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: : _ * Vepdegestrant (ARV-471) is an investigational, orally administered PROTAC ER [E1AE] Prease scan ris OR - Key eligibility criteria were as follows:
VepdegeStrant! a PROteOIVSIS TArgetlng Chimera gegrage{.that Egg?tly binds an E3 ubiquitin ligase and ER, triggering proteasomal |5 o of vopdegestrant — Histologically or cytologically confirmed ER+/HER2- advanced or metastatic breast cancer not amenable to surgical resection with
(PROTAC) Estrogen Receptor Deg rader’ Plus Abemaciclib Ine(éjlrf?r;[1 ilrc: nh(ljman phase 1/2 study, vepdegestrant monotherapy was well tolerated and showed evidence curative inen
I it i ) o ’ — 21 measurable lesion as defined by Response Evaluation Criteria in Solid Tumors version 1.1 (RECIST v1.1
In Estrogen Receptor—POSItlve/Human Epldermal Growth of clinical activity in heavily pretreated patients with ER+/HER2- advanced breast cancer23 y s ( )

= R 2_N . Ad d M - _ - . S o — 1 or 2 prior therapies for advanced/metastatic disease; 1 line of prior CDK4/6 inhibitor—based regimen in any setting was required,
actor Receptor 2—Negative vanced or Metastatic * In a breast cancer xenograft model, vepdegestrant in combination with the CDK4/6 inhibitor abemaciclib and patients who needed a dose reduction due to an adverse event (AE) with previous CDK4/6 inhibitor therapy were excluded

Breast Cancer: TACTIVE-U Preliminary Phase 1b Results showedgreateriumorgrowth innibition comparedwitiulvestrantplus abemaciclib, supporting — Eastern Cooperative Oncology Group performance status <1

IMESHGEHen [ [PEMENTE Tilin el GEneer * Following a 7-day PK lead-in with abemaciclib administered alone in a subset of patients, all patients received vepdegestrant 200 mg
John Hilton', Kat J Jerzak?, A Jo Chien?, Jose LM Gui 4, Colombe Ch 5 Hechuan Wang?, . ; ; i i i b o . . i !
onn Hilton’, Katarzyna J Jerza o Chien®, Jose uimaraes®, Colombe Chappey”, Hechuan Vvang The open-label, phase 1b/2 TACTIVE-U umbrella study is evaluating the safety, efficacy, and PK of orally once daily and abemaciclib 150 mg orally twice daily (ooth continuously)

Stefanie K Drescher®, Elisa Dall'O™, Julia Perkins Smith?, Swapnil Parmar®, Rachel M Layman®, Cynthia Ma'® vepdegestrant in combination with other anticancer treatments in patients with previously treated ER+
RSy P P Y » The primary endpoint of the phase 1b portion of the study was DLTs in the first cycle; secondary endpoints included safety, PK

The Ottawa Hospital and University of Ottawa, Ottawa, ON, Canada; 2Sunnybrook Odette Cancer Centre, University of Toronto, Toronto, ON, advanced or metastatic breast Cancer5 } o . ) o Y
Canada; SUniversity of California San Francisco, San Francisco, CA, USA; Centre Intégré Universitaire de Santé et de Services Sociaux (plasma concentrations of abemaciclib and active metabolites, N-desethylabemaciclib [M2], hydroxy-N-desethylabemaciclib [M18],

(CIUSSS) du Saguenay-Lac-Saint-Jean, Chicoutimi, QC, Canada; 5Pfizer, Inc., La Jolla, CA, USA; ¢Pfizer, Italia S.r.I., Milan, ltaly; 7Pfizer, Inc., * Here, we report preliminary phase 1b results from the ongoing phase 1b/2 TACTIVE-U sub-study A ST . -
