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We at Aurigene have devised a strategy to identify
agents targeting single or multiple immune checkpoint
proteins by taking advantage of the sequence/structural
similarities among immune checkpoint ligands and
receptors. In this strategy, high affinity shortest
pharmacophore derived from the extracellular domain

Advantages of a small molecule immune checkpoint antagonists disrupting PD-
1 and TIM3 pathways include:

° Oral bioavailability for the ease of dosing

* Short-acting agents for better management of adverse events

* Simultaneous targeting of PD-1 and TIM3 checkpoint pathways to improve

PM-327 shows significant efficacy in multiple syngenic tumor models  No efficacy in immunodeficient model

PD modulation in CT26 tumor bearing mice
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showed significant efficacy in inhibition of tumor growth PM-327 exhibits equipotent antagonism against PD-L1 and TIM3 pathways

upon oral dosing with excellent tolerability_ In vitro functional potency and selectivity of PM-327 14 day non-GLP tox in mouse Well tolerated with the expected NOAEL >1000mg/kg
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PM-327 is functionally potent against both PD-1/TIM3 pathways and is selective against other checkpoint pathways
Oral pharmacokinetic profile and dose escalation PK of PM-327 mice and monkey We have identified an orally bio-available PD-L1/TIM3 dual antagonist
Oral PK profile across species Dose escalation PK in mice Dose escalation PK in Cyno monkey " The lead candidate ta rgeting PD-L1 and TIM-3 pathways exhibits desirable potency,

DMPK properties including oral bioavailability, shows anti-tumor efficacy in multiple
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We bsite; www.au rige ne.com PM-327 exhibits excellent oral PK profile across species and dose-dependent exposure in mice and Cyno monkey




