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Pancreatic Cancer
MMR-D/ MSI-High
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PARPi (may further induce genomic instability) + 
ICPi combinations ?

1Lawrence et al. Cancer 2017; 2Humphis et al. Gastroenterology 2017; 3Sahin et al. Expert Rev Gastroenterol Hepatol 2016
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MMR-D Pancreatic Cancer Acquired Resistance to Immunotherapy

Hu et al. J Immunother Cancer 2018

45 y woman LAPC MMR -D

FOLFIRINOX and stereotactic 

body RT 

anti-PD-L1 + IDO1 inhibitor 

SD x 3 months PR x 22 months

Surgery: M1 endometrium and left ovary

anti-PD-L1



Florid CD8+ T infiltrating tumor & strom a

MLH1 (-) PMS2 (-)

Prominent PD-1 positive immune cells PD-L1+ focally present in IC and in some TC

Immune Profiling of Metastatic Pancreatic Adenocarcinoma 

Hu et al. J Immunother Cancer 2018

Å mKRASG12D and mRNF43 G659Vfs*41 were retained from 

the pre-treatment tumor in the treatment-resistant tumor. 

Å No copy number alterations were detected in either the pre-

treatment or the acquired resistance tumor sample.

Å No loss-of-function mutations or LOH in the HLA genes, B2M, 

PTEN, JAK1, JAK2, or TAP1.
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Pancreatic Cancer Immunosuppresive Microenvironment
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