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* Vepdegestrant (ARV-471), an oral Figure 1: Mechanism of action of vepdegestrant? * In breast cancer xenograft models, vepdegestrant treatment provided substantially greater ER degradation and tumor
VE R ITAC-2 _ A Phase 3 Study Of PROTAC ER degrader, directly growth inhibition compared with fulvestrant’
: binds an E3 ubiquitin ligase and ER E3 ligase S - In VERITAC, the phase 2 expansion cohort of a first-in-human phase 1/2 study (NCT04072952), vepdegestrant
Ve d e e st r ant a P Rot e OI S i S to trigger ubiquitination of ER -‘ monotherapy showed clinical activity and was well tolerated in heavily pretreated patients with ER+/HER2- advanced
p g ) y leading to its subsequent breast cancer (data cutoff date: June 6, 2022)°

o i Ubiquitin . . : . : .
g — Clinical benefit rate (CBR; defined as the rate of confirmed complete response, partial response, or stable disease
=224 weeks; evaluable patients were enrolled 224 weeks prior to the data cutoff) was 37.1% (95% CI: 21.5-55.1) and

4 38.9% (95% Cl: 23.1-56.5) in the 200-mg (n=35) and 500-mg (n=36) oral, once-daily (QD) cohorts, respectively

— Clinical activity was also observed in the mutant ESR7 subgroup: CBR was 47.4% (95% CI: 24.4-71.1) and 54.5%
(95% CI: 32.2-75.6) in the 200-mg (n=19) and 500-mg (n=22) QD cohorts, respectively

TArgeting Chimera (PROTAC) Estrogen [ttt
Receptor (ER) Degrader, vs Fulvestrant [sbsieheimdiim

system, secondary to

I n E R—POS Itlve/H U m a n E p I d e rm al conformational changes and/or — Most adverse events (AEs) were grade 1/2, with few AEs leading to dose reduction (500 mg, n=3) or discontinuation

immobilization of ER2 Vepdegestrant Proteasome (200 mg, n=1; 500 mg, n=2)

G I’OWth FaCtO r Rece ptO r 2 (H E R2)_ . The SERD fulvestrant must be = — In a subset of patients who received 200 mg QD across the phase 1/2 study (n=9), up to 95% ER degradation was

observed, with a median (range) of 69% (28%—95%)
— Please see poster PO3-05-08 presented by SA Hurvitz, et al, to view the most recent findings of the VERITAC study

= administered intramuscularly,3 | o R
N eg at I Ve Ad Va n Ced B reaSt Ca n Ce r and at its optimal dose, ER protein quiiiirs\(i::rr:\;hﬁfiit?ggitfov\:%:g‘::tigncf;:3 SERDs |& A

degradation is limited to only

« The phase 3 monotherapy dose (200 mg QD) for the current study was chosen based on comparable efficacy and

aGeneral PROTAC protein degrader, cereblon E3 ligase, and ER target protein are shown

