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Epidemiology

World Health

e
GIObaI 'b;,ﬂ/\’/ Organization

In 2022, there were an estimated 2.3 million women diagnosed
with breast cancer and 670 000 deaths globally.
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NCCN Breast Cancer 2025

SYSTEMIC THERAPY FOR ER- AND/OR PR-POSITIVE
RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE?®

HER2-Negative and Postmenopausal or
Premenopausal Receiving Ovarian Ablation or Suppression

See BINV-P 1 of 3 for general considerations for therapy selection for HR-positive, HER2-negative disease.

First-Line Therapy

Second- and/or Subsequent-Line Therapy

gory 1)°¢

» Aromatase inhibitor + abemacncllb

» Aromatase inhibitor + palbociclib
If dlsease progressnon on adjuvant endocrine therapy or relapse within 12
| of 3 erapy completion consider:
[+ Fulvestrant” + CDK4/6 inhibitor”
» Fulvestrant + nibociclib (category 1)®
» Fulvestrant + abemaciclib (category 1)€
» Fulvestrant + palbociclib

Preferred Regimens

+ Fulvestrant + CDK4/6 inhibitor (abemacucijlb palbociclib, or ribociclib) if CKD4/6
inhibitor not previously used (category 1

* For HER2-negative tumors wuth PIK3CA or AKT1 activating mutations or PTEN
alterations, see _I_l\_JM-_Q_(__)

* Everolimus + endocrine therapy (exemestane fulvestrant, tamoxnfen)"
* Targeted therapy, see BINV-Q (6) and BINV-Q (7), and emerging biomarker

options, see BINV-Q (8)

Useful in Certain Circumstances

* For HER2-negative tumors with PIK3CA activating mutations and
disease progression on adjuvant endocrine therapy or relapse within 12
months of adjuvant endocrine therapy completion, see BINV-Q (6)

Useful in Certain Circumstances

* Megestrol acetate

» Estradiol

« Abemaciclib!

+ Targeted therapy, see BINV-Q (6) and BINV-Q (7)., and emerging biomarker options,
see BINV-Q (8)

Other Recommended Regimens for first and/or subsequent lines of therapy

CDK4/6 inhibitor, see BINV-Q (6)
* Fulvestrant) + aromatase inhibitor (anastrozole, letrozole) (category 1)
*» Fulvestrant
» Anastrozole
* Letrozole
» Tamoxifen
* Exemestane

» For HER2-negative disease and ESR1 mutated tumors and after progression on one or two prior lines of endocrine therapy, including one line containing a

Footnotes on BINV-P 3 of 3




Estrogen Receptors (ERs): Overview
Two Major Subtypes: ERa and ER(

Subtype ERa ERP
Gene ESR1 ESR2

Brain, Ovary (Gra

Mammary Gland, Uterus, Liver, Prostate (Epitheli

Dominant Tissue

Bone Immune System
: : : . Anti-Proliferatior
Primary Function Proliferation, Growth .
Tumor Suppressi
Mechanism in C Generally acts as an Oncogene Generally acts as
COHATHSHTL L L Aneer (Tumor-Promoter) (Inhibits growth)

ER(+) status dictates treatment with

Therapeutic Implication |endocrine therapy X
(e.g., Tamoxifen).




ESR1 mutation :

ESR1 mutations are not typically present at the time of initial

diagnosis.

i -Nai The cancer i1s still dependent on the
In Primary/Treatment-Naive Biiremaly Rare (219 e cancer 1S sti p
Tumors body's natural estrogen.

Th ti ,
Post-Endocrine Therapy erapeutic pressure

. Als create an estrogen-deprived
Advanced/Metastatic Breast|20% - 40% (Common)

environment, selecting for cancer cells

Cancer . ) .
that can survive without it.
o i Resistance
Initial Treatment Selection Process .
L _ _ o Tumor becomes dominated by
Aromatase inhibitors block ___  Rare cells with ESR1 mutations
. . . ESR1-mutated cells
estrogen production survive and proliferate

o Active even without estrogen

Al — complete loss of efficacy

SERM/SERD — reduced
sensitivity



ESR1 mutation :

Common Mutation Sites

Most common mutations occur In the ligand-binding domain (LBD),
lead to _ligand independent ER activity and tumor growth ,partial resistance to tamoxifen and fulvestrant
Most Common spots:

* DS38G - Most prevalent (~35% of cases)

* Y537S - Second most common (~18%)

Partial resistance to tamoxifen and

Most Potent Resfstiyaetrant

* Y5378, often shows the highest level of constitutive activity and the strongest drug resistance.
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NCCN Breast Cancer 2025

Biomarkers Associated with FDA-Approved Therapies

Breast Cancer |Biomarker Detection' FDA-Approved Agents NCCN Category |NCCN Category
Subtype of Evidence of Preference

2 ¢ 2 21 " Useful in certain
HR-positive, PIK3CA activating NGS. PCR Inavolisib + palbociclib + Category 1 LI

HER2-negative mutation fulvestrant"

first-line therapy

Preferred second-
NGS, PCR Alpelisib + fulvestrant¥ Category 1 or subsequent-line
therapy

Preferred second-

HR-positive/ PIK3CA activating
HER2-negative mutation

. PIK3CA or AKT1 .
HR-positive/ P ; . . W or subsequent-line
§ : activating mutations | NGS, PCR Capivasertib + fulvestrant Category 1 :
HER2-negative or PTEN alterations therapy in select

patients"

Other
recommended
ESR1 mutation* NGS, PCR Elacestrant Category 2A regimen
subsequent-line
therapy

HR-positive/

HER2-negative*




Fulvestrant v.s. Elacestrant

Fulvestrant

Elacestrant

Mechanism of Action

Intramuscular SERD
Does not cross the blood-brain barrier.

Oral SERD Binds to both wild-type (WT) and mutant
ER, inducing degradation and antagonism. Crosses the
blood-brain barrier.

Highly potent in vitro but poor pharmacokinetic

Good oral bioavailability. Achieves stable, steady-state

Pharmacokinetics properties. Takes 3-6 months to reach steady-state plasma concentration, ensuring consistent target
concentration. engagement.

Potency WT ER: ~0.3 nM (IC50) WT ER: ~0.3 nM (IC50)

WT vs. ESR1 Mutations YS537S/D538G Mutants: 2.0 - 6.3 nM (IC50) (Requires | Y537S/D538G Mutants: ~0.4 - 0.8 nM (IC50) (Potency

(IC50) 20-60x higher concentration) 1s largely unaffected)

Clinical Status

Approved. A long-standing standard of care, but
efficacy is limited in ESR1-mutated disease.

First FDA-approved oral SERD. A new standard of
care for ESR1-mutated advanced breast cancer based
on the EMERALD trial.

