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THE EVOLVING LAND OF HR+ MBC:

HERAPIES



How to deal with endocrine resistance

ER+ MB(C ER

l : l

Resistance is mainly ‘:1@:‘ ce is not Resistance is not
driven by ER ven only by ER driven by ER
ESR1 mutations
(type, clonality?) PI3K-pat{1way
e ERis atarget e ‘ERis a targ alterations e ERis NOT a target
(SERD, SERCA, SERMs, PROTAC) (SERD, SERCA, SERMs, PROTAC)
4= e ADCs

e GFR/DS inhibitors e DDR

(CDKs, PI3K, AKT, mTOR, HER?2, e 10

FGFR1)

e DDR,IO, ..

Courtesy of Carmen Criscitiello (modified).
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Inavolisib is a PI3Ka-selective inhibitor and mutated PI3Ka degrader

Inavolisib is a potent, selective inhibitor of p110a, the catalytic subunit of PI3

the degradation of mutated p110a’
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Image adapted from: Brufsky AM & Dickler MN. Oncologist. 2018; 23:528.
1. Dey et al. SABCS 2019 (Poster P3-11-23);

2. Juric D, et al. SABCs 2019 (Abstract OT1-08-04; oral presentation);

3. Jhaveri K, et al. SABCS 2019 (Abstract P1-19-46; poster presentation).



INAVO-120-0S data: Turner N, ASCO 2025

Trial Design

Updated PFS

((m——————————————-—--————=——-=- <) - X i
l, Key eligibility criteria \ Enrolment period: December 2019-September 2023 Events,n(%)  Median, months (95% Cl)
I
. . . . _ —_— - 1
: Enrichment of patients with poor prognosis: 1l N=325 Inavolisib (3 mg QD PO) thavolisib (n i 103 (64.0) 17.2 (11.6-22.2)
. PIK3CA-mutated, HR+, HER2- ABC by central I + palbociclib (125 mg PO QD D1-D21) o Placebo (n'= 164) 141 (86.0) 7.3(58-92)
| CtDNA* or local tissue/ctDNA test : + fulvestrant (500 mg C1D1/15 and Q4W)** 22 1001 Stratified hazard ratio. 0.42
: + Measurable disease I Until PD ; % (95% Cl =0.32-0.55)
|+ Progression during/within 12 months of ! ortoxicity | ¥ J ~ ™
\  adjuvant ET completion ' i) 20 g
e / + palbociclib (125 mg PO QD D1-D21) ' 0 501
. + fulvestrant (500 mg C1D1/15 and Q4W)** S
* No prior therapy for ABC \ A &
|+ Fasting glucose <126 mgldL and HoA <6.0% ) 21 .
0 . . . ‘ ! ‘ 2?'5 ‘ 16?'7 ‘ . ‘ . . . ‘ Pllacebo . Median follow-up:
34.2month
Stratification factors: Endpoints 0 3 6 9 12 15 18 21 24 27 30 33 3B 39 42 45 48 51 months
* Visceral Disease (Yes vs. No) * Primary: PFS by Investigator woe Months
* Endocrine Resistance (Primary Vs. Secondary}T ¢ Secondary: OS*, ORR, BOR, CBR, DOR, PROs ! 161 146 120 112 89 73 65 57 46 32 25 19 15 1 10 7 3 1
Placebo 164 125 95 74 50 34 30 24 21 14 11 10 8 4 2 1 1 1

* Region (North America/Western Europe; Asia; Other)

oS

Deaths, n (%)

72 (44.7)
82 (50.0)

Stratified hazard ratio, 0.67

Inavolisib-{n= 161)

Placebo (n = 164)

100 ,
: (95% Cl =0.48-0.94)
i 8 p=0.0190
757 0.1 ! 3
9 ; 767 ! ; H
;;; 50 E i 72 ! 1
) ! | | 6. ’
1 1 : H 6.
254 | | 1 i .
! ! | | :
| | i i 1 Placebo
0 - : : : T : . : . : : .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at risk

161 155 149 142 131 114 99 88 78 67 54 43 34 22 19 13 7
Placebo 164 155 142 127 119 104 90 77 63 48 42 36 32 18 10 4 2

Median, months (95% Cl)

34.0 (28.4-44.8)
27.0(22.8-38.7)

Median follow-up:
34.2 months

.y
=]
=1

—
w

Received first subsequent
chemotherapy (%)
ra wn
[ S

(=]

Time to first subsequent chemotherapy

Eventsn, (%) Median, months (95% Cl)
64 (39.8) 35.6 (254-NR)
Placebo (n=164) 94 (57.3) 12.6 (10.4-16.1)

- Stratified hazard ratio, 0.43
(95% CI =0.30-0.60)

Placebo: Median, 12.6 months
Median follow-up:

No. at risk

Placebo

0 3 6 9 12 15 18 2 24 7 30 33 3B 30 4 45 43 51 34.2months

Months

161 153 136 122 104 89 77 67 57 47 ¥ 3N 28 ¥4 B 9 5 1
164 134 111 8 68 58 4 40 3 2 16 15 13 9 5 3 1 1



The NCCN Guidelines recommend NGS testing for detection of actionable
biomarkers, such as PIK3CA, AKT1, and PTEN, in HR+/HER2- aBC™

Why to test

— PIK3CA, AKT1,PTEN
are recognized as
actionable biomarkers
in metastatic
HR+/HER2- breast
cancer

@ Whom to test

— Patients with
HR+/HER2-
locally advanced or
| metastatic breast cancer

/
J

&Y When to test

— NCCN Guidelines®
recommend ordering an NGS
panel test during the initial
patient work-up for metastatic
disease

NGS panel tests can also be
ordered after progression on
first line treatment

NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.

AKT1, serine/threonine protein kinase 1; HER2-, human epidermal growth factor receptor 2 negative; HR+, hormone receptor positive; NCCN, National Comprehensive Cancer Network; NGS, next- generation sequencing; PIK3CA, phosphatidylinositol-4,5-bisphosphate
3-kinase catalytic subunit alpha; PTEN, phosphatase and tensin homolog.

1. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Breast Cancer V.2.2024. © National Comprehensive Cancer Network, Inc. 2024. All rights

&) How to test

— Utilize NGS



Targeted treatment options bheyond
progression on CDK 4/6 inhibitors



Mantain

Key inclusion criteria
Men or women 218 years
ER and/or PR HER2- MBC
ssion on ET + CDK4/6 inhibitor
chemotherapy
PS 0-1
(n=119)

Primary endpoint
+ PFS (locally assessed)

Placebo + ET*
(n=59)

Ribociclib 600 mg 3 weeks on/1 week off + ET*
(n=60)

Secondary endpoints
+ ORR, CBR, tumor and blood markers, safety

CDKs after CDKs

PACE

R -
e A | uvestran: 500 mg M L0115, then 284 |
- HR#/HER2- MBC — N
- ProgessononCOKYBI | | msieee® | p
and €T, with 26moSDon [y | tochemobetween 0
o] e |
- 2 prior lines ET for MBC |
= Noprior fulvestrant ”
= (:1 prior chemo for MBC . -
£

0 I

| ctON, |

Baseline archivaltissue tONA | D | oA
| Baseline ctDNA, CTC T (Tc — (1
PFS
1.00- Placebo + ET Ribociclib + E
' (n=59) (n=60) 100
mPFS, mo (95%Cl) - 2.76/(2:66, 3.25 529(3.02, 8.
> 075 ¢ — ) ¢ 5 :I—]|— m 6-month PFS:
= HR (95%Cl) 0.57 (0.39, 0.95); p=0.006 » 80 F: 42.9% F
E 4 F+P: 40.0%
= g F+P+A: 50.8%
a o F+P
S 0.504 2 12-month PFS:
c % 60 F: 17.5%
) g F+P:  13.1% F+P+A
w F+P+A: 35.6%
o 25 g
% 40
z
0- T | T T T 1 g
0 6 12 18 24 a0 & 2
No. at risk Time, months
— Placebo 59 13 4 1 1 1 0
— Ribociclib 60 21 11 5 3 2 0 2 4 6 8 10 12 14 16 18
Nambans st ek Months since randomization
FePeA 54 38 25 20 20 15 12 10 9

Kalinsky K, et al. ASCO 2022; Mayer EL, et al.

PALMIRA

Fulvestrant*

Letrozole#

500 mg IM, on day 1,
15, 29 and monthly
thereafter

2.5 mg PO, once

N =136 daily, continuously

Palbociclibt

75/100/125 mg PO, once daily, 3 weeks on, 1 week off

N =62 OR
100 Median follow-up of 13.2 months, 158 events
S
T 75 mPFS (mo) 6-mo PFS 12-mo PFS
s ET+ Palbociclib 49 42.1% 124%
3 ET 36 29.1% 12.3%
& 50
[
=]
% HR 0.84 (95% CI, 0.66-1.07)
g 25 2sided P=0.149
o
- L
0
0 6 12 18 24 30
Time (months)
Patients at risk, n (%)
0

b 136 (100)

4T (35) 11(8) 43
ET 62 (3

16 (26) 4 (6)

-
B

0(0)

o st WL Harwed rotes (T bsbobon 15 boat, o0 Wonib, 5 M progrsscn- o sunl, PF5. Progeesses fres sorvel

SABCS 2022; Llombart A, et al. ASCO 2023



postMONARCH (Phase 3): Abemaciclib + fulvestrant vs fulvestrant
alone for HR+/HER2- MBC following CDK4/6 inhibitor + ET progression

e Primary Endpoint:
/ sl \ Investigator-Assessed PFS

e, ISR A g Abemaciclib + Fulvestrant Secondary Endpoints:

