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* Vepdegestrant, an oral PROteolysis TArgeting Chimera (PROTAC) estrogen receptor (ER) degrader, directly binds an E3 ubiquitin ligase and ER to trigger ubiquitination of ER and its subsequent proteasomal
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A Rel at I V e B I O aV al I ab I I I ty St u d y Of - Based on results from the first-in-human phase 1/2 study (NCT04072952) in patients with ER-positive (ER+)/human epidermal growth factor receptor 2—negative (HER2-) advanced breast cancer, vepdegestrant 200 mg (8 days) (214 days) (8 days) (214 days) (8 days)
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A d u I t P art I C I p an tS * This phase 1 study (NCT06347861) was conducted to estimate the relative bioavailability of a single oral 200 mg dose of vepdegestrant in healthy adults administered in 2 commercially representative tablet formulations 3 % Sequence 3("  Commercially o [ pivotal ohase 3 tablet | o ( Commercially u
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Kimberly C. Lee3, Yuanyuan Zhang*, Weiwei Tan! » This study was conducted in a clinical research unit in the United States in accordance with ethical principles from the Declaration of Helsinki and International Council for Harmonisation of Technical Requirements for @ = Sequence 5 reprgsoerggtei:/(:ei?gglet , »| Pivotal phase 3 tablet . reprgsoemntrgﬁ:g?gglet H
Pharmaceuticals for Human Use Good Clinical Practice. Approval was received from local independent ethics committees, and all local requirements were followed Sequence o Commercially S ; Commercially S > S
1pfizer Inc., San Diego, CA, USA; 2Pfizer, Inc., Collegeville, PA, USA; « This relative bioavailability study was conducted using bioequivalence standards and adhered to bioequivalence study requirements with prespecified criteria supporting claims of bioequivalence | representative tablet 2 | | J s "| representative tablet 1 || ] s 1 FINEIEN [PEEE S Ea = | ]
3Pfizer, Inc., GFOtOﬂ, CT: USA; “Arvinas Operations, Inc., New Haven’ CT: USA Partici pants Serial blood PK samples were collected predose and at 1, 2, 4, 6, 8, 12, 24, 36, 48, 60, 72, 96, 120, 144, and 168 hours following vepdegestrant dosing in each period.
° E||g|b|e participants were healthy adult (21 8 years Old) males and females (Of non—childbearing pOtential) with a body mass index of 16—-32 kg/m2 and total body Weight >45 kg (992 |b) For each study period, participants were admitted to the CRU on the day before initiating treatment (day -1; check-in) and remained through completion of the day 8 assessment. Pivotal phase 3 tablet: 2 x 100 mg pivotal phase 3 tablets. Commercially representative tablet 1:
; ) ; ; ) .. ] . .. . . . .. L L . . L . 2 x 100 mg commercially representative tablets. Commercially representative tablet 2: 1 x 200 mg commercially representative tablet.
« Key exclusion criteria were evidence or history of clinically significant conditions, any relevant medical or psychiatric condition, and any use of prescription or nonprescription medications within 7 days or 5 half-lives Al treatments were administered after an overnight fast of at least 10 hours, followed by a high-fat and high-calorie breakfast approximately 30 minutes prior to dosing.
O bJ ect | ve (whichever was longer) prior to the first dose of study intervention CRU=clinical research unit: PK=pharmacokinetic
— Use of moderate or strong cytochrome P450 3A (CYP3A) inducers was prohibited within 14 days plus 5 half-lives prior to the first dose of study intervention Assessment and Analysis
 To estimate the relative oral b|oava||ab|l|ty of a Smgle 200 mg — Use of moderate or strong CYP3A inhibitors was prohibited within 14 days or 5 hali-lives prior to the first dose of study intervention « Plasma concentrations of vepdegestrant were determined using a validated, sensitive, high-performance liquid chromatography—tandem mass spectrometric method at
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- This was a phase 1, randomized, open-label, 3-period, 3-treatment, 6-sequence, crossover, single-dose study in healthy adult participants  Vepdegestrant pharmacokinetic (PK) parameters were estimated using noncompartmental analysis of plasma concentration—time data. Natural log—-transformed C,,,,, AUC from
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criteria relative to the pivotal phase 3 tablet, with the 90% Cls days between 2 successive doses of vepdegestrant (Figure 1) termination/discontinuation visits. Blood samples for safety laboratory analyses were collected before vepdegestrant dosing and throughout the study
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concentration (Cmax) and area under the plasma Resu ItS Figure 2: Median plasma vepdegestrant concentrations versus time on (A) linear scales and (B) semi-log scales by treatment Table 3: Statistical summary of log-transformed PK parameters for vepdegestrant
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C on Cl usion tablet 2 °F 300 ¢S — AUC, ., ng*h/mL 50 48 20,740 21,320 97.28 (94.40-100.26)
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° AUC-,, ng*h/mL 50 48 14,930 15,370 97.15 (93.87-100.53
emonstrated bioequivalence with the vepdegestrant tablets Age. years, median (range) 155 (23.0-69.0) 8 3 7
used in the plvotal phase 3 VERITAC-2 StUdy Sex, n (%) 100 + \.\. Commercially representative tablet 2 (test) versus pivotal phase 3 tablet (reference)
» Single doses of vepdegestrant 200 mg were well tolerated Male 38 (73.1) Ny I ] Conao NG/ML 49 48 502.3 544.6 92.23 (87.97-96.69)
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demonstrated a similar safety profile in healthy adult | | | | .
o White 35 (67.3) Pivotal phase 3 tablet (reference) Commercially representative tablet 1 (test) == Commercially representative tablet 2 (test) AUC g, Ng*h/mL 48 47 18,720 19,630 95.40 (92.45-98.44)
partICI pants : : Data are from the PK parameter analysis set, which includes all participants who received 21 dose of vepdegestrant and have =21 parameter of interest for vepdegestrant. Pivotal phase 3 tablet: 2 x 100 mg pivotal phase 3 tablets.
