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PYNNACLE: an ongoing global, pivotal, phase 2 multi-cohort clinical 
trial evaluating rezatapopt, a selective p53 reactivator, in patients 
with advanced TP53 Y220C-positive solid tumors1,2

TP53 Y220C mutation creates 

a pocket in the p53 protein

Rezatapopt fits tightly into the pocket and stabilizes the 

mutated p53 protein in the wild-type conformation1,3,4

WT p53 function

restored1,3,4

Rezatapopt

a For all global sites except Singapore (must be ≥21 years of age) and Republic of Korea (must be ≥19 years of age). b If weighing ≥40 kg (in Australia, Republic of Korea [12–18 years of age], and the US only). 
C Patients with ovarian cancer harboring a documented TP53 Y220C mutation and KRAS SNV are eligible.
1. PYNNACLE Study. Accessed October 2025. https://www.pynnaclestudy.com/; 2. ClinicalTrials.gov. Accessed October 2025. https://clinicaltrials.gov/study/NCT04585750; 3. Vu BT, et al. ACS Med Chem Lett. 
2024;16:34–39; 4. Puzio-Kuter AM, et al. Cancer Discov. 2025;15:1159–1179.
BICR, blinded independent central review; BRCA, breast cancer gene; CNS, central nervous system; DCR, disease control rate; DOR, duration of response; KRAS, Kirsten rat sarcoma virus; ORR, overall response 
rate; OS, overall survival; PFS, progression-free survival; QD, once daily; SNV, single nucleotide variant; SOC, standard of care; TTR, time to response.

PYNNACLE Pivotal Phase 2 Study Design

• Adults aged ≥18 yearsa

• Adolescents aged 

12–17 yearsb 

• Locally advanced or metastatic 

solid tumors, excluding primary 

CNS tumors

• Documented TP53 Y220C and 

KRAS wildtype only (no KRAS 

SNV mutations)c

• Prior standard therapy or 

ineligible for appropriate 

SOC therapy

Patient population Cohort 1: 

Ovarian cancer 

Cohort 2: 

Lung cancer 

Cohort 3: 

Breast cancer 

Cohort 4: 

Endometrial cancer 

Cohort 5: 

All other solid tumors 

Basket 

N≈200

Patient cohorts 

defined by tumor 

type 

Rezatapopt

2000 mg QD

with food

Endpoints

Primary: ORR per BICR 

-Ovarian cancer cohort

-Across all cohorts

Key Secondary: 

-ORR per investigator

-TTR

-DOR

-DCR

-PFS per BICR and investigator

-OS

-Safety



Rezatapopt shows single-agent efficacy in heavily pretreated 
patients with TP53 Y220C-positive advanced gynecological cancers

Data cutoff: March 29, 2026. Includes patients with a post-baseline target tumor measurement. Asterisks denote patients who achieved a confirmed PR as of the data cutoff and experiences unconfirmed CR at last scan post data cutoff. a Patients 

with the opportunity to reach first post-baseline scan. Patients discontinuing before the first post-baseline scan are included in the efficacy-evaluable population. b Platinum refractory: relapse during platinum therapy or within 1 month of the last 

dose of a platinum agent. c FRα positive: FRα expression ≥75% viable tumor cells. d FRα negative: FRα expression <75% viable tumor cells. e ORR is calculated from confirmed CR and confirmed PR. Two patients have experienced unconfirmed 

PRs post data cutoff at their first scans (34/74 [45.9%]). The first patient is platinum refractory, received prior bevacizumab, received prior PARPi, and has unknown FRα status. The second patient is platinum refractory, received prior 

bevacizumab, received prior PARPi, and is FRα negative f In the primary platinum-refractory population (n=10), 3 patients experienced a confirmed PR as of March 29, 2026. BRCA, breast cancer gene; CR, complete response; dMMR, DNA 

mismatch repair deficiency; ECOG, Eastern Cooperative Oncology Group; FRα, folate receptor alpha; HRD, homologous recombination deficiency; MSI, microsatellite instability; MSS; microsatellite stabi lity; N/A, not available; NE, non-evaluable; 

ORR, overall response rate; PD, progressive disease; pMMR, proficient DNA mismatch repair; PR, partial response.

Ovarian cancer 

cohort

n=72a

Platinum 
resistant

n=44

Platinum 
refractoryb

n=25

Prior 
bevacizumab 

n=57

Prior 
PARPi

n=38

FRα 
positivec

n=30

FRα 
negatived

n=31

Endometrial cancer 

cohort

n=9

ORRe 

(95% CI), %
44.4 (32.7–56.6) 45.5 (30.4–61.1) 44.0f (24.4–65.1) 43.9 (30.7–57.6) 52.6 (35.8–69.0) 50.0 (31.3–68.7) 41.9 (24.5–60.9) 55.6 (N/A–N/A)

Ovarian Cancer 
cohort, n=76

Endometrial Cancer 
cohort, n=9

Age, median (min–max), years 66 (46–91) 70 (62–74)
ECOG performance status, n (%)

0/1 36 (47)/40 (53) 5 (56)/4 (44)

Prior lines of systemic therapy
Median (min–max) 4 (1–10) 2 (0–7)

Prior bevacizumab, n (%) 61 (80) N/A
Platinum status, n (%)

Sensitive/resistant /refractory
Primary platinum refractory

3 (4)/46 (61)/27 (36)
10 (13)

N/A

FRα status, n (%)
Positive/negative 

n=63
30 (48)/33 (52)