. . . . - . . 400/0_500/04,5 ER=estrogen receptor; PROTAC=PROteolysis TArgeting Chimera; SERD=selective ER degrader favorable tOlerablllty relative to 500 mg QD, and robust ER degradation
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Erika P Hamilton' udy vesign Table 2: VERITAC-2 outcome measures
. !n this open-label, global, multicenter, phase 3 study, patients are randomized 1:1 to receive vepdegestrant or fulvestrant Primary objective Endpoints
'Institut de Cancérologie de 'Ouest Angers-Nantes, Angers, France; 2Washington University School of Medicine, in 28-day cycles (Figure 2) Evaluate the clinical activity of vepdegestrant compared PFS by blinded independent central review in:
> IL—IOouslg,it';/:,OAiclr?it,lt\lJJ;%glnizggpeaéeHEﬁg?;;ﬁCg;cg(r)r(]g(liztg?esgétﬁz S\?Va,ol‘?’ewl?:gz;:j:g’tsggzle?;nﬁ sést?ter . Ellglb!e p.atlent.s have EB+/HER2- advanced breast cancer and prior treatment with a CDK4/6 inhibitor therapy in with fulvestrant — ITT population
Harvard Medical School, Boston, MA; “Virginia Oncology Associates, Norfolk, VA; 8Pfizer Inc., La Jolla, CA; combination with endocrine therapy (Table 1) — ESRT1 mutation population
IPfizer Inc., New York, NY; 19Arvinas Operations, Inc., New Haven, CT; e Qutcome measures are shown in Table 2 PR :
"Sarah Cannon Research Institute, Nashville, TN Secondary objectives Endpoints
- ] -  Further evaluate the clinical activity of vepdegestrant « OS
Figure 2: VERITAC-2 trial schema compared with fulvestrant - ORR,2 DOR, and CBRP
- Evaluate the safety and tolerability of vepdegestrant compared | « Incidence of AEs, SAEs, and ECG and laboratory
) ) 28-Day Treatment Cycles with fulvestrant abnormalities
Ob]ECtlve _ s R  Evaluate the effect of vepdegestrant on QTc * QT interval
: - Vepdegestrant . - . -
o The phase 3 VER'TAC-Z StUdy (NCT05654623) WI” Compare o 200 mg orglly gD continuously Evaluate the plasma concentration of vepdegestrant Plasma concentration of vepdegestrant
: : Previously treated patients with W = - Evaluate the effects of vepd trant d with - EQ-5D-5L - EORTC QLQ-BR23
the efflcaCy and Safety of VepdegeStrant (ARV'471) with the ER+/HER2-\;dvancedpbreast cancer 5 > < fu\ll\?eus?r:nt SneQi?_SO PP - EORTC QLQ-C30 - BPI-SF
selective ER degrader (SERD) fulvestrant in patlents with (N=560) J &:% 500 mg intramuscl::ljlile::llfi.:ll;lzqtand 15 of cycle 1 - Evaluate changes in tumor biomarkers with vepdegestrant « Circulating tumor DNA changes
ER+/HER2- advanced breast cancer after prior combination and day 1 of subsequent cycles compared with fulvestrant

J

aProportion of patients with confirmed complete response or partial response by blinded independent central review

bProportion of patients with confirmed complete response, partial response, or stable disease 224 weeks

AE=adverse event; BPI-SF=Brief Pain Inventory-Short Form; CBR=clinical benefit rate; DOR=duration of response; ECG=electrocardiogram; EORTC QLQ-BR23=European Organisation for Research and Treatment of
Stratification factors Cancer Quality of Life Questionnaire Breast Cancer Module; EORTC QLQ-C30=EORTC Quality of Life Questionnaire Core; EQ-5D-5L=EuroQol 5 Dimensions-5 Levels; ESR1=estrogen receptor 1 gene; ITT=intent-to-
treat; ORR=0bjective response rate; OS=overall survival; PFS=progression-free survival; QoL=quality of life; SAE=serious AE

cyclin-dependent kinase (CDK)4/6 inhibitor therapy and
endocrine therapy

« ESR1 mutation (yes vs no)
* Visceral disease (yes vs no)

Study Status

« Enroliment is ongoing

ER=estrogen receptor; ESR1=estrogen receptor 1 gene; HER2=human epidermal growth factor receptor 2; QD=once daily
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AKT=protein kinase B; CDK=cyclin-dependent kinase; CERAN=complete estrogen receptor antagonist; ECOG=Eastern Cooperative Oncology Group; ER=estrogen receptor; HER2=human epidermal growth factor receptor
This presentation is the intellectual property of the author/presenter 2; mTOR=mammalian target of rapamycin; PARP=poly ADP ribose polymerase; PI3K=phosphoinositide-3 kinase; RECIST v1.1=Response Evaluation Criteria in Solid Tumors version 1.1; SERCA=selective estrogen aCountries with active study sites as of October 31, 2023
) receptor covalent antagonist; SERD=selective estrogen receptor degrader bAs the study continues to enroll, additional sites will open, including within the EU and beyond
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