OS, PFS by BICR, ORR,
CBR, DCR, DoR, Safety, PK

Men & Pre/post menopausal women

Prior Therapy:
« ABC: Disease progression on

[ 808 & PRO
CDK4/6i + Al as initial therapy : : :
- Adjuvant: Disease recurrence * Duration of prior CDK4/6i

: Placebo + Fulvestrant !
on/after CDK4/6i + ET ‘ + Visceral metastases
\No other therapy for ABC f"" / * Geographic region
Wlé;‘

Stratification Factors:

LRandomization 11 ]

100 B, Abemaciclib + Placebo +
Abemaciclib + Placebo + 100 d R
S % Fulvestrant (N'= 182) Fulvestrant (N = 186) Eulvestisnt;(N = 162) 8 Eulvestrant (N = 165)
= R 60 92
] < Events
E 80 _ Events 114 141 S % 6-month PFS rate: 12.9 5.6
S 7 Median (95% Cl); 6:0 5.3 % 68% Median (95%Cl); months 9.5 .NR 39 - 77
» 6- th PFS rate: months (5.6 — 8i6 3.7-5.6 3 70 — e
8 60 snomh B tale L W @ HR (95% Cl); 0.55 (0.39 - 0.77)
2 50% HR (95% Cl); 0.73 (0.57 - 0.95) ) | R 00004
L s nominalp o & 0.02 % o | P :
K 5 I —
§ 40 _§ i
?,’ 30 g % : 2 4 Estimates impacted by
o § I informative censoring
20 | 20 | (discordance with
. : o | investigator events:
| l 51% abemaciclib arm,
) 3 6 9 12 15 18 21 % 3 U ey b i 71 29%Placebo.am)
Number at Risk Time (months) Wus* - . - Ane (oo :) 5 A
—_— 1 " 4 1 1
== H e : i ) : 3 = - “ o 5 s : : :

Kalinsky K, et al. ASCO 2024
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How to deal with endocrine resistance

ER+ MB(C ER

l : l

Resistance is mainly ‘:1@:‘ ce is not Resistance is not
driven by ER ven only by ER driven by ER
ESR1 mutations
(type, clonality?) PI3K-pat{1way
e ERis atarget e ‘ERis a targ alterations e ERis NOT a target
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(CDKs, PI3K, AKT, mTOR, HER?2, e 10

FGFR1)
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Courtesy of Carmen Criscitiello (modified).



Prevalence of ESR1 Mutations in Untreated vs Treated ER+/HER2- mBC

Treatment Setting ESR1 Mutation

Prevalencel-®
At Initiation of First-Line ET ~5%

Second-Line ~33%

Third-Line Up to 40%

1. Jeselsohn R et al. Clin Cancer Res 2014;20:1757-1767; 2. Jeselsohn R et al. Cancer Cell 2018;33:173-186; 3. Allouchery V et al. Breast Cancer Res 2018;20:40;
4. Schiavon G et al. Sci Transl Med 2015;7(313):313ral182; 5. Brett JO et al. Breast Cancer Res 2021;23(1):85.



Mechanism of Action of New Endocrine Agents Targeting the ER Domain

SERM

SERD

PROTAC

;CERAN

nucleus

gene

transcription

nucleus

gene
transcription

gene
transcription

low chromatin accessibility

cytosol

-
PROTAC

ERligand linker E3 jigase

ligand

E3 ligase

b

E2 enzyme

A B c D E Complete antagonists turn off AF2
. . . X ) and recruit N-CoR to inactivate AF1
Ovaries Adrenal Ovaries Adrenal Ovaries Adrenal Ovaries Adrenal Ovaries Adrenal mTOR
\AA/ / \/ \/ \A/ PBKR f_g@ CERAN
(a complete
Androgens Androgens Androgens Androgens Androgens MAPK — antagonist)
Aromatase CSRC ————— IS¢ & off
inhibitors EGRR ———— M) No Cancer Cell
estrzgen estragen ® SERMs estrgge‘n *SERDS; estrogen ceR _/) Do Lancer

GR ——— NIRRT NG

In breast cancer and uterine cells AF1 is
activated through signaling pathways

CERANSs block AF1 activity, even in the presence of signaling, preventing cell proliferation

a,
',;") ER turnover gene
<7 e
transcription
No treatment Aromatase inhibitors SERMs SERDs PROTACSs

Hanker AB et al. Cancer Cell. 2020;37:496-513; Jhaveri SABCS 2021

SERCAs




SERENA-6 Study (Turner N, ASCO 2025; Bidard FC, NEJM 2025 ; Bidard FC ASCO 2026 )

Baseline characteristics

Characteristic

Camizestrant + Al + CDK4/6i
CDKA4/6i (N=157) (N=158)

Updated Investigator-assessed PFS

- Camizestrant + Al +
Median age (range) — years 61.0 (29-81) 60.5 (35-89) 100
Female — n (%) 157 (100) 155 (98) CDK4/6i (n=157) | CDKA4/6i (n=158)
Race —n (%) White 97 (62) 102 (65) 90 Events, n (%) 99 (63.1) 124 (78.5)

— (V] -

Asian/other 39 (25)/21 (13) 34 (22)/22 (14) 80 7 Median PFS (95% Cl); months ~ 16.8 (14.7-19.4) 9.2 (7.2-97)

Postmenopausal status — n (%) 123 (78) 127 (80) 70 4 o Z z ;

ECOG performance-status score— n (%)* 01 107 (68)/ 48 (31) 98 (62) /56 (35) - (ot G 0+45 (005 0.50) ol rs0. DUDTH

Visceral metastases — n (%)1 66 (42) 71 (45) 8 ]
At first test 84 (54) 84 (53) 0 50 4

Time of ESR1m detection — n (%)T At a subsequent test! 73 (47) 74 (47) & 40 4 34.9% 30.4%
Median (range) — months 22 (4-95) 22 (6-96) 30 Camizestrant + CDK4/6i

. o _ 218 months 97 (62) 100 (63)
e enen 1 0K co ) 56 1) 2°-
i Median (range) — months 23 (7-96) 23 (6-96) 10 4 | Median follow-up: 23.5 months —L_b_L 5%

CDK4/6i continued E?t!?;ﬁgb 12149((1756)) 1;39 ((1755 0 . . . . . . . . ————=& AREORAN ;

at randomization — n (%)t = f 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Abemaciclib 14.(9) 16 (10) 0 Number of Time from randomization (months)
D538G 70 (45) = 82 (52 patients at risk

Most common ESR1m at baseline — n (%)* Y5378 61 (39) . ﬂ(:ﬁ) i & 157 143 125 109 90 78 57 42 31 23 17 7 5 2 2 0
YS37N 29 (19) 25 (16) 158 127 90 73 48 35 20 16 12 4 1 1 0 0 0 0

Time to deterioration in global health
status/quality of life

Camizestrant + Al +
CDK4/6i (N=107) | CDK4/6i(N=95) 100

100 -
50 ] ) Events 36 49 %0
. Camizestrant + CDK4/6i 7 AN 8.4 N & 80
£ 80 edian TTD (35%CI). 53 5438 NC) 6.4 (2.8, 14.0)
T 404 months 70
% 60 - djiusted HR (95% CI):0.53 (0.33-0.82); nominal P<0.001 g 60
] % 50
& 50 s
S Al + CDKA4/6i 1 40
= 40
5 30
- %7 20
A 20 A
10
10
0
0 T T T T T T T T T T d
0 3 6 9 12 15 18 21 24 27 30 33
Time from randomization (months) Number of
Number of patients at risk patients at risk
Camizestrant + CDK4/6i 107 72 59 40 24 16 9 6 3 2 2 0
Al + CDK4/6i G5 42 26 16 11 8 2 2 1 1 1 0

Final PFS2

Camizestrant + Al +
CDK4/6i (n=157) | CDK4/6i (n=158)
Events, n (%) 80 (51.0) 90 (57.0)

Median PFS2 (95% Cl); months 25.7 (20.4-30.3) 19.1 (16.8-21.0)
HR (95% Cl): 0.63 (0.46-0.86); p=0.00373

50.8%
| 41.5%

|36.39 Camizestrant + CDK4/6i

A supplementary analysis of PFS2 per RECIST v1.1 1
criteria was consistent: HR 0.64

(95% CI: 0.46-0.90), nominal p=0.0094 =

Al + CDK4/6i

T T T T T T T T T T T T T T T 1

3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months)

Camizestrant + CDK4/6i [EY4 150 145 138 127 113 86 63 42 32 24 10 5 5 4 0
IR 158 149 129 120 102 82 60 40 30 17 12 8 3 2 0 0



EMERALD Phase 3 Study Design & Primary Endpoint (PFS by IRC)

Elacestrant
Inclusion Criteria

400 mg once daily®
(n=239)

Men and postmenopausal women with
advanced/metastatic breast cancer

ER-positive,? HER2-negative

Two Primary
Endpoints:

= PFS by BIRC in
all patients

Disease
progression or
Yinacceptable

toxicityd

= PFS by BIRC in

Progressed on 1 or 2 lines of endocrine
therapy, including 1 line containing a CDK4/6i

=1 line ofchemotherapy in the advanced or
metastatic setting

ECOGPSO0 or1

» Letrozole
*» Exemestane

Patients With Tumors Harboring rm£E£SRZ

100~ Elacestrant sSOC
__ 907 LN \Y 115 113
g 20— Event (2% 62 (53.9) 78 (69.0)
— s y
—] ™ S th 3.78 1.87
E 70 ; ?dl‘n" {months)
o= g0 b Pvalue 0.0005
‘S ] ard ratio (9590 CI) 0.546 (0.387 — 0.768)
50
=
B o
= 30
[ 3 o < =r ~cxer =
as 20 = ¥ hii A
10— —&— Elacestrant g .
o Standard of Care
T T T T T 1 T 1 T T T T 1 1 T 1 1 1 1 1 1 T T T T T
o 1 2 3 <3 5 =3 7 8 k= i0 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Time (months)
Elacestrant 115 105 5S4 46 35 33 26 26 21 20 16 14 11 a 7 s s 4 4 1 1 1 1 1 o
SOC 113 99 39 34 19 18 12 1z =l =l 4 1 1 1 o

