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PMV’s Firstin Class Y220C Lead Program is
Focused on the Reactivation of p53

AAC American Association
for Cancer Research’

FINDING CURES TOGETHER"

187
bl h\‘ll |

Y220

PC14586 . ¥

AACR ANNUAL MEETING 2021: APRIL 10-15, 2021 AND MAY 17-21, 2021

aa
H 0. il

DNA Binding Domain (102-292) I

Y220C-SM Com plex
Thermally Stable

p53 Transcriptional
Activity Restored

& PMVPharma



I\ for Cancer Research’

Selectively Initiates p53 Transcription

PC14586 Converts p53 Y220C to Wild Type and AAGCR o e
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Y220C Cell Lines Tested

PC14586 in 5 Day MTT Assay
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Oral Administration of PC14586 in NUGC3 XenograftsAAC

ReSUItS in RObUSt Tumor RegreSSion FINDING CURES TOGETHER
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Tumors that Have a p53 Y220C Mutation

« p53Y220C presentin ~1% of solid cancers, predicted top tumor types listed below

Histology Frequency (%)

FMI, Nov 2019

Ovarian 2.77
Pancreatic 1.42
Gastric/Esophageal 1.08
Breast 1.02
Non-small cell lung cancer 0.88
Colorectal 0.62
Prostate 0.49

+ PC14586is currently being evaluated for safety and efficacyin a seamless Phase 1/2 clinical
study (NCT study identifier NCT04585750)
« solid tumor agnostic trial, patients selected by Y220C TP53 mutation
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PC14586 Reactivates p53 Y220C Function AACH ”R“

PC14586 is a first-in-class small molecule reactivator of p53 Y220C

Non-covalently binds Y220C p53 and stabilizes the mutant protein in the wildtype
conformation

Selectively reactivates p53 dependent transcription resulting in cell-cycle arrest
and apoptosis

In mice, oral daily delivery results in robust tumor regression and is well tolerated
Several pharmacodynamic biomarkers of p53 reactivation have been developed

and modelled for clinical implementation (e.g. target gene expression, p21,
MDM2 and MIC-1 protein expression)

PC14586 is being tested in a Phase 1/2 clinical trial in advanced cancer patients
whose tumor harbors a TP53 Y220C mutation (NCT study identifier NCT04585750)
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