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Background and Rationale

VE RITAC -2 . a g IO bal ra n d om ized « Vepdegestrant (ARV-471) is an oral PROTAC ER degrader that binds to and degrades wild-type ER « The SERD fulvestrant must be administered intramuscularly,® and at its optimal dose, ER protein degradation is limited to only
- ) and clinically relevant mutants’ 40%—50%45
p hase 3 Stu dy Of ARV-471 y a » Vepdegestrant directly binds the cereblon E3 ubiquitin ligase and ER to trigger ubiquitination of ER * In breast cancer xenograft models, vepdegestrant treatment provided substantially greater ER degradation and tumor growth
and its subsequent proteasomal degradation (Figure 1), whereas SERDs indirectly recruit the inhibition compared with fulvestrant’

ubiquitin-proteasome system, secondary to conformational changes and/or immobilization of ER® » In VERITAC, the phase 2 expansion cohort of a first-in-human phase 1/2 study (NCT04072952), vepdegestrant monotherapy

PROteolysis TArgeting Chimera

. . Mechanism of action of vepdedgestranta showed clinical activity and was well tolerated in heavily pretreated patients with ER+/HER2- advanced breast cancer®
(PROTAC) estrogen receptor (ER) Figure 1: Mech el e _ Clinical benefit ratey (CBR)? was 37.1% (95% CI:21.315E)55.1)andr:)38.9% (95% Cl: 23.1-56.5) in the 200-mg (n=35) and
degrader, vs fulvestrant in ER+/human
epidermal growth factor receptor 2
(HERZ2)- advanced breast cancer

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% Cl: 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

— Most adverse events (AEs) were grade 1/2, with few AEs leading to dose reduction (500 mg, n=3) or discontinuation
(200 mg, n=1; 500 mg, n=2)

E3 ligase

o
— 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,
: : : : : . . e with a median (range) of 69% (28%—95%
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- 5 : 7 ] 3 Vepdegestrant Proteasome . e phase 3 monotherapy dose mg or the current study was chosen based on comparable efficacy and favorable
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|\/|ari0 Cam pone11 aRate of confirmed complete response, partial response, or stable disease 224 weeks; evaluable patients were enrolled 224 weeks prior to the data cutoff
'Sarah Cannon Research Institute/Tennessee Oncology, Nashville, TN, USA; ?Washington . .
University School of Medicine, St Louis, MO, USA; 3Istituto Nazionale Tumori IRCCS “Fondazione StUdy DeSIQn Table 1: VERITAC-2 key eligibility criteria
G. Pascale,” Naples, Italy; “Aichi Cancer Center Hospital, Aichi, Japan; *UCLA Jonsson In this open-label, global, multicenter, phase 3 study, patients are randomized 1:1 to receive Inclusion criteria Exclusion criteria
Comprehensive Cancer Center, Los Angeles, CA, USA; ®Massachusetts General Hospital Cancer vepdegestrant or fulvestrant in 28-day cycles (Figure 2) - Women or men aged 218 years . Active brain metastases
Center, Harvard Medical School, Boston, MA, USA; “Virginia Oncology Associates, Norfolk, VA, - Eligible patients have ER+/HER2- advanced breast cancer and prior treatment with a CDK4/6 - - : oy -
USA: 8Pfi I La Jolla. CA USA: °Pf I New York. NY. USA: 10Arvi 0 t | — I _ o _ : » Confirmed ER+/HER2- locoregional recurrent or metastatic « Advanced, symptomatic visceral spread at risk of
, “riizerine., La Jo a;1 ’ , “rlizerinc., New rorx, INT, , —Arvinas Lperations, inc., inhibitor therapy in combination with endocrine therapy (Table 1) breast cancer life-threatening complications in the short term
New Haven, CT, USA; "Institut de Cancérologie de I'Ouest Angers-Nantes, Angers, France - . . . . . .
J J J * Outcome measures are shown in Table 2 » Prior therapies for locoregional recurrent or metastatic disease must | * Prior treatment with:
* Enrollment is ongoing fulfill all the following criteria: — Vepdegestrant
Ob ti - Countries with currently open and planned study sites are shown in Figure 3 - t1h”ne of CDK4/6 inhibitor therapy in combination with endocrine _ FEulvestrant
era e
jective P —————— b top1y aditional endocrine therapy — mTOR, PI3K, or AKT pathway inhibitors
. igure 2: -2 trial schema - e
The phase 3 VERITAC-2 StUdy (NCTO5654623) wil compare the > — Most recent endocrine treatment given for 26 months prior to ~ PARP inhibitors
efficacy and safety of vepdegestrant (ARV-471) with the selective 28-Day Treatment Cycles disease progression - St_her 'g"zjt'g?tﬁ”?' novel e”do‘?””: therapy
ER degrader (SERD) fulvestrant in patients with ER+/HER2- = g Vepdegestrant ) — Radiological progression during or after the last line of therapy ) nggeracclj?uvan/t?alcri]jul\?elztr?tr;reetﬁtnng]ent nine
. . . . O « ECOG performance status of 0 or 1 o
advanced breast cancer after prior combination cyclin-dependent : : : N 200 mg orally QD continuously _ — Chemotherapy for advanced/metastatic disease
_ ST p _ y P Previously treated patients with = N y « Measurable disease evaluable per RECIST v1.1 or nonmeasurable Py
kinase (CDK)4/6 inhibitor therapy and endocrine therapy ER+/HER2- adv;nced breast cancer S e Fulvestrant \ bone-only disease
(N=560) % 500 mg intramuscularly days 1 and 15 of
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