Targeting Tumor Fibrosis with Small Molecule Inhibitors of ROCK2 or
DDR1/2 Improves Therapy Response in Preclinical Models of PDAC & TNBC

Daniel J Wilcock, Dorottya Keppell, Benjamin McLean?, Sean Porazinski3, Eimear Flanagan', Catherine Eagle’, Kay Eckersley’, Jack Lloyd-
Weston', Ana Varela Rodriguez’, Camille Gignoux',James Ryan’, Michal Andra’, Nicolas E.S. Guisot’!, Inder Bhamral, Marina Pajic?:3, Clifford D

Jones!, Caroline Philips?, Richard Armer

>, Redx

Garvan
Institute

L

The critical role of the tumor-stromal microenvironment (TME) in driving tumor progression and
modulating treatment response to chemo-, radio- and immunotherapy is well established.

Tumor infiltrating stromal cells provide an additional layer of heterogeneity modulating extracellular
matrix (ECM) deposition, exerting mechanical forces and secreting a milieu of factors leading to
intertumoral fibrosis.

Here, we discuss effects of two anti-fibrotic small molecule inhibitors of Discoidin-domain receptors 1&2
(DDR1/2) and Rho-associated coiled-coil containing protein kinase 2 (ROCK2) respectively, which have
both demonstrated anti-fibrotic efficacy in preclinical mouse models of kidney and lung fibrosis (in-house
data).

ROCK2 expression has been shown to be increased in pancreatic cancer' and targeting of ROCK using
Fasudil has been shown to potentiate response to standard of care (SoC) chemotherapy?.

Discoidin domain receptors 1 and 2 (DDR1/2) are emerging targets in oncology, complete genetic
knockout (KO) or knockdown (KD) of either DDR1 or DDR2 in mouse syngeneic models increases anti-
tumor immune infiltrate in the TME34,

Targeting of DDR1/2 using non-selective inhibitors in combination with chemotherapy in genetically
engineered mouse models (GEMM) of Lung & Pancreatic cancer increased anti-tumor efficacy and
survival>®.

The data presented investigates the rationale of targeting intertumoral fibrosis through small molecule
inhibition that could lead to improved therapy response in combination with SoC chemotherapy or
immunotherapy in tumor types characterized by high stromal infiltrate and dense ECM deposition which
often prove to be therapy refractive.
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Development of Selective ROCK2 and DDR1/2 Inhibitors
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Fig. 2: (A) TREEspot interaction map of RXC007 (B) TREEspot interaction map of REDX Tool DDR1/2 Inhibitor (C) Cellular activity IC50 values of REDX Tool
DDR1/2 Inhibitor. Kinase profiling carried out at Eurofins. (A) IC50 determination of RXC007 at Km ATP of the 20 kinases inhibited with >50% following 468-
kinase panel at 10 pM. ROCK?2 is the most potently inhibited kinase , >100-fold selectivity versus ROCK1 in biochemical assays. >100-fold selectivity against 468
kinases. (B) KINOMEscan profiling service showing percentage inhibition of 468 kinases assessing REDX tool DDR1/2 inhibitor at 1000nM. Only 8 kinases,
including DDR1 and DDR2 were inhibited >90%. (C) The cellular IC50 of the REDX tool DDR1/2 inhibitor was assessed in HEK293 cells overexpressing full length
DDR1 or DDR2. HEK293 cells overexpressing DDR1 or DDR2 were stimulated by collagen | to activate DDR1 or DDR2 prior to dosing with compound,
phosphorylation of DDR1 or DDR2 was assessed by ELISA and IC50s calculated.
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