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« Vepdegestrant (ARV-471), an oral PROTAC ER degrader, creates a trimer complex with an E3 ubiquitin ligase and ER to directly induce ubiquitination of ER and its subsequent proteasomal degradation’ « Key eligibility criteria for the phase 1b combination cohort were as follows:
Ve pdeg ESt ra nt a P ROteo Iys i S TA rg eti n g C h i mera * In contrast, selective ER degraders (SERDSs) indirectly lead to ER degradation, secondary to conformational changes and/or immobilization of ER : — Histologically or cytologically confirmed ER+ and HER2- advanced breast cancer
J * In breast cancer xenograft qugls, vepdegest.rant p!us ’Fhe .CDKAT/G inhipitor palbociclib showed substantially greater tumor growth inhibition than the — glgaffdzctinvtizivsv»avideo — Measurable or nonmeasurable disease per Response Evaluation Criteria in Solid Tumors (RECIST) version 1.1
(P ROTAC) Est rog e N Rece pto r Deg rad e r PI u S Pal boc i cl i b SERP fu!vestrant plus palbociclib, supporting investigation in patients with breast cancer? | - - B of the mechanisms of action — 21 prior endocrine therapy and <2 chemotherapy regimens for advanced disease; prior CDK4/6 inhibitor treatment was permitted
) * In a first-in-human phase 1/2 study (NCT04072952), vepdegestrant monotherapy had a favorable safety profile and encouraging clinical activity in ¢ of vepdegestrant and SERDs. - Vepdegestrant was given orally QD continuously at doses of 180 mg, 200 mg, 400 mg, or 500 mg
i n ESt rog en Rece pto I'+ / H uman E p | de rm al G rowt h Facto r previously treated patients with advanced breast cancer; vepdegestrant 200 mg QD was selected as the recommended phase 3 monotherapy dose® | | | - Palbociclib was administered according to the recommended starting dose (125 mg orally QD for 21 days followed by 7 days off treatment in 28-day cycles)
. AE‘E%[SG t1hb cohort of the flll’ftt—ljrl—human study is evaluating the combination of vepdegestrant plus palbociclib in patients with ER+/HER2- breast cancer after prior endocrine-based therapy; prior CDK4/6 — Adverse events (AEs) were managed with standard palbociclib dose reductions
Rece pto Y 2- Ad van ced B rea St Ca ncer: T IPIr:Iirmir?;?;?)rle\gj;spser::vlveed T VU U « The primary endpoints were DLTs in the first cycle and safety (AEs and laboratory abnormalities)

« Secondary endpoints included CBR (rate of confirmed complete response, partial response [PR], or stable disease =224 weeks), ORR per RECIST v1.1, PFS, and DOR

U pd ated P hase 1 b Co h o rt Resu Its « Here, we present updated safety and efficacy data from the phase 1b cohort after 6 additional months of follow-up (data cutoff: 18 December 2023) . Enrollment in these 4 dose levels is complete
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Hematology/Oncology, Nuvance Health, Norwalk, CT, USA; ®Arvinas Operations, Inc., New Haven, CT, USA, '9Pfizer, Inc., La Jolla, CA, USA; ""Dana-Farber Cancer Institute, Boston, MA, USA _ . e 13 of 31 (41.9%) response-evaluable patients had confirmed PR (Fiqure 1 v —>
* 46 patients were enrolled between February 23, 2021, and September 21, 2022, and received vepdegestrant doses of Medi é OR i 0)1 3 P g 1 4p 5 hs (95% CI- 9 NI; g ) i —
180 mg QD (n=2), 200 mg QD (n=21), 400 mg QD (n=3), or 500 mg QD (n=20) in combination with palbociclib (Table 1) edian in 13 responders was 14.6 months (35% Cl: 9.5-NR)
« Median PFS, based on 27 (59%) events in all patients, was 11.2 months (95% CI: 8.2-16.5; Figure 2) N
Ob t Table 1: Baseline characteristics « As of the cutoff date, 16 (35%) patients received vepdegestrant for >12 months (11 [24%] for 26 to <12 months), with 12 patients ongoing (Figure 3) x
lec ive Characteristic Total (N=46) Characteristic Total (N=46) — In the 200-mg QD cohort, 9 (43%) patients received vepdegestrant for >12 months (4 [19%] for 26 to <12 months), with 7 patients ongoing i |
« To evaluate the safety and clinical activity of different dose levels of the PROTAC estrogen receptor (ER) degrader Sex. n (%) Baseline ESRT status, n (%)? — Inthe 500-mg QD cohort, 4 (20%) patients received vepdegestrant for >12 months (5 [25%] for 26 to <12 months), with 3 patients ongoing x )