Elacestrant demonstrated a statistically significant and clinically meaningful

ESR71-mut
Follow Up

Other Secondary
Endpoints included:

PROs
HRQoL

Elacestrant is associated
with a 45% % reduction in

the risk of progression or
death in patients
harboring mESRY

PFS improvement versus SOC

in patients with ER+/HER2- advanced/metastatic breast cancer and m£E£SRKRY following CDK4/6i therapy

Bardia A, et al. SABCS 2021



PFS by Duration of Prior CDK4/6i in 15t Line mBC

Median PFS
Months
(95% CI)

Duration on CDK4/6i in the metastatic setting

At least 6 mo

Elacestrant

4.14
(2.20 - 7.79)

1.87
(1.87 - 3.29)

At least 12 mo

Elacestrant

8.61
(4.14 - 10.84)

1.91
(1.87 - 3.68)

At least 18 mo

Elacestrant

8.61
(5.45 - 16.89)

2.10
(1.87 - 3.75)

PFS rate at 6 months 42.43 19.15 55.81 22.66 58.57 27.06
(95% CI) (31.15 - 53.71) | (9.95 - 28.35)  |.(42.69 - 68.94) | (11.63 - 33.69) | (43.02 - 74.12) | (13.05 - 41.07)

PFS rate at 12 months 26.02 6.45 35.81 8.39 35.79 7.73
(95% CI) (15.12 - 36.92) | (0.00 - 13.65) | (21.84 - 49.78) | (0.00 - 17.66) | (19.54 - 52.05) | (0.00 - 20.20)

PFS rate at 18 months 20.70 0.00 28.49 0.00 30.68 0.00
(95% CI) (9.77-3163) | ( . -.) |(14.08-4289)| (. - .) |(13.94-4742)| (. - . )

Kaklamani V, et al. SABCS 2022



VERITAC-2 Study (Hamilton E, ASCO 2025; Campone M, NEJM 2025)

Trial Design

Key Eligibility Criteria \

PFS (%)

28-day Treatment Cycles
+ Age 218 years old Primary Endpoint:
+ ER+/HER2- advanced or metastatic ’T Vepdegestrant (n=313) * PFSbyBICR in
reasLeancer i i — ESR1m population
+ Prior therapy: = 200 mg orally (once daily) ‘
~ 1 line of CDK4/6i + ET 5 ~ Al patients
- <1 additional ET | ®
N ite.
— Most recent ET for 26 months = Ful =311 Secondary Endpoints:
— No prior SERD (eg, fulvestrant, -§ ulvestrant (n=311) + OS (key secondary)
SEee ey g 500 mg IM + CBR and ORR by BIC|
— No prior chemotherapy for x (days 1 and 15 of cycle 1; day 1 of
advanced or metastatic disease S+ subsequent cycles) * AEs
+ Radiological progression during or stratification Factors:
after the last line of therapy + ESR1 mutation? (yes vs no)
+ Visceral disease (yes vs no)
PFS by BICR in All pts
- Vepdegestrant Fulvestrant
160 - Vepdegestrant - nizizran ur\nl:;:an
904 — Fulvestrant Median follow-up, months 7.4 72
80 Events, n (%) 186 (59) 198 (64)
704 Median PFS, months 3.7 3.6
(95% CI) (3.6-5.3) (2.2-3.8)
Bl Stratified HR (95% CI) 0.83 (0.68-1.02)
50 2-sided P=0.07
40-
30+
20+
10+
0 S

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18

Time (Months)

2CBR was defined as the rate of confirmed CR or PR at any time, or SD, non-CR, or non-progressive disease for 224 weeks

PFS (%)

PFS by BICR in pts with ESR1m

100 Vepdegestrant Fulvestrant
— Vepdegestrant n=136 n=134
90+ — Fulvestrant Median follow-up, months 74 6.0
80+ Events, n (%) 79 (58) 95 (71)
704 Median PFS, months 5.0 2.1
6-month PFS (95% CI): (95% Cl) (3.7-7.4) (1.9-3.5)
60+ 45.2% = =
(36.1-53.9) Stratified HR (95% Cl) 0.57 (0.42-0.77)
50 d 2-sided P<0.001
404
304
204 22.7% L L n
104 (15.1-31.2)
0 — — ‘ — — —
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
Time (Months)
a b . .
CBR? and ORR” in pts with ESR1m
70 Odds ratio: 2.88
(95% CI: 1.57-5.39)
60 7 P<0.001°
42 .1
— 50 - io:
(&) Odds ratio: 5.45
32 40 (95% CI: 1.69-22.73)
g P=0.001°
+l 30 - 20.2 18.6
2
20
40 4.0
0 &
Vepdegestrant Fulvestrant Vepdegestrant Fulvestrant
n=121 n=119 n=97 n=100

°0ORR was defined as the rate of confirmed CR or PR and was estimated in patients with measurable disease at baseline.




ER+, HER2- ABC

Men and Pre-2/Post-menopausal
women

Prior therapy:

* Adjuvant: Recurrence on or
within 12 months of completion
of Al + CDK4/6i

* ABC: Progression on first-line
Al + CDK4/6i

* No other therapy for ABC

Stratification Factors:
* Prior CDK4/6i therapy (Y/N)

EMBER-3 trial: Design and Key outcomes

Trial Design

Primary Endpoints
Investigator-assessed PFS f
* A vs B in patients with ESR1
* Avs B in all patients
* Cvs Ain all" patients

Imlunestrant
400 mg QD

SOC ETde
Fulvestrant or

Key Secondary Endpoints
Exemestane

* OS, PFS by BICR, and ORR
* Safety

Imlunestrant
Exploratory Endpoints

400 mg QD + |CP

« Visceral metastases (Y/N) abemaciclib® * P";S ar.ld OSforCvsBin
- Region® all" patients
PFS by BICR in All pts
100 = imlunestrant SOCET
B | n=331 n=330
®
>
§ 75 45Y% No. of events : 2371 253
9 Median (95% Cl); 5.5
& 39% Months (6:3-7.3) (4.6-5.6)
: ¥
s 43%: HR (95% Cl) 0.87 (0.72-1.04)
g 5 : ; p-value 0.12
9 22%! W, - "
= | [ Prespecified Critical HR < 0.842 ]
0 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. at risk Time (months)
= 331 225 173 135 118 89 62 47 43 30 20 19 13 10 O 0
330 221 165 122 89 63 51 41 38 23 17 14 10 2 0 0
[ PFS difference of imlunestrant vs SOC ET in all patients did not reach significance ]

100 1

Progression-free Survival (%)

75

501

25

PFS in pts with ESR1m

Imlunestrant SOCET
n=138 n=118

No. of events 122 103
44, Median (95% Cl) = ‘
% (3.9-7.4) 3

HR (95% Cl) 0.62 (0.47-0.82

Nominal p-value? = 0.0007

04 — SOCET
0 3 15 18 21 24 27 30 33 36
i} Time (months)
No. at risk
L= 138 92 56 50 30 25 16 8 T 4 2 1 0
— 118 70 33 18 6 5 1 0 0 0 0 0 0

PFS benefit of imlunestrant was sustained in patients with ESRTm

Progression-free Survival (%)

Imlunestrant + Abema vs Imlunestrant in All pts

Imlunestrant

1007 S Imlunestrant
66% + abemaciclib n=2132
' n=213
754 : No. of events 144 174
=% Median (95% Cl) @ :.55 6
50 | : 34% . - —
o ! . HR (95% ClI) 0.59 (0.47-0.74)
’ E | Nominal p-value? < 0.0001
25+ : !
— Imlunestrant ; :‘
+ abemaciclib , '
04 — Imlunestrant : : : :
0 3 6 9 12 15 18 21 24 27 30 33 36 39
) Time (months)
No. at risk
— 213 159 12 101 78 70 59 54 36 20 14 10 2 0
— 213 130 78 73 54 4 35 26 18 14 8 4 0 0

PFS benefit of imlunestrant + abemaciclib was maintained in all patients

Jhavery K, et al. SABCS 2024; Jhavery K, et al SABCS 2025




Background — giredestrant

Giredestrant (GDC-9545) is a potent next-generation oral SERD and full ER antagonist, designed to drive deep
and sustained inhibition of ER signaling, both ligand-dependent and ligand-independent.’

F Estrogen

.  Q
o

. ew
Full antagonism
.:; @ 1 Giredestrant

i Degradation / o)
N

N B ’ 3 ) )
» Genes for proliferation
oy, N o
("'19’ H
Nucleus

Giredestrant chemical structure Giredestrant mechanism of action
(basic amine side chain)? (selective estrogen receptor antagonist and degrader)

ER, estrogen receptor; SERD, selective estrogen receptor antagonist and degrader. 1. Liang J, et al. J Med Chem 2021; 64:11841—-11856;
2. National Center for Biotechnology Information. PubChem Compound Summary for CID 121410806, Giredestrant. https://pubchem.ncbi.nim.nih.gov/compound/Giredestrant. Accessed December 9, 2025.