(PFS=3.8 months>SOC 1.9months;HR=0.55)

Limitations &
Key Side Effects

Inconvenient IM injection

Injection site pain

Reduced efficacy against ESR1 mutations
Side Effects: Hot flashes, fatigue, nausea

Nausea is very common

Potential for dyslipidemia (elevated
cholesterol/triglycerides)

Drug-drug interactions (CYP3 A4 substrate)




PRO TAC PROteolysis-TArgeting Chimera

Structure Mode of Action
1. A ligand that binds to the protein of interest (POl). 1.PROTAC simultaneously binds the POI
2. A ligand that recruits an E3 ubiquitin ligase. and the E3 ligase, forming a ternary
3. A linker that connects the two ligands. complex.
— R e 2.The E3 ligase transfers ubiquitin
@— molecules to the POI, tagging it for
degradation.

Linker [ >
. L

E3 Ligase
A% Ligand

3. The ubiquitinated POI Is recognized
and degraded by the 26S proteasome
Into peptides.

4.The PROTAC molecule is released and
can engage In another degradation cycle.

Catalytic
Cycle

Destruction @
by

Proteasome

Intact E2 and E3
Intact PROTAC



Vepdegestrant (ARV-471)

'''''''

Vepdegestrant (ARV-471) &, )

An oral proteolysis-targeting chimera Q o \”’j .
(PROTAC) estrogen receptor (ER) degrader Q) —7
A ui Ub o Ub
==s’z
POI ligand E3 ligand_— : Peptides
LD E3 “} Mﬂ 268 Proteasome <>p N
PR(;TA(.‘ hfgfso hgase igase Degradation > l«
 \epdegestrant simultaneously binds ; "
ER and an CRBN (Cereblon) E3 PSPPI, .. AU — —>
ligase, forming a ternary complex that . T
results in direct polyubiquitination of ER ligand linker  CRBN ligand D CARACIGRS N Ve eae
ER and its degradation by the —— SRR
. /\l DCs, (nM)” 0.94 (MCF7 cells)
pmteasome- o Mo D, (%) 95% (MCF7 cells)
Ky\ _0 Gl (nM)? 3.3 (MCF7 cells)/4.5 (T47D cells)
- N/_é /O cLogP/LogD/chromLoD¢ 6.8/4.6/5.3
(N (PSA/ePSA (A2Y 96/146
Vepdegestrant \XO HBD/eHBD# 2/2
(ARV-471, PF-07850327) _
Ty (D) 6.2 (mouse)/15 (rat)/11 (dog)

F%' 59 (mouse)/24 (rat)/5 (dog)


https://illustrated-glossary.nejm.org/term/cereblon_crbn

Oral Estrogen Receptor PROTAC Vepdegestrant (ARV-471)Is m)

Vep degEStrant Highly Efficacious as Monotherapy and in Combination with

CDK4/6 or PI3K/mTOR Pathway Inhibitors in Preclinical ER*
Breast Cancer Models

2 X < Sheryl M. Gough', John J. Flanagan', Jessica Teh', Monica Andreoli'’, Emma Rousseau’,
In VIlro StUdy ERG’ afﬁnlty Melissa Pannone', Mark Bookbinder', Ryan Willard', Kim Davenport', Elizabeth Bortolon', .
J Gregory Cadelina', Debbie Gordon', Jennifer Pizzano', Jennifer Macaluso', Leofal Soto', John Corradi’,
IC5OO°99 nM Katherine Digianantonio’, leva Drulyte?, Alicia Morgan', Connor Quinn', Miklos Bekes',
- Caterina Ferraro', Xin Chen', Gan Wang', Hanging Dong', Jing Wang', David R. Langley’,
. KI 0.28 nM John Houston', Richard Gedrich', and lan C. Taylor'

Vepdegestrant induced >90% degradation of wild-type ER and mutant ER(ex:Y537S ~ D538G ~ Y537C
~ E380Q ~ L536P ~ V422del...), inhibited ER-dependent breast cancer cell line proliferation in vitro, and

achieved substantial TGI (87%—-123%) in MCF7 orthotopic xenograft models, better than those of the ET

agent fulvestrant (31%-80% TGI).

less sensitive to modest affinity loss:

Forms a ternary complex (ER-PROTAC-E3).

New protein—protein interfaces create positive cooperativity, which can compensate for reduced binary ER—ligand binding
caused by mutations.

Net result: still enough complex stability to initiate degradation.



Comparison:SERD v.s. PROTAC

SERD

Core Mechanism Occupancy-(

Orthosteric |

What it does Binding dist
ubiquitinatio

Role of Cooperativity Not Applical
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ORIGINAL ARTICLE ‘

Vepdegestrant, a PROTAC Estrogen Receptor
Degrader, in Advanced Breast Cancer

M. Campone,’ M. De Laurentiis,? K. Jhaveri,** X. Hu,* 5. Ladoire ® A. Patsouris,’
C. Zamagni,* ). Cui,* M. Cazzaniga,” T. Cil,** K. Jerzak,** C. Fuentes,"

T. Yoshinami,** A. Rodriguez-Lescure,** A. Sezer,*® A. Fontana,” V. Guarneri,***
A. Molckovsky,®™ M.-A. Mouret-Reynier,* U. Demirci,? Y. Zhang,® O. Valota,*
D.R Lu,® M. Martignoni,® ). Parameswaran,?® X. Zhi,*® and E.P. Hamilton,*
for the VERITAC-2 Study Group®

Phase 11|
Clinical Trial Design

* Open-label
 Randomized trial
 Multinational

Patient

« 18 years oldT,
comfirmed ER(+) HER2(-)

* Not amenable to surgical resection or radiation
* Received one previous line of CDK4/6 inhibitor therapy plus

endocrine therapy ( >6 months)

 Radiological progression during or after the last line of therapy

Allowed regardless of whether it was
given as adjuvant therapy or for
advanced or metastatic disease

(counted as a line of therapy:progression
had occurred during or within 12 months)

Exclusion

* Recelved
* Recelver
* Recelver

 Recelved

chemotherapy

fulvestrant or elacestrant
PI3K , AKT or mTOR inhibitors

Investigational agents




Key Stratification Factors
- ESR1-mutation status (yes/no)
- Presence of visceral disease

624 patients
ESR1 mutation, N=270

1:1
s/l ratio
Vepdegestrant Fulvestrant
200mg QD PO All patients, N=313 All patients, N=311
ESR1 mutation, N=136 ESR1 mutation, N=134

Key Eligibility Criteria

Aged 218 years
Histologically or cytologically confirmed
ER+/HER2- breast cancer
Prior therapies for locoregional recurrent
or metastatic disease
— 1 line of CDK4/6 inhibitor therapy in
combination with ET
— <1 additional ET
— Most recent ET given for 26 months
prior to disease progression
— Radiological progression during or
after the last line of therapy

+« Measurable disease evaluable per

RECIST v.1.1 or non-measurable bone
only disease
ECOG performance-status score of 0 or 1

28-Day Treatment Cycles

Vepdegestrant
200 mg orally
(once daily)
n=313

Fulvestrant
500 mg intramuscularly
(days 1 and 15 of cycle 1;
day 1 of subsequent cycles)
n=311

1:1 Randomization

Stratification Factors
« ESR1 mutation (yes or no)
= Visceral disease (yes or no)

500mg IM
(day 1 and day 15 of cycle 1 and
on day 1 of subsequent cycles)

