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4 blockade and demonstrates less neutropenia in preclinical in vivo models?® N Proteasome e 52 o6 oo o + vepdegestrant 30 mg/kg QD
Cycl i n _De pe n de nt Ki n ase 4 I n h i b ito r * In a first-in-human phase 1/2a study (NCT04557449), PF-07220060 combined with letrozole or fulvestrant ' = O e poome
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E p I d e rm a I G rOWt h F a Cto r Re ce pto r tumor growth to a greater extent than either agent alone (Figure 2)3 ER=estrogen receptor; PROTAC=PROteolysis TArgeting Chimera. BID=twice daily; HER2=human epidermal growth factor receptor 2; HR=hormone receptor; QD=once daily.

2- Advanced Breast Cancer

Study Design

* This open-label phase 1b/2 study (NCT06206837) will use an escalation/de-escalation approach to determine the recommended

Table 2: TACTIVE-K key outcome measures

Melinda L Telli', Chelsea Gawryletz?, Mei Wei3, Amita Patnaik*, Ray Lu?>, phase 2 dose (RP2D) of vepdegestrant in combination with PF-07220060 (Figure 3) Phase 1b Phase 2
Marco Mazzoletti®, Olga Valota®, Swapnil Parmar’, Weiwei Tan8, Toru Mukohara® — Up to 2 RP2Ds may be determined in phase 1b, allowing for 1:1 randomization to 2 selected doses in phase 2
. _Eligible patiepts have confirmed ER+/HER2- breast cancer, previously treated and not amenable to surgical resection with curative Primary objectives Primary endpoints
1Stanford University School of Medicine, Stanford, CA, USA; 2UC Health Cancer Care and Hematology, Fort Collins, CO, USA,; intent at the time of enroliment (Table 1)
SUniversity of Qtah Health - Huptsman Cancerllnstitute, Salt Lake_City, U_T, USA; 4'Ifhe START Cer_1ter for Can_cer Research, San - Key outcome measures are shown in Table 2 - Evaluate the tolerability and o o
Antonio, TX, USA; °Pfizer Inc., San Diego, CA, USA,; ®Pfizer ltalia S.r.I., Milan, Italy; “Arvinas Operations, Inc., antitumor activity of vepdegestrant in * Dose-limiting toxicities * ORR? per RECIST v1.1 as determined
New Haven, CT, USA; 8Pfizer Inc., La Jolla, CA, USA; °National Cancer Center Hospital East, Kashiwa, Japan . ) . i i
Figure 3: TACTIVE-K trial schema combination with PE-07220060 by investigator assessment
Previously treated patients withNElz-;IHERZ- advanced breast cancer Key secondary objectives Key secondary endpoints
Objective Phase 1b Phase 2 - ORR® per RECIST v1.1 as determined
* The phase 1b/2, open-label, multicenter TACTIVE-K Study Dose escalation to identify the RP2D(s) 1 RP2D selected Cohort expansion at RP2D(s)  Evaluate the antitumor activity of by invest.igator.assessment * DOR by investigator assessment
(NCT06206837) will evaluate the safety and preliminary efficacy of selecte vepdegestrant in combination with * DOR by investigator assessment - CBRP by investigator assessment
_ : , _ V PF-0722 Single-arm dose expansion at the RP2D PF-07220060 - CBRP by investigator assessment * PFS by investigator assessment
degestrant (ARV-471 bined with the cyclin-dependent k epdegestrant 07220060
vepdegestiran ( - ) combined wi € CyClin-aepenaent Kinase orally QD 4 orally BID of vepdegestrant + PF-07220060 « PFS by investigator assessment
(CDK)4-selective inhibitor PF-07220060 in patients with estrogen continuously continuously
i If 2 RP2Ds selected
receptor (ER)+/human epidermal growth factor receptor 2 (HER2)- s SN . AEs tremtment.relatod . AE< trentront-related
Dose Level N2 andomized 1:1 dose optimization to 2 selecte . * Incidence of AEs, treatment-relate * Incidence of AEs, treatment-relate
advanced breast cancer Dose Level 2 dose levels of vepdegestrant + PF-07220060 ' Ega:jlgatgstt?:nsﬁie%sqnb?ntgtlgr?S\I,Iilttg of AEs, SAEs, and treatment-related SAEs AEs, SAEs, and treatment-related SAEs
e — PFF307820060  Laboratory abnormalities - Laboratory abnormalities
« ECG parameters « ECG parameters