Aditya L. Bardia, MD, SABCS 2025



Trial Design

evERA: Design and Key outcomes

Enrolment period: August 2022 to October 2024

PFS in ESR1m

Giredestrant +

everolimus
n=102

SOCET +
everolimus
n=105

Key eligibility criteria* 100 4
+ ER+, HER2-aBC (1-3L of therapy) Giredestrant (30 mg) + everolimus (10 mg)t Until PD
« <2 prior lines of ET in the aBC setting or Events, n (%) 63 (61.8) 89 (84.8)
= PD or relapse during/post-CDK4/6i + ET unacceptable 80 4 .
+ No prior chemotherapy in the aBC setting SOC ET# + everolimus (10 mg)t toxicity 66.1% Median, mo (95% CI)  9.99 (8.08, 12.94) 5.45 (3.75, 5.62)
+ Measurable disease per RECIST v1.1 or evaluable #Exemestane/fulvestranttamoxifen 2 .
bone metastases i < 60 Stratified HR 0.38
L ) T Dexamethasone mouthwash prophylaxis and treatment was E (95‘%) Cl) (027, 054), p < 00001
strongly recommended per SWISH trial protocol’ a |7 X o
* Trialwas enriched to 55% of patients with ESR1m at baseline >' 40.5%
(centrally tested via circulating tumour DNA) = 40 +
Stratification factors Co-primary endpoints (RECIST v1.1) &
+ Prior treatment with fulvestrant (yes vs no) * INV-PFS in patients whose tumours had ESRTm 20 -
+ ESR1m (yes vs nof/indeterminate) * INV-PFS in the ITT population
+ Site of disease (visceral [lung and/or Key secondary endpoints
liver involvement] vs non-visceral) + 0S 04, r r r r r r r T - .
» INV-assessed ORR, DoR 0 3 6 9 12 15 18 21 24 27 30
No. at risk Time (I'I'IO)
Giredestrant + everolimus 102 85 61 52 28 13 6 2 2
SOC ET + everolimus 105 67 35 25 10 2 1 1 1
- o o
PFSin ITT Giredestrant+ J SOCET# OS in ESR1m (immature)
everolimus everolimus ESR7Tm population (59% mature)
100 4 n=183 n=190 100
Events, n (%) 126 (68.9) 163 (85.8)
80 4 80
Median, mo (95% Cl)  8.77 (6.60, 9.59) .5.49 (4.01, 5.59)
e 60 4 Stratified HR 0.56 ___ &0 y
w (95% Cl) (0.44, 0.71); p < 0.0001 =
o 3
> 404 34.1% a0 4
= Giredestrant SOC ET +
— + everolimus everolimus
n =102 n =105
20 4 -0 4 Events, n (%) 26 (25.5) 41 (39.0)
t Median, mo (95% Cl) (20.-:\17? NE) (14_331,'%::5_37)
L Stratified HR 0.62 (0.38, 1.02);
04 o (95% Cl) p = 0.05666
(.J Z; (Ii é 1'2 1.5 1'8 2I1 2:4 2";' 3'0 ° 3 e ° 12 15 18 21 24 27 =0 aa a6
. No. at risk Time (mo
No. at risk Tlme (mo) Giredestrant + :v:—al:—nsus 102 26 a7 81 57 37 19( )a =3 2
Gil‘EdE‘StFanl+ evaro“mus 183 149 95 ?0 47 29 14 3 3 1 SOC ET + everolimus 105 100 23 79 57 23 18 10 3 1
SOC ET + everolimus 190 131 68 50 27 14 7 3 3 1
Mayer E, et al. ESMO 2025



PFS2 in the overall study, ESR1m, and ESR7Tm not
detected populations

Overall study ESRTm ESR1m not detected
Giredestrant + SOCET + Giredestrant + SOCET + Giredestrant + SOC ET +
everolimus everolimus everolimus everolimus everolimus everolimus
n=183 n=190 n=102 n=105 n =81 n =85
Events, n (%) 81 (44.3) 108 (56.8) Events, n (%) 39 (38.2) 57 (54.3) Events, n (%) 42 (51.9) 51 (60.0)
Median, mo (95% ClI) 19.02 (15.51, NE) 13.17 (11.70, 15.87) Median, mo (95% CI) 19.02 (15.51, NE) 12.94 (11.76, 17.61) Median, mo (95% CI) 17.25 (13.01, NE) 12.88 (9.76, 20.83)
HR (95% CI) 0.69 (0.51, 0.92) HR (95% Cl) 0:61 (0.40, 0.93) HR (95% CI) 0.77 (0.51, 1.17)
801 801
S 60 9 S 607
N o ~
4 Y @
o 401 o o 401
201 20+
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. at risk Time (mo) No. at risk Time (mo) No. at risk Time (mo)
Giredestrant +1g3 173 156 129 100 74 48 21 11 3 Giredestrant +49p 95 85 72 50 30 15 6 5 2 Giredestrant + g1 77 79 57 50 44 33 15 6 1
everolimus everolimus everolimus
SOCET+ 490 177 157 121 87 58 38 18 8 1 SOCET+ 405 99 89 66 45 21 8 3 1 SOCET+ g 78 68 55 42 37 30 15 7 1
everolimus everolimus everolimus

Data cutoff: July 16, 2025. Median follow-up: 18.4 mo (giredestrant + everolimus); 18.7 mo (SOC ET + everolimus). HR estimates are stratified. PFS2 was defined as the time from randomization to first progression on next-line therapy or death.
Cl, confidence interval; ESR1m, ESR1 mutation; ET, endocrine therapy; HR, hazard ratio; mo, months; NE, not evaluable; PFS2, progression-free survival 2; SOC, standard-of-care.

2026 ASCO PPVTer ) Feeseveosv: Komal L. Jhaveri, MD, FACP, FASCO ASCO st
KNOWLEDGE CONQUERS CANCER
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Key follow-up anti-cancer therapies

Overall stud ESRTm ESR1m not detected

. Giredestrant + SOCET + Giredestrant + SOC ET + Giredestrant + SOCET +
Patients, n (%) . . . : . .
everolimus everolimus everolimus everolimus everolimus everolimus

n=183 n=190 n=102 n=105 n =81 n=385

Discontinued all study treatment 142 (77.6) 176 (92.6) 72 (70.6) 98 (93.3) 70 (86.4) 78 (91.8)

Received follow-up therapy*t 110 (60.1) 137 (72.1) 49 (48.0) 75 (71.4) 61 (75.3) 62 (72.9)

Chemotherapies 76 (69.1) 98 (71.5) 31 (63.3) 49 (65.3) 45 (73.8) 49 (79.0)

Capecitabine 49 (44.5) 66 (48.2) 18 (36.7) 33 (44.0) 31 (50.8) 33 (53.2)

Paclitaxel 31 (28.2) 43 (31.4) 13(26.5) 21 (28.0) 18 (29.5) 22 (35.5)

ETs 42 (38.2) 42 (30.7) 22 (44.9) 26 (34.7) 20 (32.8) 16 (25.8)

Fulvestrant 22 (20.0) 21 (15.3) 9(18.4) 10 (13.3) 13 (21.3) 11 (17.7)
Elacestrant 5 (4.5) 12 (8.8) 4 (8.2) 9 (12.0) 1(1.6) 3(4.8)
Exemestane 9 (8.2) 7(5.1) 6 (12.2) 6 ( 8.0) 3(4.9) 1(1.6)
Tamoxifen 3(2.7) 2(1.5) 1(2.0) 1(1.3) 2 (3.3) 1(1.6)

ADCs 27 (24.5) 43 (31.4) 9 (18.4) 19 (25.3) 18 (29.5) 24 (38.7)

Trastuzumab deruxtecan 20 (18.2) 31(22.6) 4 (8.2) 15 (20.0) 16 (26.2) 16 (25.8)

Sacituzumab govitecan 5 (4.5) 18 (13.1) 4 (8.2) 5(6.7) 1(1.6) 13 (21.0)
Targeted therapies 29 (26.4) 19 (13.9) 13 (26.5) 12 (16.0) 16 (26.2) 7 (11.3)
Capivasertib 10 (9.1) 5 (3.6) 2(4.1) 2(2.7) 8 (13.1) 3(4.8)
Biologics! 17 (15.5) 22 (16.1) 4 (8.2) 11 (14.7) 13 (21.3) 11 (17.7)
CDKis? 8 (7.3) 13 (9.5) 4 (8.2) 6 (8.0) 4 (6.6) 7 (11.3)

[ Key follow-up cancer therapies reflect the expected follow-up therapies for this patient population ]

Data cutoff: July 16, 2025.

* Includes patients who received = 1 follow-up cancer therapy, excluding radiotherapy and surgery, regardless of the line of treatment. t Percentages for therapies listed were calculated using the number of patients who received follow-up therapy as
the denominator. ¥ Includes patients who received an approved CDK4/6i and those who received an investigational CDK2i or CDK4i. Il Includes bevacizumab, immunotherapy, and HER2-targeted antibodies.

ADC, antibody—drug conjugate; CDK(2/4/6)i, cyclin-dependent kinase (2/4/6) inhibitor; ESR1m, ESR1 mutation; ET, endocrine therapy; SOC, standard-of-care.

