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Vepdegestrant (ARV-471), an oral PROTAC ER degrader, directly binds an E3 ubiquitin ligase and ER to trigger ubiquitination of ER and its + Key eligibility criteria for the phase 1b combination cohort:
. = subsequent proteasomal degradation’ — Histologically or cytologically confirmed ER+ and HER2- advanced breast cancer
Ve pd eg eSt rant, a P ROtEO IySIS TA I'g etl n g * In contrast, selective ER degraders (SERDs) indirectly recruit the ubiquitin-proteasome . - Meaeurable or ponmeasurable disease per Response Evaluation Criteria in Solid Tumors (RECIST? version 1.1 .
. . . e 9 Please scan this — 21 prior endocrine therapy and <2 chemotherapy regimens for advanced disease; prior CDK4/6 inhibitor treatment was permitted
h P R T A E R system, secondary to conformational changes and/or immobilization of ER QR code to view a video _ _
Imera Strogen ece pto r s f o . s e B ol of the mechanisms of action » Vepdegestrant was given orally QD continuously at doses of 180 mg, 200 mg, 400 mg, or 500 mg
D d PI P I b = I = b n E t sr;1oﬁealjgiigﬁaer:t)i(jllnogrr:;tenrc’:uriz,r V?Ew?r??:ézsir’:ito%l:ﬁ;nihe SERDIrf]uIIvetgtrrSr?t TS'SC ! of vepdegestrant and SERDs » Palbociclib was administered according to the recommended starting dose (125 mg orally QD for 21 days followed by 7 days off treatment in
eg ra e r’ u S a OC I c I I n s rog en albociclib, su orti)rll ; investi ationgijn atients with breast cancer ° 28-day cycles)® : T -
_— . P o Elppelriing 9 P — Adverse events (AEs) were managed with standard palbociclib dose reductions
Rece ptO I‘—POSItIVG/ H U man E p | del‘ma| * Inaphase 1/2 study (NCT04072952), vepdegestrant monotherapy had a favorable safety profile and encouraging clinical activity, and showed » The primary endpoints were DLTs in the first cycle and safety (AEs and laboratory abnormalities)
G th F t R t 2 N t- robust ER degradation and substantial decreases in ESR7 mutant allele fraction in previously treated patients with advanced breast cancer; - Secondary endpoints included CBR (rate of confirmed complete response, partial response [PR], or stable disease 224 weeks), ORR per
I‘OW aC O r ecep O I £— eg a Ive vepdegestrant 200 mg QD was selected as the recommended phase 3 monotherapy dose3+ RECIST v1.1, PFS, duration of response, and PK parameters
Ad Vanced B reast Cancer . Phase 1 b Co h O rt « The phase 1b cohort of this study is evaluating vepdegestrant in combination with palbociclib - Enrollment in these 4 dose levels is complete; we report data as of June 6, 2023
|
Hyo S Han®, Melinda L Telli®, George Zahrah’, Rita Nanda8, Yuanyuan Zhang?, Baseline Characteristics » CBR and ORR are shown in Table 4 - -
Weiwei Tan'©, Elizabeth Duperret?, Eric Zhi®, Cecile Mather®, Anne F Schott!! + 13 of 31 (41.9%] response-evaluable patients had confirmed PR (Figure 1) v —
vepdegestrant at doses of 180 mg QD (n=2), 200 mg QD (n=21), 400 mg QD (n=3), or 500 mg (n=20) in , , : . — e el
1Sarah Cannon Research Institute, Nashville, TN; 2Dana-Farber Cancer Institute, Boston, MA; CoEnbigation with palbociclib (Tab?e 1) (n=2) 9 ( ) g (n=3) g ) « Median PFS, based on 22 (48%) events in all patients, was 11.1 months (95% CI: 8.2-NR; Figure 2) N e —————————————
3Fred Hutchinson Cancer Center, Seattle, WA; “Termeer Center for Targeted Therapies, Massachusetts General Hospital, « 29 (63%) patients received vepdegestrant for 224 weeks (15 [33%] for 248 weeks), with 18 ongoing A
Boston, MA; 3Moffitt Cancer Center, Tampa, FL; éStanford University School of Medicine, Stanford, CA; Table 1: Baseline characteristics as of the data cutoff date (Figure 3) : A ———
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o 9Ar\(/airr?easOOOpgglratirclacr::?e,0 Iglgny(/: ltljeslvnlc-:l(:we?\e,1 CT; 1(glr:’vl\!iazer Inc., Lan‘IJ\eeilraS,I éf\; ”ngggloc;r)]clec:rmgentelr?ago Characteristic Total (N=46) Characteristic Total (N=46) ~ 14 (67%) patients received vepdegestrant 200 mg QD for 224 weeks (4 [197%] for 248 weeks), with I A AN\
