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BACKGROUND

RESULTS

* Mutations in TP53 result in loss of p3 tumor suppressor function and PBPK Model PYNNACLE Phase 1 Study Table 2. PYNNACLE: Summary of Rezatapopt 2000 mg QD PK Parameters  Figure 3. PYNNACLE: TRAE at 2000 mg QD in Fasted and Fed State
tumor progression | o o | . The model predicts food intake increases rezatapopt exposure, AUCq_i - PK data were available for 12 and 13 patients with solid tumors Cycle 1 Day 1 Cycle 1 Day 15 (Steady State) 100%
 The TP53 Y220C missense mutation is present in ~1% of all solid tumors and C_.., by 45% and 28%, respectively, in healthy volunteers harboring a TP53 Y220C mutation who received rezatapopt 2000 mg Median Median n=13
 Tyrosine substitution by a cysteine creates a pocket in the p53 protein « The model predicts food intake increases exposure following multiple QD orally with or without food, respectively (data cutoff: Sept 5, 2023) (Min—-Max) 100 - Grade 3
tha(;[ dle_s_’iatblllzes the protemfstrus{:_ture:1 genderlng it unable to bind to DNA doses (gf rezatapopt, AUC,,, (AUC in one dosing interval) and C,,., by 43%  pPK Profile Treatment| = T () % —2r3"=13/° Tﬁ? Grade 2
aRn et|C| utmor §uppt[_ess;)r ulnc |oni o oo14586 and 36%, respectively, in patients with solid tumors - Rezatapopt exposure was increased with food (Table 2; Figure 2) (ng/mL) | (h*ng/mL) 112 (ng/mL) | (h*ng/mL) 2 80 - 69.29% B Grade 1
fistin-class p53 reactivator that selectively binds to the pocket within the M V-586-102 Phase 1 Study ~ On Day 1, geomelric means of AUC 3, and C,, were both 20% higher A S T A N A T RS COO
= = . . . n= -
Y220C-mutated p53 protein and restores p53 wild-type conformation and PK Exposure _ _ with vs without food after a slmgle oral dose of rezatapopt . 2000 mg | 10550 (60) 137668 (56) 12 (10-26) 14963 (55) 245956 (59) 22 (12-40) é 60 - 23.1% L
transcriptional activity® - Healthy volunteers (N=22) received a single oral dose of rezatapopt - ﬁ\(t) C?/tehadz state, the Qe?metilr? meaftﬁ of '?\U%O—m and C,,, were 42% and QD 3 3 3 3 - - = -
i i iqh- : igher, respectively, with vs without foo =
— Currently being assessed in the ongoing Phase 2 registrational portion of 2000 mg with and/or without a high-fat meal; two completed only one part e 5 : PECLVEL), Wit VS WIHOU Fasted 'S
the PYNNACLE Phase 1/2 clinical trial (NCT04585750; PMV-586-101) in of the study * Median half-life of rezatapopt at steady state was ~19 h across dose 2000 mg | 12656 (46) 164598 (48) 14 (9-16) 21268 (27) 343831 (29) 21 (17-47)| o 40
patients with locally advanced or metastatic solid tumors harboring the * In participants who received a single oral dose of rezatapopt 2000 mg cohorts with steady state reached by four days of dosing QD - " . - - - "qé; 30
TP53 Y220C mutation and completed the study, AUC_;;, AUC,_.; and C,,,, were 79%, 73% Safety and Tolerability Fed? =
— Favorable Safety and anti-tumor activity in heavily pre_treated patients in and 84% hlgher, reSpeCtively, in the fed vs fasted state (Table 1, Figure 1) « Rates of Gl TRAEs were reduced when rezatapopt 2000 mg QD was @ Received rezatapopt within 30 min after finishing a morning meal; the meal contained = 100 calories and 0 20
- 3 grams of fat.
PYNNACLE Phase 1 Safety and Tolerability taken with food (Figure 3) 10
— Administered orally and has pH-dependent solubility  Rates of GI TEAEs were similar with vs without food; all were mild — Frequency and severity of Gl TRAEs were lowest in the 2000 mg QD fed Figure 2. PYNNACLE: Boxplot of Rezatapopt 2000 mg QD PK Parameters 0
cohort vs higher dose cohorts (2500 mg QD or 1500 mg BID without food) on Cycle 1 Day 1 and Day 15 (Steady State) by Fasting Status Fasted Fed Fasted Fed Fasted Fed Fasted Fed
OBJECTIVE in the PYNNACLE Phase 1, dose-escalation study n=13 n=16 n=13 n=16 n=13 n=16 n=13 n=16
Cycle 1 Day 1 A o :
. n . C AUC ny TRAE Nausea Vomiting Diarrhea
- To assess the potential effects of food on the PK, safety, and tolerability profiles of rezatapopt Table 1. PMV-586-102: Effect of Food on Rezatapopt PK Parameters max 0-24
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METHODS

. . . . 0 - PBPK modeling predicted that rezatapopt exposure would be
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* Predictions derived from the PBPK model were confirmed using clinical data administration of a single dose of rezatapopt in healthy volunteers Comparison | AUC, . 148.55, g <
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 For the PMV-586-102 and PYNNACLE Phase 1 studies, noncompartmental Participants (N=22) Second dose (ng/mL) ' ' ' 220.46 ' = 100000 > :
. . . randomly assigned Fed Fed . . . . —  In healthy volunteers administered a single oral dose of
analysis was performed to characterize the PK parameters of rezatapopt using 1)t . e \ e of rezatapopt Log transformed PK parameters were analyzed using an analysis of variance model with condition (fed/fasted) 5000 )
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« The clinical safety of rezatapopt was assessed using the rate of TEAEs and tasted or fed condition fasted or fed fasted conditions. © A high-fat meal was administered 30 min prior to rezatapopt dosing. 0 0
TRAES observed in patients with solid tumors receiving rezatapopt at various _/ Washout period: 7-9 days J Figure 1. PMV-586-102: Ladder Plot of PK Parameters by Fasting Status Fasted Fed Fasted Fed  Patients with solid tumors harboring the TP53 Y220C mutation
doses as part of the PYNNACLE Phase 1 study PK Sampling Timepoints: Pre-dose and over 96 h post-dose at 85000041 AUCy_is . n=13  n=12 n=13  n=12 were administered rezatapopt 2000 mg QD orally:
0.5,1,1.5,2,25,3,4,5,6, 8,10, 12, 16, 24, 48, 72, and 96 h —_ | _ L
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