2026 ASCO PPVTer ) Feeseveosv: Komal L. Jhaveri, MD, FACP, FASCO ASCO st
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ERA

Breast Cancer

ORR and DoR in the ESRTm and ITT populations, and in
patients without ESR7m detected

Giredestrant SOCET

ORR* + everolimus + everolimus MEdian DOR (950/0 CI)I

PR
A 12.8%t
(95% CI: 0.48, 24.7) A 1249 [ ] M cr
|7 170 14.88
30 (95% Cl: 3.4, 207) 16 _(g 10 NE)
26.6% ] + -
o5 | N 23.8% (95% Cl: -1.6, 24.0) (9.66, 18.20) (7.56, NE)
—_— —12 |
20.0% =t
~20 - €
o~ ~10 -
:,' | x 733 7.72 772
¥ 15 | 13.8% ; S s (3.84, NE) (3.84, 11.07) (3.71, NE)
2 11.7% c
[1°] ° 6 -
a 10 - 8.7% g
L (W = 4
5 - \CS“\
2
0 A 0 -
Giredestrant + SOC ET + Giredestrant + SOCET + Giredestrant+ SOCET + Giredestrant+ SOCET + Giredestrant + SOCET + Giredestrant + SOCET +
everolimus  everolimus everolimus  everolimus everolimus  everolimus everolimus  everolimus everolimus  everolimus everolimus  everolimus
n =294 n=294 n =164 n=163 n=70 n==69 n=25 n=13 n=239 n=19 n=9 n=5
ESR1m ITT Without ESRTm ESR1m ITT Without ESRTm

Data cutoff: 16 July 2025. * Patients who had measurable disease at baseline; all responses were confirmed on two consecutive occasions 2 4 weeks apart. T Stratified analysis. * Patients who had measurable disease at baseline and an objective response.
Cl, confidence interval, CR, complete response; DoR, duration of response; ESR1m, ESRT mutation; ITT, intention to treat, mo, months; NE, not evaluable; ORR, objective response rate; PR, partial response; SOC ET, standard of care endocrine therapy.

Presented by: Erica L. Mayer, MD, MPH. Mc{lngress
2025



Safety profile

No signal of cumulative tox

Giredestrant + everolimus n =182 SOC ET + everolimus n = 186
Stomatitis* [l E |
Diarrhoea
Nausea
Fatigue
Decreasesd appetite
Anaemia
Rash
Pneumonitis
QOedema peripheral
Cough
AST increased
Headache
Vomiting
Back pain
Arthralgia
Dysgeusia
Platelet count decreased
ALT increased

Hyperglycaemia
Constipation

Hypokalaemia

Neutrophil count decreased
Weight decreased

Giredestrant SOCET
+ everolimus + everolimus

Grade 1-2

. . Grade 3—4

Insomnia
Pruritus

30 40 50

Patients (%)

A Gennari

Baselga J et al. N Engl J Med. 2012

Giredestrant + SOCET +
everolimus everolimus
n =182 n =186
Treatment-related AEs
Giredestrant or SOC ET 118 (64.8) 106 (57.0)
Everolimus 168 (92.3) 160 (86.0)
Any 171 (94.0) 163 (87.6)
AEs leading to discontinuation
from treatment
Giredestrant or SOC ET 15 (8.2) 12 (6.5)
Everolimus 31 (17.0) 22 (11.8)
Any 31 (17.0) 22 (11.8)
BOLERO2 toxicity profile
Table 2. Adverse Events Irrespective of Relationship to Study Treatment (with at Least 105 Incidence
in the Everolimus—Exemestane Group).
Everolimus and Exemestane Placebo and Exemestane
Adverse Event (N=482) (N=238)
Grade 3 Grade 4 Grade 3 Grade 4
Any Event Event Event Any Event Event Event
7 percent
Stomatitis 56 8 0 11 1 0
Rash 36 1 0 6 0 0
Fatigue 33 3 <l 26 1 0
@iarrhea 30 2 <l 16 1 0
Decreased appetite 29 1 0 10 0 0
Nausea 27 <l <l 27 1 0
Cough 22 1 0 11 0 0
Dysgeusia 21 <l 0 5 0 0
Headache 19 <1 0 13 0 0
Decreased weight 19 1 0 5 0 0
Dyspnea 18 4 0 9 1 <1
congress
Mayer EL et al, ESMO 2025. m



Early

100

~60% PD in

80 | 6 months

60

PFS (%)

40 -

PFS in patients with ESR1-mut:

elacestrant vs SoC 100

mPFS, months 3.8 1.9 75
Hazard ratio (95% CI) 0.55 (0.39-0.77)
F-value 0.0005

SoC
(n=113)

50

Progression-free Survival (%)

~60% PD in

6 months

progression in ESR1 mut: single agent SERD vs SERD + targeted therapy

No. of No. of Median PFS

Patients Events (95% CI) mo.

Imlunestrant 138 109 55(3.9-74)
S0C 118 102 3.8(3.7-55)

Hazard ratio for disease progression or death,

0.62 (95% CI, 0.46-0.82)

P=0.001

25 '
EMERALD : EMBER 3
—e— Elacestrant ; 1
—8— Standard of care 0 1
0 +———4 y —r—1 y , : '
012345678 91011121314151617 18192021 22 2324 25 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months
N rostant (1500854 46 3 38 2 28 21 20 18 1'201?‘25? 56544111110 No- at risk ( J
t 3
ac“;o% 139933 3419181212 9 9 4 1 1 1 0 —138 95 T4 56 45 35 22 18 15 8 4 4 3 2 0 O
~—118 74 51 33 1@ 7 5 3 2 1 0 0 O 0 0 O
0 H No.of  No.of  Median PFS .
..—.100 ~33 /‘.J PD In Patients  Events  (35% CI) mo. 100 4 ~33°/0 PD n Giredestrant + SOC ET+
B_"‘_:, 6 m onth S ImI.Jneslranl;ah:nmaL;lclll: ;’ 36 1 ;‘Is E;;-:QZT:] 6 m onth S E':?!:rnnzus n= |ul'
g ot Y P 80 1 Events, n (%) 63 (61.8) 89 (84.8)
E 75 Hazard ratio for disease pragressian or death,
E 0.53 (95% CI, 0.35-0,80) = Median, mo (95% CI)  9.99 (8.08, 12.94)  5.45 (3.75, 5.62)
@ £ g0 Stratified HR 0.38
a Py {95% CI) (0.27, 0.54); P < 0.0001
£ 50 L
: :
2 3 404
2 Z
L 25
on
= EMBER 3 20 4 ERA
0 o ,
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 0 3 6 9 12 Tirmgs[mo) 21 24 27 30
i No. at risk
No. at risk Time (months) Giredestrant + everalimus 102 8 61 52 28 13 & 2
ET + everolimus 105 87 35 % 10 2 1 - -
— 67 54 47 39 33 22 14 T 6 3 1 1 o o 0 o "
—_— 02 62 50 35 28 20 12 9 7 3 0 0 0 0 0 0
A Gennari

Mayer EL et al, ESMO 2025. Bidard FC et al. J Clin Oncol.

2022. Jhaveri KL et al. N Engl J Med. 2025.

congress
BERLIN
m



persevERA BC study design

A Phase lll, randomized, double-blind, placebo-controlled, multicenter trial in 1L LA/mBC

4 )
Key eligibility criteria:
* 1L ER+, HER2- LA/mBC* 4 ) 4 )
_ _ , ) Giredestrant 30 mg PO QD
* Locally confirmed histologic/cytologic + placebo PO QD
diagnosis N =992 + palbociclib 125 mg PO QD Day 1-21
» No prior treatment for advanced disease on each 28-day cycle Treatment
ot e A (&) jmtPDor || SURVIVAL
* Disease recurrence > 12 months from toxicity
completing prior (neo)adjuvant tamoxifen/Al e
+ placebo PO QD
 Disease recurrence < 12 months for patients + palbociclib 125 mg PO QD Day 1-21
receiving (neo)adjuvant tamoxifen (protocol v1) on each 28-day cycle \ ) 9 )
* No active cardiac disease or history of
\_cardiac dysfunction )

* Patients with de novo mBC were capped at 20%

Stratification factors: . .
Primary endpoint:
* Site of disease: Visceral vs nigvizgghal * Investigator-assessed PFS (INV-PFS) per RECIST v1.1

« Menopausal status: Post-menopausal vs pre-menopausal/male Secondary endpoints:

« Region: North America vs Western Europe vs Asia—Pacific vs other . . I
9 ] + 0OS, ORR, CBR, DoR, safety, PROs (TTD of pain, physical functioning,
« TFl since the end of prior (neo)adjuvant therapy: De novo metastatic role functioning, GHS/QoL)
vs < 12 months vs > 12 months
Enrollment: October 9, 2020, to March 27, 2023. ER+ was defined as = 1% positive cells by immunohistochemistry. Pre-menopausal women, and men, also received ovarian function suppression with an approved luteinizing hormone-releasing
hormone agonist. 1L, first line; Al, aromatase inhibitor; CBR, clinical benefit rate; DoR, duration of response; ER+, estrogen receptor-positive; GHS/QoL, global health status/quality of life; HER2—, HER2-negative; (LA/m)BC, (locally advanced/metastatic)
breast cancer; ORR, objective response rate; OS, overall survival; PD, progressive disease; PO, orally; PRO, patient-reported outcome; QD, once daily; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumours;

SERD, selective estrogen receptor antagonist and degrader; TFI, treatment-free interval; TTD, time to deterioration.
ClinicalTrials.gov number, NCT04546009. Adapted from Turner NC, et al. ASCO 2021 (TPS1103), with permission.

2026 ASCO #ASCO26 presenTeD BY: Nicholas C. Turner, MD, PhD ASCO AMERICAN SOCIETY OF

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER



Primary endpoint: INV-PFS

100 7

90 1

80 1

70 7

60 1

50 1

PFS (%)

40 1

30 1

20 1

10 1

Giredestrant Letrozole

+ palbociclib | + palbociclib
n =495 n =497

Events, n (%) 300 (60.6) 323 (65.0)

Median, months 33.1 28.2
(95% Cl) (30.2,38.3) (25.0,33.1)
Stratified HR 0.89

(95% Cl)  (0.76, 1.05); p = 0.1553

0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64

No. at risk

Giredestrant + palbociclib495 484 461 429 422 399 375 353 347 325 310 298 285 276 261 255 236 217 195 190 170 149 142 130 108 88 86 65 42 27 14 1

Time (months)

Letrozole + palbociclib497 484 449 424 422 394 369 349 338 311295 286 271 248 236 230 217 200 186 176 156 141139 119103 78 75 62 36 27 11

2026 ASCO

ANNUAL MEETING

presenTeD BY: Matthew P. Goetz, M.D.

