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ESMO Metastatic HR+/HER2- BC Living Guidelines

| If imminent organ failure

v

ET-CDK4/6 inhibitor [I, A] (a, b) PD or intolerable toxicities ChT

!

Somatic mutation testing (tissue
or liquid) If HER2-low:
PD Trastuzumab deruxtecan [l, A;
Germline BRCA1/2 testing + [ETECUPRRTECERRN 3 MCBS 4] (f)
®
©)

I
! }

No imminent organ failure and
long PFS on prior endocrine
therapy

Imminent organ failure or short
PFS on endocrine-based therapy

Everolimus—exemestane (a) [l, B] If PIK3CAm+: If ESR1m+: If germline BRCA/PALB2m+:
r

ol Fulvestrant-alpelisib [I, B; MCBS Elacestrant PARP inhibitor [I, A; MCBS 4;
Everolimus—fulvestrant (a, c) [l, 2; ESCAT I-A] (d, e) [I, A; MCBS 3] (d) ESCAT I-A] (d, €)
B]

or
Switch endocrine therapy *
CDK4/6 inhibitor

or
Fulvestrant monotherapy

PD

If HER2-0 If HER2-low

Sacituzumab govitecan [l, A; Trastuzumab deruxtecan [l, B;
MCBS 3] MCBS 4]

L |
{

https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-
guideline/er-positive-her2-negative-breast-cancer

used before [I, A; MCBS 3]




First-line treatment

Patients with ER+/HER2- MBC

| If imminent organ failure

v

ET-CDK4/6 inhibitor [I, A] (a, b) PD or intolerable toxicities m
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https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-
guideline/er-positive-her2-negative-breast-cancer
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PADMA study design

Patient Population
N=150

* HR-positive/HER2-negative —_—]
* Female or male |
* Indication for mono-chemotherapy

* No prior treatment for 11

metastatic/relapsed disease —>1 R
l * No asymptomatic bone-only, oligo- l
metastatic disease

* No uncontrolled/untreated CNS
metastases
* Live-expectancy >6 months

ArmA | Endocrine the rapy (ET) +
palbociclib

ET with palbociclib: Al or fulvestrant + GnRHa
ET maintenance: tamoxifen, Al or fulvestrant + GnRHa
CT: paclitaxel, capecitabine, epirubicin, or vinorelbine

Stratification:
- Endocrine resistant vs endocrine sensitive
- Symptomatic vs asymptomatic metastatic disease




First-line treatment ET plus palbociclib is more effective than
first-line chemotherapy

—

100% -
90% -
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10%

Treatment-failure-free Rate (%

. . L
0% T 1 T Ll T T T T

— (T based 59 31 10 6 5 3 2 1 1
—— Palbociclib+ET 61 41 30 26 21 13 8 6 2

Progression-Free Survival Rate (%)

100%
90%
80%
70%
60%
50%
40%
30%
20%
10% : :

O% I : 1 1 ' 1 1 1 1 1

— CT based 59 35 13 7 6 3 2 i 1
—— Palbociclib+ET 61 43 32 27 23 15 8 6 3

PFS, months

TTF, months
Palbociclib + ET CT
TTF events, N (%) 45 (73.8) 55 (93.2)
Median TTF months 1£2 6.1

Palbociclib + ET CT
PFS events, N (%) 40 (65.6) 50 (84.7)
Median PFS months 18.7 7.8

HR 0.46: 95% CI (0.31-0.69), p<0.001 (log-rank)

HR 0.45 95% CI (0.29-0.70), p<0.001 (log-rank)

Adapted from Loibl S et al. SABCS 2024



First-line treatment

Patients with ER+/HER2- MBC

| If imminent organ failure

?
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ET-CDK4/6 inhibitor [I, A] (a, b) PD or intolerable toxicities

©

Current treatment landscape and outcomes: mPFS*

ET + CDK4/6i

| ﬁZEZ’}Z 24.8-28.2 mo"?®
ET + targeted Wiz p
ET
monotherapy
Single-agent
CT

T-DXd Prior ET 0 Adapted from G. Curigliano
10.1 mo '
(HER2-low) gnacr ASCO 2024 meeting

Prior 45

Mostly CT o
naive (mBC) 6.2-7.1 mo

1L
2L+
3L+

https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-
guideline/er-positive-her2-negative-breast-cancer



Patients with HR+/HER2- aBC spend more than half of their
expected lifetime on ET+CDK4/61 therapy
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mOS: 65.9 months
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mrwPFS: 34.1 months
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3
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No. at risk: No. at risk:
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PALMJYRES-2

Manuscript under revision
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@ Baseline assessment of bone density recommended for patients receiving an aromatase inhibitor who are at risk of osteoporosis (eg, age >65, family history, chronic
steroids)
bThere is controverSE on the choice of CDK4/6 inhibitor as there are no head to head comparisons between the agents nd there are some differences in the study
populations in the phase 3 randomized studies.

“ In phase 3 randomized controlled trials, ribociclib + endocrine therapy have shown OS benefit in the first-line setting.

d Consider for disease progression on adjuvant endocrine therapy or with early disease relapse within 12 months of adjuvant endocrine therapy completion

€ In phase 3 randomized controlled trials, fulvestrant + ribociclib or abemaciclib has shown OS benefit in the first-line setting
fin phase 3 randomized controlled trials, fulvestrant in combination with a CDK4/6 inhibitor (abemaciclib, palbociclib, and ribociclib) has shown OS benefit in the second-
line setting.

9If there is disease progression while on palbociclib, there are limited phase |l data to support the use of ribociclib in the second line setting.

_h If there is progression while on a PI3K inhibitor, there are limited data to support another line of therapy with a PI3K-pathway inhibitor-containing regimen.

'f there is disease progression while on an everolimus-containing regimen, there are no data to support an additional line of therapy with another everolimus regimen.

J A combination of exemestane with everolimus can be considered for patients who meet the eligibility criteria for BOLERO-2 (progressed within 12 mo or on non-
steroidal aromatase inhibitor).

K A single study (S0226) in patients with HR-positive breast cancer and no prior chemotherapy, biological therapy, or endocrine therapy for metastatic disease
demonstrated that the addition of fulvestrant to anastrozole resulted in prolongation of time to progression and OS. Subset analysis suggested that patients without
prior adjuvant tamoxifen and more than 10 years since diagnosis experienced the greatest benefit. Two studies with similar design (FACT and SOFEA) demonstrated
no advantage in time to progression with the addition of fulvestrant to anastrozole.
lIndicated after progression on prior endocrine therapy and prior chemotherapy in the metastatic setting.

Note: All recommendations are category 2A unless otherwise indicated.
s BINV-P

30F3

Version 1.2025, 1/31/25 © 2025 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



Ribociclib improves OS in both pre-menopausal and post-
menopausal HR+/HER2- aBC patients

MONALEESA-2: post-menopausal; endocrine-sensitive

Patients Alive (%6)
w
o
1

No.of  No.of  Median Overall

Patients  Events Survival
mo
Ribociclib 334 181 63.9
Placebo 334 219 51.4

Hazard ratio for death, 0.76 (95% Cl, 0.63-0.93)
Two-sided P=0.008

Ribociclib

20 Placebo ke
104
0 T T T T T T T T T T T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88

Months

No. at Risk

Ribociclib 334 323 315 305 300 284 270 253 237 220 202 191 180 165 158 150 142 135 125 101 48 8 0

Placebo 334 326 316 306 293 283 265 244 222 209 195 183 167 149 139 131 114 104 94 73 38 6 0

MONALEESA-3: post-menopausal, endocrine sensitive/de novo

Hortobagyi GN et al. N Engl J Med 2022

aBC (first-line)

Ribociclib + fulvestrant

Median
overall
survival Events,
months n
Ribociclib + fulvestrant (n=237) NR 84 Placebo + fulvestrant
Placebo + fulvestrant (n=128) 51.8 67

Hazard ratio = 0.640 (95% CI 0.464-0.883)

100
80 |
g
S 60
£
=
w
T 404
[
>
o
20 |
0
No. at risk

Ribociclib + fulvestrant 237 229 222 217 214 210 207 206 205 202 194 190 182 174 173 167 164 159 157 151 146 141 139 136 133 129 116 89
Placebo + fulvestrant 128 126 126 122 121 119 117 114 111 107 105 100 98 94 92 87 86 84 81 76 73 69 67 65 63 62 55 38

NR, not reached,

— T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 7T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64

Months

57 32 10 1 0
17 8 4 0 0

Slamon J et al. Ann Oncol 2021

MONALEESA-7: pre/peri-menopausal, endocrine sensitive/resistant

100 S
80 =
2 97
o
3 04 RIB + ET PBO + ET
Events/n 141/335 167/337
20 0S8, median, mo 58.7 48.0
Hazard ratio (95% CI) 0.763 (0.608-0.956)
0

1 1 1 1 I I I I I I I T T T T T 1 1 1 1 1 I 1 I I I I I I I I I 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66
No. at risk Months

Ribociclib 335 330 325 320 316 309 304 292 287 279 274 267 259 250 242 235 226 220 210 203 196 191 187 178155118 91 66 42 27 8 2 1 0
Placebo 337 330325 321 315 311 303 297 290 283 275 262 256 237 223 212 210199 192 180 175 165157 146122 90 63 46 29 17 5 3 0 0

Lu YS et al. Clin Cancer Res 2022

MONALEESA-3: post-menopausal, endocrine resistant
(firs1£09r second line)

80
9
S 60
> "
5 Median
R overall Ribociclib + fulvestrant
= 40 4 survival Events,
g months n
o Ribociclib + fulvestrant (n=237) 39.7 134
Placebo + fulvestrant (n= 110) 33.7 74
20 . Placebo + fulvestrant
Hazard ratio = 0.780 (95% Cl 0.587-1.037)
oO——7—T—T"TT—T T T T T T T T 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 40 42 44 46 48 50 52 54 56 58 60 62 64
Months
No. at risk

Ribociclib + fulvestrant 237 231 222 218 213 210 199 188 184 179 172 167 158 152 145 135 129 123 120 114 103 97 96 92 87 8 71

63 32 17 10 3 O
Placebo + fulvestrant 110 104 99 98 94 91 89 84 82 79 78 73 70 64 62 60 55 51 50 49 45 41 38 35 34 32 26

17 1 7 1 1 4]

Slamon J et al. Ann Oncol 2021



Abemaciclib resulted in clinically relevant OS improvement in pre-
menopausal and post-menopausal HR+/HER2- aBC patients

MONARCH3: post-menopausal; endocrine-sensitive MONARCH2: post-menopausal; endocrine-resistant
ALY PopuEton 1001 No. events Median (months)
1004 —- Abemaciclib+Fulvestrant 283 45.8
Patients  Events 901 == Placebo+Fulvestrant 167 37.25
1 Abemaciclib + NSAI 328 198 (60.4%) = . i =
90 Bic abo LRSI 165 116 (70.3%) 80 HR = 0.784 (95%CI: 0.644 to 0.955), nominal p=0.0157
804
701
704
g 60
= 60 <
E L. . S 66.8 months (A = 13.1) ;5 50f-----mmm e o o - Estimated OS rates at 5 years:
@ © 41.2%
T 40l 53.7 months 40+ .
g 1
© 30 30+ .
201 204 E
Log-rank P = 0.0664 !
0% HR = 0.804 (95% CI0.637-1.015) 10+ :
S e 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (months)

Number at risk .
Number at risk
Abemaciclib + NSAI 328 304 281 266 247 229 211 199 187 174 156 144 131 117 104 99 66 8 — 446 410 385 339 302 265 234 206 188 171 154 134 126 88 32 0
Placebo +NSAI 165 155 149 138 127 116 104 95 84 73 62 56 51 47 40 37 28 1 m— 223 201 191 170 148 122 100 85 73 64 53 47 43 28 6 0

Goetz MP et al. Ann Oncol 2024 Sledge GW et al. SABCS 2022
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@ Baseline assessment of bone density recommended for patients receiving an aromatase inhibitor who are at risk of osteoporosis (eg, age >65, family history, chronic
steroids).

b There is controversy on the choice of CDK4/6 inhibitor as there are no head to head comparisons between the agents and there are some differences in the study
populations in the phase 3 randomized studies.

c In phase 3 randomized controlled trials, ribociclib + endocrine therapy have shown OS benefit in the first-line settin
d Consider for disease progression on adjuvant endocrine therapy or with early disease relapse within 12 months of adjuvant endocrine therapy completion

€ In phase 3 randomized controlled trials, fulvestrant + ribociclib or abemaciclib has shown OS benéfit in the first-line setting
fin phase 3 randomized controlled trials, fulvestrant in combination with a CDK4/6 inhibitor (abemaciclib, palbociclib, and ribociclib) has shown OS benefit in the second-
line setting.

