PDAC
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CXCR4i Increases CD8 T-cell Infiltration

Biasci D, et al. Proc Natl Acad Sci U S A. 2020 Nov 17;117(46):28960-28970.

Paired Biopsy CD8+ T cells Plasma ctDNA Plasma CXCL8
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CXCR4i, ICB, & Gemcitabine Improve Survival - Preclinical

Manji GA and K Olive, Unpublished
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DCR = 50%

KPC Mice

DCR = 34.5%

DCR = 70%

KPC Mice

DCR = 63.2%

Chemotherapy Enhances Efficacy of CXCR4i and ICB

Bockorny B et al. Nature Medicine. 26, pages878–885(2020)
Manji GA and K Olive, Unpublished
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CXCR4i Improves Tumor Immune Profile

Bockorny B et al. Nature Medicine. 26, pages878–885(2020)
Manji GA and K Olive, Unpublished

Pre-trt Post-trt
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KPC Mice Triple TherapyHuman – COMBAT Study-dual combination
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Manji GA and Rabadan R, Unpublished

Chemotherapy, CXCR4i and ICB results in T cell clustering
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Summary

• Inhibition of CXCR4 in combination with chemotherapy and ICB in KPC mice –

Increases CD 8+ T cell/FoxP3+ 

Improves proximity of CD8+ T cells to neoplastic cells

Improves survival

• Inhibition of CXCR4 in patients with pancreas cancer –

Increases CD8+ T cells (AM3100 and Motixafortide with ICB)

Decreases MDSCs (Motixafortide with ICB)

Encouraging efficacy in preliminary study with combination with 5-FU, liposomal irinotecan and ICB