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.

Secondary endpoint: OS

100 7

90 1

80 1

70 1

60 1

0OS (%)
o
=]

40 1

30 1

20 1

10 1

Giredestrant Letrozole

+ palbociclib | + palbociclib
n =495 n = 497

Events, n (%) 172 (34.7) 166 (33.4)

Median, months NE NE
(95% ClI) (NE, NE) (61.3, NE)
Stratified HR 1.03

(95% Cl) (0.83, 1.28): p = 0.7767

84.9%
84.2%

No. at risk

0 2 46 81012141618202224 262830 3234 36 38404244 46 48 50 52 54 56 58 60 62 64
Time (months)

Giredestrant + palbociclib 495489482474469463454446432425419410402391382376365353 331308286263239222199182159132112 71 31 6

Letrozole + palbociclib 497492482472464454448440432423416403392384375364357348328305291275257232214185162134111 69 27 2

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY
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pionERA Breast Cancer: Phase lll study of 1L giredestrant vs. fulvestrant, both
combined with a CDK4/6i, in pts with ER+, HER2— LA/mBC with resistance to prior
adjuvant ET

Pts with ET-resistant, ER+, HER2- LA/mBC

- Relapse on prior standard adj ET on treatment after Giredestrant 30 mg PO QD
212 months or off treatment within 12 months of + CDK4/6i PO QD/BID* Until disease
completion (prior neo/adj CDK4/éi allowed) progression,

- Documented ESR1 mutation status by ctDNA unacceptable

toxicity, death,
- No prior systemic freatment for LA/mBC Fulvestrant 500 mg IM Q4W gjru:::dr::ul

- Post- or pre-/perimenopausal women, men + CDK4/6i PO QD/BID*1 of consent
N = ~1050 (planned)

Stratification factors Co-primary endpoints
+ Disease site + Investigator-gssessed PFS in the ESR Imut population and in the

(visceral vs. non-visceral) full analysis set [per RECIST v1.1)
- ESRI mutation status Secondary endpoints

(ESRTmut vs. ESRTRglig)] «“PFS (ESR1nmd population) » Time to chemotherapy!
* Choice of CDK4/éi < Ost - PROs! (time to confirmed deterioration in pain,
+ Prior adj CDK4/éi i ioni

(yes vs Ino} / . Investigator-assessed confimed physical and role functioning, GH5/Qol)

' ORR!, DoR!, and CBR! (per RECIST v1.1) * Safety

Kevin Kalinsky, TPS1130, ASCO 2024



Targeting the PI3K/AKT/mTOR pathway



N=724 \

PI3K/AKT/mTOR inh in ET resistant tumors

BOLERO

SOLAR-1

Alpelisib 300mg QD PO

CAPITello 291

Capivasertib

Patients with HR+/HER2- ABC

400 mg twice daily,

NCT02437318 PIK3CA- + Fulvestrant 500 mg IMé 4 days on, 3 days off
Everolimus 10 Iﬂgldﬂ’l'l Menor postmenopausa] —— n=169 + Men and pre-/post-menopausal women
. . . * + Recurrence or progression while on or <12 T mEEEE L s 1 &
PMW with HR+, HER2- ABC Exemestane 25 mg/day Primary endpoint h HR+, HER2- ARG cohort Placebo months from end of adjuvant Al, or 15;Thgerf Er:ry 4 :ﬁeks
refractoryto LET or ANA, (n=485) PFS progression on/ater (n=341) + Fulvestrant 500 ma IMe IR T DT
defined as therapy 17{ 9 P I [ STE 25 DU b Stratification factors
— - n= + <1 line of chemotherapy for ABC : :
*Recurrence duringor within 12 Secondary endpoints Clea LS e + Prior CDKA/6 inhibitors allowed (at least 51% : :;"’.er E”Sfﬂg?eﬁ.gf S'r[no} Ino)
. . 5 * Frior inhioior (yesino,
months after end of adjuvant 0S. ORR CBR safety. QOL - " required) + Renion’
treatment, or R J bf ' k 0 * Measurable dsease Argab SR D.O, + No prior SERD, mTOR inhibitor, PI3K o
Promessndiragorsainl Exemestane 25 mg/day SAULes predominanty yic PIK3CA- & Fulvestrant 500 Ve Ll St o
: . (n=139) + ECOG PS <1 non-mutant R =115 « HbA1c <8.0% (63.9 mmolimol) and diabetes Placebo 4 daice daly,
month after end of treatment (NE572) T 14 not requiring insulin allowed ays on, 3 days o
| for advanced disease 1) Placebo + FFPE tumor sample from the
' + Fulvestrant 500 mg IM? primary/recurrent cancer available for 500 mg: cycle 1. days 1 &
TP retrospective central molecular testing Fulvestrant IRty ii:w‘d S
PFSin ITT
PFS by ITT Median PFS, months: m
A 1.0 E Capivasertib + Placebo +
— HR = 0.45 (95% CI, 0.38-0.54) 80 3 i - P
g A Log-rank P <.0001 b e Alpelisib+ fulvestrant (1=169)  11.0(95% Cl. 7.5-14.5) 100 1 fulvestrant (N=355) | fulvestrant (N=353)
‘2 08 i e e & == Placebo + fulvestrant (1=172) 5.7 (95% Cl: 3.7-74) ® 90" PFS events 258 293
3 | - w §0- - | -
"6 72} ‘l-; EVE+EXE: 7.8 months ; g 80 . Med_'an PFS 7.2 (55-7.4) 3.6 (28-37)
29 064 Y PBO+EXE: 3.2 months E B W e E 0 (95% CI); months
=r S g0 | 601 Adjusted HR (95% CI):  0.60 (0.51, 0.71); two-sided p-value <0.001
o b a "1 i o ]
i = 50
§ § 04 (. g ! ! £ 404
7] | I Q
a9 21 ! | § ]
= ' i e
o)) 0.2 2 ' ! 8’ 20 1
o) | Censoring times U " _w i I <]
E L EVE+EXE (n/N = 310/485) SRS A L g H | o 101
0 - PEOsEXE N = 200230) t- T 04 ! } 0+ . — . . — R ! oo
- ; - : I ; . . . ; ; I ; LIS I B D N I B O B B
0 2 4 6 8 10 12 14 16 18 20 22 24 012345678 910111213 141516171819 202122 23 24 25 26 27 28 29 30 3 0 123456 7 8 91011 1213141516 17 18 19 20 21 22 23 24 25 26
Time from randomization (months)
Time (months) o Time (Months) Number of patntsatisk
No. at risk Number of subjects stil at isk IR 355 3%0 266 252 207 199 172 166 138 133 115 9 78 64 55 44 43 25 25 21 8 8 5 2 2 1 0
EVE+EXE 485 394 318 236 194 147 99 57 42 23 13 10 4 A Npelsb +FRVB 1B WS I 1D 1B3 07 B B R B N € L M A D X DA HUS S 4310 353 329 207 182 142 136 106 100 83 81 66 59 51 41 33 24 28 12 11 10 4 4 3 1 1 0 0
PBO+EXE 239 146 103 61 42 27 17 9 6 2 1 1 0 0 Placebo +Fuly 172 167 120 1118 83 80 77 67 66 58 54 48 41 37 20 29 21 2019 14 13 9 3 3 2 2 2 0 0 0 0

Baselga K, et al. NEJM 2012; Andre F, et al. NEJM 2019; Turner N, et al. NEJM 2023



HR+/HER2-
Advanced Breast Cancer

Eligibility Criteria

* Pre- & postmenopausal women & men
* Progression on/after CDK4/6i + NSAI
» =2 lines of prior ET for ABC

* Measurable disease, RECIST v1.1

« Screening result for PIK3CA status

* No T2DM with HbA1c >6.4% or T1DM
* No prior mTORI, PI3Ki, or AKTi

* No prior chemotherapy for ABC

Stratification Factors

* Lung/liver metastases (yes/no)

« TTP on immediate prior therapy (< or >6 months)
* Region (US/Canada or ROW)

100

Progression-free Survival (%)

Viktoria 1 Study 1: Design and Key outcomes (PI3K wt)

Trial Design

PFS: Arm Avs Arm C

________________________________ 1
| Arm Af Geda + Palbo +
I ~ B 180 mg IV once weekly, 3 X I 100 [ — Fulvestrant
I Gedatolisib 3 weeks on, 1 week off Primary Endpoints ~ J] 90 (n=131) (n=131)
w 125 mg daly, o |
1 Palbociclib 21 days on, 7 days off PFS (BICR) I 804 Median PFS, months (95% CI) 9.3 2.0
! 500 mg, cyce 1, days 1 & 15, then Am A vs. Arm C I z (7.2-16.6) (1.82.3)
| givestran ety 4 weeks Am Bvs. Am C | = 707 Adjusted HR (95% Cl)  0.24 (0.17-0.35); P < 0.0001
I STUDY 1 Arm Bt 2 god
N PK3cawT < P 180 mg IV once weekly, gl Secondary Endpoints |3
3 weeks on, 1 week off | @ 50
I 500 mg; 3
g; cycle 1, days 1 & 15, then 0s O
1 Fulvestrant every 4 weeks Response : ulé= 404 -
1 Arm C Safety I S 304 ‘_\‘l
I 500 mg; cycle 1, days 1 & 15, then QoL m
_ every 4 weeks W, 1 2 20
! Optional cross-overto Arm A or B at progression 1 8’
L o 104
Da 0_
T T T T T T T T T T T T T T T T T T T T T T T 1
0 2 3 4 5 6 7 8 9 10 M 12 13 14 15 16 17 18 19 20 21 22 23 24
Months
PFS: Arm B vs Arm C OS (immature)
Gedatolisib + Geda +Palbo Geda +
Fulvestrant Fulvestrant +Fulvestrant  Fulvestrant Fulvestrant  Fulvestrant
(n=130) (n=131) (n=131) (n=131) (n=130)  (n=131)
) ) 237 18.5 ' ) NR 185
: 4 \ - 2.0 0 Median OS, months (95% Cl) (214-NE) (15.8NE) o Median OS, months (95% CI) (NE-NE) (15.8-NE)
Median PFS, months (95% ClI) 9 (182.3) o Adjusted HR (95% C1) 0.69(0.43-1.12); P=0.1328 o Adjusted HR (95% CI) 0.74(0.46-1.19); P=0.2122
Adjusted HR (95% CI) 0.33 (0.24-0.48); P < 0.0001 o7 o
g g M
E 60 E 60
g 5 T 5
3
2w 8
g 5
g 04 é: 24
204 204
10 10+
0 0

] ] ] | ] ] | ] ] ] | ] ] | | ] ] | | ] ] ]
10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
Months

No. atRisk.