9If there is disease progression while on palbociclib, there are limited phase |l data to support the use of ribociclib in the second line setting.

_h If there is progression while on a PI3K inhibitor, there are limited data to support another line of therapy with a PI3K-pathway inhibitor-containing regimen.

'f there is disease progression while on an everolimus-containing regimen, there are no data to support an additional line of therapy with another everolimus regimen.

J A combination of exemestane with everolimus can be considered for patients who meet the eligibility criteria for BOLERO-2 (progressed within 12 mo or on non-
steroidal aromatase inhibitor).

K A single study (S0226) in patients with HR-positive breast cancer and no prior chemotherapy, biological therapy, or endocrine therapy for metastatic disease
demonstrated that the addition of fulvestrant to anastrozole resulted in prolongation of time to progression and OS. Subset analysis suggested that patients without
prior adjuvant tamoxifen and more than 10 years since diagnosis experienced the greatest benefit. Two studies with similar design (FACT and SOFEA) demonstrated
no advantage in time to progression with the addition of fulvestrant to anastrozole.
lIndicated after progression on prior endocrine therapy and prior chemotherapy in the metastatic setting.

Note: All recommendations are category 2A unless otherwise indicated.
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First-line treatment: novelties from 2024

» Real-world effectiveness comparison of first-line palbociclib, ribociclib or abemaciclib in combination with ET

» |Inavolisib in combination with fulvestrant plus palbociclib in patients with endocrine-resistant, PIK3CA-mutated
HR+/HER2- aBC



First-line treatment: novelties from 2024

» Real-world effectiveness comparison of first-line palbociclib, ribociclib or abemaciclib in combination with ET

» |Inavolisib in combination with fulvestrant plus palbociclib in patients with endocrine-resistant, PIK3CA-mutated
HR+/HER2- aBC
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Comparison of antitumor efficacy of first-line
Palbociclib, Ribociclib or Abemaciclib in patients with
HR+/HER2- aBC: results of the multicenter, real-world,
Italian study PALMARES-2
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Master protocol
approved by INT EC

March
2023

Data
collection
start

April
2023

1982 pts

PALMARES-2 network and timeline

Second data lock

Third data lock

First Second Annual
analysis analysis update
@
May Jan Mar Jan
2024 2025 2025 2026
~3000 pts ~4000 pts

>

Participating centers (n=18) Investigators

C. Vernieri (INT, Milan)

M.V. Dieci (IOV, Padua)

. Curigliano (IEO, Milan)

. Botticelli (Umberto I, Rome)

. Giuliano (Federico Il, Naples)

. Lambertini (San Martino, Genoa)
Rizzo (Policlinico S. Matteo, Pavia)
. Pedersini (Spedali Civili, Brescia)

. De Giorgi (IRST IRCCS, Meldola)
. La Verde (H FBF, Milan)

. Gennari (O. Maggiore Carita, Novara)
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Piras (HSR, Milan)

Giordano (ASST Lariana, Como)

. Tagliaferri (ICS Maugeri, Pavia)

. Generali (ASST Cremona)

. Sartori (ULSS 3 veneto)
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PALMARES-2



PALMARES-2 study endpoints

|
|
|
|
|
|
\{ \{

Initiation of 18t line Disease progression

|
I
|
|
|
|
|
|
ET+CDKA4/6i (rwPFS) :

Initiation of next line of
treatment or death (TTNT-D)

\4
Initiation of
chemotherapy or death ¥
(TTC-D) Patient death (OS)

*OS: primary study endpoint )



Ribociclib and abemaciclib are associated with better rwPFS when
compared to palbociclib

-
o
=

o
N
3y

Probability of rwPFS
o o
N (@]
0.1 <

S
o
S

— Palbociclib — Abemaciclib — Ribociclib

1.001

Probability of rwPFS
o o
g o

o
N
o

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Time (months)

Cox regression model adjusted curves

0.00+

== Palbociclib =+= Ribociclib =+ Abemaciclib

Abemaciclib vs palbociclib: HR 0.78, 95% CI 0.64-0.95; p = 0.015
Ribociclib vs palbociclib: HR 0.83, 95% CI 0.71-0.97; p = 0.02

0 6 12 18 24 30 36 42 48 54 60

Time (months)

IPTW-based balancing of covariates

Vernieri C et al ASCO 2024 meeting
Manuscript under revision



Ribociclib and abemaciclib are associated with better TTC-D and
OS when compared to palbociclib

1.001

0.751

Probability of TTC-D event
5

0.001

TTC-D

— Palbociclib = Abemaciclib = Ribociclib

Abemaciclib vs palbociclib: HR 0.79, 95% CI 0.69-0.90; p < 0.001
Ribociclib vs palbociclib: HR 0.84, 95% CI 0.73-0.97; p = 0.016

12

18

24 30 36 42 48 54 60 66 72
Time (months)

Data not mature yet

1.001

Probability of OS
o o
(&) ~
= il

o
)
&)

0.001

OS

= Palbociclib = Abemaciclib = Ribociclib

Abemaciclib vs palbociclib: HR 0.85, 95% CI 0.74-0.97; p = 0.014

Ribociclib vs palbociclib: HR 0.83, 95% CI1 0.81-0.84; p < 0.001

18

24 30 36 42 48 54 60 66 72
Time (months)

Vernieri C et al ASCO 2024 meeting
Manuscript under revision



Master protocol
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Mature TTC-D data will be presented at ASCO 2025 meeting

Mature OS data are expected for ASCO 2026 meeting
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A large, retrospective OS comparison of first-line CDK4/61 In
combination with Als in patients with HR+/HER2- aBC

All patients in the Flatiron Health Breast Cancer Database
(n=721909)

v

Diagnosed with mBC on or after 1 January 2011
(n =110 496)

.

2 18 years of age at mBC diagnosis date
(n=110157)

v

HR+ status confirmed before or up to 60 days after mBC diagnosis date
(n=81828)

v

HER2- status confirmed before or up to 60 days after mBC diagnosis date
(n =64 598)

.

Received 1L treatment with palbociclib + Al, ribociclib + Al, or
abemaciclib + Al for mBC between February 2015 to end of November 2023
(n=10638)

Excluded:

» Received CDK4/6 inhibitor + Al treatment before
its respective FDA approval date (n = 21)

» Received clinical study drug in any line of therapy
during the study period (n = 134)

— |+ Initiated CDK4/6 inhibitor + Al treatment > 14 days
before or > 90 days after mBC diagnosis
date (n = 1312)

» Documented date of death on or before 1L
treatment initiation (n = 25)

v . v

Received 1L treatment Received 1L treatment Received 1L treatment
with palbociclib + Al with ribociclib + Al with abemaciclib + Al
(n =6831) (n=1279) (n=1036)

Adjustment methods:

SIPTW (stabilized inverse-probability-of-weighting)
Cox proportional regression models

Adjustment covariates:

Age

Sex

Practice type

ECOG PS

Disease stage at initial diagnosis

Visceral metastasis

Bone-only disease

Number of disease sites

Disease-free interval (from initial NC diagnosis to aBC
diagnosis)

Rugo H et al SABCS 2024 meeting
Rugo H et al ESMO Open 2025



First-line palbociclib, ribociclib and abemaciclib are not associated
with significantly different OS in a large US patient cohort (n=9146)

100 A
ABE + Al versus PAL + Al: uHR = 0.94 (95% CI 0.83-1.06), P = 0.3205
RIB + Al versus PAL + Al: uHR = 0.93 (95% CI 0.83-1.04), P =0.2012
ABE + Al versus RIB + Al: uHR = 1.01 (95% CI 0.87-1.19), P =0.8698
80 4
=S
__é' 60
=
o
o
e
a
[%2] .
o 40
OS rates (%)
Median OS
20 A 12 months 24 months 30 months  (95% Cl), months
ABE + Al 88.4 76.1 71.5 NR (55.4-NE)
RIB + Al 90.0 78.0 73.3 60.3 (54.7-68.5)
0 - PAL + Al 89.6 77.4 71.4 54.4 (52.4-56.1)
L] I 1 Ll 1 1 1 1 I I 1 1 I 1 1 I 1 I L] 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 11
Time, months
ABE + Al 1036 980 793 607 461 351 281 185 127 92 55 25 8 0
RIB + Al 12791205 851 575 432 342 291 237 197 151 113 84 52 23 4 0
PAL + Al

6831 6512 5892 5196 4490 3795 3074 2527 2056 1679 1352 1074 827 624 465 325 198 104 32 0O

Unadjusted analysis

100
ABE + Al versus PAL + Al: aHR = 0.95 (95% CI 0.84-1.08), P = 0.4292
RIB + Al versus PAL + Al: aHR = 0.98 (95% CI 0.87-1.10), P=0.7531
ABE + Al versus RIB + Al: aHR = 0.97 (95% CIl 0.82-1.14), P = 0.6956
80
=S
a:, 60
E
©
o]
o
a
w .
o 40
OS rates (%)
Median OS
20 12 months 24 months 30 months (95% Cl), months
ABE +Al 88.2 76.1 71.5 64.5 (55.4-NE)
RIB + Al 89.2 77.3 72.2 59.0 (50.9-66.1)
0 - PAL + Al 89.7 775 714 54.6 (52.6-56.4)
T T T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114
Time, months
ABE + Al 1038 981 793 610 461 347 278 185 128 91 56 23 8 0
RIB + Al 1274 1194 826 549 411 326 276 227 188 145 110 82 49 23 3 0
PAL + Al

6832 6516 5902 5204 4497 3801 3077 2534 2060 1682 1355 1077 829 625 467 328 200 106 33 O

SIPTW

Rugo H et al SABCS 2024 meeting
Rugo H et al ESMO Open 2025



First-line palbociclib, ribociclib and abemaciclib are not associated
with significantly different OS in a large US patient cohort (n=9146)