vepdegestrant (ARV-471) in combination with the cyclin-dependent kinase (CDK)4/6 inhibitor palbociclib in previously Female 45 (98) Mutant 29 (63) Table 4- CBR® and ORR ’f
treated patients with ER+/human epidermal growth factor receptor 2 (HER2)- advanced breast cancer Median age, y (range) 62 (29-78) Wild type® 15(33) avle = an *
Prior regimens, median (range) CBR Total (N=46)® 200-mg QD cohort (n=21) 500-mg QD cohort (n=20) * 5
g g ECOG PS, n (%) Any setting 4 (1-11) % (95% Cl) 63.0 (47.5-76.8) 66.7 (43.0-85.4) 50.0 (27.2-72.8)
Key Findin : " : oo
ey d gS 1 " 230; Metastatic setting 3 (0-7) Mutant ESA1 (n=29) (n=14) (n=12)° N
« The 46 patients enrolled in the phase 1b study were heavily pretreated (median 4 prior therapies in any setting: 87% with _ _ Type of prior therapy, n (%) 7 (95% Cl) 72.4 (52.8-87.3) 78.6 (49.2-95.3) 58.3 (27.7-84.8) X
CDK4/6 inhibitors, 80% with fulvestrant, and 78% with chemotherapy [48% in metastatic setting]) Visceral disease, n (%) 33(72) ot b E%; Wil(g-typ% ﬁSRf L =8 oo (n=6)° *
. . . : % (95% 53. .6—-78.7 9 (9.9-81.6 50.0 (11.8-88.2
— As of December 2023, 16 (35%) patients received vepdegestrant for >12 months and 11 (24%) for 26 to <12 months; Sites of metastasis, n (%) Aromatase inhibitor 45 (98) e : a1y : (_ 15 ) ( 12 ) 1
12 (26%) patients were ongoing Bone 34 (74) Fulvestrant 37 (80) sl el Ul x Vepdegestrant 180 mg QD + palbociclib (n=2)
o = Liver 22 (48) Chemotherapy % (95% ClI) 41.9 (24.5-60.9) 53.3 (25.6-78.7) 35.7 (12.8-64.9) * o
There were no dose-limiting toxicities (DLTs) or grade 5 treatment-emergent adverse events (TEAES) for vepdegestrant Lung 14 (30) Any setting 36 (78) VI (=17) (=10) (n=7)¢ N ® Vepdegestrant 200 mg QD + palbociclib (n=21)
plus palbociclib; grade 4 treatment-related neutropenia occurred in 44% of all patients, with no febrile neutropenia Other 7(15) Metastatic setting 22 (48) % (95% Cl) 47.1 (23.0-72.2) 60.0 (26.2-87.8) 28.6 (3.7-71.0) . zepjegesvam :zg [ zs ' pa:zocfc:ﬁ Enzz:))
0 - c - c 0 a ; L ; b . i epdegestrant mg + palbociclib (n=
The clinical benefit rate (CI_BB) was 63..O°/c.> (95% CI: 47.5-76.8) in 46 patients treated across dlffgrent dose levels of COReoydinianonon Kinoas: SOOG P, Eastor Cooperative Onaous Groue performance status: ESR1—esirogen receptor 1 gen. ;V"%;Z/p% :53’? 1 o (?;122)72 . 100 (2=35)85 . c0.0 (:‘257)“' i * % Vepdegestrant alone
vepdegestrant plus palbociclib; the objective response rate (ORR) in 31 response-evaluable patients was 41.9% © (95% Cl) 7 (152-72.3) 0 (5.385.9) 0 (14.7794.7) * v Palbociciib dose reduced to 100 mg
o . Safety aRate of confirmed complete response, partial response, or stable disease 224 weeks. PIncludes 2 patients who received vepdegestrant 180 mg QD and 3 who received vepdegestrant 400 mg QD. °Baseline ESR1 status was missing
(95 /o CI . 245—60 9) for 2 patients who received vepdegestrant 500 mg QD. dIn patients with measurable disease at baseline. ¢Includes 1 patient who received vepdegestrant 180 mg QD and 1 who received vepdegestrant 400 mg QD. * Palbociclib dose reduced to 75 mg
— The CBR was 72.4% (95% Cl: 52.8-87.3) in patients with mutations in the estrogen receptor 1 gene (ESR1; n=29) * There were no DLTs or grade 5 TEAEs (Table 2) S e oo e T e e i ey ~» Continuing on reatment
and 53.3% (95% Cl: 26.6—78 7) in those with wild-type ESR1 (n=1 5). ORR was 47.1% (95% Cl: 23.0-72 2) ,in « 7 (15%) patients reported TEAESs that led to discontinuation of vepdegestrant, including 1 patient in the 200-mg QD cohort * * ESR1 mutation
' C . ’ ' . oL due to grade 1 weight decrease related to vepdegestrant; 10 (22%) patients reported TEAEs that led to palbociclib g . - s s - g *
response-evaluable patients with mutant ESR1 (n=17) and 41.7% (95% Cl: 15.2-72.3) in those with wild-type Siseontnuaton Peed (%) P P P F'QLI"'GJI- Antitumor aC;'_lV'tV (best percentage change from baseline in sum of target lesions) in response- (.) T T ™ ™ )
_ . . . - . . . . - evaluable patients (n= .