“BArVi i : iversi : ’ . L : ) : - and hydroxyabemaciclib [M20]), and antitumor activity (CBR and ORR
B o S (] i EEE5 J e I s STl AU, 105 Bt (NCT05548127) investigating vepdegestrant in combination with abemaciclib (data cutoff: August 30, 2024) yaroxy [M20]) v )
Objectlve RESU“S Table 2: TEAE summar Figure 1: Antitumor activity (best percentage change from baseline in sum of target
. [} [ [} ] [} y ] - ]
« To evaluate the safety, clinical activity, and pharmacokinetics (PK) of the PROTAC estrogen - c ok lesions) in response-evaluable patients (n=15)
. o . . Baseline Characteristics Total
receptor (ER) degrader vepdegestrant (ARV-471) in combination with the cyclin-dependent As of A 30. 2024. 16 pat ved q _ binat n (%) (N=16)
kinase 4/6 (CDK4/6) inhibitor abemaciclib in previously treated patients with ER-positive S r? bugust_ i e oh Pat'ffgts rGFG'Vef r\]’ep egeStTfaSIt 'n100m Ination Any grade 16100 £ 100 * ESR1 mutation
(ER+)/human epidermal growth factor 2—negative (HER2-) advanced breast cancer with abemaciclib in the phase 1b portion of the study (Table 1) ® ., 80—
Grade 3 7 (44) 45 504
Table 1: Demographics and baseline characteristics o
Key Flndlngs grap Total Vepdegestrant dose reduction due to TEAEs 2 (13)2 ‘é’a & 40 = *
o c |
« Of 16 patients enrolled in the phase 1b portion of the study, 100% received prior CDK4/6 Characteristic (N=16) Abemaciclib dose reduction due to TEAES 7 (44)p Fe 20—
inhibitors, 88% prior aromatase inhibitors, 31% prior fulvestrant, and 69% prior 5 —— . . ——— , £ 0
) ) . Sex, n (/o) a2 TEAEs in 2 patients: grade 3 neutropenia (n=1) and grade 2 fatigue (n=1). b8 TEAEs in 7 patients: grade 2 fatigue (n=3), grade 2 o - 0=
Chemotherapy (31 0/0 N the metastanc Seﬂ]ng) Fomale 16 (1 00) ggggﬁs((ar;=(1r]),=?)réde2muscular weakness (n=1), grade 2 diarrhea (n=1), grade 3 neutropenia (n=1), and grade 3 neutrophil count C:D LI; 50
There were no dose-limiting toxicities (DLTs) or grade 24 treatment-emergent adverse Median age, years (range) 56 (38-79) Ao emergen achorse vert g *é 40 —
events (TEAEs) with vepdegestrant plus abemaciclib; grade 3 treatment-related neutropenia ECOG PS, n (%) -
’ ) o - H H E _ -
occurred in 5 patients and was manageable with dose modifications 0 9 (56) LI 3'.TBA.E S attl;lbuted t? LA T e U 5
L . . L abemaciclib in 210% of patients @ .80 =
Clinical benefit rate (CBR) among all patients was 62.5% (95% CI: 38.6—81.5), and objective 1 7 (44) m
response rate (ORR) among patients with measurable disease at baseline was 26.7% (95% Visceral disease, n (%) 12 (75) Total 100
_ _ : : . . : : : (N=16)
Cl: 10.9-52.0); CBR was the same in patients with and without mutations in the estrogen Sites of metastases, n (%)
- . ) ncludes patients with measurable disease at baseline.
reCeptOr 1 gene (ESR1; CBR 6250/0, 950/0 CI 306_863), and ORR |n thOSG Wlth Bone 12 (75) = (/O) Any grade Grade 3 IES[‘??:es?rotgertl rectehptor1 genzl; PdD=progret52ive Liisease; PR=partial response; SD=stable disease.
