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The PYNNACLE Phase 2 trial assessing rezatapopt (PC14586), a selective p53 reactivator, in patients with locally ��� 
advanced or metastatic solid tumors (including ovarian and endometrial cancers) harboring a TP53 Y220C mutation 11;11 
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BACKGROUND 

• TP53, encoding p53, is the most frequently mutated gene across all cancers 1 
• TP53 mutations result in loss of p53 tumor suppressor function and tumor progression2 

• Most TP53 mutations occur in the central DNA-binding domain, with 10 referred to as 'hot-spot' mutations, acoounting for ~30% of TP53 
mutations observed in human cancers1 ,3 

• TP53 mutations are found in -76% of ovarian cancers and -53% of endometrial cancers, occurring at a high frequency in more aggressive 
and invasive tumor types such as high-grade serous ovarian cancer (detected in -96% of all cases)4 

• TP53 Y220C is a key hot-spot TP53 missense mutation that destabilizes p53 and is present in -1 % of all solid tumors, including -3% of all 
ovarian cancers (3.4% of high-grade serous ovarian cancers) and 1.1% of all endometrial cancers4-6 

• Reactivation of WT p53 in p53-mutated tumors may be an effective therapeutic strategy; however, only a limited number of small molecules 
targeting mutated p53 have reached clinical trials2,7 

• Rezatapopt, an investigational agent also known as PC14586, is a first-in-class, selective, p53 reactivator specific to the TP53 Y220C mutation 
that restores WT p53 confonnation and function by binding to a pocket created by the tyrosine-to-cysteine substitution in the p53 protein8 

o Rezatapopt fits tightly into the pocket of the p53 Y220C mutant protein via non-covalent hydrogen bonding, which enhances hydrophobic 
and van der Waals interactions; this stabilizes the p53 protein in the WT confonnation and restores p53 transcriptional activity8-10 

o Once p53 tumor suppressor functions are restored, cell-cycle inhibition and apoptosis occur in tumor cells harboring the TP53Y220C mutation11 

WTp53functlon 
restored• 

• PYNNACLE (NCT04585750) is a Phase 112 dinical study investigating rezatapopt in patients IMth solid tumors harboring a TP53Y220C mutation8 

o In Phase 1, rezatapopt showed promising single-agent efficacy and a favorable safety profile in heavily pre-treated patients12 

o Of the 20 patients with ovarian cancer receiving rezatapopt who had measurable disease at baseline, seven patients achieved a 
confinned partial response, with a median duration of response of 7 months13 

• Here we describe the study design for the ongoing PYNNACLE Phase 2 study assessing rezatapopt 2000 mg QD taken with food in 
patients with locally advanced or metastatic solid tumors harboring a TP53 Y220C mutation and WT KRAS 

OVERVIEW OF THE PYNNACLE STUDY 

• The PYNNACLE study aims to assess the efficacy, safety, tolerability, PK, and PD of rezatapopt in patients with locally advanced or 
metastatic solid tumors harboring a TP53 Y220C mutations,,4 

O verview of the PYNNACLE study assessing rezatapopt in solid tumors with a TP53Y220C mutation14 

PYNNACLE (P MV-586-101, NCT 04585750) 
Participants8,14 

�12 years of age with locally advanced or metastatic solid 
tumors with a TP53 Y220C mutation 
Previously treated (or Ineligible for SOC) 
ECOG PSOor 1 
Phase 2: 

.!:18 years of age8 

Adolescents 12-17 years of age (if weighing MO kg)b 
• KRAS� 

Rezatapopt dose 
escalation 

Identify MTD and RP20 
Assess PK, 
safety, and 
preliminary efficacy 

• Forall global eitee eXQ8�Singapore(ac:kllta.:21 �of age� •Australia, South Korea, and USA orly; 
• Philae 2 orly inch.-:les patients Iha! are KRAS WT; tho5e with KRASsirgle nudeolide varianballl exduded. 