., Posttreatment
Follow-up

» Safety follow-up: 228 and <35 days

after end of treatment

« Survival follow-up: every 3 months



Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Characteristic

Median age (range) — yr
Female sex — no. (%)
Postmenopausal — no. (%)
Race or ethnic group — no. (%)
White
Black or African American
Asian
American Indian or Alaska Native
Unknown or not reported
ECOG performance-status score — no. (%)
0
1
ESR1 mutation — no. (%)Y
Visceral disease — no. (%) |
Sites of metastasis — no. (%)**
Bone
Liver
Lymph node
Breast
Lung
Pleura
Chest wall
Brain

Other{

Patients with ESR1 Mutations

Vepdegestrant
(N=136)

60.0 (26-87)
135 (99.3
108 (79.4)

59 (43.4)
4 (2.9)
61 (44.9)
0
12 (8.8)

78 (57.4)

58 (42.6)
136 (100.0
92 (67.6)

115 (84.6)
63 (46.3)
52 (38.2)
43 (31.6)
36 (26.5)
16 (11.8)

7 (5.1)
3 (2.2)
22 (16.2)

Fulvestrant
(N=134)

60.0 (34-85)
134 (100.0)
106 (79.1)

69 (51.5)
5 (3.7)
50 (37.3)
0
10 (7.5)

76 (56.7)
58 (43.3)
134 (100.0
91 (67.9)

113 (84.3)
59 (44.0)
47 (35.1)
45 (33.6)
38 (28.4)
13 (9.7)
11 (8.2)

2 (1.5)
19 (14.2)

All Patients
Vepdegestrant Fulvestrant
(N=313) (N=311)
60.0 (26-89) 60.0 (28-85)
311 (99.4) 310 (99.7
243 (77.6) 242 (77.8)
148 (47.3) 143 (46.0)
5 (1.6) 6 (1.9)
122 (39.0) 129 (41.5)
1(0.3) 4 (1.3)
37 (11.8) 29 (9.3)
190 (60.7) 198 (63.7)
123 (39.3 113 (36.3
197 (62.9) 197 (63.3)
243 (77.6) 224 (72.0)
125 (39.9) 113 (36.3)
122 (39.0) 110 (35.4)
107 (34.2) 89 (28.6)
86 (27.5) 94 (30.2)
23 (7.3) 27 (8.7)
19 (6.1) 23 (7.4)
4 (1.3) 3 (1.0)
54 (17.3) 55 (17.7)




Bone-only disease — no. (%) {f 25 (18.4) 24 (17.9) 56 (17.9) 61 (19.6)
Locoregional disease recurrence — no. (%) 6 (4.4) 3 (2.2) 12 (3.8) 10 (3.2)
Previous lines of therapy for advanced or
metastatic disease — no. (%)99
1 112 (82.4) 107 (79.9) 256 (81.8) 237 (76.2)
2 24 (17.6) 27 (20.1) 56 (17.9) 71 (22.8)
Previous endocrine therapy for advanced 136 (100.0) 134 (100.0) 313 (100.0) 311 (100.0) | |
or metastatic disease — no. (%)
Aromatase inhibitors 135 (99.3) 134 (100.0) 310 (99.0) 309 (99.4)
SERMs 21 (15.4) 22 (16.4) 49 (15.7) 61 (19.6)
Unspecified 1(0.7) 0 1(0.3) 0
Previous CDK4/6 inhibitor setting — no. (%)
Overall 136 (100.0) 134 (100.0) 313 (100.0) 311 (100.0)
As adjuvant therapy 2 (1.5) 1(0.7) 7 (2.2) 12 (3.9)
For advanced breast cancer 134 (98.5) 133 (99.3) 306 (97.8) 299 (96.1)
Table 1. (Continued.)
Characteristic Patients with ESR1 Mutations All Patients
Vepdegestrant Fulvestrant Vepdegestrant Fulvestrant
(N=136) (N=134) (N=313) (N=311)
Previous CDK4/6 inhibitor — no. (%)
Palbociclib 68 (50.0) 73 (54.5) 143 (45.7) 163 (52.4)
Ribociclib 52 (38.2) 37 (27.6) 113 (36.1) 95 (30.5)
Abemaciclib 22 (16.2) 33 (24.6) 64 (20.4) 65 (20.9)
Other##* 2 (1.5) 7 (5.2) 11 (3.5) 12 (3.9)




End points

Primary End Points | Secondary End Points

Progression-free survival » QOverall survival (the key secondary end
(PFS) point)
» Objective response
« Safety
Subgroup of patients in the vepdegestrant group to
SUb StUdy characterize the effect of vepdegestrant on the corrected
QT interval QT (QTec) interval

@



Statistical Analysis

Primary & Secondary End Points Qj©

» Goal: Maintain Familywise Type I Error Rate at 0.05 (two-sided) for the entire trial.
« Method: Graphical Multiple Testing Strategy using a allocation and a Gatekeeping

Procedure.

End points

Initial o Allocation

Gatekeeping Sequence
(Must pass to proceed)

Primary: PFS
(Progression-Free Survival)

75% (o =0.0375)

1. ESR1 Mutant Population —2.
ITT (Full) Population

Key Secondary: OS
(Overall Survival)

25% (0=0.0125)

Contingent on PFS results.

If PES 1s positive in ESR1—ITT (both populations), the 75% PFS a 1s reallocated to

OS.

OS is then tested with the full o (0.025 two-sided).
Otherwise, OS uses its initial 25% o (0.0125 two-sided)




Statistical Analysis
PFS Analysis [Fi

———

Statistical Tools:

1. Kaplan-Meier Methods and Stratified Log-rank Test.

2.Cox Proportional-Hazards Models (HR and 95% CI)
Results presented are from the Pre-specified Supplementary Treatment Policy Analysis (Iincludes
all progression events without censoring for intercurrent events).

Power/Sample Size :
ESR1 Mutant (~280pts,165 events): 88% power to detect HR<0.60 at a=0.0375.
ITT (~560 pts, 310 events) — 92.5% power to detect HR<0.67