100 100
ABE + Al versus PAL + Al: uHR = 0.94 (95% CI 0.83-1.06), P = 0.3205 ABE + Al versus PAL + Al: aHR = 0.95 (95% CI 0.84-1.08), P = 0.4292
RIB + Al versus PAL + Al: uHR = 0.93 (95% CI 0.83-1.04), P=0.2012 RIB + Al versus PAL + Al: aHR = 0.98 (95% CI 0.87-1.10), P = 0.7531
ABE + Al versus RIB + Al: uHR = 1.01 (95% CI 0.87-1.19), P = 0.8698 ABE + Al versus RIB + Al: aHR = 0.97 (95% CI 0.82-1.14), P = 0.6956
80 4 80 -
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Z 60 = 60
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E g
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3 40 8 40
OS rates (%)
° Median OS 0S rates (%) Median OS
20 12 months 24 months 30 months  (95% Cl), months 20 12 months 24 months 30 months (95% Cl), months
ABE +Al 88.4 76.1 71.5 NR (55.4-NE) ABE +Al 88.2 76.1 71.5 64.5 (55.4-NE)
RIB + Al 90.0 78.0 73.3 60.3 (54.7-68.5) RIB +Al 89.2 77.3 722 59.0 (50.9-66.1)
04 PAL + Al 89.6 774 71.4 54.4 (52.4-56.1) PAL + Al 89.7 77.5 714 54.6 (52.6-56.4)
0 -
1 1 1 1 1 Ll 1 1 I 1 1 1 1 1 1 Ll 1 1 1 1 T T T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 11 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114
Time, months Time, months
ABE +Al 1036 980 793 607 461 351 281 185 127 92 55 25 8 O ABE + Al 1038 981 793 610 461 347 278 185 128 91 56 23 8 0
RIB + Al 12791205 851 575 432 342 291 237 197 151 113 84 52 23 4 0

RIB + Al 1274 1194 826 549 411 326 276 227 188 145 110 82 49 23 3 0
PAL + Al 6832 6516 5902 5204 4497 3801 3077 2534 2060 1682 1355 1077 829 625 467 328 200 106 33 O

Unadjusted analysis sSIPTW

Results confirmed by multivariable analyses (Cox regression models)
- Ribociclib vs. palbociclib: aHR=0.94 (95% CI: 0.84-1.07; P=0.3216)
- Abemaciclib vs. palbociclib: aHR=0.94 (95% CI. 0.84-1.07; P=0.3603)

T . T Rugo H et al SABCS 2024 meeting
- Abemaciclib vs. ribociclib: aHR=1.00 (95% CI: 0.85-1.17; P=0.9851) Rugo H et al ESMO Open 2025

PAL + Al 6831 6512 5892 5196 4490 3795 3074 2527 2056 1679 1352 1074 827 624 465 325 198 104 32 0O



However...

Imbalances in treatment assignment: palbociclib (n=6931), ribociclib (n=1279), abemaciclib (n=1036)
Imbalances in median follow-up: palbociclib (33 months), ribociclib (16 months), abemaciclib (21 months)

Crucial covariates were not used in multivariable models: endocrine sensitivity/resistance; adjuvant treatments:
menopausal status; liver/lung metastases; ER/PgR expression; luminal A vs. B like disease; subsequent lines of

therapy

Only patients treated with concomitant aromatase inhibitors were included in this analysis (why?)

Other clinically relevant endpoints, such as rwPES, rwPFS2 and TTC, were not reported (because these data
"were not available”, as stated by the authors

Due to the low number of patients at risk in the ribociclib and abemaciclib cohorts after month 30, point estimates
beyond this timepoint were not stable




First-line treatment: novelties from 2024

» Real-world effectiveness comparison of first-line palbociclib, ribociclib or abemaciclib in combination with ET

* Inavolisib in combination with fulvestrant plus palbociclib in patients with endocrine-resistant, PIK3CA-mutated
HR+/HER2- aBC



INAVO120 study design?

( )

Key eligibility criteria

Enrichment of patients with

poor prognosis:

® PIK3CA-mutated, HR+,
HER2- LA/mBC
by central ctDNA or local
tissue/ctDNA test

® Measurable disease

® Progression during/within
12 months of adjuvant
ET completion

® Fasting glucose
<126 mg/dL (<7.0 mmol/L)
and HbA1c <6.0%

<42 I/mol
i ( mmol/mol) y

Statistical methods

N =325 Inavolisib (9 mg QD PO)
+ palbociclib (125 mg PO
QD D1-D21)
+ fulvestrant (500 mg C1D1/15
and Q4W)
R
1:1

Placebo (PO QD)
+ palbociclib (125 mg PO
QD D1-D21)
+ fulvestrant (500 mg C1D1/15
and Q4W)

® For efficacy endpoints and TTCD, hazard ratios were estimated using a Cox
proportional hazard model with 95% CI and Kaplan—Meier methodology was

used to estimate the medians with the Brookmeyer—Crowley method used for the

95% CI

Efficacy endpoints
® PFS by investigator ® Time from randomization to end or
* 0OS discontinuation of next-line treatment, or
* ORR, BOR, CBR, DOR death from any cause (proxy for PFS2)
® Time from randomization to first
subsequent chemotherapy after
treatment discontinuation

Safety endpoints
Key selected AEs (hyperglycemia, diarrhea, rash, and
stomatitis/mucosal inflammation)*

Patient-reported outcomes endpoints®

* BPI-SF: TTCDin worse paini$

®* EORTC QLQ-C30: mean change from baseline in HRQoL, physical functioning,
and role functioning!l

®* PRO-CTCAE: presence, frequency of occurrence, severity, and/or degree of
interference with daily function of selected symptomatic treatment toxicities
An overall bother item: overall bother experienced due to side effects
of treatment

* Assessed using grouped terms; severity reported per National Cancer Institute CTCAE version 5.0. T Assessed at D1 of C1-3 then D1 of every other C thereafter (5, 7, 9, etc.), at treatment discontinuation, and every 3 months during survival
follow-up; baseline completion rates in both arms were =90% for all assessments; post-baseline rates in both arms remain =80% through C15; <50% intent-to-treat sample remaining at C9 in the inavolisib arm versus C5 in the placebo arm. *
Type | error-controlled; hierarchically tested according to a prespecified fixed order of endpoints. § Defined as the time from randomization to the first documentation of a =2-point increase from baseline on the “worst pain” item held for at least
two consecutive Cs, or an initial increase followed by death or treatment discontinuation within 3 weeks from the last assessment. ! A 210-point change was defined as a clinically meaningful difference.

AE, adverse event; (LA/m)BC, (locally advanced/metastatic) breast cancer; BOR, best overall response; BPI-SF, brief pain inventory-short form; C, Cycle; CBR, clinical benefit rate; Cl, confidence interval, CTCAE, Common Terminology Criteria
for Adverse Events; ctDNA, circulating tumor DNA; D, Day; DOR, duration of response; EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Core Quality of Life questionnaire; ET, endocrine therapy;

HER2-, HER2-negative; HR+, hormone receptor-positive; HRQoL, health-related quality of life; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival;

PFS2, time from randomization to next progression after discontinuing study treatment for PD, or death from any cause; PO, orally; PRO, patient-reported outcomes; Q4W, every 4 weeks; QD, once daily; R, randomized;

TTCD, time to confirmed clinical meaningful deterioration.
1. Jhaveri KL, et al. SABCS 2023 (Abstract GS03-13).
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Numbers...

« About one third (33%) of HR+/HER2- aBC patients have endocrine-resistant disease

« About 40% of patients with HR+/HER2- aBC have PIK3CA tumor mutations

~50%

~E0,
of patients with 5 A’
HR-positive/ O———O0 AKT1 alterations’3>*
HER2-negative
aBC!2 ~5%

[ ~40%

PIK3CA alterations!™ PTEN alterations!?3

« About 15% of all HR+/HER2- aBC have endocrine-resistant disease AND PIK3CA tumor mutations



Inavolisib improves patient PFS regardless of type and sites of

Progression-free Survival (%)

No. at Risk
Inavolisib
Placebo

100-

75+

50

254

Progression-free survival

55.8

32,6

Median

No. of Progression-free
Events Survival
(%) (95% CI)

mo

_—
82 (50.9) 15.0 (11.3-20.5)

113 (68.9) 7.3 (5.6-0.3)

Inavolisib (N=161)
Placebo (N=164)

Stratified hazard ratio for disease
progression or death, 0.43
(95% C1, 0.32-0.59)

P<0.001

Inavolisib

21.1

’ - M

Placebo

161
le4

3 6 9 12 15 18

|
21 24 27 30 33 36

Months

134 111 92 66 43 41
113 77 59 40 23 19

31 22 13 11 5 1
le 12 6 3 3 1

B Analysis of Progression-free Survival in Key Subgroups

metastases, HR and menopausal status, ECOG PS

Hazard Ratio for Disease Progression

Subgroup No. of Patients ~ Median Progression-free Survival or Death (95% Cl)
Inavolisib Placebo Inavolisib ~ Placebo
mo
All patients 161 164 15.0 7.3 o 0.50 (0.38-0.67)
Age !
<65 yr 136 130 16.6 7.2 —— 0.44 (0.32-0.60)
=65 yr 25 34 9.3 107 —— 0.96 (0.50-1.83)
Geographic region i
Asia 56 58 14.6 5.8 —_ 0.40 (0.24-0.64)
North America or Western Europe 63 64 13.3 9.3 | —— 0.73 (0.47-1.15)
42 42 210 5.6 —_—— 0400022072
ECOG performance-status score at baseline !
0 100 106 16.6 7.4 —— 0.46 (0.32-0.66)
1 60 58 11.4 5.6 —_— 0.58 (0.36-0.92)
Menopausal status at randomization i
Premenopausal 65 59 20.1 6.5 + 0.35 (0.22-0.56)
Postmenopausal 91 104 13.4 7.5 —e— 0.64 (0.44-0.92)
Visceral disease i
No 29 36 25.8 7.4 ——— 0.43 (0.19-0.97)
Yes 132 128 13.3 T —%—0— 0.51 (0.38-0.69)
Liver metastasis at enrollment 3
No 84 73 24.2 TILE] —— 0.56 (0.35-0.90)
Yes 77 91 11.0 5.6 —:r.— 0.48 (0.33-0.69)
No. of organs with metastases at enrollment }
1 21 32 20.2 [ S S — 0.35 (0.14-0.87)
2 59 46 18.2 7.4 == 0.47 (0.29-0.77)
=3 81 36 14.1 7.3 —%—0— 0.55 (0.37-0.80
esistance to engocrine therapy |
Primary 53 58 114 3.7 — 0.39 (0.24-0.61)
Secondary 108 105 182 97 — 055 (0380 80)
Hormone receptor status |
ER-positive, PR-negative 45 45 LT, 5.6 + 0.45 (0.27-0.76)
ER-positive, PR-positive 113 113 18.2 7.4 —— 0.48 (0.34-0.68)
Previous endocrine therapy I
Aromatase inhibitor and tamoxifen 18 19 11.0 12.9 —_————— 1.17 (0.42-3.24)
Aromatase inhibitor only 60 71 10.9 5.8 4:—0— 0.62 (0.41-0.94)
Tamoxifen only 82 73 21.0 74 + 0.38 (0.25-0.59)
O.I].O 0.‘43 1.00 ].0!00

Inavolisib Better

Placebo Better

Turner NC et al. N Eng J Med 2024




Inavolisib also improves tumor responses and overall survival

Percentage of Patients

Objective responses

Change in objective
response, 33.4 percentage points

|
58.4

25.0
Inavolisib Placebo
(N=161) (N=164)

Complete response
M Partial response

No. at Risk

Inavolisib
Placebo

Overall Survival (%)

25

Overall survival

Median

No. of Overall
Deaths Survival
(%) (95% Cl)

mo

Inavolisib (N=161) 42 (26.1) NR (27.3-NR)
Placebo (N=164) 55 (33.5) 31.1 (22.3-NR)

Stratified hazard ratio for death,
0.64 (95% Cl, 0.43-0.97)
P=0.03

iy Inavolisib.

