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Gl Tumors & Immune Checkpoint Inhibitors

Immune PD-L1 (BMS-  Brahmer
checkpoint 936559) et al[ 8]
inhibitors

PD-L1 Herbst et

(atezolizumab) al[12]

PD-1 Patnaik et
(pembrolizumab)  al[13]
CTLA-4 Royal et
(ipilimumab) al[14]

ORR

Advanced PDAC Pre- No objective response

treated

Advanced PDAC Pre- No objective response

treated

Advanced PDAC Pre- No objective response

treated

Advanced PDAC Pre- No objective response

treated

Hilmi, Barthal e e TGS Aol 2018



Pancreatic Cancer
MMR-D/ MSkHigh

A MSHH in<0.5- 1%PDAGC 2

A . w/l k t![. wl0%RRAE (G A2y A

PARP{may further induce genomic instability)
ICPi combinations ?

Patients at Risk
<median
> =median

1Lawrence et al. Cancer 202Aumphis et al. Gastroenterology 2017; 3Sahin et al. Expert Rev Gastroenterol Hepatol 2016



MMR-D Pancreatic Cancer Acquired Resistance to Immunothere

TMB 50.2 mt/MB
45 y woman LAPCMMR -D MSI-H

anti-PD-L1 + IDO1 inhibitor Surgery: M1 endometrium and left ovary
| ROLFIRINOX and stereotactic

body RT anti-PD-L1
SD x 3 months PR x 22 months TMB 21.1 mt/MB

MSI-H

200

3 6

RT Chemotherapy AnthPD-L1 + anti-IDD1

Pre-immunotherapy On Immunotherapy Acquired Resistance 1o Immunotherapy

Hu et al. J Immunother Cancer 2018




Immune Profiling of Metastatic Pancreatic Adenocarcinoma

A MKRASG12D and nRNF43 G659Vfs*41 were retained from
the pre-treatment tumor in the treatment-resistant tumor.

A No copy number alterations were detected in either the pre
treatment or the acquired resistance tumorsample.

A Nolossof-function mutations or LOH in the HLA genesB2M,
PTEN, JAK1, JAK2, or TAP1.
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Florid CD8+ T infiltrating tumor & strom a Prominent PD-1 positive immune cells PD-L1+ focally present in IC and in some TC
- . > T - _ _

Hu et al. J Immunother Cancer 2018



Understanding Systemic Immunity & TME in PDAC

Systemic Immunity

Tumor Genomics

OO

* Molecular Signatures & Sub-types
* Mutational Burden

* Microsatellite Instability

* Epigenetics

T cell =
9 & ®

‘ =
9) E eell L’ Myeloid cells
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Cytokines &
Chemokines

Tumor Microenvironment
Blood

Vessel

MDSC

Responses are dependent on factors shaping tumor growth and immunity

Lee & Gibbs J pers Med 2019



Pancreatic Cancer Immunosuppresive Microenvironment

ICAF

GrMDSC