University of Michigan Medical School, Ann Arbor, M| Sex, n (%) Baseline ESR1 status, n (%)3 11 ongoing as of the data cutoff date .
Female 45 (98) Mutant 29 (63) — 10 (50%) patients received vepdegestrant 500 mg QD for 224 weeks (6 [30%] for 248 weeks), with A
i b 4 ongoing as of the data cutoff date A—
iecti Median age, y (range) 62 (29-78) Wild type | 15 (33) going : ——
ObjeCtlve ECOG PS, n (%)? Prior regimens, median (range) Table 4: CBR2 and ORR *
Ao Any settin 4 (1-11 * A \\\\\\\\\ —
« To evaluate the safety, clinical activity, and pharmacokinetics (PK) of different dose levels of the 0 32 (70) M e)t/astaﬁcgsemng 3((0_7)) CBR Total (N=46)° 200 mg QD cohort (n=21) 500 mg QD cohort (n=20) * ——
PROTAC estrogen receptor (ER) degrader vepdegestrant (ARV-471) in combination with the cyclin- i ° % (95% ClI) 63.0 (47.5-76.8) 66.7 (43.0-85.4) 50.0 (27.2-72.8) *
) N M . ) . 1 14 (30) Type of prior therapy, n (%) —
dependent kinase (CDK)4/6 inhibitor palbociclib in previously treated patients with ER+/human Visceral disease, n (%) 33 (72) CDK4/6 inhibitor 40 (87) Mutant ESR1 (n=29) (n=14) (n=12)c * A
epidermal growth factor receptor 2 (HER2)- advanced breast cancer , - Palbociclib 36 (78) - - - * A
Sites of metastasis, n (%) % (95% Cl) 72.4 (52.8-87.3) 78.6 (49.2-95.3) 58.3 (27.7-84.8) *
K F' d : Aromatase inhibitor 44 (96) * AR N\N\\\
ey rinaings Bone 34 (74) Fulvestrant 37 (80) Wild-type ESR1 (n=15) (n=7) (n=6)c *
- The 46 patients enrolled in the study were heavily pretreated (4 median prior regimens across disease Liver 22 (48) Chemotherapy % (95% Cl) 53.3 (26.6-78.7) 42.9 (9.9-81.6) 50.0 (11.8-88.2) * A— N
settings, 87% with prior CDK4/6 inhibitors, 80% with prior fulvestrant, and 76% with chemotherapy [46% Lung 14 (30) Any setting 35 (76) ORR¢ (n=31)e (n=15) (n=14) X — : Vepdegestrant 180 mg QD + palbocielh (n=2)
i i i ; ; Vepdegestrant 200 mg QD + palbociclib (n=21)
in metastatic Settlng]). 5 o Other _ | 7 (15) Metastatic setting 21 (46) % (95% Cl) 41.9 (24.5-60.9) 53.3 (26.6-78.7) 35.7 (12.8-64.9) N e e
There were no dose-limiting toxicities (DLTs) or grade 5 treatment-emergent adverse events (TEAES) Baseline ESAT stalus was Missing for 2 patients epdegestrant 400 mg QD + palbocicib (n=3)
with vepdegestrant plus palbociclib; grade 4 treatment-related neutropenia occurred in 41% of patients CDK=cyclin-dependent kinase; ECOG PS=Eastem Gooperative Oncology Group performance status; ESR1=estrogen receptor 1 gene ST S (n=17) (n=10) (n=7)° * I Vepdegestrant 500 mg QD + palbociclib (n=20)
with no febrile neutropenia % (95% Cl) 47.1 (23.0-72.2) 60.0 (26.2—-87.8) 28.6 (3.7-71.0) W8 Vepdegestrant alone
Clinical benefit rate (CBR) was 63.0% (95% Cl: 47.5-76.8) in 46 patients treated across different dose Safety Wild-type ESR1 (n=12) (n=5) (n=5)° ¥V Palbociclib dose reduced to 100 mg
levels of vepdegestrant plus palbociclib; objective response rate (ORR) was 41.9% (95% Cl: 24.5-60.9) * There were no DLTs or grade 5 TEAEs (Table 2) % (95% Cl) 41.7 (15.2-72.3) 40.0 (5.3-85.3) 60.0 (14.7-94.7) N Palbociclib dose reduced to 75 mg
in 31 response-evaluable patients + Treatment-related adverse events to either vepdegestrant or palbociclib are shown in Table 3 “Rate of confirmed complete response, patialresponse, or stable disease 224 weeks @ 400 mg QD —> Continuing on treatment
— CBR was 72.4% (95% CI: 52.8-87.3) in patients with mutant ESR1 (n=29) and 53.3% (95% Cl:  70% of patients had reported neutropenia that led to 1 palbociclib dose reduction (62% and 75%, “Baseline ESA stalus was missing for 2 patients who received vepdegestrant 500 mg QD * % ESR1mutation
266—787) in those with Wlld'type ESR1 (n=1 5), ORR was 47.1% (95°/o Cl: 230—722) in response- respectively, in the Vepdegestrant 200 mg QD and 500 mg QD COhOFtS) eIr1cFI)ude_s_1 patient who received vepdegestrant 180 mg QD and 1 who received vepdegestrant 400 mg QD %
evaluable patients with mutant ESRT (n=17) and 41.7% (95% Cl: 15.2—72.3) in those with wild-type « 39% of patients had reported neutropenia that led to 2 palbociclib dose reductions (38% and 30%, e e - - - - - -