ESR1 (n=12) 4 patients discontinued palbociclib and continued vepdegestrant alone: 3 patients discontinued palbociclib due to P ( ) Time on Treatment (Weeks)
— Median duration of response (DOR) in 13 responders was 14.6 months (95% Cl: 9.5—not reached [N R]) neut[)openia (: in thgdZOQ[-rggoQD c%h[())rt 6;1ndt2 in the 500-mg QD cohort), and 1 patient discontinued palbociclib due to a 100 — m Vepdegestrant 180 mg QD + palbociiib (n-1) Figure shows palbociclib dose reductions due o adverse events.
. . . . . . - ESR1=estrogenr tor 1 gene; QD=once daily.
Median progression-free survival (mPFS) was 11.2 months (95% Cl: 8.2—16.5) with 27 events in all 46 patients cerebrovascular accident (200-mg QD cohort) . | = Vepdegestrant 200 mg QD + palbociclib (1=15) O P o oy
R . , _ , - Treatment-related adverse events (TRAES) to either vepdegestrant or palbociclib are shown in Table 3; grade 3/4 TRAEs 80 — o
— mPFS was 13.9 months (95% CI: 8.1-NR) with 12 events in the 200-mg once daily (QD) cohort (n=21) attributed to either agent in 210% of total population were neutropenia (91%) and decreased white blood cell count (15%) 0 Vepdegestrant 400 mg QD + palbaciclib (n=1)
Robust early on-treatment decreases in mutant ESR1 circulating tumor DNA (ctDNA) were sustained through later cycles in - No patients had febrile neutropenia 5 " Vepdegestrant 500 mg QD + palbocicllb (n=14) CtDNA and Tumor Figure 4: Change in ESR1 mutation—positive
. . @ 40 % ESR1 mutation I .
evaluable patients in the 200-mg QD cohort (n=13) S Fraction ctDNA in the vepdegestrant 200-mg QD cohort
. . . . . . . . ) R -
After 1 cycle of treatment, median change in tumor fraction was -98.9% in patients with quantifiable tumor fraction at Table 2: TEAE summary 58 20 Cige;\fl‘ges n ESHI’ ! utant oo -
. . . . . . C ere evaluaie
the beginning of cycle 1 (n=28); changes in tumor fraction were not clearly associated with ESR1 mutant status or CBR n (%) Total (N=46) 200-mg QD cohort (n=21) 500-mg QD cohort (n=20) cE x |Ongitu§\i'na”y tvhrgugh cycle 7 . T*
o F c = ,
: Any grade 46 (100) 21 (100) 20 (100) g'g o 3 3 3 of treatment for patients in the 5 & 100 2
Conclusions Grade 3/4 43 (93) 19 (90) 19 (95) N i g 200-mg QD cohort; robust 22 E 50+
_ - _ _ o X5 -40 early on-treatment decreases £8r
- With 6 months of additional follow-up from the first data report of this phase 1b cohort, the combination of vepdegestrant Grade 5 0 0 0 g were sustained through later ECs 0
0 no c n_.C 10 0 0 0 i . N o -
plus palbociclib continued to show robust clinical activity in patients with ER+/HER2- advanced breast cancer who had Vepdegestrant dose reduction > (1) 2 (19) 3 (19) 80 cycles (Figure 4) E3f ool .
received extensive prior treatment, regardless of ESRT mutation status Vepdegestrant discontinuation 719 > (24 219 80 * Exploratory ctDNA analyses & 2 . L -
: T : : : : Palbociclib dose reduction 36 (78 16 (76 16 (80 found marked reduction in -100 - “ " s s
« The safety profile of vepdegestrant plus palbociclib remained consistent with the known safety profiles of the 2 agents, > lbociclib discontimat 0 E22; = §33; 5 §15; 100 — tumor fraction after 1 n= 13 11 13 12 11 11
0 5 c c ] 5 e . alpocCICll iIscontinuation ! ! ! ! ! !