measurable disease at baseline was 37.5% (95% Cl: 13.7-69.4) and 14.3% (95% CI: Liver 9 (56) Diarrhea 3 (81) 0 : :
2.6-51.3), respectively Lymph node 5 (31) Nausea 7 (44) 0 Figure 2: Treatment duration (N=16)
Area under the concentration-time curve from time 0 to time tau (AUC,,,) and maximum Lung 4 (25) Fatigue 7 (44) 2 (13)
observed conc.entration (Cpax) Of abemaciclip increased .sI!ghtIy, 13% and 16%, respectively, Breast 2 (13) Neutropenia? 6 (38) 5 (31) * —
when dosed with vepdegestrant compared with abemaciclib alone Pleura 2 (13) Decreased appetite 4 (25) 0 N —
i Adrenal gland 1(6) : :
CO“CIUSIO“S Chest wall 1(6) Abdominal pain 3 (19) 0 Y
« The safety profile of vepdegestrant in combination with abemaciclib in patients with Other 1(6) vomiting 3(19) 0 *
ER+/HER2- advanced breast cancer was manageable and generally consistent with the Baseline ESR1 status, n (%) Anemia 2 (13) 1(6)
known profiles of each agent Mutant 8 (30) Abdominal distension 2 (13) 0
Encouraging preliminary signs of clinical benefit were observed with the combination of Wild-type | 8 (50) Headache 2 (13) 0 *
vepdegestrant and abemaciclib in previously treated patients; CBR was the same in patients Prior regimens, median (range) Alopecia 2 (13) 0
with wild-type and mutant ESR1 Any setting 2 (1-5) Rash 2 (13) 0 *
2 - - Metastatic setting 1(1-2) *
Preliminary PK data showed a minor effect of vepdegestrant on the exposure of abemaciclib Type of prior therapy, 1 (%) Hot flush 2 (13) 0 * % ESR1 mutation
and |tS aCtlve metabO“teS and IndICated no SlgnIfICant dl’ug |nteract|0n . o , aIncludes neutropenia, neutrophil count decreased, and neutrophil percentage decreased. . .
. i . . - CDK4/6 inhibitor 16 (100) TRAE=treatment-related adverse event. - Contlnumg on treatment
— This finding is consistent with a small effect of vepdegestrant on abemaciclib exposure Ribociclib 8 (50)
identified using model-based prediction (see SABCS 2024 poster P4-08-13 presented by Palbociclib 7 (44) Efficacy 0 o4 48 A
W Tan et al _fokr r(fesults f(rjom a study evaluating cytochrome P450 3A4—mediated drug Abemaciclib 1 (6) - CBR and ORR are shown in Table 4 Time on Treatment (Weeks)
LGl NI S orvep egest.rant) _ _ . o Fulvestrant 5 (31) * 4 patients had confirmed partial response and 6 had stable
The phase 2 portion of the study is ongoing and is fur’Fher evaluating _th.e comblnatlop at th_e Aromatase inhibitor 14 (88) disease for 224 weeks per RECIST v1.1 (Figure 1) ESH1-estrogen receplor 1 gene.
IE” stsndarzd dO:ie?] ?f }/elrdegreslrr?jn\fvﬁg%:ng C;n%et daily ?gd atb?nrga‘;'gzb ;gg 4mg ED G Chemotherapy - Median treatment duration was ~6.6 months (Figure 2) Pharmacokinetics
e p ase 2 po | on is fully e. olle patients as o .ep ember 24, - Any setting 11 (69) — 12 patients received vepdegestrant and abemaciclib for 24 « The exposure of abemaciclib and total active species (AUC,,,and C,,,,) increased slightly
Additional ongoing sub-studies for TACTIVI_E-Q are evaluating vepdegestrant plus rlbocpllb Metastatic setting 5 (31) cycles and 11 for 25 cycles: 5 were ongoing at the time of when dosed with vepdegestrant compared with abemaciclib alone (Table 5)
(SUb'StUdy B, NCT05573555) and SamUFaCIChb (SUb'StUdy C, NCTO61 25522), the OngO|ng awild-type E$R7indicates alvalid ctDNA sequehcing _resultwas generated but no ESR1 mutation was detected.