ESRT (n=12) , respectively, in the vepdegestrant 200 mg QD and 500 mg QD cohorts) Figure 1: Antitumor activity (best percentage change from baseline in sum of target lesions) in ° = Tima on Treatment (Weeks) » e
— Median duration of response in 13 responders was 10.2 months (95% Cl: 9.5-not reached [NR]) - 1 patient in the vepdegestrant 200 mg QD cohort and 2 in the 500 mg QD cohort had neutropenia that response-evaluable patients (n=31)
Median progression-free survival (PFS) was 11.1 months (95% ClI: 8.2—NR), with 22 (48%) events in led to the discontinuation of palbociclib only; all 3 patients continued with vepdegestrant alone ESRT-estrogen receptor 1 gene; AD-once dally
all 46 patients « No patients had febrile neutropenia 100 B Vepdegestrant 180 mg QD + palbociclib (n=1)
PK showed dose-dependent exposure for vepdegestrant, consistent with data for vepdegestrant £ 80 W Vepdegestrant 200 mg QD + palbociclib (n=15) PK and ctDNA
administered as monotherapy; palbociclib exposure was similar across vepdegestrant dose levels and Table 2: TEAE summary By 60 Vepdegestrant 400 mg QD + palbociclib (n=1) + PK showed dose-dependent exposure for vepdegestrant, consistent with data
46%—58% higher compared with historical palbociclib PK data n (%) Total (N=46)2 200 mg QD cohort (n=21) 500 mg QD cohort (n=20) ; % 40 Bl Vepdegestrant 500 mg QD + palbociclib (n=14) for vepdegestrant administered as monotherapy, indicating that co-
After 1 cycle of treatment, mean change in ESR1 mutant circulating tumor DNA (ctDNA) was —96.8% Any grade 46 (100) 21 (100) 20 (100) g§ 2 x % % ESR1 mutation administration of palbociclib does not impact the PK of vepdegestrant
(SD: 6.3%) in 22 evaluable patients Grade 3/4 42 (91) 19 (90) 18 (90) CE T EQEFEEEEEEE » Cross-trial comparison showed that palbociclib steady-state exposure was
. Grade 5 0 0 0 a;.?_ 0 46%—-58% higher than the historical palbociclib PK data (data on file)
COnC|USIOnS Vepdegestrant dose reduction 5 (11) 2 (10) 3 (15) E % -20 1 — A similar increase in palbociclib exposure was observed with
- The combination of vepdegestrant plus palbociclio demonstrated robust clinical activity in patients with Vepdegestrant discontinuation 4 (9) 3 (14) 1(5) SE -40; vepdegestrant 290 mg QD and 500 mg QD |
ER+/HER2- advanced breast cancer who had received extensive prior treatment Palbociclib dose reduction 34 (74) 15 (71) 15 (75) 20 60 - * In 22 evaluable patients across dose cohorts, mean change in ESR7 mutant
—_ 0, - [0) 1 o,
The safety profile of vepdegestrant plus palbociclib was generally consistent with the known safety Palbociclib discontinuation 8 (17) 5 (24) 3 (15) o 80 Ct?.Nrﬁ aftre r 1_r(]:yclerr(])fltrteat1neptnwas ft?16%{§l£’?[r)n ??}f’)” V\I"th 15,[ ﬁ[ﬁS /’??’n
profiles of the 2 agents except for an increased occurrence of neutropenia, which was managed with sncludes 2 patients uho recaed vepdegestant 180 mg QD and 3 pafes o ecelved vepdegesirant 400 mg QD 100 4 piiﬁ[ ( Ifisuc;‘év'4)9’ complete clearance of the utant allele(s) at this time
laboratory monitoring and standard dose modifications, resulting in no febrile neutropenia and few : S— _ _ _ _ _ P g
paIbOCiC”b diSCOﬂtinuaﬁonS Table 3: TRAES attributed tO either Vepdegestrant or palbOCiC"b in 21 0% Of total population ESR1=estrogen receptor 1 gene; PD=progressive disease; PR=confirmed partial response; QD=0once daily; SD=stable disease
The combination of vepdegestrant with lower starting doses of palbociclib (100 mg or 75 mg) is being Total (N=46)2 200 mg QD cohort (n=21) 500 mg QD cohort (n=20) Figure 2: Preliminary PFS analysis Figure 4: Change in ESR71 mutation-positive ctDNA after 1 cycle of
evaluated in the VERITAC-3 study lead in (NCT05909397) n (%) Any grade Grade 3 Grade 4 Any grade Grade 3 Grade 4 Any grade Grade 3 Grade 4 treatment
Based on the safety and efficacy profile, vepdegestrant 200 mg once daily (QD) was chosen as the Neutropenia 46 (100) 22(48) 19(41) 21(100) 10(48) 8(38)  20(100) 9(45 9(49) 1997 it e R 50 -
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Vepdegestrant + Palbociclib: Study Design and Patients