March 3, 2023 to October 30,

2024

Screened

Discontinued treatment

All patients, N=216
» Adverse event, N=7
» Death, N=2

» Physician's decision, N=2

» Progressive disease, N=189
* Protocol deviation, N=2

» Withdrawal by patient, N=9

« Global deterioration of health

status, N=5
« Other, N=0

ESR1m, N=90

« Adverse event, N=3
604% * Death, N=1
f « Physician's decision, N=0

» Progressive disease, N=84

* Protocol deviation, N=0

» Withdrawal by patient, N=2

» Global deterioration of health
status, N=0

» Other, N=0

Discontinued follow-up
All patients, N=44

» Death, N=43

* Lost to follow-up, N=0

« Withdrawal by patient, N=1

ESR1m, N=21
* Death, N=21
* Lost to follow-up, N=0

« Withdrawal by patient, N=0

Entered follow-up
All patients, N=205
ESR1m, N=87

Ongoing follow-up
All patients, N=161
ESR1m, N=66

N=759
Screening failures
N=128
Not ra:lc.k;mized All Patients ESR1 Mutations
- (N=624) (N=270)
Randomized &
All patients, N=624 aracte Vepdeg Fulves
ESR1m, N=270 TSUC | estrane | FUlves | Vepdege |
(N = trant strant (N =
N (N= (N =136) N
313) 311) 134)
Vepdegestrant Fulvestrant
All patients, N=313 All patients, N=311 o P
ESR1m, N=136 ESR1m, N=134 ) 4.2 ' 5.1 '
Median month month
months months
treatme fanine S fiings S
[l nt 8¢, (range, 8¢, (range,
. 0.1to 0.4 to
Treated Treated duration 18.6) 0.9to 17.9) 0.9 to
All patients, N=312 All patients, N=307 19.4) 15.6)
ESR1m, N=135 ESR1m, N=131 aurt, IN—uU ~ oeaur, IN—
* Physician’s decision, N=3 * Physician's decision, N=1
iBO 7% 24 4%i » Progressive disease, N=209 » Progressive disease, N=104
= = « Protocol deviation, N=0 « Protocol deviation, N=0
Ongoing treatment Ongoing treatment « Withdrawal by patient, N=7 « Withdrawal by patient, N=3
All patients, N=96 All patients, N=76 + Global deterioration of health + Global deterioration of health
ESR1m, N=45 ESR1m, N=16 status, N=9 status, N=6
»\ \ « Other, N=1 » Other, N=0
33.1% 11.9% ]

Entered follow-up
All patients, N=224

ESR1m, N=113

Ongoing follow-up
All patients, N=186
ESR1m, N=91

Discontinued follow-up

All patients, N=38
* Death, N=35

* Lost to follow-up, N=1

« Withdrawal by patient, N=2

ESR1m, N=22
+ Death, N=21
* Lost to follow-up, N=0

« Withdrawal by patient, N=1




Primary end point
Progression-free survival (PFS)- Kaplan-Melier

A Progression-free Survival among Patients with ESR1 Mutations

100-
90 -
@ 80~
g 70-
&  60-
s
) 50 -
ob
,':S 40- Vepdegestrant
S 304 —
@
Q. 20_¢ L= )
104 Fulvestrant
0 | | | 1 I 1 1 I 1 | | 1 ! | 1 | 1 )
0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
Months
No. at Risk

Vepdegestrant 136 134 89 80 58 56 41 40 24 24 16 15 11 9
Fulvestrant 134 128 66 56 37 35 21 19 12 14 13 10 6 6

&6 5

5 2 0
4 2 0 0 O

Vepdegestrant
(N=136)

Fulvestrant
(N=134)

Progression-free

No. of Events (%) Survival
mo
82 (60.3) 5.0 (3.7-7.4)
103 (76.9) 2.1 (1.9-3.5)

Hazard ratio for disease progression
or death] 0.58 (95% CI, 0.43-0.78
P<0.001



Percentage of Patients

No. at Risk
Vepdegestrant 313 307 199 180 126 118 84 82 56 55 34 29 17 13 8

Fulvestrant 311297 173 154 115109 70 66 47 47 33 24 14 14 7

Primary end point
Progression-free survival (PFS)- Kaplan-Melier

B Progression-free Survival among All Patients[Who Underwent Randomization

100-
90-
80-
70
60-
50-
40-
30-
20-
10
0

Vepdegestrant

Fulvestrant

0

Months

Vepdegestrant
(N=313)

Fulvestrant
(N=311)

No. of Events (%)

198 (63.3)

212 (68.2)

BASE DIOVTE .l
5% Cl, 0.69-1.01

0.83 (9

Median
Progression-free
Survival

mo

3.8 (3.7-5.3)

3.6 (2.6-4.0)




Primary end point

PFS-Hazard Ratio

Subgroup

Patients with ESRI mutations
Age
<b5 yr
=b3 yr
Menopausal status
Premenopausal or perimenopausal
Postmenopausal
Pooled geographic region
Asia
Europe
North America
Other
ECOG performance-status score
0
1
Visceral disease
Yes
Mo
Liver disease
Yes
Mo
Bone-only disease
Yes
Mo
Lines of previous therapy

Vepdegestrant Fulvestrant
no. of events/no. of patients

79/136

50/86
29/50

1428
65,108

32/56
25/41
13/20

9,19

4678
33/58

59/92
20/44

4563
34/73

825
71/111

65112
1424

Hazard Ratio for Disease Progression
or Death (953 Cl)

95/134 o
66/88 —a—
2946 o
20/28 ——
75/106 o
38/50 .
39/56 F—a—
10/16 —e—

8/12 [ &
49/76 —a—f
4658 —e—
69/91 =i
26/43 —&--i
49 /59 —e—
46/75 —e—
15/24 ——
80/110 o o
fof107 —a—
19/27 —a—

] I LA L] LI LR
01 1.0 10.0
- -

Vepdegestrant Better Fulvestrant Better

0.57 {0.42-0.77)

0.51 {0.35-0.74)
0.75 (0.45-1.26)

0.4% (0.24-0.95)
0.60 (0.43-0.85)

0.43 (0.26-0.70)
0.65 (0.40-1.08)
0.73 (0.32-1.69)
0.71 (0.27-1.89)

0.69 (0.46-1.04)
0.46 (0.29-0.73)

0.54 (0.38-0.77)
0.65 (0.36-1.12)

0.50 (0.33-0.75)
0.60 (0.38-0.94)

0.47 (0.20-1.13)
0.58 (0.42-0.80)

0.54 (0.39-0.75)
0.86 (0.43-1.72)




Secondary end point

Overall survival %] Objective response rate 27

43 deaths occurred among the patients with ESR1
mutations and 80 deaths among all the patients,
which represented 22% and 20% of the targeted
number of deaths, respectively.

—The median overall survival was not reached 1n
either group.

— Immature results

1. Vepdegestrant group : 18.6% (95% CI, 12.1 to

27.4)
2. Fulvestrant group : 4.0% (95% ClI, 1.6 to 9.8)



Safty

no deaths were considered by the
investigator to be related to treatment.

Category Vepdegestrant (n=312) Fulvestrant (n=307)
Any Adverse Event (AE) 86.90% 81.40%
Fati 15.6%
Fatigue 20.6% A?‘tlllngf ia 10 ;'9/
AST increased 14.4% gia 10./76

Most Common AEs (any grade)

ALT increased 14.4%
Nausea 13.5%

AST increased 10.4%
ALT increased 9.8%
Injection-site pain 8.5%

Grade 3 or 4 AEs

23.40%

17.60%

Most Common Grade 3 /4 AEs

Neutropenia 1.9%
Hypokalemia 1.9%

Anemia 3.3%
AST increased 2.6%

Treatment-related AEs 56.70% 40.40%
Grade 3 /4 Treatment-related 7 70% 2 90%
AEs

Serious Adverse Events (SAEs) |10.30% 9.10%

Deaths

8 patients (4 underlying disease
progression, 1 malignant
neoplasm progression, 1 cerebral
ischemia, 1 dyspnea, 1 age-related
cause)

2 patients(l underlying disease
progression + hemoptysis, 1
malignant neoplasm progression)

Dose interruptions due to AEs | 14.40% 6.50%
Dose reductions due to AEs 1.90% Not permitted
Permanent discontinuation

2.90% 0.70%

due to AEs




QT prolongation ©

Incidence
* Vepdegestrant: 9.9% (Grade 3: 1.6%)
 Fulvestrant: 1.3% (Grade 3: 0.3%)
< No clinical sequelae
(e.g., torsades de pointes, ventricular arrhythmias) in either group.
> 1 patient in the vepdegestrant arm required dose reduction; no treatment discontinuations
occurred.