Placebo

T T T T T T T
6 9 12 15 18 21 24 27 30 33 36 39 42
Months

161 143 127 114 101 8 69 56 38 26 17 8 4 1 1
le4 139 120 98 8 72 61 52 33 19 11 5 3 1 O

Turner NC et al. N Eng J Med 2024



PFS comparison of fulvestrant+abemaciclib vs. fulvestrant+
palbociclib+inavolisib in PIK3CA-mutated HR+/HER?2- aBC patients

INAVO 120 trial MONARCH 2 trial (PIK3CA-mut)

Median
100- "™ 100%
— (%) (95% CI)
X mo 90%
— Inavolisib (N=161) 82 (50.9) 15.0 (11.3-20.5)
= [ Placebo (N=164) 113 (68.9) 7.3 (5.6-9.3) ] 80%
‘2 ?S 7 Stratified hezard ratio for disease 70% N
e p;;’?,j"éf'g“ggig‘;?)“' 0.43 Abemaciclib + fulvestrant
7 peot 60% 17.1 months (95% Cl, 9.4-27.6)
w
§ 50~ w o s0%
¥
é 40%
[#]
@ % Inavolisib -
g N 20%] Placebo + fulvestrant
3“ 1o%d 5.7 months (95% Cl, 3.85-15.0) LL___.
i T 1
o
0 Placebo 0% HR {95% ClI): 0.53 (0.33-0.84)
' ' ' 0 3 6 9 12 15 18 21 24 27 30 33 35 29 42 45 48 51 5S4 57
0 3o 33 36 Time (months)
Mu“ths Number at risk
— %8 49 37 33 29 24 22 20 20 W 1B 4 13 12 7 5 3 2 1 ©
No. at Risk m— 38 28 16 1 13 13 6 5 S5 5 S5 4 3 3 2 2 0 0 0 o
Inavolisib 161 134 111 92 66 48 41 31 22 13 11 5 1
Placebo 164 113 77 59 40 23 19 16 12 b 3 3 1

Turner NC et al. N Eng J Med 2024 Tolaney S.M. et al. Clin Cancer Res 2022



Some comments...

Palbociclib is the the |least effective CDK4/6i in patients with endocrine-resistant disease

This limitation will become more and more important as the use of more potent CDK4/6i, namely ribociclib and
abemaciclib, will increase in the adjuvant setting in the next years (based on the results o NATALEE and
monarchE trials)

We do not know whether a sequence of ET+CDKA4/6i followed by ET+PI3K/AKT inhibitors (e.g., capivasertib;
alpelisib) is more effective than a triplet treatment with ET+CDK4/6i+PI3K/AKTi

The EMBER-3 trial provides the opportunity of using a second and more effective CDK4/6i, such as abemaciclib
in_combination with imlunestrant, as a second-line treatments in patients progressing on palbociclib-inavolisib-
based therapy




patients with prior CDK4/61 therapy

Median PFS in recent RCTs of endocrine therapy: sub-analysis in

4 N .
. ' . . 2nd line Rx 3rd line Rx &
Adjuvant ET Genomics 1st line Rx Genomics Beyond
Im + abema
WT F + abema
WT F & averol —y| Other ET
None, Tam, T : Revisit priors |+
remote Al ny A|‘+ CDK4/6i Im + abema » Chemo/ADC
PIK3/AKT ESR1mut Elacest, Imlun
F + capi ! Im + abema
PIK3/AKT F + alpel X _
Im + abema | F + PIK3/AKTi
Im + abema
WT : o) F + abema
F + CDK4/6i
ESR1mut F + everol \
Im + abema Other ET
S0 Elacest, Imlun |[—*| Reuvisit priors
Chemo/ADC
F + CDK4/6i F + capi /
PIK3/AKT PIK3/AKT
F +inavo + palb / F +alpel
Im + abema

Al +
CDK46/i

Adapted from Burstein HJ et a. SABCS 2024



Second-line treatment: ESR1-mutated tumors and CDK4/61 switch

! !

No imminent organ failure and Imminent organ failure or short
long PFS on prior endocrine PFS on endocrine-based therapy
therapy

Everolimus—exemestane (a) [l, B] If PIK3CAm+: If ESR1m+:
or Fulvestrant-alpelisib [I, B; MCBS Elacestrant
Everolimus—fulvestrant (a, c) [l, 2; ESCAT I-A] (d, e) [I, A; MCBS 3] (d)
B
-
Switch endocrine therapy *
CDK4/6 inhibitor

If germline BRCA/PALB2m+:
PARP inhibitor [I, A; MCBS 4;

ESCAT I-A] (d, e)

Fulvestrant aonotherapy




Elacestrant improved PFS and OS in HR+/HER2- aBC patient with
ESR1 mutations

PFS: ESR1-mutated cohort

100 Elacestrant SocC
90 (n=115) (n=113)
Events, No. (%) 62 (53.9) 78 (69.0)
80 1 HR (95% Cl) 0.55 (0.39 to 0.77)
70 - P .0005
== 6-month PFS, % 40.8 19.1
& 604 (95% Cl) (30.1t0 51.4) | (10.5t0 27.8)
f.f 50 12-month PFS, % 26.8 8.2
o 5 (95% Cl) (16.2t0 37.4) | (1.3t015.1)
40 A -==@y
30 1
= T - AvA~ ~ 4 A~
20 % i A4 o 0
—&— Elacestrant O iy
W agp=soc o i o )
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Time (months)
No. at risk:

Elacestrant 115 105 54 46 35 33 26 26 21 20 16 14 11 9 7 5 5 4 4 1 1 1 1 1 0

socC

113 99 39 34 19 18 12 12 9 9 4 1 1 1 0

100
90
80
70
60

0S (%)

50
40
30
20

10 A

No. at risk:

OS: ESR1-mutated cohort

—E— Elacestrant
-€--S0C
B,
Elicoctiant SocC SDCOO0 TID- O~ CIT ~ ~ O~ === === ©°
(n =115) (n=113)
Events, No. (%) 28 (24.3) 40 (35.4)
HR (95% CI) 0.59 (0.36 to 0.96)
P .0325 (NS)
6-month OS, % 92.8 84.4
(95% ClI) (88.0 to 97.6) |(77.3 to 91.4)
12-month OS, % 82.6 73.6
(95% ClI) (75.3 t0 90.0) |(64.8 to 82.4)
—rrrrr—Trr—r—r—r—r—r—r—r—r—r—Tr— T T T
0O 1 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 2
Time (months)

Elacestrant 115 112 111 111 105 103 101 95 93 90 86 80 68 55 45 40 36 25 17 13 11 4 2 2 2 2 (0]

SOC

113 106 101 101

=1

96 90 86 86 84 79 77 68 56 44 33 27 22 19 14 10

6 4 2 1 1 1 (0]

Bidard FC et al. J Clin Oncol 2022



Benefit of oral SERDs vs. standard ET in ESR1-mutated and ESR1-wt

ESR1
mut

ESR1
wt

tumors

SERENA-2
Fulv vs Camizestrant

EMERALD
SOC vs Elacestrant

E £5Rtmutationsdetectablat baselne

acelERA
PCET vs Giredestrant

Camizestrant75mg ~ Camizestrant 150mg ~ Fulvestrant 500 me B
(n=22) (n=26) (n=33)
100 4+
B Patients w 1(81%) 31(80%) | %
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Primary Endpoints

ER+, HER2- ABC | '
Imlunestrant . Investigator-assessed PFS for:

Men and Pre-2/Post-menopausal

women | 400 mg QD * A vs B in patients with ESR1m?9

Prior therapy: * Avs B in all patients
* Adjuvant: Recurrence on or * Cvs Ain all" patients
within 12 months of completion SOC ETde

of Al £ CDK4/6i
* ABC: Progression on first-line Key Secondary Endpoints

Al + CDKA4/6i Exemestane * OS, PFS by BICR, and ORR
* No other therapy for ABC * Safety

Fulvestrant or

Stratification Factors: Imlunestrant

* Prior CDK4/6i therapy (Y/N) e 400 mg QD + |CP Exploratory Endpomts_
- Visceral metastases (Y/N) abemaciclib® * PFS ar?d OSforCvsBin
+ Region® all patients

ABC, advanced breast cancer; Al, aromatase inhibitor; BICR, blinded independent central review; CDK4/6i CDK4/6 inhibitor; ER, estrogen receptor; ESR7m, ESR1 mutation; ORR, objective response rate; OS, overall survival; PFS, progression-free
survival; QD, once daily; SOC ET, standard of care endocrine therapy. Patients were enrolled from October 2021 to November 2023 across 195 sites in 22 countries. 2 A GnRH agonist was required in men and premenopausal women; ® Enrollment
into Arm C started with Protocol Amendment A (at which point 122 patients had been randomized across Arms A and B); ¢ East Asia vs United States/European Union vs others; 9 Investigator's choice; € Labeled dose; f Scans every 8 weeks for the first
12 months, then every 12 weeks; 9 ESR1m status was centrally determined in baseline plasma by the Guardant 360 ctDNA assay and OncoCompass Plus assay (Burning Rock Biotech) for patients from China; " Analysis conducted in all concurrently
randomized patients.