Key eligibility criteria for the phase 1b

combination cohorta:

« ER+/HERZ2- advanced breast cancer

* Measurable or nonmeasurable disease per

RECIST v1.1

« 21 prior endocrine therapy and <2 chemotherapy
regimens for advanced disease®

Treatment:

ﬂlepedegestranﬁ
orally QD
continuously

+ 180 mg (n=2) +
|* 200 mg (n=21) |
* 400 mg (n=3)

\ [+ 500 mg (n=20) |/

\_

Palbociclib

orally 125 mg QD for
21 days followed by 7
days off treatment in

28-day cycles

AEs managed with
standard dose
modifications

Characteristic Total (N=46)

Female, n (%) 45 (98)
Median age, y (range) 62 (29-78)
Baseline ESR1 status, n (%)°
Mutant 29 (63)
Wild typed 15 (33)
Prior regimens, median (range)
Any setting 4 (1-11)
Metastatic setting 3 (0-7)

J

Type of prior therapy (any setting), n (%)

CDK4/6 inhibitor 40 (87)
Palbociclib 36 (78)
Aromatase inhibitor 44 (96)
Fulvestrant 37 (80)
Chemotherapy
Any setting 35 (76)
Metastatic setting 21 (46)

aPgtients with baseline grade 1 QT prolongation were eligible. ®Prior CDK4/6 inhibitor treatment permitted. ¢Baseline ESR1 status was missing for 2 patients. ESR1 mutation not detected.
AE=adverse event; CDK=cyclin-dependent kinase; ER=esfrogen receptor; ESR1=esfrogen receptor 1 gene; HER2=human epidermal growth factor receptor 2; QD=once daily;