TTTTTTTTTT
0123456738291

TTTTTTTTTTTTTTTTTTTT
0111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30

Months

No. atRisk:

TT T T T T T T TrTT
012345672889101

T
1

TTTTTTTTTTTTT
12 13 1415 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months.

Hurvitz S, et al. ESMO 2025



Viktoria 1 Study 2: Design and Key outcomes (PI3K mut)
Trial Design PFS: Arm Evs Arm F

HR+HER2- ~ ArTBODmg IV once week N Arm F:
Advanced Breast Cancer Gedatolisib 3 weeks on, 1 week o ‘ Primary Endpoint 1004 Gedatolisib + Fulv
125 mg day, 90 (n=52)
Eligibility Criteria 2l PFS (BICR)
y 80 . o 1.3 5.6
+ Pre- & postmenopausal women & men 50 mg'c’fﬂ:,;‘,ffvfe;s&ﬁ‘ fhen Arm D vs. Arm E = - Median PFS, months (85% Cl) (9.1-22.1) (5.2-7.4)
« Progression on/after CDK4/6i + NSAI Am E . s 4 Adjusted HR (95% Cl)  0.51 (0.33-0.79); P=0.0013*
) > 604
» =2 lines of prior ET for ABC STUDY 2 300 mg orally daily for 4 weeks Secondary Endpoints E
. PIK3CA-MT @ 50+
* Measurable disease, RECIST v1.1 500 mg; cycle 1, days 1 & 15, then 8
) Fulvestrant every 4 weeks 0s & 40+ § Gedatolisib+ Fulvestrant
+ Screening result for PIK3CA status PFS (BICR F vs. E) é t tH t
Arm F' ' = -
 No T2DM with HbA1c >6.4% or TIDM m Response a 0
180 mg IV once weekly, 4 .
* No prior mTORI, PI3Ki, or AKTi 3 weeks on, 1 week off W, Safety 5 209 Alpelisib + Fulvestrant
' ‘ QoL 2
* No prior chemotherapy for ABC 300 mg; cif,l:,; ‘.;d:,i:.:: BT o 104
0—
Stratification Factors Prophylactic use of a steroid T S N A S SN S N N N N PR N A N R N N U S D SO N S R |
- Lungfiver metastases (yes/no) rri:fnl:':;id :fa'fnr:g:";"ah"::p“’m" 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 3
« TTP on immediate prior therapy (< or >6 months) anthistaming therapy Was ded -~ Number at Risk: Months
- Region (US/Canada o ROW) ! ‘ Gedatolisib + Fulv 52 48 42 41 36 36 31 30 23 23 15 16 10 10 8 7 7 7 7 6 4 4 3 2 2 2 2 2 1 1 1 0

Alpelisib + Fulv 155148 116107 78 74 53 51 35 34 30 27 22 20 13 13 11 8 8 8 5 4 3 1 1 1 1 1 1 1 1 0

*Arm F vs. E analysis was not part of the primary efficacy analysis in the hierarchical order.

PFS: Arm D vs Arm E OS (immature)

Arm D: ~w‘ 1o 1004 =
1004 Gedatolisib + Q 90 90
Palbo + Fulv ‘ 2 ﬁ_H,j
90 ; 80+ a0 L
80+ . 1 5.6 & A = T
s Median PFS, months (95% Cl) 9;131-6 7 52.74 zm £ e
= 70 (9:0:16.7) (5.2-7.4) 2 & Gedatolisib + Palbociclib + Fulvestrant  § Alpelisib + Fulvestrant
© T - 4
2 Adjusted HR (95% CI) 0.50 (0.37-0.68); P<0.0001 E 2 L
= 60 ? 504 a 5o Gedatolisib + Fulvestrant
= =
2 50 E 40 Alpelisib + Fulvestrant £ a0
£ 401 Gedatolisib + Palbociclib + Fulvestrant ° .l B 8 a0l Geda +
S Fulvestrant Fulvestrant
w0 204 (n=155) 204 (n=52)
g l isi NR 311 228 314
,g, 20 | Alpelisib + Fulvestrant 104 mOS, months (95% CI) (21.5NE) (20.0-NE) 104 mOS, months (95% CI) (17.6:NE) (20.0-NE)
a-' 10 0 Adjusted HR (95%CI)  0.76(0.50-1.14); P=0.0908 o Adjusted HR (95% CI) 0.93(0.55-1.6); P=0.4026
0 T T T T T T T T T T T T T T T T T T 1 T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
L L L L L L L L L L L L L L L L L L L L L L L L L L L e L L Number at Risk: Months Number at Risk: Months
01 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 e R I L R GedasPabosFv 52 50 49 45 &2 % N 2 2 6 @ 8 4 3 2 2 2 2 0 0
: Months Alpelisib+Fule 155 151 137 121 104 91 75 8 54 45 ¥ 2B 24 15 11 9 4 1 1 0 Alpelisib+Fub 155 151 137 121 W4 W 75 65 54 45 ¥ 2@ A4 15 M 9 4 1 1 0
Number at Risk:

Geda + Palbo + Fulv 155 150 134 131110107 77 76 62 57 42 38 27 25 20 16 16 12 12 12
Alpelisib + Fulv 155148 116 107 78 74 53 51 35 34 30 27 22 20 13 13 11 8 8 8
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INAVO120: A Phase lll, randomized, double-blind,

placebo-controlled study’-2

Key eligibility criteria
Ennchment of patients with poor prognosis:

* PIK3CA-mutated, HR+, HER2- aBC by central
ctDNA* or local tissue/ctDNA test

* Measurable disease

* Progression during/within 12 months of

I
I
[
[
[
I
I
| adjuvant ET completion

* No prior therapy for aBC

* Fasting glucose <126 mg/dL and HbA,, <6.0%
\. 2/

* Primary endpoint: Investigator-assessed PFS

Enroliment period: January 2020 to September 2023

ey
Inavolisib (9 mgq PO QD)

+ palbociclib (125 mg PO QD D1-D21) - %

+ fulvestrant (500 mg C1D1/15 and Q4W)t < 3

Until PD >3

: > 0

or toxicity 0 -l

Placebo (PO QD) 2 6'

+ palbociclib (125 mg PO QD D1-D21) w

+ fulvestrant (500 mg C1D1/15 and Q4W)t

, S

Stratification factors:

« Visceral disease (yes vs. no)

+ Endocrine resistance (primary vs. secondary)!

+ Region (North America/Western Europe vs. Asia vs. Other)

« Secondary endpoints included: OS; investigator-assessed ORR, BOR, CBR, and DoR; PROs

ClinicalTrials.gov number, NCT04191499.

Adapted from Jhaveri KJ, et al. SABCS 2023 (Abstract GS03-13). * Central testin gior PIK3CA mutations was done on ctDNA using FoundationOne®Liquid (Foundation Medicine, Inc.). In China, the central ctDNA test was the PredicineCARE NGS assay

(Huidu); T Pre-menopausal women received ovarian suppression; #+ Defined per 4

European School of Oncology (ESO)-European Society for Medical Oncology (ESMO) International Consensus Guidelines for Advanced Breast Cancer.?