except for increased grade 4 neutropenia, which was managed with laboratory monitoring and dose modifications, _ _ _ _ treatment cvele across all CiD1  C1D28 C2D28 ©C3D28 C5D28 C7D28
- . . - 0 ng c . 0 #Includes 2 p_at|ents who received vepdegestrant 180 mg QD and 3 patients who received vepdegestrant 400 mg QD. ESR1=estrogen receptor 1 gene; PD=progressive disease; PR=confirmed partial response; QD=once daily; SD=stable disease. y
resu”InQ IN NO febrlle neUtropenla and feW palbOCIC“b d|SCOnt|nuat|OnS QD-once daly; TEAE-treatment-emergent adverse event. , , : : dose groups, regardless of fOutIier patient at C7D28: patient progressed at C9D28, shortly after ESR1m variant allele fraction
- The combination of vepdegestrant with lower starting doses of palbociclib (100 mg or 75 mg) is being evaluated in the gfﬂgfﬁ;ﬂ;ﬁu&ogg BR Al sampies available from the inicated time points in ESAm patients from the 200-mg QD cohort were
. . i . i 1 . 1 y -J /0, analyzed and are presented. Error bars are the 95% Cl.
VERITAC'3 StUdy |ead'|n (NCT05909397) Table 3: TRAES attﬂbuted to e|ther Vepdegestrant or paIbOC|CI|b iN 21 OOA) of the total pOPUIatlon Flgure 2' PFS analySIS Figure 5) 8=Dcycle;c(tlell\lA=circuIating tumor DNA; D=day; ESRTm=estrogen receptor 1 gene mutation-positive;
. . . . - =once daily.
- Based on safety and efficacy, vepdegestrant 200 mg QD was chosen as the dose for combination with palbociclib Total (N=46)2 200-mg QD cohort (n=21) 500-mg QD cohort (n=20) 00
n (%) Anygrade Grade3 Grade4 Anygrade Grade3 Grade4 Anygrade Grade3  Grade4 = Total (N=46) Overall
) 90 — -l- Vepdegestrant 200 mg QD + palbociclib (n=21) ) i i i i i
Neutropenlab 46 (1 00) 22 (48) 20 (44) 21 (100) 10 (48) 8 (38) 20 (1 00) 9 (45) 10 (50) o L Vepdegesirant 500 mg QD + palbocicll (=20} Total 202°I'ngr?D 5020nr':gr?D Flgure 5: ChangeS in tumOI' fraCtlon (CtDNA as a fraCtlon Of tOta| CfDNA)
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i alncludes 2 patients who received vepdegestrant 180 mg QD and 3 patients who received vepdegestrant 400 mg QD. °Neutropenia led to 1 palbociclib dose reduction in 74% of patients (67% in the
200-mg QD cohort and 80% in the 500-mg QD cohort) and an additional palbociclib dose reduction in 37% of patients (33% in the 200-mg QD cohort and 35% in the 500-mg QD cohort). €9 patients had . ] .
maximum grade 1 QT prolonged, and 2 patients had maximum grade 3 QT prolonged (1 with a left bundle branch block) and continued study treatment; patients with baseline grade 1 QT prolongation a2 (100%) events occurred in patients who received vepdegestrant 180 mg QD and 1 (33%) event occurred in a patient who received vepdegestrant 400 mg QD. PBaseline ESR1 status was missing for 2 patients who received fASSOSf 4;5;[16:'[; 232 giasquurzbﬁ_;%?;otz fraoctlfogctilf:)angz ;rsol:nemeD: ;?gtnggf?ﬁg)ssesta” :gi? |teSVe|S_-S£_” ;zzlla;?llsssim’gesoatf 21:301 ar(])datcé?S? were evaluated.
. . W ligible for the study. vend 500 D. issin r nquantifi mor fraction m remen ither ime points, missing samples, or tumor fraction= .
European SOClety for Medical Oncology (ESMO) Breast Cancer Annual CongreSS, Agrf:is%ar?atgr;m?ns;’?raﬁsferase; N/A=not applicable; QD=once daily; TRAE=treatment-related adverse event; WBC=white blood cell. EeSpR(;Sjstt:ggctan recne]gt81 gene; mPFS=median PFS; NR=not reached; PFS=progression-free survival; QD=once daily. C=cycle; cfDNA=cell-free DNA; ctDNA=circulating tumor DNA; D=day; ESR1=estrogen receptor 1 gene.
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