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Immunotherapeutic Failures in Pancreas Cancer: Why?
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Targeting Macrophages To Improve Response to Therapa
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Mitchem et al 2013, Stanford et al 2013, Xu et al 2013, Zhu et al 2014, Nywening et al 2017 (ant \((\ sUps outside of pancreas)




Hints of Activity in PDAC

Chemotherapy Combination Checkpoint Combination

Best change in tumor burden over time in efficacy-evaluable patients treated
with cabiralizumab 4 mg/kg + nivolumab 3 mg/kg (n = 31)2
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I FOLFIRINOX plus PF-04136309 (n=33)
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Nywening et al. Lancet Onc 2016 SITC 2017, November, Wainberg Z, et al.



SWOT Analysis

Problem
* Myeloid Compensation
(Kumar Cancer Cell 2018, Nywening Gut 2017)

PDAC Cells

* Tissue Resident Macrophages
(Zhu Immunity 2017)



Teaching an Old Dog New Tricks (Targeting CD11b)
{I RUSH UNIVERSITY

Outside aMpB2(CD11b/18)
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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



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

ADH503 Disrupts Multiple Myeloid Cell Populations

Orthotopic PDAC (KP2)

Tumor Myeloid Infiltrate (Orthotopic KPC-2.0)
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Consistent Across Three PDAC Models Panni et al Sci. Transl. Med. In Revision



Teaching an Old Dog New Tricks (Targeting CD11b)

Outside aMpB2(CD11b/18)
CD11b
ADH503 Integrin
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Faridi M Biochim Biophys Acta. Jun, 2013
Celik E. Biophys J. Dec, 2013
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CD11-Agonists Re-polarize Macrophages
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Targeting Myeloid Cells
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CD11B-Agonists Invigorate cDC and T cell Responses
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ADH503 improves checkpoint immunotherapy

Orthotopic Tumors
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Head to Head vs. Other Approaches

Orthotopic PDAC (KP2)

1500= 100% SURIVAL
= 1 UOH L —
%k %k
E 1000+ * Bl Vehicle E
5 =1 oPD1 S
S T B3 oly6G+oPDI 3
E 5004 B «CSF1R + cPD1 ‘g 50- —
E i B ADH503 + oPD1 g
5 | ] 8
=X u-j
0 T | 1
0 20 40 60 80
d Days from Treatment Start




ADH503 improves immunotherapy
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Therapeutic Model

Take homes
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Targeting PDAC Microenvironment

PDAC Cells




Targeting Myeloid Cells
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