N/A

BRCA 1/2 mutation, n (%)
Somatic/germline

7 (9)
3 (4)/4 (5)

N/A

HRD status, n (%)
Positive/negative 

n=67
27 (40)/40 (60)

N/A

MMR status, n (%)
pMMR/dMMR N/A

n=7
0/7 (100)

Microsatellite status,
MSI/MSS

n=53
0/53 (100)

n=8
0/8 (100)

Data cutoff: March 29, 2026. 
Efficacy (ovarian cohort n=63, endometrial cohort n=9)



Rezatapopt displays rapid/durable responses in the ovarian cohort 
(n=76) and favorable safety/tolerability in the overall population (n=141)

Data cutoff: March 29, 2026. a No Grade 5 TRAEs were observed. ALT, alanine aminotransferase; AST, aspartate aminotransferase; CI, confidence interval; CR, complete response; CTCAE, Common Terminology Criteria for Adverse Events v 

5.0; , duration of response; NE, non-evaluable; ORR, overall response rate; PD, progressive disease; PR, partial response; TRAE, treatment-related adverse event; TTR, time to response.

Total safety population patients (n=141), n (%) Maximum CTCAE gradea

Preferred term Any grade 1 2 3 4

Nausea 59 (41.8) 41 (29.1) 18 (12.8) – –

Fatigue 36 (25.5) 15 (10.6) 20 (14.2) 1 (0.7) –

Blood creatinine increased 31 (22.0) 10 (7.1) 19 (13.5) 2 (1.4) –

ALT increased 26 (18.4) 11 (7.8) 5 (3.5) 8 (5.7) 2 (1.4)

Anemia 26 (18.4) 7 (5.0) 11 (7.8) 8 (5.7) –

AST increased 26 (18.4) 12 (8.5) 5 (3.5) 8 ( 5.7) 1 (0.7)

Vomiting 24 (17.0) 16 (11.3) 8 (5.7) – –

Decreased appetite 18 (12.8) 12 (8.5) 6 (4.3) – –

Diarrhea 16 (11.3) 14 (9.9) 1 (0.7) 1 (0.7) –

Pruritus 15 (10.6) 10 (7.1) 5 (3.5) – –

Asthenia 13 (9.2) 6 (4.3) 7 (5.0) – –

Constipation 10 (7.1) 9 (6.4) 1 (0.7) – –

Platelet count decreased 10 (7.1) 4 (2.8) 2 (1.4) 2 (1.4) 2 (1.4)

Headache 8 (5.7) 5 (3.5) 2 (1.4) 1 (0.7) –

Rash maculopapular 8 (5.7) 1 (0.7) 3 (2.1) 4 (2.8) –

• TRAEs were mostly 

Grade 1 or 2

• Most frequent TRAEs: 

nausea, fatigue, and blood 

creatinine increased

• Laboratory abnormalities were 

manageable/monitorable, and 

most cases were transient 

and reversible

• A similar safety profile was 

observed in patients with 

ovarian and endometrial 

cancers

• 7/141 patients (5.0%) 

discontinued treatment due to 

TRAEs, including 4 patients 

with ovarian cancer and 1 

patient with endometrial cancer

Median TTR: 1.3 months Median DOR: 8.2 months

95% CI: 1.3–1.5 months 95% CI: 4.2–12.9 months

Treatment ongoing (n=30)

Complete response (n=1)

Partial response  (n=31)

Start of unconfirmed complete response (n=3) after data cutoff

Start of unconfirmed partial response (n=2) after data cutoff

Months
0 19181716151413121110987654321 20

Data cutoff: March 29, 2026. 



Conclusions

• In this interim analysis of the PYNNACLE Phase 2 clinical trial, single-agent rezatapopt 
showed clinically meaningful efficacy and a manageable safety profile in heavily 
pretreated patients with TP53 Y220C-positive advanced ovarian and endometrial 
cancers

• Overall response rates were 44.4% (ovarian; n=72) and 55.6% (endometrial; n=9)

• Median duration of response in the ovarian cohort was 8.2 months (95% CI: 4.2–12.9 
months)

• Low discontinuation rate due to a TRAE among all patients (5.0%), including 4 in the 
ovarian cohort and 1 in the endometrial cohort

• Rezatapopt offers a promising orally-administered, chemotherapy-free, targeted 
monotherapy for patients with gynecologic cancers harboring a TP53 Y220C mutation

The PYNNACLE Phase 2 clinical trial is ongoing 
in patients with TP53 Y220C-positive tumors

For a full list of trial sites and investigators, please 
scan the QR code or visit pynnaclestudy.com


	Slide 1: PYNNACLE PHASE 2 TRIAL ASSESSING SELECTIVE P53 REACTIVATOR REZATAPOPT: FOCUS ON TP53 Y220C-POSITIVE GYNECOLOGIC CANCERS 
	Slide 2
	Slide 3: PYNNACLE: an ongoing global, pivotal, phase 2 multi-cohort clinical trial evaluating rezatapopt, a selective p53 reactivator, in patients with advanced TP53 Y220C-positive solid tumors1,2
	Slide 4: Rezatapopt shows single-agent efficacy in heavily pretreated patients with TP53 Y220C-positive advanced gynecological cancers
	Slide 5: Rezatapopt displays rapid/durable responses in the ovarian cohort (n=76) and favorable safety/tolerability in the overall population (n=141)
	Slide 6: Conclusions

