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BACKGROUND PYNNACLE PHASE 2 TRIAL DESIGN?2

* TP53, encoding pS3, is the most frequently mutated gene across all cancers! o PYNNACLE Phase 2: Ongoing, global, pivotal, basket, single-arm, open-label, multicentre trial in solid tumours including ovarian, lung, breast, endometrial and other cancers PY N N AC L E
e TP53 mutations result in loss of p53 tumour suppressor function and tumour progression? e The primary objective of PYNNACLE Phase 2 is to evaluate the efficacy of rezatapopt at the RP2D; secondary objectives include safety, PKs, QoL and other efficacy measures
e Most TP53 mutations occur in the central DNA-binding domain, with ten referred to as ‘hot-spot’ mutations, accounting for ~30% of TP53 mutations o Eligible patients receive rezatapopt 2000 mg orally QD with food for continuous 21-day cycles; patients are followed until lost to follow-up, death, 2 years after last patient discontinuation, or end of study
observed in human cancer'?
e TP53Y220C is a key hot-spot TP53 missense mutation that destabilises p53 and is present in ~1% of all solid tumours*° PYNNACLE Phase 2: Evaluating the efficacy of rezatapopt at the RP2D
e Reactivation of WT p53 in p53-mutated tumours may be an effective therapeutic strategy; however, only a limited number of small molecules targeting
mutated p53 have reached clinical trials26
e Rezatapopt, an investigational agent also known as PC14586, is a first-in-class, selective, p53 reactivator specific to the TP53 Y220C mutation that Phase 2701213 Patient population (inclusion criteria)%:12:13 Exclusion criteria10.12:13

restores WT p53 conformation and function by binding to a pocket created by the tyrosine-to-cysteine substitution in the p53 protein’

o - o , o oo .  Aged 218 years (all global sites except Singapore: 221 years)  KRAS single nucleotide variant mutations
o Once the mutated p53 Y220C protein is stabilised in its WT conformation, reactivation of p53 transcriptional activity occurs’8 |
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PYNNACLE Phase 2: Primary and secondary endpoints PYNNACLE Phase 2: Planned sites worldwide

e PYNNACLE (NCT04585750) is a Phase 1/2 clinical study investigating rezatapopt in patients with solid tumours harbouring a TP53 Y220C mutation®
o In Phase 1, rezatapopt showed single-agent efficacy and a favourable safety profile in heavily pre-treated patients’

PRIMARY OBJECTIVE: Evaluate the efficacy of rezatapopt per BICR (blinded independent central review) assessment

e Here we describe the study design for the ongoing PYNNACLE Phase 2 study assessing rezatapopt 2000 mg QD with food in patients with locally Primary Endpoints Secondary Endpoints
advanced or metastatic solid tumours harbouring a TP53 Y220C mutation and KRAS WT

OVERVIEW OF THE PYNNACLE STUDY
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e The PYNNACLE study aims to assess the efficacy, safety, tolerability, PK, and PD of rezatapopt in patients with locally advanced or metastatic solid RECIST v1.1 ovarian cancer cohort only CTCAE v5.0™
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Overview of the PYNNACLE study assessing rezatapopt in solid tumours with a TP53 Y220C mutation'?
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