. . . . . . CDK4/6=cyclin-dependent kinase 4/6; ctDNA=circulating tumor DNA; ECOG PS=Eastern Cooperative Oncology Group performance status; ESR71=estrogen data CUtOff .
phase 1b/2 TACTIVE-K study is evaluating vepdegestrant in combination with the CDK4 recepior 1 gene Table 5: Plasma PK parameters
inhibitor atirmociclib (PF-07220060; NCT06206837) Safety Table 4: CBR and ORR Test/reference ratio (90% Cl)2
References « There were no DLTs or grade 4/5 TEAEs (Table 2) Total Mutant ESR1 Wild-type ESR12 Analyte AUC,,, (ng*h/mL) Chnax (Ng/mML)
o eotio, o 20 2 505e: Machic, Spain. Poster 3%0P. ﬁ;@;p&fﬂ;@e::;gglzgga;geﬁ?) — TEAEs led to dose reductions of vepdegestrant in 2 (13%) (N=16) (n=8) (n=8) Abemaciclib 113.2 (93.4-137.3) 115.6 (95.3-140.1)
. Hurvitz SA, etal. P ted at SABCS; D ber 5-9, 2023; San Antonio, Texas, USA. Poster PO3-05-08. ] code are for personal use only i iclib i ) i b o/ ) _ _ _
" Gough SM, ot al.Giin Gancer Res, 2006:30(16)3549.68. ang may ot bo eproduced patients and of abemaciclib in 7 (44%) patients 8?33 ’ 01) 8 025 . 0 02 . 0 02 3 Metabolite M2 124.5 (114.1-135.9) 127.1(116.8-138.3)
: I;aacg CMet al. lPreé?ntgf] at SABlcg PO er e A San Antonio, Texas, USA. Poster P0O2-20-04. ' and the author of this poster. * 1 patient permanently discontinued both study treatments due to a TEAE ° ' ' ' ' ' ' _
osada M, etal. J G Fharmacol, 320:60(r):315-50 of grade 1 pleural effusion; this was not considered related to either Total Mutant ESR7  Wild-type ESR7? Metabolite M18 107.1(90.1-127.5) 110.6(89.8-136.1)
Acknowledgments Il ace scan this QR code 10 study treatment (n=15) (n=8) (n=7) Metabolite M20 107.0 (94.1-121.6) 94.5(86.0~103.8)
We thank the patients who participated in this study and their caregivers, as well as the investigators, %] view a plain language summary . . 5100 f ) c o
RIS, ::fliv ﬁﬁci{g\ll?na;:résvtvrg% gﬁn%gzlé;grt’ol e l\ictaléicljc}:/alTvCIrﬁﬁ\tg;Jayag;foi?gggzr)?% RPER S, of the poster. Treatment-related AEs reported in 210% of patients were mostly %Igcl;{ C I/o 1026-572 ) 13377-(’359 . , g45:3 3 Total active speciesP 115.3 (104.0-127.9)c 115.6 (104.2-128.1)c
funded by Arvinas Operatlons, Inc. grade 1/2 (Table 3) ( o ) ( R . ) ( A= . ) ( LU - ) aTest/refedrence ratios were z;zlt;:ulate(.j las vezd.egest.rant plusbatl).ema(’i/ilcélib'vl(:esst) vz ’T\lltl)ze(;naccl__i)clib aloned.(refel;;enc%) an(; ir&t:)ased on*adjusted geometric means, and n=7 for aII..Ratios and 90% Cls are
This presentation is the intellectual property of the author/presenter. — Neutropenia (any grade: 38%; grade 3: 31%) was manageable with "Wid-ype ESA indicates a valid lDNA sequencing result was generated but no ESF1 mtation was detecled.®Rate of confirmed complete oy §Zsﬂfif:§t§fiisad;;ﬁf§.' and s ac“ve.me‘a O'fes( - M18, an | ). Potency-adjuste “.“ ound AUCy, (nmol*hil) a”d Crax (NMOV/L) ratios of active Spe""fslwere caloulated as
COntaCt them at jfhl'ton@tOhca for permission to reprint and/or diStribUte. dose modlflcatlons CBE:CIin’icF;I benefitprate; étDNA:circulating tumo_r DNA: E5R1=Zstrogen receptor 1 gene: ORR=objective res.ponse rate. Qgg:ﬁ;g:giyggii:gzilféné:i:t;g?;-ggekiﬁ:{i\ge' from time 0 to time tau; C,,,,=maximum observed concentration; M2=N-desethylabemaciclib; M18=hydroxy-N-desethylabemaciclib;
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