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PDAC

Immunotherapeutic Failures in Pancreas Cancer; Why?

Poor TMB Poor T cell Infiltrate Fibrosis/Dense ECM Heavy Myeloid Infiltrates

• Hypoxia
• Vasculature Dysfunction
• Metabolism



Targeting Macrophages To Improve Response to Therapy

Mitchem et al 2013, Stanford et al 2013, Xu et al 2013, Zhu et al 2014, Nywening et al 2017 (and other groups outside of pancreas)



SITC 2017, November, Wainberg Z, et al.

Hints of Activity in PDAC

Nywening et al. Lancet Onc 2016 

Chemotherapy Combination Checkpoint Combination

CCR2i + Chemotherapy CSF1Ri + PD1



SWOT Analysis

Problem
• Myeloid Compensation

(Kumar Cancer Cell 2018, Nywening Gut 2017)

• Tissue Resident Macrophages
(Zhu Immunity 2017)
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Teaching an Old Dog New Tricks (Targeting CD11b)

Harlan J Crit Care Med May, 2002 
Jagarapu J. Am J Respir Cell Mol Biol. Dec, 2015 
Faridi M Biochim Biophys Acta. Jun, 2013 
Celik E. Biophys J. Dec, 2013

ADH503

Vineet Gupta, PhD

http://www.ncbi.nlm.nih.gov/pubmed/12004238


Consistent Across Three PDAC Models

ADH503 Disrupts Multiple Myeloid Cell Populations

Orthotopic PDAC (KP2)

Panni et al Sci. Transl. Med. In Revision
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Consistent Across Two PDAC Models

CD11-Agonists Re-polarize Macrophages

Panni et al Sci. Transl. Med. In Revision

In-vivo TAMs



Targeting Myeloid Cells

or CSC

ADH503



Consistent Across Three PDAC Models

CD11B-Agonists Invigorate cDC and T cell Responses

T cell Response cDC Support

Panni et al Sci. Transl. Med. In Revision



Vehicle

aPD1

ADH503

ADH503 + aPD1

ADH503 improves checkpoint immunotherapy

Panni et al Sci. Transl. Med. In Revision



Head to Head vs. Other Approaches

Orthotopic PDAC (KP2)

100% SURIVAL

**



ADH503 improves immunotherapy

KPC GEMM



Therapeutic Model

or CSC

ADH503

Take homes

• Target Integrins

• Myeloid/DC Interface
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“QUESTIONS?



Targeting PDAC Microenvironment



Targeting Myeloid Cells

or CSC

ADH503