Jhaveri KL et al. SABCS 2024
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( SAN ANTONIO

EMBER-3 Study Design ( ) BREAST CANCER

Primary Endpoints |

ER+, HER2- ABC
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Men and Pre-2/Post-menopausal | LU, Investlggtor a_ssess_ed reaor: |
Woren 400 mg QD * Avs B in patients with ESRTm9I
Prior therapy: .- &\E E E a—” 28&9_[11:2 L -I
* Adjuvant: Recurrence on or * Cvs Ain all" patients
within 12 months of completion SOC ETde

of Al + CDK4/6i

* ABC: Progression on first-line Fulvestrant or
Al £ CDK4/6i Exemestane

* No other therapy for ABC

Key Secondary Endpoints
* OS, PFS by BICR, and ORR
* Safety

______I;____

Stratification Factors: Imlunestrant

* Prior CDK4/6i therapy (Y/N) e 400 mg QD + |CP Exploratory Endpomts_
- Visceral metastases (Y/N) abemaciclib® * PFS ar?d OSforCvsBin
+ Region® all patients

ABC, advanced breast cancer; Al, aromatase inhibitor; BICR, blinded independent central review; CDK4/6i CDK4/6 inhibitor; ER, estrogen receptor; ESR7m, ESR1 mutation; ORR, objective response rate; OS, overall survival; PFS, progression-free
survival; QD, once daily; SOC ET, standard of care endocrine therapy. Patients were enrolled from October 2021 to November 2023 across 195 sites in 22 countries. 2 A GnRH agonist was required in men and premenopausal women; ® Enrollment
into Arm C started with Protocol Amendment A (at which point 122 patients had been randomized across Arms A and B); ¢ East Asia vs United States/European Union vs others; 9 Investigator's choice; € Labeled dose; f Scans every 8 weeks for the first
12 months, then every 12 weeks; 9 ESR1m status was centrally determined in baseline plasma by the Guardant 360 ctDNA assay and OncoCompass Plus assay (Burning Rock Biotech) for patients from China; " Analysis conducted in all concurrently
randomized patients.
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Characteristic

Imlunestrant

n=331

Patient characteristics

SOC ET
n=330

Imlunestrant
+ abemaciclib

n=213

Characteristic

Imlunestrant

n=331

Imlunestrant
+ abemaciclib
n=213

SOC ET
n=330

Median age, years (range) 61 (28-87) 62 (27-89) 62 (36-87) . Visceral <4 54 56
Female, % 99 99 99 S Liver 32 30 27
metastases, %
Post-menopausal, % 84 86 86 Bone-only 29 26 24
Race, % White 56 58 52 Endocrine Primary 8 11 8
. i t ; o/ C
A§|an 2 25 = restatances e Secondary 92 89 93
Black or African 3 5 4 _
American Most recent Adjuvant 32 34 30
Region, % East Asia 25 26 31 ET, % ABC 63 63 68
North America/ Overall 59 57 65
Western Europe e = 2 Previous Adi
gy juvant < 5 3
Other 37 36 24 CDK4/6i, % A S £ 55
PR-positive, % 78 79 74 e z = =
ESR1 mutation, %? 36 32 Previous atbocicl ¢b ‘
PI3K pathway CDK4/6i Ribociclib 29 27 27
mutations, %P =2 29 41 therapy, %°  Apemaciclib 10 4 7
[ Baseline characteristics were generally well balanced including in patients with ESRTmf ]

Jhaveri KL et al. SABCS 2024
Jhaveri KL et al. N Engl J Med 2024



Imnulestrant improves PFES (primary endpoint) in patient with ESR1-
mutated HR+/HER2- aBC

PFS: ESR1-mutated cohort OS: ESR1-mutated cohort
(31% maturity)

Imlunestrant SOCET
n=138 n=118

1001 +=g -
= No. of events 109 102 100 n.,
I3
=y Median (95% Cl); 5.5 3.8
g Months (3.9-7.4) (3.7-5.5) -
2 751 { X 75
:z, 44% HR (95% CI) 0.62 (0.46-0.82)2 —
n ! p-value<0.001 g
o S
o 3 50
‘Z 501 @ 5
2 g Imlunestrant SOC ET
g 25 32%, 3 25 n=138 n=118
g J No. of OS events 32 48
o 1
. . HR (95% CI) 0.55 (0.35-0.86); p-value 0.0082
01 : 7% , 0
|
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
0 2 4 6 8 101" 12 14th16 18 20 22 24 26 28 30 - Time (months)
No. at risk ime (months) No. at risk
= 138 95 74 56 45 35 22 18 15 8 4 4 3 2 0 0 == 138 132 124 121 116 100 85 74 57 45 34 24 13 8 6 2 0 0
118 74 51 33 19 7 5 3 2 1 0 0 0 0 0 0 118 112 108 102 96 82 66 54 44 32 25 16 12 8 3 1 0 0

Jhaveri KL et al. SABCS 2024
Jhaveri KL et al. N Engl J Med 2024



Imlunestrant improves PFS regardless of visceral metastases,
previous CDK4/6i and PI3K pathway alterations

Imlunestrant SOCET

Subgroup No. of Events/Total No. Hazard Ratio (95% CI) Interaction p-value

Patients with ESR1 mutation 109/138 102/118 —@— 0.62 (046, 0.82)

Investigator’s choice of ET Exemestane 3/4 4/6 0.53 (0.09, 3.00) 0.950
Fulvestrant 106/134 98/112 —@— 0.61 (0.46, 0.81)

Age <65 years 74/91 69/78 = = 0.61 (044, 0.86) 0.859
265 years 35/47 33/40 —— 0.57 (0.34, 0.95)

Region East Asia 23/30 23/26 —_—— 0.47 (025, 0.89) 0.284
North America/Western Europe 51/63 44/54 ——— 0.77 (0.51, 1.17
Other 35/45 35/38 S S 0.50 (0.31, 0.82

No. of metastatic sites 1 24/35 26/35 ——— 0.53 (0.30, 0.94) 0.901
2 36/45 35/39 —— 0.61 (0.37, 0.99
23 49/58 41/44 —— 0.63 (0.41, 0.98

Visceral metastasis No 39/54 42/51 —— 0.51 (0.32, 0.79) 0.612
Yes 70/84 60/67 —&— 0.68 (0.47, 0.98)

Liver metastasis No 58/81 59/71 —— 0.58 (0.40, 0.83) 0.679
Yes 51/57 43/47 ——— 0.64 (041, 0.99)

Bone-only metastasis No 92/111 79/88 —@— 0.65 (0.47, 0.89) 0.439
Yes 17127 23/30 —_————— 0.42 (0.22, 0.80)

Previous CDK4/6 inhibitor No 29/45 31/33 —e—— 0.42 (0.25, 0.72) 0.246
Yes 80/93 71/85 —@— 0.72 (0.52, 1.01)

Line of therapy in advanced setting First-line 19/30 21/23 ————— 0.48 (0.25, 0.92) 0.599
Second-line 88/106 81/95 —@— 0.66 (0.48, 0.90)

PI3K pathway mutation status Detected 59/72 48/57 —— 0.62 (0.41, 0.93) 0.732
Not detected 50/64 54/61 —— 0.61 (041, 0.91)

-~ 0.25 0.5 1 2
Favors Imlunestrant Favors SOC ET

L\ i

ET, endocrine therapy; SOC ET, standard of care endocrine therapy. First-line: most recent ET = adjuvant; Second-line: most recent ET = ABC. The total number of patients may not add up due to missing data in certain subgroups.

Jhaveri KL et al. SABCS 2024
Jhaveri KL et al. N Engl J Med 2024



Limitations of EMBER3 vs. EMERALD

Only ~50% of patients received CDK4/6i for advanced disease
Most patients treated with CDK4/6i received palbociclib (the least effective CDK4/6i)

Subgroup PFS analysis in patients with ESR1-mutated tumors previously treated with CDK4/6i did
not reach (yet?) statistical significance in favor of imlunestrant

Lack of OS advantage in patients with ESR1-mutated tumors
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American Assotiation
for Cancer Research’

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)
* Visceral metastases (Y/N)

» Region®

[ Primary Endpoints
Imlunestrant Investigator-assessed PFS for" |

* A vs B in patients with ESR1m?9
* Avs B in all patients

~AvsBinallpatients_ _ _ _ __

* Cvs Ain all" patients i

Fulvestrant or

Key Secondary Endpoints
Exemestane * OS, PFS by BICR, and ORR

[ Imlunestrant [

— & 400 mg QD + |C® : Exploratory Endpoints
: Sbemacichb j * PFSandOSforCvsBin

all" patients

ABC, advanced breast cancer; Al, aromatase inhibitor; BICR, blinded independent central review; CDK4/6i CDK4/6 inhibitor; ER, estrogen receptor; ESR7m, ESR1 mutation; ORR, objective response rate; OS, overall survival; PFS, progression-free
survival; QD, once daily; SOC ET, standard of care endocrine therapy. Patients were enrolled from October 2021 to November 2023 across 195 sites in 22 countries. 2 A GnRH agonist was required in men and premenopausal women; ® Enrollment
into Arm C started with Protocol Amendment A (at which point 122 patients had been randomized across Arms A and B); ¢ East Asia vs United States/European Union vs others; 9 Investigator's choice; € Labeled dose; f Scans every 8 weeks for the first
12 months, then every 12 weeks; 9 ESR1m status was centrally determined in baseline plasma by the Guardant 360 ctDNA assay and OncoCompass Plus assay (Burning Rock Biotech) for patients from China; " Analysis conducted in all concurrently

randomized patients.

Jhaveri KL et al. SABCS 2024
Jhaveri KL et al. N Engl J Med 2024



Progression—free Survival (%)

Imlunestrant plus abemaciclib is more effective than imlunestrant
regardless of ESR1 mutations

Patients with ESRTm

Imlunestrant

+ abemaciclib

Imlunestrant
g 100°

Patients without ESRTm

Imlunestrant

+ abemaciclib

1004 n=67 n=146
No. of events 36 Tl q No. of events
Median (95% CI); 111 5.5 T; Median (95% CI); 9.1 5.5
751 months (7.4-13.7) (3.8-7.2) s 751 months (7.4-14 4) (3.6-5.8)
=]
HR (95% Cl) 0.53 (0.35-0.80) e HR (95% Cl) 0.59 (0.43-0.81)
Q
50 - & 50
c
L]
0
o
25- £ 25
<
o
01 0+
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
_ Time (months) _ Time (months)
No. at risk No. at risk

=67 54 47 39 33 22 14 7 6 3 1 1 0 0 0 O
-=02 62 50 35 28 20 12 9 7 3 0 0 O O o0 O

- 146 111 94 83 63 50 34 22 19 10 5 4 3 0 0 O
w121 78 56 42 39 28 17 1 11 7 3 2 0 0 0 O

Jhaveri KL et al. SABCS 2024
Jhaveri KL et al. N Engl J Med 2024



Progression—free Survival (%)

Imlunestrant plus abemaciclib is more effective than imlunestrant
regardless of ESR1 mutations

Patients with ESRTm

Imlunestrant

+ abemaciclib
n=67

100 1
No. of events 36 71
Median (95% CI); 111 5.5
75 months (7.4-13.7) (3.8-7.2)

HR (95% Cl) I 0.53 (0.35-0.80) I

50 1

25

12 14 16 18 20 22 24 26 28 30

Time (months)

0 2 4 6 8 10
No. at risk
== 067 54 47 39 33 22 14 7 6 3 1 1 0 0 0 0

-=02 62 50 35 28 20 12 9 7 3 0 0 O O o0 O

Imlunestrant
ik 100

Progression—free Survival (%)

Patients without ESRTm

Imlunestrant

+ abemaciclib
n=146

5.5
(3.6-5.8)

0.59 (0.43-0.81)

No. of events

Median (95% CI);
months

9.1
(7.4-14.4)

751

HR (95% CI)

12 14 16 18 20 22 24 26 28 30

Time (months)

0 2 4 6 8 10
No. at risk
= 146 111 94 83 63 50 34 22

w121 78 56 42 39 28

19 10 5 4 3 0 0 O
7 1 1 7 3 2 0 0 0 O
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Imlunestrant plus abemaciclib is associated with excellent clinical
outcomes in patients previously treated with ET+CDK4/6i

Patients with prior CDK4/6i treatment

Imlunestrant Imlunestrant
+ abemaciclib
100+ n=139 n=140

No. of events

edian (95% CI); 9.1 3.7
I months  (7.2-11.2) (2.1-5.5)

~
b

I HR (95% ClI) 0.51 (0.38-0.68)

)
g

Progression—free Survival (%)
(9)]
o

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
No. at risk
==139 105 8 76 58 43 29 19 17 8 3 2 1 0 0 0

140 79 56 39 32 21 13 11 10 6 1 0 0 0 0 0

Jhaveri KL et al. SABCS 2024
Jhaveri KL et al. N Engl J Med 2024



Imlunestrant plus abemaciclib is associated with excellent clinical
outcomes in patients previously treated with ET+CDK4/6i