QTc Substudy

(88 patients, vepdegestrant arm)
1 patient (1.1%) had QTcF >500 ms postbaseline.

* No patients had an increase >60 ms from baseline.

Population Modeling Analysis

» At 200 mg once daily: mean QTcF change from baseline = +11.1 ms.

* |n all tested scenarios, the upper bound of the 90% CI for predicted QTcF increase was <20 ms
—Indicating no clinically significant QTc effect at the recommended dose.
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End points

ESR1 mutant |5

Vepdegestrant demonstrated a statistically
significant and clinically meaningful
Improvement in progression-free survival
compared to fulvestrant specifically in
patients with ESR1-mutated, ER+/HER2-
advanced breast cancer.

Overall Population g

The lack of significant benefit in the full patient
population suggests that for tumors without ESR1
mutations, other resistance mechanisms may be
more dominant, limiting the effectiveness of
endocrine monotherapy.

Fulvestrant

Limited activity in patients with ESR1 mutations because
of its poor bioavailability, a possibility consistent with in
vitro data showing that fulvestrant has a lower binding
affinity for mutant ER than for wild-type ER.



omparison with Other Therapies

Treatment

Vepdegestrant
(VERITAC-2)

Elacestrant
(EMERALD)

Imlunestrant
(EMBER-3)

SOC

(Standard of care)

Mechanism

PROTAC ER degrader

Selective ER degrader

Selective ER degrader

Selective ER degrader

Administration

Oral, once daily

Oral, once daily

Oral, once daily

Intramuscular
injection

Median PFS in ESR1-
mutant

5.0 months
HR: 0.58

3.8 months
HR: 0.55

5.5 months
HR: 0.72

VERITAC-2 :2.1 months
EMERALD :1.9months
EMBER-3 :3.8 months

ORR in ESRI-mutant

18.60%

7.10%

14.30%

VERITAC-2 :4.0%
EMERALD :4.7%
EMBER-3 : 7.7%

Inherent differences : trial designs and patient

populations

Key Adverse Events

Fatigue (26.6%), liver
enzyme elevation
(~14%), QT
prolongation (9.9%)

Nausea (35%), fatigue
(19%), vomiting (19%)

Nausea (17%), fatigue
(17%), diarrhea (14%)

Fatigue (15.6%),
arthralgia (10.7%),
injection site pain
(8.5%)



Limitation
Short Follow-up

The duration of follow-up was short, which
meant that key long-term data, such as
overall survival and duration of response,

were not yet mature.

Race or ethnic group — no. (%)%

White

Black or African American

Asian
American Indian or Alaska Native

Unknown or not reported

Underrepresentation

While the trial was multinational, certain
populations, such as Black patients, were
underrepresented, which may limit the
generalizability of the findings to all patient

groups.

61 (44.9) 50 (37.3) 122 (39.0) 129 (41.5)
0 0 1(0.3) 4(1.3)
12 (8.8) 10 (7.5) 37 (11.8) 29 (9.3)
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Efficacy

* |n patients with previously treated, ESR1-mutated, ER-positive, HER2-negative advanced
breast cancer, the novel PROTAC ER degrader vepdegestrant led to significantly longer
progression-free survival than the standard therapy fulvestrant.

* Higher objective response rate with vepdegestrant in ESR1-mutated disease (18.6% vs. 4.0%)

Vepdegestrant represents a new class of therapy
(PROTAC) for ER+ breast cancer. @
Supports vepdegestrant as a new endocrine therapy Q[VJ
option for ESR1-mutated, ER+/HER2- advanced e
breast cancer.




Safty

Favorable safety profile [

« Most AEs were Grade 1-2; discontinuation (2.9%), dose rec
(1.9%)

. st common AE: fatigue (26.6% vs. 15.6%)
Qfctindings s

* No large QT-prolonging effect (>20 ms)
 One patient required dose reduction; no
Iscontinuations
Gia
* Nausea @ 13.5% vs. 17 to 35%
« Vomiting : 6.4% vs. 910 19%
* Diarrhea : 6.4% vs. 14 to
21%

uction

verse events lower than prior oral SERDs &
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1.Did the study address a clearly formulated
research question?

B Yes | ] No [ ] Can'’t tell

ER(+), HER2(-) advanced breast cancer, previously

P (Populati
(Population) treated with endocrine therapy + CDK4 /6 inhibitor.
[ (Intervention) Vepdegestrant 200 mg orally QD.
C (Comparator) Fulvestrant 500 mg IM.

O (Outcome) Primary endpoint = PFS (progression-free survival).




2. Was the assignment of participants to
interventions randomised?

B Yes | | No [ ] Can’t tell

The methods section explicitly states :

"Patients were randomly assigned in a 1:1 ratio
to receive vepdegestrant... or fulvestrant..."

METHODS

TRIAL DESIGN

VERITAC-2 is a phase 3, multinational, open-label,
randomized trial.** Patients with ER-positive,
HER2-negative advanced or metastatic breast can-
cer were randomly assigned in a 1:1 ratio to receive
vepdegestrant at a dose of 200 mg administered
orally once every day of each 28-day cycle or
fulvestrant at a dose of 500 mg administered
intramuscularly on day 1 and day 15 of cycle 1
and on day 1 of subsequent cycles (Fig. S1 in the
upplementary Appendix, available with the fu
text of this article at NEJM.org.). Randomization
was performed centrally with the use of interac-
tive response technology, with stratification ac-
cording to ESR1-mutation status (yes or no) and
the presence or absence of any visceral disease
(lung, liver, brain, pleural, or peritoneal in-
volvement).