Black or African American 7 (13.5) ; .
) lC:’thzmnr:ercially rk(?pr(te_sentative tablet 1: 2 x 100 mg commercially representative tablets. Commercially representative tablet 2: 1 x 200 mg commercially representative tablet. AUC72’ ng*h/m Lb 49 48 14,560 15,370 94.79 (91_59_98_10)
. =pharmacokKinetic.
Aslan 6 (11'5) Data are from the PK parameter analysis set, which includes all participants who received 21 dose of vepdegestrant and have 21 PK parameter of interest for vepdegestrant. Pivotal phase 3 tablet: 2 x 100 mg pivotal phase 3 tablets.
American Indian or Alaska Native 2 (3 8) Commercially representative tablet 1: 2 x 100 mg commercially representative tablets. Commercially representative tablet 2: 1 x 200 mg commercially representative tablet.
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Human Use. Bioequivalence for immediate release solid oral dosage forms (M13A). 2024. Accessed June 18, 2025, Not Hispanic or Latino 46 (88.5) parameter k STETENTe - & Safety
https://database.ich.org/sites/default/files/ICH_M13A_Step4 Final_Guideline 2024 0723.pdf _ _ _ 6 (115 Crhaxe NG/ML 48 549.6 (26) 50 523.5 (27) 49 507.8 (25)
- Hispanic or Latino (11.5) AUC, , ng*h/mL 48 21,260 (25) 50 20,620 (23) 48 20,510 (21) « Overall, treatment-emergent AEs (TEAES) were reported in 10 (20.4%) participants receiving the pivotal phase 3 tablets, 13 (26.0%) participants
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524 KTh, 9AW, KCL. and WT are ermployecs of Pizer Inc. Y2 i an employee of Arvinas Operatons, Inc BM-I, kg/m?, med.lan (range) 27.8 (20.7-32.0) AUC, o, ng*h/mL 47 19,510 (25) 50 18,910 (23) 48 18,830 (21) recelvmg (?ommermally represe.nta.\tlve tabllet 1, and 12 (24.5%) pe.lrtlupants receiving commercw?tlly representative tablet 2. | |
Weight, kg, median (range) 81.7 (56.0-112.5) AUC,,, ng*h/mLP 48 15,480 (25) 50 14,940 (23) 49 14,690 (22) « The majority of TEAEs were mild in severity; no AEs reported during the study were severe, serious, or led to treatment discontinuation
AR B SIZbody mass ndex CL/F, L/h 48 9.4 (25) 50 9.7 (23) 48 9.7 (21) « TRAESs occurred in 2 (4.1%) participants receiving the pivotal phase 3 tablets, 3 (6.0%) receiving commercially representative tablet 1, and 2 (4.1%)
We thank the volunteers who patrticipated in this study. . . - . .
This study was sponsored by Pfizer, Inc., in collaboration with Arvinas Estrogen Receptor, Inc. Medical writing support was provided by Ph armaco kl netics tizs D 48 56.0 = 8.3 50 56.3 = 7.1 48 546 + 6.3 receiving commerC|aIIy representative tablet 2
Genevieve R. Curtis, PhD, of Red Nucleus and funded by Arvinas Operations, Inc. * Following single oral doses of vepdegestrant 200 mg in the fed state, median plasma Trax N 48 6.0 (4.0-12.0) 50 6.0 (4.0-12.0) 49 6.0 (4.0-12.0) « The most common TRAE was diarrhea, reported in 2 participants following treatment with commercially representative tablet 1 and 1 participant with
e — vepdegestrant concentration—time profiles for the pivotal phase 3 tablet and both VzIF, L 48 752.5 (29) 50 780.9 (26) 48 763.5 (26) commercially representative tablet 2
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) 0 max inf AUC,,= der the pl tration—ti from time O to 72 hours; AUC 55= der the pl tration—ti from time 0 to 168 hours; AUC,= der the pl tration—ti from time 0 - : : . : . - .
Annual Meeting of the American College of Clinical Pharmacology (ACCP), tablet 1 and commercially representative tablet 2 relative to the pivotal phase 3 tablet fell extraralatod to infinity: CL/F eapparent oral Clearance: G.. maximum plasma concentaton: Cvdbepercent cosfiicient of variation: ICHLIntermational Goundilfor Harmonraation of Technical Requirements for Pharmaceuticals for Hurman - No clinically meaningful changes in laboratory tests, vital signs, or ECGs were observed during the study, and findings were similar across the
Phoenix, AZ, September 14-16, 2025 completely within the bioequivalence limits (80.00%-125.00%; Table 3) Use; PK=pharmacokinetic; t, ,=terminal elimination half-life; T,,,=time to reach C,,.,; Vz/F=apparent volume of distribution. treatment groups
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