» Clinically relevant PFS difference

Patients with prior CDK4/6i treatment

Imlunestrant Imlunestrant
+ abemaciclib
100+ n=139 n=140

No. of events

edian (95% CI); 9.1 3.7
I months  (7.2-11.2) (2.1-5.5)

~
b

I HR (95% ClI) 0.51 (0.38-0.68)

)
g

Progression—free Survival (%)
(9)]
o

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
No. at risk
==139 105 8 76 58 43 29 19 17 8 3 2 1 0 0 0

140 79 56 39 32 21 13 11 10 6 1 0 0 0 0 0

Jhaveri KL et al. SABCS 2024
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Progression—free Survival (%)

Imlunestrant plus abemaciclib is associated with excellent clinical
outcomes in patients previously treated with ET+CDK4/6i

Clinically relevant PFS difference

\ 4

Patients with prior CDK4/6i treatment

Imlunestrant T Imlunestrant Unknown impact of the type of prior
+ abemaciclib _ . . T
1001 n=139 n=140 > CDK4/6i _on imlunestrant+abemaciclib
~Noojevents. = #9 . = . - 108 - efficacy
75 edian (95% ClI); 9.1 3.7
I months  (7.2-11.2) (2.1-5.5)

I HR (95% ClI) 0.51 (0.38-0.68)

o
b

)
g

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
No. at risk
==139 105 8 76 58 43 29 19 17 8 3 2 1 0 0 0

140 79 56 39 32 21 13 11 10 6 1 0 0 0 0 0
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Progression—free Survival (%)

Imlunestrant plus abemaciclib is associated with excellent clinical
outcomes in patients previously treated with ET+CDK4/6i

Clinically relevant PFS difference

\ 4

Patients with prior CDK4/6i treatment

Imlunestrant Imlunestrant
+ abemaciclib
100+ n=139 n=140

Unknown impact of the type of prior
CDK4/6i _on imlunestrant+abemaciclib

\ 4

. Noofevenis ... /9. . 100 efficacy
754 ! edian (95% ClI); 9.1 3.7 1
months | el ) ~ Unknown predictive impact of ESR1
: HR (95% Cl) 0.51 (0.38-0.68) l ~ status in CDK4/6i-pretreated patients

o
b

)
g

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
No. at risk
==139 105 8 76 58 43 29 19 17 8 3 2 1 0 0 0

140 79 56 39 32 21 13 11 10 6 1 0 0 0 0 0
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Imlunestrant plus abemaciclib is associated with excellent clinical
outcomes in patients previously treated with ET+CDK4/6i

Clinically relevant PFS difference

\ 4

Patients with prior CDK4/6i treatment

Unknown impact of the type of prior

~
o

Imlunestrant Imlunestrant
+ abemaciclib _ . . T
1001 n=139 n=140 > CDK4/6i _on imlunestrant+abemaciclib
E\:, _Ni' oie\ﬁnts_ _________ eﬂ:icacy
g 754 ! edian (95% ClI); 9.1 307, 1
3 : months | el ) ~ Unknown predictive impact of ESR1
o HR (95% Cl) 0.51 (0.38-0.68) l status in CDK4/6i-pretreated patients
= B0 L R e
&
k)
0 . .
S o , Unknown impact of imlunestrant +
g . abemaciclib on OS
o
100 Only 15% of death
. \ events
8 2 4 6 8 10 12 14 16 18 90 99 24 96 98 30 .

Time (months)

o
o

No. at risk
—139 105 87 76 58 43 29 19 17 8 3 2 1 0 0 O
40 79 56 3% 32 9113 Af 100 6 10 0D 0 0= 0 HR (99% €D 1.34(0.81-2.21) p-value 0.25

o]

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)

No. of OS events 36 28

Overall Survival (%)

N
(5]

No. at risk
= 213 206 195 187 176 140 117 88 64 46 25 11 3 0 0 0
= 213 205 197 190 180 144 113 87 65 43 30 15 3 1 0 0
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postMONARCH study design

f Eligibility

HR+, HER2- ABC
Men & Pre/post menopausal women

Prior Therapy:

« ABC: Disease progression on
CDK4/6i + Al as initial therapy

+ Adjuvant: Disease recurrence
on/after CDK4/6i + ET

kNo other therapy for ABC

~

J

Primary Endpoint:
Investigator-Assessed PFS

Secondary Endpoints:
OS, PFS by BICR, ORR,

Abemaciclib + Fulvestrant
CBR, DCR, DoR, Safety, PK

/

Randomization 1:1

[

N = 368 & PRO

Stratification Factors:

B Placebo + Fulvestrant * Duration of prior CDK4/6i
* Visceral metastases

« Geographic region

* Enrolled March 2022 to June 2023 across 96 centers in 16 countries

error of 0.05

Scans every 8 weeks for the first 12 months, then every 12 weeks
Primary outcome targeted 251 events; interim analysis planned at ~70% of events
Assuming a hazard ratio (HR) of 0.70, ~80% power to detect abemaciclib superiority, with a cumulative 2-sided type |

Biomarker ctDNA analyzed by GuardantINFINITY assay

Kalinsky K et al. ASCO 2024



Patient characteristics

Abemaciclib Placebo +
+ Fulvestrant Fulvestant

Abemaciclib Placebo +
+ Fulvestrant Fulvestrant

N=182 N=186 N=182 N=186
(%) (%) (%) (%)
Age Median (range) 58 (27, 86) 61 (28, 85) Measurable Disease 72 68
< 65 years 69 63 Visceral metastasis 62 59
> 65 years 31 37 Site of Metastasis Liver 37 38
Gender Female 99 100 Bone-Only 18 23
ECOG 0 57 58 Prior CDK4/6i Setting ABC 100 98
1 43 43 Adjuvant 0 2
Region Other (includes EU) 73 72 Prior CDK4/6i Palbociclib 59 59
Asia 12 13 Ribociclib 34 33
USA 15 15 Abemaciclib 8 8
Race White 82 82 Prior CDK4/6i Duration 212 months’ 71 77
Asian 12 15 <12 months" 29 22
Black/African American 4 2 All 19 (2, 110) 21 (3, 87)
Ethnicity Not Hispanic/Latino 74 77 Median Prior CDK4/6i Palbociclib 19 23
Hispanic/Latino 15 15 Duration (mo; range)* Ribociclib 15 18
HR Status ER+ 100 99 Abemaciclib 26 21

Adapted from Kalinsky K et al. ASCO 2024



Fulvestrant plus abemaciclib improves PFS when compared to
fulvestrant after prior CDK4/61 (mostrly palbociclib or ribociclib)

Investigator-assessed PFS Blinded-independent central review (BICR)

Abemaciclib + Placebo +
Fulvestrant (N =182) Fulvestrant (N = 186)

1001

Abemaciclib + Placebo +
Fulvestrant (N =182) Fulvestrant (N = 186)

80 . 6-month PFS rat Events - -
Events 80 S-month FFo rate: . . 12.9 5.6
- Median (95% Cl); o | 58% Medisn: (95 Cliy montiie 9.5 NR 3.9-77
- 6-month PFS rate: months 5.6_8.6 3.7_5.6 HR (95% Cl); 0.55 (0.39 - 0.77)
50% HR (95% Cl); 0.73 (0.57 — 0.95) e

. nominal p 0.0004
nominal p 0.02 .

o
o
o
o

T

»
o
&
o

Estimates impacted by
informative censoring
(discordance with
investigator events:

w
o

Progression-Free Survival (%)
w
o

Progression—-Free Survival (%)

n
o

-

o
-
o

51% abemaciclib arm,
38% placebo arm)

»n
=3
(Y] R P — —— —

0

. 3 9 12 15 18 21 3 9 12 15 18 21
Number at Risk Time (months) Number at Risk Time (months)
—_— 182 124 80 61 21 9 2 0 —_ 182 17 74 54 21 6 1 0
— 186 114 62 47 17 7 3 0 — 186 100 50 39 13 5 1 0

Adapted from Kalinsky K et al. ASCO 2024



Median PFS in recent RCTs of endocrine therapy: sub-analysis in
patients with prior CDK4/61 therapy

=
o

9
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EMERALD SERENA2 ELAINE1 CAPI-291 PACE MAINTAIN postMONARCH EMBER3 EMBER3
Prior CDK46i 100% 100%** 100% 100%** 100% 100% 100% 58% 100%**
*there are a lot of problems with cross study comparisons, especially in unplanned subset analyses:
extent/types of prior therapy, variable tumor genomics/biomarker profile,
SOC options, sample size, exposure vs resistance, investigator vs BICR, etc. T

Adapted from Burstein HJ et a. SABCS 2024



Median PFS in recent RCTs of endocrine therapy: sub-analysis in
patients with prior CDK4/61 therapy
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EMERALD SERENA2 ELAINE1 CAPI-291 PACE MAINTAIN postMONARCH EMBER3 EMBER3
Prior CDKA46i 100% 1009%** 100% 1009%** 100% 100% 100% 58% 1009%**

*there are a lot of problems with cross study comparisons, especially in unplanned subset analyses:
extent/types of prior therapy, variable tumor genomics/biomarker profile,
SOC options, sample size, exposure vs resistance, investigator vs BICR, etc.

** Denotes subset of larger study cohort

Adapted from Burstein HJ et a. SABCS 2024



Imlunestrant + abemaciclib could become a preferred second-line
treatment option regardless of tumor genomics and endocrine sensitivity

. ' . . 2nd line Rx 3rd line Rx &
Adjuvant ET Genomics 1st line Rx Genomics Beyond
Im + abema
WT F + abema
WT F + everol Other ET
None, Tam, T : Revisit priors |+
remote Al S A|‘+ CDK4/6i Im + abema Chemo/ADC
PIK3/AKT ESR1mut Elacest, Imlun
F + capi Im + abema
PIK3/AKT |t | F+ alpel —
Im + abema F + PIK3/AKTi
Im + abema
WT 7T
WT F+ab
F + CDK4/6i i
ESR1mut F + everol
Im + abema Other ET
S0 Elacest, Imlun Revisit priors
Chemo/ADC
F + CDK4/6i F + capi
PIK3/AKT PIK3/AKT
F +inavo + palb / F +alpel
Im + abema

Al +
CDK46/i

Adapted from Burstein HJ et a. SABCS 2024



Subsequent lines of therapy

| If imminent organ failure

v

v1.1 - May 2023

ET-CDK4/6 inhibitor [I, A] (a, b) PD or intolerable toxicities

Somatic mutation testing (tissue
or liquid)

If HER2-low:
PD Trastuzumab deruxtecan [l, A;
MCBS 4] (f)

o
! }

No imminent organ failure and
long PFS on prior endocrine
therapy

Germline BRCA1/2 testing +  |erereeneeenes >

® ©)

Imminent organ failure or short
PFS on endocrine-based therapy

Everolimus—exemestane (a) [l, B] If PIK3CAm+:
r

Fulvestrant-alpelisib [I, B; MCBS

If ESR1m+: If germline BRCA/PALB2m+:

o

Everolimus—fulvestrant (a, c) [l, 2; ESCAT I-A] (d, e)
B]

Elacestrant PARP inhibitor [I, A; MCBS 4;