3. Were all participants who entered the study
accounted for at its conclusion?

B Yes | | No [ ] Can't tell

Primary end point: CONSORT

STATISTICAL ANALYSI -
To control the famll;lvl :!;)e I error rate at 0.05 Dlag ram

Screened
(two-sided) at the whole trial level, a graphical il _
multiple testing strategy was used to analyze the s
primary end point and the key secondary end =t
point. Specifically, 75% of the alpha was allo- g indoeed
cated for the progression-free survival end point, ESR1m, N=270

and 25% for the overall survival end point, to test

S P B L - Vepdegestrant Fulvestrant
Superlorlty. WIthln eaCh end pOlnt, a gatekeeplng Al patients, N=313 All patients, N=311
procedure was applied in which the analysis was ESR1m, Neiae ESHim,; Rtoa
first conducted in the population of patients e
Discontinued treatment Trested =— lescotntu?ue; tzrgatment . i
- All patients, N=216 ESR1m, N=90 patients m
Wlth ESRI mUtatlonS Who underwent random . Ad?/;?:esevent. N=7 « Adverse event, N=3 All patients, N=312 All patients, N=307 « Adverse event, N=2 » Adverse event, N=1
» Death, N=2 + Death, N=1 ESR1m, N=135 ESR1m, N=131 + Death, N=0 + Death, N=0

ization; if the result was positi

was to be performed in the] intention-to-treat

population,] which comprised all the patients
who underwent randomization. If progression-

free survival tests were positive in both popula-
tions, the 75% alpha was to be reallocated to the

overall survival end point, and overall survival
would be tested with the full alpha (0.025). Other-

* Physician's decision, N=2

» Progressive disease, N=189

* Protocol deviation, N=2

» Withdrawal by patient, N=9

« Global deterioration of health
status, N=5

« Other, N=0

* Physician's decision, N=0

* Progressive disease, N=84

* Protocol deviation, N=0

= Withdrawal by patient, N=2

+ Global deterioration of health

status, N=0

« Other, N=0

Ongoing treatment
All patients, N=96
ESR1m, N=45

Discontinued follow-up

All patients, N=44

» Death, N=43

* Lost to follow-up, N=0

« Withdrawal by patient, N=1

|

Entered follow-up
All patients, N=205
ESR1m, N=87

Ongoing treatment
All patients, N=76
ESR1m, N=16

* Physician's decision, N=3

* Progressive disease, N=209

* Protocol deviation, N=0

« Withdrawal by patient, N=7

+ Global deterioration of health
status, N=9

« Other, N=1

+ Physician's decision, N=1

« Progressive disease, N=104

* Protocol deviation, N=0

« Withdrawal by patient, N=3

* Global deterioration of health
status, N=6

» Other, N=0

|

Entered follow-up
All patients, N=224
ESR1m, N=113

Discontinued follow-up

All patients, N=38

« Death, N=35

* Lost to follow-up, N=1

« Withdrawal by patient, N=2

5 danim ESR1m, N=21 e ESR1m, N=22
wise, the original allocated 25% alpha would be - Death N=21 Ongoing follow-up Ongoing follow-up - Death, N=21

used for overall survival testing.

« Lost to follow-up, N=0
» Withdrawal by patient, N=0

All patients, N=161
ESR1m, N=66

All patients, N=186
ESR1m, N=91

+ Lost to follow-up, N=0
« Withdrawal by patient, N=1




4-1 Were the participants ‘blind’ to intervention they
were given?
[ ] Yes B No [ ] Can'’t tell

4-2 Were the investigators ‘blind’ to intervention they
were given?

RIAL DESIGN
cer were randomly assigned in a 1:1 ratio to receive

B No []Canttell e gty T
4-3 Were the people assessing/analysing ...

HER2-negative advanced or metastatic breast can-
The primary end point was progression-free sur-

G 2 ) vival as assessed by
Outc Ome/s bllnded ? 1t:::0rding to RECIST, version 1.1, among

patients with ESRI mutations and among all the

patients. Secondary end points included overall

. Ye S D N O D Can,t tell survival (the key secondary end point), objective
response (confirmed complete response or partial

and safety.



Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Characteristic Patients with ESR1 Mutations All Patients
Vepdegestrant Fulvestrant Vepdegestrant Fulvestrant
(N=136) (N=134) (N=313) (N=311)
Median age (range) — yr 60.0 (26-87) 60.0 (34-85) 60.0 (26-89) 60.0 (28-85)
PY e re t e S tu y Female sex — no. (%) 135 (99.3) 134 (100.0) 311 (99.4) 310 (99.7)
Postmenopausal — no. (%) 1 108 (79.4) 106 (79.1) 243 (77.6) 242 (77.8)

Race or ethnic group — no. (%6) 1

® d White 59 (43.4) 69 (51.5) 148 (47.3) 143 (46.0)
g I O u p S S l ml a I a e Black or African American 4 (2.9) 5(3.7) 5(1.6) 6(1.9)

Asian 61 (44.9) 50 (37.3) 122 (39.0) 129 (41.5)
American Indian or Alaska Native 0 0 1(0.3) 4 (1.3)
® Unknown or not reported 12 (8.8) 10 (7.5) 37 (11.8) 29 (9.3)
S t a rt O f th e r a n d O m l S e d ECOCG performance-status score — no. (36)§
0 78 (57.4) 76 (56.7) 190 {60.7) 198 (63.7)
1 58 (42.6) 58 (43.3) 123 (39.3) 113 (36.3)
[ ESR1 mutation — no. (%)9 136 (100.0) 134 (100.0) 136 (43.5) 134 (43.1)
controlled trial? e Bl e ——
® Sites of metastasis — no. (36)**
Bone 115 (84.6) 113 (84.3) 243 (77.6) 224 (72.0)
Liver 63 (46.3) 59 (44.0) 125 (39.9) 113 (36.3)
Lymph node 52 (38.2) 47 (35.1) 122 (39.0) 110 (35.4)
Breast 43 (31.6) 45 (33.6) 107 (34.2) 89 (28.6)
Y Lung 36 (26.5) 38 (28.4) 86 (27.5) 94 (30.2)
e S Pleura 16 (11.8) 13 (9.7) 23 (7.3) 27 (8.7)
Chest wall 7(5.1) 11 (8.2) 19 (6.1) 23 (7.4)
Brain 3(2.2) 2 (1.5) 4(13) 3 (1.0)
Otherf 22 (16.2) 19 (14.2) 54 (17.3) 55 (17.7)
Measurable disease — no. (%) 11 97 (71.3) 100 (74.6) 221 (70.6) 222 (71.4)
N O Bone-only disease — no. (%6) 25 (18.4) 24 (17.9) 56 (17.9) 61 (19.6)
Locoregional disease recurrence — no. {%6) 6 (4.4) 3(2.2) 12 (3.8) 10 (3.2)

Previous lines of therapy for advanced or
metastatic disease — no. (%)949

’ 1 112 (82.4) 107 (79.9) 256 (81.8) 237 (76.2)
D Can t tell i 24 (17.6) 27 (20.1) 56 (17.9) 71 (22.8)

Previous endocrine therapy for advanced 136 (100.0) 134 (100.0) 313 (100.0) 311 (100.0)| ||
or metastatic disease — no. (%6)
Aromatase inhibitors 135 (99.3) 134 (100.0) 310 (99.0) 309 (99.4)
SERMs 21 (15.4) 22 (16.4) 49 (15.7) 61 (19.6)
Unspecified 1 {0.7) 0 1(0.3) 0
Previous CDK4/6 inhibitor setting — no. (36)
Overall 136 (100.0) 134 (100.0) 313 (100.0) 311 (100.0)
As adjuvant therapy 2 (L5) 1(0.7) 7(2.2) 12 (3.9)

For advanced breast cancer 134 (98.5) 133 (99.3) 306 (97.8) 299 (96.1)




6. Apart from the experimental intervention, did each
study group receive the same level of care (that is, were
they treated equally)?

