Discovery and Development of Proximity Inducing Agents: Aurigene Oncology’s Contribution to Neo-PPI Driven Pharmacology
Abstract
The past decade has witnessed a paradigm shift in drug discovery, moving beyond classical occupancy-driven inhibition toward event-driven pharmacology that exploits chemically induced protein proximity. Proximity inducing agents (PIAs) — encompassing heterobifunctional degraders (PROTACs), molecular glue degraders, and non-degradative proximity inducers — operate by engineering neo-protein–protein interactions (neo-PPIs) that are absent in normal biology, thereby redirecting the cell's own enzymatic machinery to modulate target protein fate. This mechanistic framework dramatically expands the druggable proteome, enabling therapeutic intervention against transcription factors, scaffolding proteins, and other targets historically considered intractable to small molecule approaches.
Aurigene Oncology has built a fully integrated proximity inducer discovery engine — the A-PROX platform — that combines solid phase library screening, direct-to-biology chemistries, proprietary ternary complex assays, structure-based design, and computational modelling to systematically prosecute neo-PPI space across oncology targets. This talk will describe our journey from platform conception to clinical-stage assets, highlighting the scientific principles, key learnings, and translational strategies that have shaped our portfolio.
We will present case studies spanning multiple target classes. First, the discovery of potent, paralogue-selective SMARCA2 degraders that achieve deep and durable target knockdown while sparing SMARCA4, culminating in an IND-approved clinical candidate — the first SMARCA2 degrader to enter clinical development. Second, the rational design of SMARCA4-selective degraders that exploit the synthetic lethality between SMARCA4 loss and residual SWI/SNF complex activity in SMARCA4-driven cancers. Third, the development of paralogue-selective p300 degraders with exceptional selectivity over CBP, designed to exploit synthetic lethality in CBP-mutant hematologic and solid malignancies, and to address p300-dependent oncogenic transcription in prostate and other cancers. Fourth, progress on a pan-KRAS degrader program targeting one of oncology's most recalcitrant drivers. 
Collectively, these programs illustrate how a systematic, platform-driven approach to neo-PPI pharmacology can convert proximity biology into differentiated, clinically actionable therapeutics. We will discuss emerging opportunities in non-degradative proximity induction, the expanding E3 ligase landscape, and the next frontier of induced proximity beyond the ubiquitin–proteasome system.
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