I, A; MCBS 3] (d) ESCAT I-A] (d, €)

or
Switch endocrine therapy *
CDK4/6 inhibitor

or
Fulvestrant monotherapy

PD

or
Sacituzumab govitecan if not
used before [I, A; MCBS 3]
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Re-defining the biology of HR+/HER2 BC

HER2 IHC categories within HR+, HER2-negative (HER2-) mBC (per ASCO/CAP")

4N EEN NI NN NN NN NN NN NN SN SN NN SN SN NN BN SN SN SN SN SN NN SN SN SN SN SN S N SN SN S SN SN S N SN S SN SN SN S N SN S S N SN SN S SN S S SN S S S B S S N SN S S SN SN S N S S S SN S S S S S

| |
:Eiisgr::‘:;iﬁ:ﬂgg_ HER2-low HER2-ultralow !
| 4 23 2-4 I
| ~85% of HR+, HER2- mBc ~60—65% ~20-25% !
A,
‘ ‘ : £ ) : ... <
= . N s, @ , P o < e

Weak-to-moderate complete Faint, incomplete Faint, incomplete Absent / no

membrane staining membrane staining membrane staining observable

in >10% tumor cells in >10% tumor cells h a membrane

in £10% tumor cells staining

Adapted from G. Curigliano, ASCO 2024 meeting



DESTINY Breast06 study design

PATIENT POPULATION
« HR+ mBC

+ HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow
IHC O with membrane staining)*

« Chemotherapy naive in the mBC setting

Prior lines of therapy
« 22 lines of ET # targeted therapy for mBC
OR
* 1 line for mBC AND
— Progression <6 months of starting first-line ET + CDK4/6i
OR
— Recurrence =24 months of starting adjuvant ET

Stratification factors

« Prior CDK4/6i use (yes vs no)

+ HER2 expression (IHC 1+ vs IHC 2+/ISH- vs IHC 0 with membrane staining)
« Prior taxane in the non-metastatic setting (yes vs no)

T-DXd
5.4 mg/kg Q3W
(n=436)

HER2-low = 713
HER2-ultralow = 153t

Options:
capecitabine,
nab-paclitaxel,

paclitaxel

ENDPOINTS
Primary
+ PFS (BICR) in HER2-low

Key secondary

« PFS (BICR) in ITT (HER2-low + ultralow)
+ OS in HER2-low

« OSinITT (HERZ2-low + ultralow)

Other secondary
* PFS (INV) in HER2-low

+ ORR (BICR/INV) and DOR (BICR/INV) in
HER2-low and ITT (HER2-low + ultralow)

+ Safety and tolerability
+ Patient-reported outcomes#*

Adapted from G. Curigliano, ASCO 2024 meeting



The majority of patients (~two thirds) received 2 lines of endocrine
therapy

S AL (HER2-low an:iT;ERZ-ultralow) Ll
T-DXd TPC T-DXd TPC T-DXd TPC
(n=359) (n=354) (n=436) (n=430) (n=76) (n=76)
ETin the metastatic setting
Lines of ET
Number of lines, median (range) 2.0 (1-4) 2.0 (1-5) 2.0 (1-4) 2.0 (1-5) 2.0 (1-4) 2.0 (1-5)
Number of lines, n (%)
1 54 (15.1) 67 (19.0) 65 (14.9) 82 (19.2) 11 (14.5) 15 (19.7)

242 (67.6) 236 (67.0)

Prior therapies, n (%)

ET monotherapy 189 (52.6) 183 (51.7) 230 (52.8) 223 (51.9) 41 (53.9) 40 (52.6)
ET with CDK4/6i 318 (88.6) 316 (89.3) 388 (89.0) 385 (89.5) 69 (90.8) 69 (90.8)
ET with other targeted therapy® 120 (33.4) 105 (29.7) 143 (32.8) 127 (29.5) 22 (28.9) 22 (28.9)

Adjuvant/neoadjuvant setting*

Prior therapies, n (%)

ET 227 (63.2) 218 (61.6) 275 (63.1) 256 (59.5) 48 (63.2) 38 (50.0)
Cytotoxic chemotherapy 192 (53.5) 196 (55.4) 228 (52.3) 234 (54.4) 36 (47.4) 38 (50.0)
Taxane 151 (42.1) 151 (42.7) 179 (41.1) 177 (41.2) 28 (36.8) 26 (34.2)
Anthracycline 167 (46.5) 173 (48.9) 197 (45.2) 206 (47.9) 30 (39.5) 33 (43.4)

Adapted from G. Curigliano, ASCO 2024 meeting



T-DXd improves PFS when compared to physician choice therapy in
patients with HER2-low disease, with a trend towards improved OS

Probability of PFS

No. at risk

T-DXd

T-DXd
mPFS: 13.2 mo

Hazard ratio 0.62

95% C10.51-0.74
P<0.0001*

T
0 3 6 9 12 15 18 21

24 27 30 3 36 39

Time from randomization (months)

359 30 25 213 163 131 72 4
34 24 192 118 8 8 7 19

28 17 10 6 1 0

Probability of OS

No. at risk

r-DXd
rPC

n=713
1.09 5 Hazard ratio 0.83
1 87.6%, T-DXd 95% CI10.66—1.05
P=0.1181%1
B TPC, 81.7%:
0.6
0.4
1
1
0.2 - '
1
112-month OS rate
0o T 1 T T T T T T T T T T 1
o] 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomization (months)
359 354 341 324 309 279 198 140 96 53 32 16 ¥ ¢ 2 o] o]
354 333 319 298 273 247 185 126 86 53 23 6 2 1 1 o}

OS data: ~40% maturity

Adapted from G. Curigliano, ASCO 2024 meeting



T-DXd improves PFS when compared to physician choice therapy in
ITT patients (HER2-low/ultra-low), with a trend towards improved OS

N=866

1.0 : Hazard ratio 0.81
H A .09 - 95% CI10.65—-1.00%
Hazard ratio 0.63 Lt i TR ¥
0 0.8
i 95% C10.53-0.75 TPC, 81.1%:!
I < * 1
e mPFS: 13.2 mo 8 B9
2 =
2 =
@ [333
8 2 &
Q o
0.2
E 12-month OS rate
0 T T T T T T T T T T T T 1 o T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 2% z 3 3 3 3 o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
o Time from randomization (months) Time from randomization (months)
Tf:b:drls 436 375 319 258 199 156 8 56 2 21 11 6 1 0 436 431 412 391 373 329 235 169 120 69 39 16 7 2 (o] o}
e 120 2nA "4 149 1M 70 430 402 387 360 328 292 210 143 101 62 27 9 3 1 1 0

18 44 25 13 7 2 1 1 0 =

OS data: ~40% maturity

Adapted from G. Curigliano, ASCO 2024 meeting



T-DXd improves PFS in all clinically relevant subgroups

No. of events / no. of patients mPFS (95% CI), months
Hazard ratio (95% CI)

Age 1
<65 years 158/252 1571244 13.2 (11.2-15.2) 7.8 (6.9-8.6) I-.-l : 0.59 (0.47-0.74)
265 years 67/107 75/110 13.2 (9.7-17.0) 8.5 (6.9-11.5) —@—i 0.68 (0.49-0.95)

HER2 status* :
IHC 1+ 157/238 150/234 12.9 (11.0-15.2) 8.2 (7.1-9.8) l-.-i: 0.74 (0.59-0.93)
IHC 2+/ISH- 65/117 80/118 15.2 (12.2-21.4) 7.0 (6.2-8.4) —o—i : 0.43 (0.31-0.60)

Prior CDK4/6i !
Yes 206/324 212/320 13.1 (11.2-15.2) 7.9 (6.9-8.6) I-.-l : 0.61 (0.51-0.74)
No 19/35 20/34 16.1 (9.7-NE) 11.1 (6.9-20.6) ——t— 0.64 (0.34-1.21)

Prior taxane use (adjuvant/neoadjuvant setting) I
Yes 94/151 101/151 12.9 (9.7-14.0) 7.4 (6.3-9.3) —@— | 0.64 (0.48-0.85)
No 131/208 131/203 15.0 (11.3-16.5) 8.3 (7.0-9.7) = =i 0.59 (0.46-0.76)

Number of prior lines of ET (metastatic setting) i
1 27/54 45/67 15.2 (9.7-19.1) 8.0 (5.7-8.5) —— | 0.45 (0.27-0.72)
2 158/242 153/236 13.1 (11.2-15.2) 8.3 (6.9-10.0) I—.—l ! 0.69 (0.55-0.86)
23 39/62 33/49 12.3 (8.3-18.5) 8.1 (5.4-9.7) —— ! 0.53 (0.33-0.86)

Endocrine resistance :
Primary 66/105 83/116 13.1 (10.0-15.2) 6.8 (5.3-8.1) —— . 0.56 (0.40-0.78)
Secondary 159/254 148/236 13.2 (11.3-15.5) 9.0 (7.5-11.1) l-.—' | 0.65 (0.52-0.82)

Choice of chemotherapyt ;
Capecitabine 131/220 134/208 13.5 (11.4-15.4) 8.5 (7.0-11.4) @ | 0.62 (0.49-0.79)
Taxanes (Nab-paclitaxel + paclitaxel) 94/139 98/146 12.9 (9.6-15.4) 7.3 (6.4-8.3) —@— | 0.62 (0.46-0.82)

Liver metastases :
Yes 163/243 166/232 11.4 (9.8-13.2) 7.0 (6.4-8.1) |_‘.| : 0.58 (0.46-0.72)
No 62/116 66/122 17.0 (15.0-19.4) 11.3 (8.2-14.8) —— 0.66 (0.46-0.93)

025 05 1 2
-% -

Favors T-DXd Favors TPC

Adapted from G. Curigliano, ASCO 2024 meeting



T-DXd Is associated with higher rates of adverse events when
compared to chemotherapy

Nausea

Fatigue*

Alopecia
Neutropenia®
Transaminases increased?*
Anemias

Vomiting

Diarrhea
Decreased appetite
Leukopenia

PPE

65.9

B T-DXd, any grade
I T-DXd, Grade 23
2 TPC, any grade
B TPC, Grade 3

60 80

Adapted from G. Curigliano, ASCO 2024 meeting



TROPION-Breast01 Study Design’
Randomised, phase 3, open-label, global study (NCT05104866)

Key inclusion criteria: Dato-DXd
« Patients with HR+/HER2- breast cancer* > mgf(kg E/?E’)gyg)mw E“dp°'“tf:
(HER2— defined as IHC 0/1+/2+; FISH negative) L Jim * Dual primary: PFS by BICR
« Previously treated with 1-2 lines of : per RECIST ‘_’1 1,and OS
chemotherapy (inoperable/metastatic setting) Investigator’s choice of y g;goﬂdarytf m::luded !
+ Experienced progression on ET and for whom chemotherapy (ICC) PFSZ‘(m'IYI:e;'II'g?I'grS?I'SSgI;SIf )
ET was unsuitable oot ' ’ ’ ’
as per protocol directions? DCR at 12 ks DoR
« ECOGPSO0Qor1 (eribulin mesylate D1,8 Q3W:; vinorelbine D1,8 Q3W; a Weeks, UOR,
gemcitabine D1,8 Q3W: capecitabine D1—14 Q3W) PROs, and safety
(n=367)

Randomisation stratified by:
« Lines of chemotherapy in inoperable/metastatic setting (1 vs 2)
« Geographic location (USA/Canada/Europe vs other geographic regions)

+ Previous CDK4/6 inhibitor (yes vs no) + Treatment continued until PD, unacceptable tolerability, or other discontinuation criteria

Statistical considerations: Study deemed positive if either of the dual primary endpoints (PFS by BICR or OS) were statistically significant

Detailed description of the statistical methods published previously.! *Per American Society of Clinical Oncology/College of American Pathologists (ASCO/CAP) guidelines.