B Yes | | No [ ] Can'’t tell

* A Clearly Defined Protocol Was Followed for All

The trial was conducted according to a smﬁguc,ctlilei@llgezgﬂ\te protocol, ensuring standardized procedures
S
across both treatment arms.

* Supportive Care and Concomitant Therapies Were Administered
]E'@Celi)raoﬁgpl specified that supportive care measures were to be given to participants as needed, at the investigator's
discretionyregardless of their assigned group.
2.Rules for allowed and prohibited concomitant therapies were applied to both arms to ensure consistency of care

* Follow-up Intervals Were Identical for Both
J(i' he Sch gule of Activities (SoA) outlined the same timeline for visits, laboratory tests, and efficacy
rou
assessntents for both the vepdegestrant and fulvestrant arms.
2.For example, tumor assessments for all participants were scheduled at the same frequency: "every 8 weeks
for the first 48 weeks from date of randomization and then every 12 weeks thereafter"



6.9.5. Supportive Care

Palliative and supportive care for disease related symptoms may be administered at the
investigator’s discretion and according to the specific supportive care product Prescribing
Information or the current ASCO guidelines.

Participants should receive appropriate supportive care measures throughout duration of the
active treatment phase as deemed necessary by the treating investigator including but not

limited to the items outlined below: umor assessments (odn-
o Standard therapies for preexisting medical conditions, medical and/or surgical han Bone scan)
complications, and palliation. Any medication intended solely for supportive care the first 12 months from the
(e.g., analgesics, antidiarrheals, antidepressants) may also be used at the date of randomization. Then
investigator's discretion. 5
every 12 weeks (£ 7 days)
+ Bisphosphonates and receptor activator of nuclear factor kappa B ligand thereafter from the date of

inhibitors for the treatment of osteoporosis or management of existing bone
metastases may be continued for participants who have beenreceiving them ata
stable dose for at least 2 weeks prior to randomization. However, the need to initiate

randomization

or increase the dose of these therapies during the study will be considered as Radionuclide Bone Scan, X 4.-)
indicative of disease progression leading to the discontinuation of participant from the Whole Bo dy Every 24 w eeks (=7 days)
active treatment phase unless disease progression can be completely ruled out and the fonithad £
exact reason for the use of these therapies clearly documented in the subject's source om e. at_e o
documentation. randomization
¢ Vaccines locally approved vaccinations and booster doses are allowed, including
Influenza and SARS-CoV-2 as appropriate.
PFIZER CONFIDENTIAL
CT02-GSOP Clinical Protocol Template Phase 1 23 4 (01 April2022)
Page 74
Key Eligibility Criteria
ARV-471 (PF-07850327) * Aged 218 years ‘ 28-Day Treatment Cycles
Protocol C4891001 » Histologically or cytologically confirmed
FinalProtocol., 15 June 2022 ER+/HER2- breast cancer Vepdegestrant
» Prior therapies for locoregional recurrent 200 mg orally
e Transfusion: RBC and PLT transfusion may be used as per Investigator’s discretion or metastatic disease

(once daily)

— 1 line of CDK4/6 inhibitor therapy in
combination with ET

— =1 additional ET
— Most recent ET given for 26 months
e Anticoagulant’s use: prior to disease progression

¢ Anti-infectives may also be used at the investigator's discretion. Before
administration verify any potential drug-drug interaction with the study treatments as
per Appendix 10.

n=313
Posttreatment
Follow-up

Fulvestrant

1:1 Randomization

Arm A only: Participants who need to be on anticoagulant therapy during treatment — Radiological progression during or [1500 r;'g I'L"?;nufscu:"};* ’ fg;?g::'f::;;gt‘rigta”d <35 days
should be treated with low molecular weight heparin. If low molecular weight after the last line of therapy (days 1an orcycie 1, . Eirvival follow:n: svery S manths
heparin cannot be administered, warfarin or other warfarin derivatives or other oral « Measurable disease evaluable per day 1 of subsequent cycles) p: every
anticoagulants (eg. direct Xa inhibitors) may be allowed. When using oral RECIST v.1.1 or non-measurable bone Stratification Factors n=311

anticoagulants, close monitoring for signs of bleeding is recommended. Consult the only disease « ESR1 mutation (yes or no)

product prescribing information for the appropriate coagulation test to be used for » ECOG performance-status score of 0or 1« Visceral disease (yes or no)

monitoring, as required. Refer to Appendix 10 for potential DDI with P-gp sensitive

substrates.

Arm B: refer to the EU SmPC for fulvestrant for anticoagulant's use.



7. Were the effects of

intervention reported

comprehensively?

B Yes

| | No
[ ] Can't tell

Safty

A  Progression-free Survival among Patients with ESR1 Mutations

100~
4 Median
90 Progression-free
w 80- A . No. of Events (%) Survival
- 6-month progression-free survival
3 70+ (95% Cl): "
= 45.2% Vepdegestrant 79 (58.1) 5.0 (3.7-7.4)
& 60 (36.1-53.9) (N=136)
°
o 50+ Fulvestrant 95 (70.9) 2.1(1.9-35)
g’ V (N=134)
2 40 epdegestrant
@ | Hazard ratio for disease progression
5 % " or death, 0.57 (95% CI, 0.42-0.77)
o 20~ L“‘——x = P<0.001
22.7% Ful
10 PP ulvestrant
0 T T 1 i T | | T T | | 1 1 1 1 1 T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
Months
No. at Risk

Vepdegestrant 136 134 87 78 55 53 38 37 22 22 15 14 10 8 4 3
134 12562 52 30 29 15 12 8 8

Fulvestrant

7

3
2 4 4 M 40

oN
oo

B  Progression-free Survival among All Patients Who Underwent Randomization

100~
90+

70 6-month progression-free survival

Percentage of Patients
g

(95% ClI):

39.8%
(33.9-45.7)

01—
0 1 2

No. at Risk

R [rE e )
3 4 5 6 7 8 9

Months

Vepdegestrant 313 306 189 168 113108 74 72 46 46 2

Fulvestrant

311292162 143 101 98 58 54 36 36 2!

Table 2. Most Common Adverse Events.®

Event

Any adverse event

Events that cccurred in =10% of patients
in either groupy

Fatigue
Alanine aminotransferase level
increased

Aspartate aminotransferase level
increased

Mauses
Anemiaf
Meutropenia®
Back pain
Arthralgia

Decreased appetite

Vepdegestrant Fulvestrant
(N=312) [N=307)
Ay Grade Grade 3 or4 Ay Grade Grade 3 or 4

271 (286.9)

83 (26.6)
45 (14.4)

45 (14.4)

42 (13.5)
38 (12.3)
36 (11.5)
34 (10.9)
33 (10.8)
33 (10.8)

number of patients (percent)

73 (23.4) 250 (81.4)
3 (L.0) 48 (15.6)
2 (0.6) 30 (9.8)
4 (1.3) 32 (10.4)

0 27 (8.8)
5 (1.6) 24 (7.8)
& (1.9) 14 (4.6)
2 (0.6) 20 (6.5)
3 (L.0) 33 (10.7)
1(0.3) 16 (5.2)

54 (17.6)

4 (1.3)
2 (0.7)

3 (2.6)