Primary: Relapse while on the first 2 years of adjuvant ET; secondary. Relapse while on adjuvant ET after at least 2 years or relapse within 12 months of completing adjuvant ET.
aBC, advanced breast cancer, BOR, best overall response; C, cycle; CBR, clinical benefit rate; ctDNA, circulating tumor DNA; D, day; DoR, duration of response; ET, endocrine therapy; HbA,, glycated hemoglobin; HER2-, HER2-negative;
HR+, hormone receptor-positive; NGS, next-generation sequencing; ORR, objective response rate; OS, overall survival, PD, progressive disease, PFS, progression-free survival, PO, by mouth; PRO, patient-reported outcome; Q4W, every 4 weeks,

QD, daily; R, randomization

1. Turner NC, et al. N Engl J Med 2024, 391:1584-1596; 2. Jhaveri KJ, et al. SABCS 2023 (Abstract GS03-13); 3. Cardoso F, et al. Ann Oncol 2018; 29:1634-1657
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INAVO120 updated PFS

Events, n (%) Median, months (95% ClI)

Inavolisib (n = 161) 103 (64.0) 17.2 (11.6-22.2)
Placebo (n = 164) 141 (86.0) 7.3(5.9-9.2)
100- Stratified hazard ratio, 0.42
- (95% Cl'=0.32-0.55)

: \-—h ity = &
251 : < : -
. 31.3 y - .,
: ' 20.5 : ‘
0 . ; . . ; . = , 16,'7 : : . : _ ‘ ; Placebo Median follow-up:
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 34.2 months
Months
No. at risk
avolisit 161 146 129 112 89 73 65 57 46 32 25 19 15 11 10 7 3 1
Placebo 164 125 95 74 50 34 30 24 21 14 11 10 8 4 2 1 1 1

The improvement in PFS was maintained during longer follow-up

Data cutoff: November 15, 2024.
Cl, confidence interval, PFS, progression-free survival. © Copyright 2025.
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INAVO120 key secondary endpoint: OS

Deaths, n (%) Median, months (95% Cl)

Inavolisib (n = 161) 72 (44.7) 34.0 (28.4-44.8)
Placebo (n = 164) 82 (50.0) 27.0 (22.8-38.7)

Stratified hazard ratio, 0.67

100+ +
(95% CIl = 0.48-0.94)
- - p=0.0190
o 50- | | ; ! :
(o] I I | 6. 1
: : ' : 46.3
25+ ! ! : ! : k=
: : ! : ; et
0 | I | . : : 1' . . . ' . Pl'acebo ' Median follow-up:
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 34.2 months
Months
No. at risk
avolis 161 155 149 142 131 114 99 88 78 67 54 43 34 22 19 13 7 1
Placebo 164 155 142 127 119 104 90 LT 63 48 42 36 32 18 10 4 2 1

Improvement in median OS: 7 months. The prespecified boundary for statistical significance (p < 0.0469) was crossed

Data cutoff: November 15, 2024.
Cl, confidence interval; OS, overall survival. © Copyright 2025.
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INAVO120 other key secondary endpoints

ORR* DoR

A 34.7% Events, Median,
(95% Cl = 24.5-44.8; p < 0.0001) ni%)  months(eo%.Cl)
100 - ' 100{ — InavollSib (n=101) 58 (57.4)  19.2 (14.7-28.3)
9019 | Placebo (n=46) 33 (71.7)  11.1(8.5-20.2)
S 62.7% 5
S S
a 60 - vl
b= 50 Te— it
§ 50 . 8 - H.“‘.-;_#_-‘“‘
© 40 - 28.0% g T Lt
o 25 Median follow-up:
30 1 34.2 months
20 - . Placebo
10 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
0 4 o Months
Inavolisib Placem No. at risk
(n =161) (n=164) 101 101 87 74 59 50 47 36 32 25 19 14 12 10 7 3 1 0

Placebo 46 46 36 29 17 16 15 11 7 5 R - 1 1 0 0 0 0

Substantially higher rates of objective response with an 8 month median improvement in duration of response

Data cutoff: November 15, 2024.
* Patients with a compete or partial response on two consecutive occasions 24 weeks apart per RECIST v1.1.
Cl, confidence interval, DoR, duration of response; ORR, objective response rate; RECIST, Response Evaluation Criteria in Solid Tumours. © Copyright 2025.
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INAVO120 time to first subsequent chemotherapy

Events n, (%) Median, months (95% CI)
Inavolisib (n=161) 64 (39.8) 35.6 (25.4-NR)
Placebo (n =164) 94 (57.3) 12.6 (10.4-16.1)

o Stratified hazard ratio, 0.43
. (95% Cl = 0.30-0.60)

-

o

o
1
i

~
(6]
1

N
(&)]
1

Placebo: Median, 12.6 months

Received first subsequent
chemotherapy (%)
(6]
o

- . . ' . . ; . . : : : : : ; ' , Median follow-up:
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 34.2 months
Months

No. at risk
avolis 161 153 136 122 104 89 77 67 57 47 39 31 23 14 13
Placebo 164 134 111 89 68 58 45 40 31 22 16 15 13 9 5

w o
-
N

Median time to first subsequent chemotherapy was substantially delayed by almost 2 years (23 months)

Data cutoff: November 15, 2024.
Cl, confidence interval, NR, not reached. © Copyright 2025
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INAVO120 overview of AEs

Patients, n (%) with at least one: Inavolisib (n =161) ZE } Placebo (n = 163)
Any-grade AE 161 (100) & 163 (100)
Grade 3—4 AE 146 (90.7) 138 (84.7)
Grade 5 AE* YA N Z11.2)
Serious AE 44 (27.3) 22.(13.5)
AE leading to discontinuation of treatment
Inavolisib/placebo 11 (6.8) 1(0.6)
Palbociclib 10 (6.2) 0
Fulvestrant 6 (3.7) 0
AE leading to dose reduction of treatment
Inavolisib/placebo 24 (14.9) 6 (3.7)
Palbociclib 65 (40.4) 56 (34.4)

There was a low discontinuation rate due to AEs

Data cutoff: November 15, 2024. AE severity was graded per National Cancer Institute Common Terminology Critenia for AEs v5.0. * Mone of the grade 5 AEs were reported as related to study treatment by investigators.
The grade 5 AEs reported were cerebral hemorrhage, cerebrovascular accident, gastrointestinal hemorrhage, acute coronary syndrome, death, and COVID-19 in the inavolisib group, and COVID-19 pneumonia, and cardiac arrest in the placebo group. '

AE, adverse event. 1. Turner NC, et al. N Engl J Med 2024; 391:1584—-1596. © Copyright 2025.
2025 ASCO #ASCO25 rresenTeD By: Nicholas Turner, MD, PhD ASCO cliNicaL ONCOLOGY
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Time to onset of key selected AEs*

Hyperglycemia Rash
E £ 0.6 - B Median (range), days: 7.0 (2.0-955.0) 0.6 - B Median (range), days: 29.0 (1.0-952.0)
<5
% € 0.4 - 0.4 4
52
.g E, 0.2 - 0.2 A
S ® II hl F
za 0- T T T 11 0 - T T T
123 4567891111111 111222222222333 1234567891111 111111222222222333
0é234567ﬁ]9012345678026 01é345678ﬁ1012345678026
xposure (months) xposure (months)
Diarrhea Stomatitis/mucosal inflammation
E £ 0.6 - B Median (range), days: 15.0 (2.0—-602.0) 0.6 - B Median (range), days: 13.0 (1.0-610.0)
<5
“w £ 0.4 - 0.4 A
52
.g E, 0.2 - IIJ 0.2 -
5 ®
za 0- rTrTTrTT7Trro— O- I e e e
1723 4567891111111 11 1222222222333 1723 4567891111111 111222222222333
0 1éx6°4$uSre6(r?“)8nﬁ1$O)1 2 345678026 0 1éx6048u5re6(r;|°8nﬁ180)1 2 34567 80 26

M Inavo+Palbo+Fulv M Pbo+Palbo+Fulv

* Median time to onset of first occurrence of the AE, i.e. if an AE was resolved and recurred in the same patient it is not included a second time in this dataset.
AE, adverse event; Fulv, fulvestrant; Inavo, inavolisib; Palbo, palbociclib; Pbo, placebo.

2024 ASCO 4ASCO24 presenTep Bv: Dejan Juric, MD ASCO sisroeeis
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NCCN Guidelines Version 3.2026
Invasive Breast Cancer

TARGETED THERAPIES AND ASSOCIATED BIOMARKER TESTING
FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE 1V (M1) DISEASE

/
Inavolisib + Palbociclib + Fulvestrant for PIK3CA-mutated, HR-positive HER2-negative

breast cancer, following disease progression-on adjuvant endocrine therapy or
relapse within 12 months of adjuvant endocrine therapy completion (Category 1)

)

NCCN Breast Cancer Guidelines. Version 3.2026



The NCCN Guidelines recommend NGS testing for detection of actionable
biomarkers, such as PIK3CA, AKT1, and PTEN, in HR+/HER2- aBC™

Why to test

— PIK3CA, AKT1,PTEN
are recognized as
actionable biomarkers
in metastatic
HR+/HER2- breast
cancer

@ Whom to test

— Patients with
HR+/HER2-
locally advanced or
| metastatic breast cancer

/
J

&Y When to test

— NCCN Guidelines®
recommend ordering an NGS
panel test during the initial
patient work-up for metastatic
disease

NGS panel tests can also be
ordered after progression on
first line treatment

NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.

AKT1, serine/threonine protein kinase 1; HER2-, human epidermal growth factor receptor 2 negative; HR+, hormone receptor positive; NCCN, National Comprehensive Cancer Network; NGS, next- generation sequencing; PIK3CA, phosphatidylinositol-4,5-bisphosphate
3-kinase catalytic subunit alpha; PTEN, phosphatase and tensin homolog.

1. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Breast Cancer V.2.2024. © National Comprehensive Cancer Network, Inc. 2024. All rights

&) How to test

— Utilize NGS



ESMO Guidelines 2026

Previously untreated

ER+, HER2- MBC

N/

v

De novo or recurrence >12 months
after end of adjuvant ET*®

<

Recurrence wﬁf;nn adjuvant ET or
<12 months after end of adjuvant ET**

! U

[ PIK3CA wi ]
Order of preference: -
Al-ribociclib [l, A; MCBS 4]

V5
PIK3CA mutated [ESCAT I-A]

Al-abemaciclib [, A: MCBS 1]°
Al-palbociclib [I, A: MCBS 2]°

Fulvestrant—palbociclib [I, A; MCBS 4]
Fulvesirant-ribociclib [l, A; MCBS 4]°
Fulvestrant-abemaciclib [I, A; MCBS 3]°

!

Fulvestrant—palbociclib—inavolisib [I, A; MCBS 3]
Fulvestrant—palbociclib [I, B; MCBS 4]

Fulvestrant—ribociclib [l, B; MCBS 4]°
Fulvestrant—abemaciclib [I, B; MCBS 3]°

PD

Azambuja E, et al. Ann Oncol 2026
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