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* Vepdegestrant (ARV-471), an oral PROTAC estrogen receptor (ER) degrader, directly binds an E3 ubiquitin ligase and ER to trigger ubiquitination of ER and its subsequent proteasomal

- degradation’- f Period 1 ]
The EffeCt Of Carbamazepl ne O n the * In a first-in-human phase 1/2 study (NCT04072952), vepdegestrant demonstrated a favorable safety profile and encouraging clinical activity*4 L (7 days) )
; _ — Vepdegestrant 200 mg once daily was selected as the recommended phase 3 dose and is being evaluated as a monotherapy in the VERITAC-2 study (NCT05654623)° e N N @ D ~ Y

P h a rm aco kl net I cs of Ve pdeg est ra nt « Based on in vitro data, vepdegestrant is metabolized by CYP3A4 (data on file); therefore, it is possible that administration of CYP3A4 inducers with vepdegestrant may lead to decreased plasma ~ ™\ Dav 14 ~ ™\

y exposure of vepdegestrant P A ot i i A single oral dose of Days 15-19 Follow-up

a P ROteoI S i S T Ar eti n C h i mera - Carbamazepine is a strong inducer of CYP3A4 and has been recommended by regulatory agencies as a probe to investigate CYP3A4 induction®’ Screening Vepsc;gg et 200 ] - Séoar;"gaéeg'?deag‘si_%) - Q%S(gemgs’tgltg t('g::,z 4_r3)m - vepdegestrant 200 mg | Garbamazepine 200 mg (28-35 days

y g g - This study (NCT06005688) was conducted to estimate the effect of carbamazepine on the PK of vepdegestrant and its epimer, ARV-473, in healthy adult participants in a fed state and then to 200 mg TID (days 8-13) * Cafbafif;]a;?gé“;:%g mg TID TID in a fed or fasted state after final dose)
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D eg ra d er. In H e althy Ad u It S + This study was performed at the Pfizer Clinical Research Unit (CRU) in Belgium in accordance with ethical principles from the Declaration of Helsinki and International Council for Harmonisation 1o dete Deriod 1 ?gii%?es Zigteaor}dvgg\égggrzrﬁ gfgﬁge;gsinsggﬁoz%Oging|:%rgspee§fv\\,'§;%gge§frtaegtzr:f %Sf,t?g:g IS ,cgrt?amazepines) 90, 120, and 144 hours post vepdegestrant
J of Technical Requirements for Pharmaceuticals for Human Use Good Clinical Practice. Approval was received from the local independent ethics committee, and all local requirements were
" . fO”OWGd epdegestrant was administered as 2 tablets o mg approximate minutes after the start of a standard breakfast. Carbamazepine was administered as 1 tablet o mg with or without foo
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’ ’ ’ - Eligible participants included healthy male and female adults (=18 years old) of non-childbearing potential as determined by medical evaluation with a body mass index of 16—-32 kg/m?2 and a total Assessment and Analysis
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USA: Pfizer Clinical Research Unit, Brussels, Belgium; 5Arvinas Operations, Inc., — Exclusion criteria included but were not limited to evidence or history of clinically significant conditions, positivity for genotyping markers related to Stevens-Johnson syndrome or toxic ESlIcRC OUIE CIANCTISIOIRE PUS GESHEIRA e WS s ne LEINE] el WElIRR S0 o SR nislivE, IgrEpenoiinEhvee: g Liel erlinte Mgty iz Mzss SpeGire istiis MISies e.r Leoeno
New Haven, CT, USA epidermal necrolysis (HLA-B*1502 and/or HLA-A*3101), use of moderate or strong CYP3A inducers and inhibitors within 14 days plus 5 half-lives prior to the first dose of study intervention, Development (Asia) Pte. Ltd: (S'ngam?re)_ | - _ | | |

and use of prescription or nonprescription medications within 7 days prior to the first dose of study intervention « Participants underwent physical examinations and were monitored for adverse events (AEs), vital signs, and electrocardiogram changes throughout the study, including during follow-up or early

termination/discontinuation visits. Blood samples for safety laboratory analyses were collected before vepdegestrant dosing (day —1) and 24 hours post dose (day 2) in period 1 and before
(day —1) and during (days 3, 6, 9, and 13) carbamazepine dosing in period 2, as well as 24 hours and 144 hours after the single vepdegestrant dose on day 14 in period 2

Study Design

] )  This study was a phase 1, open-label, fixed-sequence, 2-period study in healthy adults who were confined to the CRU on days 1—4 in period 1 (confinement was optional on days 5—7 in period 1)  Vepdegestrant and ARV-473 PK parameters were estimated using a noncompartmental approach. Natural log—transformed PK parameters of vepdegestrant (AUC,; and C_..,) and ARV-473
Objectlve and days 1-20 in period 2 (Figure 1) (AUC, and C,,,,) were analyzed using a mixed-effects model with treatment as a fixed effect and participant as a random effect
e T | he eff fth h P450 » In period 1, participants received a single oral dose of vepdegestrant 200 mg alone in a fed state; in period 2, carbamazepine dosing was titrated from 200 mg once daily (QD; on days 1-3) to — Estimates of the adjusted mean differences of the test treatment (period 2, vepdegestrant in the presence of carbamazepine) and the reference treatment (period 1, vepdegestrant alone) were
O evaluate the eftect of the Strong CytOC rome 200 mg twice daily (BID; on days 4—7) and then to 200 mg three times daily (TID; on days 8—19), with a single oral dose of vepdegestrant 200 mg administered in a fed state on day 14 of period 2 obtained from the model and exponentiated to provide estimates of the ratio of adjusted geometric means (test/reference)
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