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CLRIS

STRATEGY AND APPROACH

Small molecule immune checkpoint antagonists with the ability to disrupt the PD-L1 and

ABSTRACT RESULTS

Antibody-mediated blockade of PD1 and PD-L1 has PD modulation in CT26 tumor bearing mice
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pathways. Further optimization resulted in compounds
displaying equipotent antagonism towards PD-L1 and TIM-3
with desirable physico-chemical properties and exposure
upon oral administration.

Potent functional activity comparable to that
obtained with an anti-PD1 or anti-TIM-3 antibody in rescuing
lymphocyte proliferation and effector functions were
observed with lead compound, AUPM-327. AUPM-327
showed selectivity against other immune checkpoint
proteins including CTLA-4, VISTA, LAG-3 and BTLA as well as
in a broad panel of receptors and enzymes. In syngeneic
preclinical models of melanoma, breast and colon cancers,
AUPM-327 showed significant efficacy in inhibition of both
primary tumor growth and metastasis upon once a day oral
dosing with excellent tolerability. Anti-tumoral activity
correlated well with drug exposure and activation of CD4+
and CD8+ T cells.

The findings demonstrating the dual inhibition of
PD-L1 and TIM-3 pathways resulting in activation of T cells
and anti-tumor activities support further development of
these orally bioavailable agents.
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RESULTS

PM-327 exhibits equipotent antagonism against PD-L1 and TIM3
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PM-327 shows significant In vivo efficacy in multiple syngenic tumor models
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PM-327 exhibits excellent safety profile with a >100 fold therapeutic

window

Assay Results

hERG, AMES and micronucleus test

Clean profile

14 day non-GLP tox in mouse

Well tolerated with the expected NOAEL >1000mg/kg

Rat cardiovascular safety studies

No changes in mean arterial pressure, heart rate and cardiac contractility up to maximum

tested plasma concentration of 15ug/ml

SUMMARY

We have identified an orally bio-available PD-L1/TIM3 dual antagonist.

" The lead candidate targeting PD-L1 and TIM-3 pathways exhibits desirable
potency, DMPK properties including oral bioavailability, shows anti-tumor
efficacy in multiple syngeneic tumor models, promotes tumor infiltrating T cell
activation and exhibits a desirable safety profile

Flexible oral administration and antagonism of PD-L and TIM3 checkpoint
pathways may provide for improved or expanded clinical benefit in cancer

patients