RECIST=Response Evaluation Criteria in Solid Tumors



Vepdegestrant + Palbociclib: Safety & Treatment Duration

Total (N=46) i -
TRAESs,? n (%) Any grade Grade 3 Grade 4 * -
Neutropenia 46 (100) 22 (48) 19 (41) —
Fatigue 28 (61) 2(4) 0 x
. NN
Decreased platelet count 23 (50) 4 (9) 1(2) -
Anemia 16 (35) 3(7) 0 — -
Decreased WBC count 12 (26) 5 (11) 2 (4) : SN
Constipation 11 (24) 0 0 :
QT prolonged® 10 (22) 1(2) 0 * g
Diarrhea 8 (17) 0 0 : — g I Vendegestrant 180 mg QD + palbociclib (n=2)
: v M Vepdegestrant 200 mg QD + palbociclib (n=21)
Nausea 8 (1 7) 0 0 : W Vepdegestrant 400 mg QD + palbociclib (n=3)
HOt ﬂUSh 7 (1 5) 0 0 . L M Vepdegestrant 500 mg QD + palbociclib (n=20)
Alopecia 6 (13) NA NA W isosazesiant wine
b V¥ Palbociclib dose-reduced to 100 mg
Arth ralgia 6 (1 3) 0 0 * Palboriclib dose-reduced to 75 mg
Decreased appetite 5(11) 1(2) 0 " :‘:‘s':i:“‘”g"_”"“""e“'
Vomiting 5(11) 0 g
* There were no DLTs or grade 5 TEAES; no patients had febrile neutropenia - T - T o+

Time on Treatment (Weeks)

aln 210% of total population. 9 patients had grade 1 QT prolonged, and 1 patient had grade 3 QT prolonged (with a left bundle branch block) and continued study treatment.
DLT=dose-limiting toxicity; ESR1=estrogen receptor 1 gene; NA=not applicable; QD=once daily; TEAE=treatment-emergent adverse event; TRAE=treatment-related adverse event; WBC=white blood cell



Vepdegestrant + Palbociclib: Efficacy

Mutant Wild-type
ESR1 ESR1

(n=29) (n=15)

Totalb I\fz-ust;r;t Wi;%'g;pe Events, n (%) 22 (48) 13 (45) 8 (53)

Median PFS, mo  11.1 11.0 11.1
(95% Cl) (82-NR)  (8.2-NR)  (2.8-NR)

CBR? (N=46) (n=29) 100

90
% 63.0 72.4 53.3 80
(95% Cl) (47.5-76.8) (52.8-87.3) (26.6-78.7) 70
= 60
(n=31) (n=17) (n=12) > 5o
& 404
% 41.9 471 41.7 2o = '
(95% Cl)  (24.5-60.9) (23.0-72.2) (15.2-72.3) .
104
* Median DOR in 13 responders was 10.2 months °0 T % A ot b T R & 1M 1213 14 15 16 17 18 19 20
(95% Cl: 95—NR) No. at risk Time (months)

46 44 37 36 30 29 26 26 25 151513 8 8 3 2 2 2 1 1 O

aRate of confirmed complete response, partial response, or stable disease =24 weeks

bIncludes 2 patients with missing ESR1 status

°In patients with measurable disease at baseline; includes 2 patients with missing baseline ESR1 status

92 (100%) events occurred in patients who received vepdegestrant 180 mg QD, 8 (38%) who received vepdegestrant 200 mg QD, 0 who received vepdegestrant 400 mg QD, and 12 (60%) patients who
received vepdegestrant 500 mg QD

CBR-=clinical benefit rate; DOR=duration of response; ESR1=estrogen receptor 1 gene; NR=not reached; ORR=objective response rate: PFS=progression-free survival; QD=once daily



Vepdegestrant + Palbociclib: Conclusions

«  The combination of vepdegestrant plus palbociclib demonstrated robust clinical activity (CBR
of 63.0%, ORR of 41.9%, and median PFS of 11.1 months) in patients with ER+/HER2-
advanced breast cancer who had received extensive prior treatment (4 median prior regimens
across disease settings, 87% with prior CDK4/6 inhibitors, 80% with prior fulvestrant, and 76%
with chemotherapy [46% in metastatic setting])

« The safety profile of vepdegestrant plus palbociclib was generally consistent with the known
safety profiles of the 2 agents except for an increased occurrence of neutropenia, which was
managed with laboratory monitoring and standard dose modifications of palbociclib, resulting
in no febrile neutropenia and few palbociclib discontinuations

« Based on the safety and efficacy profile, vepdegestrant 200 mg QD was chosen as the dose
for combination with palbociclib
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	Hamilton SABCS 2023
	Slide 1

	Vepdeg + Palbo Ph 1b Spotlight_01Dec2023
	Slide Number 1
	Vepdegestrant + Palbociclib: Study Design and Patients
	Vepdegestrant + Palbociclib: Safety & Treatment Duration
	Vepdegestrant + Palbociclib: Efficacy
	Vepdegestrant + Palbociclib: Conclusions