2 (0.7)
10 (3.3)
3 (L.0)
1 (0.3)

Kaplan-Meier

No. of Events (%)

Vepdegestrant 186 (59.4)
(N=313)

Fulvestrant 198 (63.7)
(N=311)

Median
Progression-free
Survival
mo

3.7 (3.6-5.3)

3.6(2.2-3.8)

Hazard ratio for disease progression
or death, 0.83 (95% ClI, 0.68-1.02)

oA AT

sjurodpus Arewrrr

Subgroup

Patients with ESRI mutations
Age
<b5 yr
=05 yr
Menepausal status
Premenopausal or perimenopausal
Postmenopausal
Pooled geographic region
Asia
Europe
MNorth America
Other
ECOG performance-status score
0
1
Visceral disease
Yes
MNo
Liver disease
Yes
Mo
Bone-only disease
Yes
Mo
Lines of previous therapy
1
2

Vepdegestrant Fulvestrant
na. af events/no. of patients

79/136

50/86
29/50

1428
65 /108

32/56
25/41
13/20

9,19

4678
3358

59,92
2044

45/63
3473

825
717111

B5/112
14/24

Hazard Ratios

95134

66,88
29/46

20/2%
75/106

38/50
30/56
10/16

8/12

49/76
46/58

68,91
26/43

49/59
46/75

15/24
80/110

78/107
19/27

Hazard Ratio for Disease Progression
or Death (95% Cl)

=
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10.0

Vepdegestrant Better Fulvestrant Better

0.57 {0.42-0.77)

0.51 (0.35-0.74)
0.75 (0.45-1.26)

0.48 {0.24-0.95)
0.60 {0.43-0.85)

0.43 {0.26-0.70)
0.65 (0.40-1.08)
0.73 (0.32-1.69)
0.71 (0.27-1.89)

0.69 (0.46-1.04)
0.46 (0.29-0.73)

0.54 (0.38-0.77)
0.65 (0.36-1.18)

0.50 (0.33-0.75)
0.60 (0.38-0.94)

0.47 (0.20-1.13)
0.58 (0.42-0.80)

0.54 (0.39-0.75)
0.86 (0.43-1.72)




8. Was the precision of the estimate of the
intervention or treatment effect reported?

B Yes | ] No [ ] Can'’t tell

RESULTS

A total of 624 patients underwent randomization; 313 were assigned to receive
vepdegestrant, and 311 to receive fulvestrant. Among the 270 patients with ESR1
mutations, the median progression-free survival was 5.0 months (95% confidence
interval [CI], 3.7 to 7.4) with vepdegestrant and 2.1 months (95% CI, 1.9 to 3.5)
with fulvestrant (hazard ratio, 0.58 [95% CI, 0.43 to 0.78]; P<0.001). Among all the
patients, the median progression-free survival was 3.8 months (95% CI, 3.7 to 5.3)
with vepdegestrant and 3.6 months (95% CI, 2.6 to 4.0) with fulvestrant (hazard
ratio, 0.83 [95% CI, 0.69 to 1.01]; P=0.07). Adverse events of grade 3 or higher
occurred in 23.4% of the patients in the vepdegestrant group and in 17.6% of the
patients in the fulvestrant group. Adverse events led to treatment discontinuation
in 2.9% and 0.7% of the patients, respectively.



9. Do the benefits of the experimental
intervention outweigh the harms and costs

[ ] Yes | ] No I Can't tell

Efficac
Pys was significantly longer with vepdegestrant than with fulvestrant among patients with ESR1
mutations
Saft

The yifety profile was manageable and generally consistent with other endocrine therapies.
« Grade 3 or higher adverse events: vepdegestrant groups were lightly higher than fulvestrant group (23.4% vs.
17.6%)

s Discogtinuation due to adverse events remained low in both arms (2.9% vs. 0.7%).
Conclusio

ESRpmMutation: the substantial improvement in disease control appears to justify the manageable increase in side

ffects.
Cos Not discussed in the s
t publication.



10. Can the results
be applied to your

local population/in
your context?

B Yes
| | No
[ ] Can't tell

Race or ethnic group — no. (%)%

White 50 (43.4)
Black or African American 4 (2.9)
Asian 61 (44.9)
American Indian or Alaska Native 0

Unknown or not reported 12 (8.8)

69 (51.5)

50 (37.3)

10 (7.5)

Hazard Ratio for Disease Progression

Vepdegestrant Fulvestrant

no. of events/no. of patients

Subgroup or Death (95% Cl)

Patients with ESR1 mutations 19/136 95/134 e
Age
<65 yr 50/86 66 /88 —e—
=65 yr 29/50 29/46 o
Menopausal status
Premenopausal or perimenopausal 14/28 20/28 ——
Postmenopausal 65 /108 75/106 o HR=0.4

0.57 (0.42-0.77)

0.51 (0.35-0.74)
0.75 (0.45-1.26)

0.48 (0.24-0.95)
0.60 (0.43-0.85)

Morth America 1320 10/16 : O
Other 9/19 8/12 .L » :

=gy, = _

Potential Barriers to Application:
The primary barrier would be the need for routine, accessible,

0.73 (0.32-1.69)
0.71 (0.27-1.89)

69 (0.46-1.04)
46 (0.29-0.73)

54 (0.38-0.77)

and affordable ESR1 mutation testing (e.g., via CtDNA liquid es 036113

biopsy as used in the trial) to accurately identify the patient
subgroup that benefits most from this treatment.

== il B i S ) -

50 (0.33-0.75)
60 (0.38-0.94)

_47 (0.20-1.13)

%o

Mo 71111 20/110 e 0.58 (0.42-0.80)
- 0.54 (0.39-0.75)
143 (47.3) 143 (46.0) - 0.86 (0.43-1.72)
! e rarrn L] T T TTTeEr

5 (3.7) 5 (1.6) 6 (1.9) 1.0 10.0

-

122 (39.0) 129 (41.5) strant Better Fulvestrant Better

1(0.3) 4(1.3) ~40
37 (11.8) 29 (9.3)




11. Would the experimental intervention provide
osreater value to the people in your care than any of the
existing interventions?

B Yes | ] No [ ] Can't tell

Overall

The eX8SEESMEMErvention would provide greater value by:
1. Offering a new, demonstrably better treatment option for patients with ESR1 mutations.
2.Significantly improving patient’s convenience and quality of life through oral dosing
Versus injection.

Vepdegestrant would represent a valuable new standard of care for this precisely defined patient
population, offering both improved efficacy and greater convenience.
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Take-Home Messages for Clinicians

1. PROTAC Targets the Mutation
» \Vepdegestrant is significantly superior to Fulvestrant, but only for ESR1 mutant patients.
« ESR1 testing Is mandatory after CDKA4/6 inhibitor failure.

2. Oral Route Improves QoL
 Oral dosing (Vepdegestrant) Is superior to injection (Fulvestrant).
» Convenience Is the decisive clinical advantage when efficacy is similar.

3. Treatment Enters the Precision Era
* Treatment decisions must be based on molecular status (ESR1).
Shift from "trial-and-error" to "precision."