Rezatapopt + 
pembrolizumab dose 

escalation 

Identify appropriate 
dose in combination 
with pembrolizumab 
Assess PK, 
safety, and efficacy 

Rezatapopt dose 
e xpansion at 
2000mgQD 

Assess efficacy 
Assess safety, 
PK, and Qol 

PYNNACLE PHASE 2 TRIAL DESIGN8, 1 4,15 

• PYNNACLE Phase 2: Ongoing, global, pivotal, basket, single-arm, open-label, multicenter trial in solid tumors including ovarian, lung, breast, endometrial, and other cancers PYNNACLE 
• The primary objective of PYNNACLE Phase 2 is to evaluate the efficacy of rezatapopt at the RP20; secondary objectives include safety, PK, Qol, and other efficacy measures 

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 aft.er last patient discontinuation, or end of study 

PYNNACLE Phase 2: Evaluating the efficacy of rezatapopt at the RP 2D 

Phase 2s,14,15 Patient population (inclusion criteria )!.1',15 

Cohort 1. Ovanan cancere n = -42 
Aged �18 years (all global sites except Singapore: �1 years) 
Adolescents 12-17 years of age (if�O kg, in Australia, 

Basket 
N=-114 Cohort 2. Lung cancer n=-18 

South Korea, and USA only) 
ECOG PSOor 1 

Rezatapopt Cohort 3 Breast cancer n = -18 
Locally advanced or metastatic solid tumors 

2000 mg 
QO Cohort 4. Endometnal cancer n = -18 

with food 

Measurable disease at baseline (RECIST v1.1) 
Documented TP53 Y220C mutation (identified locally) and 
KRASWJb 

Cohort 5 All other solid tumors n = -18 Previoosty treated with .!:1 line of systemic treatment or 
ineligible for appropriate SOC 

• Plallnum resistant or refractOly, � KRAS WT dellned as the absence ol KRAS singla nudaob variant 111.Jtallons. 

PYNNACLE Phase 2: Primary and secondary endpoints 
PRIMARY OBJECTIVE: Evaluate the efficacy of rezatapopt per BICR assessment 

Primary endpoints Secondary endpoints 

ORR• 

- -
BICR assessed ORR: Investigator assessed; RECIST v1.1 

- RECIST v1.1 • Across all cohorts and ovarian cancer cohort only 
Across all cohorts 

-
TTR, OoR, OCR: BICR and investigator assessed; 

-
RECIST v1.1 

ORR• • OCR at 6, 12, 18, and 24 weeks 
• Across all cohorts and ovarian cancer cohort only BICR assessed 

- RECIST v1.1 
Ovarian cancer 

-
PFS: Investigator and BICR assessed; RECIST v1 .1 

ecohort only OS & PFS: Across all cohorts and ovarian cancer 
cohort only 

• ORR wll be derived from BICR-as69$8ed BOR based on RECISTv1.1, as a86888ed in these two populalio11$. 

Safety: AEs, SAEs, 
laboratory assessments 
• AEs graded using CTCAE VS.01s 

Plasma PK parameters 
May include Cmex, T mex, 
AUCo.1, AUC...,, Ctl'll!UI 

PROs: EORTC OLQ-C30 for 
patients 2:18 years of age 

Exclusion criteria11,14.15 

KRAS single nucleotide variant mutations 
Unstable brain metastases 
Primary CNS tumors 
History of leptomeningeal disease or spinal cord compression, 
organ transplant or gastrointestinal disease that may impact 
rezatapopt absorption 
Heart conditions (unstable angina, uncontrolled hypertension, 
heart attack within 6 months prior to screening, heart failure, 
or other dlnlcally significant rhythm abnormalities) 
Uncontrolled hepatitis B, hepatitis C, or HIV infection 

PYNNACLE Phase 2: Planned sites wor1dwide14 

�. •-.·· • . · 

e; � -

I 
.) •. -

·�,

Presented at the 2025 SGO Annual Meeting on Women's cancer, March 14-17, 2025, Seattle, WA. USA Presented by: Ecaterina E Dumbrava, eeileana@mdanderson.org 

AM u LT I p Ly y O y Ir! IM p ACTMA-586-0056 March 2025 