TICC was administered as follows: eribulin mesylate, 1.4 mg/m? [V on Days 1 and 8, Q3W; capecitabine, 1000 or 1250 mg/m? orally twice daily on Days 1 to 14, Q3W (dose

per standard institutional practice); vinorelbine, 25 mg/m? IV on Days 1 and 8, Q3W; or gemcitabine, 1000 mg/m? IV on Days 1 and 8, Q3W.

CDK4/6, cyclin-dependent kinase 4/6; D, day; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status;

ET, endocrine therapy; FISH, fluorescent in-situ hybridisation; IHC, immunchistochemistry; IV, intravenous; PD, progressive disease; PFS2, time to second progression or death, 1. Bardia A, et al. Future
PRO, patient-reported outcome; RECIST, Response Evaluation Criteria in Solid Tumors; TFST, time to first subsequent therapy; TSST, time to second subsequent therapy. Oncol 2024;20:423-36.



TROPION-Breast01 Study Design’
Randomised, phase 3, open-label, global study (NCT05104866)

Key inclusion criteria: Dato-DXd

+ Patients with HR+/HER2- breast cancer* : mgf(kg E/?[’)gyg)oaw
(HER2- defined as IHC 0/1+/2+; FISH negative) b

» Previously treated with 1-2 lines of

1:1

per RECIST v1.1, and OS

chemotherapy (inoperable/metastatic setting) Investigator’s choice of . ggg = tj ' e :
» Experienced proqression on ET and for whom chemotherapy (|CC) PFSZ‘(m'IYI:e;'II'g?I'grS?I'SSgI;SI"\? )
ET was unsuitable b ' : : ;
as per protocol directions?
« ECOGPSO0or1 (eribulin mesylate D1,8 Q3W:; vinorelbine D1,8 Q3W; DCR at 12 WEEkS’ DOR'
gemcitabine D1,8 Q3W: capecitabine D1—14 Q3W) PROs, and safety

(n=367)

Randomisation stratified by:
« Lines of chemotherapy in inoperable/metastatic setting (1 vs 2)
« Geographic location (USA/Canada/Europe vs other geographic regions)

+ Previous CDK4/6 inhibitor (yes vs no) + Treatment continued until PD, unacceptable tolerability, or other discontinuation criteria

Statistical considerations: Study deemed positive if either of the dual primary endpoints (PFS by BICR or OS) were statistically significant

Detailed description of the statistical methods published previously.! *Per American Society of Clinical Oncology/College of American Pathologists (ASCO/CAP) guidelines.

TICC was administered as follows: eribulin mesylate, 1.4 mg/m? [V on Days 1 and 8, Q3W; capecitabine, 1000 or 1250 mg/m? orally twice daily on Days 1 to 14, Q3W (dose

per standard institutional practice); vinorelbine, 25 mg/m? IV on Days 1 and 8, Q3W; or gemcitabine, 1000 mg/m? IV on Days 1 and 8, Q3W.

CDK4/6, cyclin-dependent kinase 4/6; D, day; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status;

ET, endocrine therapy; FISH, fluorescent in-situ hybridisation; IHC, immunchistochemistry; IV, intravenous; PD, progressive disease; PFS2, time to second progression or death, 1. Bardia A, et al. Future
PRO, patient-reported outcome; RECIST, Response Evaluation Criteria in Solid Tumors; TFST, time to first subsequent therapy; TSST, time to second subsequent therapy. Oncol 2024;20:423-36.



Dato-DXd improves patient PFS when compared to physician choice

PFS (probability)

Number at risk
Dato-DXd
ICC

chemotherapy regardless of clinically relevant covariates

Median PFS, months
(95% CI)

HR (95% CI)

Dato-DXd Icc
6.9 49
(5.7 10 7.4) {4.2 to 5.5)

0.63 (0.52 to 0.76)

<.0001

1
1 1
1
[}
. ]
1 ]
- Dato-DXd (n = 365} 1 : 14.6% 1
—— ICC (n = 367) ! 1
1 | 1
T T T ] T
0 3 6 9 12 15
Time Since Random Assignment (months)
365 249 168 66 15 4
367 206 93 26 8 1

All patients

No. of previous
lines of chemotherapy

Geographic region

Previous use of
the CDK4/6 inhibitor

Previous use of
the CDK4/6 inhibitor

Previous use of
endocrine therapy in
the metastatic setting

Previous use of taxanes
and/or anthracyclines

Age at random
assignment, years

Race

Brain metastases
at baseline

ECOG PS

1

2

The United States, Canada, Europe
Other geographic regions
Yes

No

<12 months

>12 months

<6 months

>6 months

Taxanes alone

Anthracyclines alone

Both taxanes and
anthracyclines
Neither taxanes nor
anthracyclines

<65

=265
Asian®
Non-Asian
Yes

No
0

No. of events/N (%)

Dato-DXd
212/365 (68.1%)
128/229 (55.9%)
84/135 (62.2%)
110/186 (59.1%)

102/179 (57%)
177/304 (58.2%)
35/61 (57.4%)
95/151 (62.9%)
82/153 (53.6%)
23/40 (57.5%)
161/282 (57.1%)
54/91 (59.3%)
19/24 (79.2%)
117/204 (57.4%)
22/46 (47.8%)
163/274 (59.5%)
49/91 (53.8%)
88/146 (60.3%)
109/187 (58.3%)
26/35 (74.3%)
186/330 (56.4%)
119/197 (60.4%)

91/165 (65.2%)

ICC

235/367 (64%) e+
145/225 (64.4%) —e—i
90/141 {63.8%) ——
112/182 (61.5%) —e—
123/185 (66.5%) —e—
192/300 (64%) o
43/67 (64.2%) ——
92/136 {67.6%) ——
100/164 (61%) ——
34/49 (69.4%) —
174/277 (62.8%) HH
59/85 (69.4%) —_
20/28 (71.4%) —
129/211 (61.1%) 8-
27/43 (62.8%) —_
190/295 (64.4%) -
45/72 (62.5%) p——i
101/152 (66.4%) —e—i
119/183 (65%) —o—
15/23 (65.2%) ——
220/344 (64%) = =
136/220 (61.8%) —e—i
98/145 {67.6%) ——
r T — —T—TTT
0125 025 05 0751 15 2253 4 5
HR

4—— Favors Dato-DXd

Favors ICC —

HR (95% Cl)
0.63 (0.52 to 0.76)
0.65 (0.51 to 0.83)
0.60 (0.45 to 0.81)
0.62 (0.48to0 0.81)
0.66 (0.50 to 0.85)
0.62 (0.50 to 0.76)
0.73(0.46 to 1.14)
0.61 (0.45 to 0.81)
0.61(0.45 to 0.82)
0.58 (0.34 to 0.99)
0.62 (0.50 to 0.77)
0.61 (0.42 to 0.89)
0.48 (0.24 to 0.93)
0.69 (0.54 to 0.89)
0.45 (0.24 to 0.81)
0.64 (0.52 to 0.79)
0.65 (0.43 to 0.97)
0.70 (0.52 to 0.93)
0.59 (0.45 to 0.76)
0.73(0.39 to 1.42)

0.62 (0.51 to 0.75)
0.73 (0.57 to 0.94)

0.52 (0.38 to 0.69)

Bardia A et al. J Clin Oncol 2024



Dato-DXd does not result in OS improvement when compared to

Overall survival

1.0
0.9+
0.8
0.74
0.6
0.5+
0.4+
0.3+
0.2+
0.1

Probability of OS

— Dato-DXd (n=365)
— 1CC (n=367)

chemotherapy

Overall survival adjusted for subsequent ADCs

0 1 1 1 1 1 1

0 3 6 9 12 15 18

Number at risk
Dato-DXd 365 349 331 299 259 227 180
ICC 367 335 309 283 249 213 175

Data cutoff: 24 July 2024. Pre-specified P-value boundary for OS analysis: «=0.0427.

“Mis-stratification between interactive response technology (where data entered could not be changed by the site) and eCRF (where data could be corrected by sites) was <5%.

eCRF, electronic case report form.

Time from randomisation (months)

21 24
18 49
123 51

27

12
9

1.0
Dato-DXd | ICC ey Dato.0xd NS
= e == U an 0S events, n (%) 223(61)  213(59)
Median OS, months 18.6 183 @ 07 Median OS, months 186 183
(95% CI) (17.3-20.1)  (17.3-20.5) 5 064 (95% Cl) (17.3-20.1)  (17.3-20.5)
HR (95% ClI) 1.01 (0.83-1.22) % 05+ HR (95% Cl) 1.01 (0.83-1.22)
S 04~
- « Maturity: 59.6% * 031 L « Maturity: 59.6%
L * Median follow-up: 22.8 months 2 e Dato-DXd (n=365) —- * Median follow-up: 22.8 months
. o 011 — IcC (n=367) «P I ified OS sensitivi
* Protocol prespecified OS sensitivity B rotocg prespecifie sgnsn!wty
T B 2 analysis based on the stratification 0 3 6 8§ 1 15 18 N o 2 2 3B 3% analysis based on the stratification

factors according to the eCRF*:
HR 0.99 (95% Cl: 0.82-1.20)

factors according to the eCRF*:
HR 0.99 (95% CI: 0.82-1.20)

Nirber stk Time from randomisation (months)
Dato-DXd 365 349 331 299 259 227 180 118 49 12 1
ICC 367 33 309 283 249 213 175 123 51 9 1

Data cutoff: 24 July 2024. Pre-specified P-value boundary for OS analysis: «=0.0427.

*Mis-stratification between interactive response technology (where data entered could not be changed by the site) and eCRF (where data could be corrected by sites) was <5%.
eCRF, electronic case report form
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Imlunestrant + abemaciclib could become a preferred second-line

treatment option regardless of tumor genomics and

Genomics

2nd line Rx

WT

Im + abema
F + abema
F + everol

(Srd line Rx &\
Beyond

ESRImut

Im + abema
Elacest, Imlun

PIK3/AKT

F + capi
F + alpel
Im + abema

Im + abema
F + abema
F + everol

Other ET
Revisit priors [
Chemo/ADC

Im + abema

F + PIK3/AKTi

ESR1Imut

Adjuvant ET Genomics 1st line Rx
WT
None, Tam,
remote Al ESR1mut Al + CDK4/6i
PIK3/AKT 1
WT
F + CDK4/6i
ESRImut

Al +
CDK46/i

F +inavo + palb

Im + abema
Elacest, Imlun

PIK3/AKT

F + capi
F + alpel
Im + abema

Other ET
Revisit priors
Chemo/ADC

endocrine sensitivity

T-DXd: 0-2 prior
lines of ChT (DBO04;
DBO06) in 65-85% of
pts (HER2-
low/ultralow)

__ Dato-DXd (?): 1-2
prior lines of ChT
(Tropion-B01)

SG: 2-4 prior lines
of ChT in 100% of
pts (TROPiICSO02)

Adapted from Burstein HJ et a. SABCS 2024
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Thank you for your attention!

Email contacts
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