aAdditional dose levels may be investigated.
Refe rences BID=twice daily; ER=estrogen receptor; HER2=human epidermal growth factor receptor 2; RP2D=recommended phase 2 dose; QD=once daily.
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Disclosure Inclusion criteria Exclusion criteria PF-07220060 rugs at steady-state (Conay, Tmax,
Dr. Telli serves as a consultant for AstraZeneca, Blueprint Medicines, Daiichi Sankyo, Genentech, Gilead (DSMC), Glaxo Smith Kline, G1 Therapeutics (DSMC), AU Clast)
Guardant, Menarini Stemline, Merck, Natera, Novartis, Pfizer, RefleXion, Replicate, and Sanofi aventis. Dr. Telli reports institutional research funding from Arvinas, ° > e \/i 1l I
AstraZeneca, Bayer, Blueprint Medicines, Genentech/Roche, Glaxo Smith Kline, Hummingbird Biosciences, Merck, OncoSec Medical, and Pfizer. Women _Or men aged _18 years ) . \./Isceral CrIS.IS at FISk Of .
» Histologically or cytologically confirmed ER+/HER2- breast cancer not amenable to surgical life-threatening complications Evaluate ch in t
Acknowledgments resection with curative intent in the short term valuate changes in tumor | |
This study is sponsored by Pfizer, Inc., in collaboration with Arvinas Estrogen Receptor, Inc. Medical writing and editorial support was provided by Marita e Phase 1b ° NeWIy dlag nosed brain biomarkers with VepdegeStrant In ° Clrculatlng tumor DNA Changes
Chakhtoura, MS, PhD, of Red Nucleus, and was funded by Arvinas Operations, Inc. —>1 line Of SOC therapy fOr advanced or metastatic breast cancer metastases or Symptomatic combination with PF_O7220060
— Measurable or nonmeasurable disease CNS metastases, — — —
1 - 14 a eclive response rate refers 1o contirmed compilete response or partial response.
E E (higl?’ltciaaclt_ Telli, MD; mtelli@stanford.edu — ECOG performance Status Of O or 1 Ca rCInom.atous m_enlngltlsi or bCBJR refers topproportion of patients with confirmZd complpete respoF;se, partisl response, or stable disease 224 weeks.
- ’ ’ . ° Phase 2 |ept0men | ngeal d ISease AE=adverse event; AUC,=area under the plasma concentration time-curve from zero to the last measured concentration; CBR=clinical benefit rate; C,,,,=maximum observed serum drug concentration; DOR=duration of response; ECG=electrocardiogram;
Copies of this poster obtained through QR ] . . . Inﬂam mato breaSt cancer ORR=objective response rate; PFS=progression-free survival; RECIST v1.1=Response Evaluation Criteria in Solid Tumors version 1.1; SAE=serious AE; T, ,~time taken to reach C,,.
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your smartphone app to view this E Lﬁ‘. smartphone app to view a plain be reproduced without written permission of treatment for >6 months); 1 line of prior CDK4/6 inhibitor—based regimen in any Settlng
poster. language summary of the poster.  the authors required Stu dy Status
— 21 measurable lesion as defined by RECIST v1.1 _ _
— ECOG performance status <2 * Enrollment is currently ongoing
European Society for Medical Oncology (ESMOQO) Breast Cancer Annual Congress, : . : T :
CDK=cyclin-dependent kinase; CNS=central nervous system; ECOG=Eastern Cooperative Oncology Group; ER=estrogen receptor; ET=endocrine therapy; HER2=human epidermal growth factor receptor 2; RECIST v1.1=Response Evaluation Criteria in * TO VIEW CUlTe ntly reCfUltlng S|teS, please VISIt Cllnlca|trla|3-gov (NCTO6206837)
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