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Virtual Plenary Sessions (1/2)

26 November 2024; 16.30 2 19.30 CET (Central European Time)

Time Title Speaker
16.302 16.40 Welcome and meeting overview; introduction to the voting system Nadia Harbeck
Endocrine therapy of HR+ mBC2 where to start and where to go (15-min presentation + 5-min Q&A)
A Discuss the selection of patients who are most suitable for ET vs ET + CDKA4/6 inhibitor as a first
16.402 17.00 line treatment Nadia Harbeck
A Explore the importance of ESR1mutations and the role of oral SERDS (eg, elacestrant) in the
treatment landscape
Beyond endocrine therapy in HR+ mBC (15-min presentation + 5-min Q&A)
A Discuss the role of biomarkers, molecular profiling, and resistance mechanisms in guiding
17.002 17.20 treatment decisions Joseph Gligorov
A Explore the role of targeted therapies such as PI13K inhibitors (eg, alpelisib), mTOR inhibitors (eg,
everolimus), AKT inhibitors (eg, capivasertib), and PARP inhibitors (eg, olaparib) after failure of ET
Treatment options for high-risk and endocrine-resistant HR+ mBC (15-min presentation + 5-min Q&A)
A Define the criteria and characteristics of high risk in HR+ mBC
A Discuss the role of chemotherapy for patients with high-risk or endocrine-resistant disease .
2
AV Y A Discuss treatment options for HR+, HER2+ mBC Al eyl
A Review the emerging role of ADCs as a treatment option for patients who have exhausted ET
options
17.402 17.50 Break
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Virtual Plenary Sessions (2/2)

26 November 2024; 16.30 2 19.30 CET (Central European Time)

Time Title Speaker
17.502 18.20 Panel discussion: What is the optimal sequencing strategy for HR+, HER2 mBC? Z?Saliui?rbe(:k i
How bright is the future of HR+, HER2 mBC? Ongoing and planned clinical trials (10-min presentation
18.202 18.35 + 5-min Q&A) Joseph Gligorov
A Highlight ongoing clinical trials and novel therapeutic strategies for HR+ mBC
BC case-based panel discussion
A Case 1: HR+, HER2 mBC 2 what should be the 1L therapy after progression on adjuvant therapy
with Al + CDK4/6 inhibitor?
18.352 1920 A (10-min presentation + 5-min discussion) 2 Alexander Kénig (Germany) Nadia Harbeck and
’ ' A Case 2: HR+, HER2 mBC 2 2L therapy after early progression in metastatic disease all faculty
A (10-min presentation + 5-min discussion) ? Lauren Seknazi (France)
A Case 3: HR+, HER2 mBC 2 2L therapy after long exposure to ET NCDK4/6 inhibitor
A (10-min presentation + 5-min discussion) 2 Paula Llor (Spain)
19.202 19.30 Session close Nadia Harbeck
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Q Question 1

Which languages do you speak? (Select all that apply.)
Arabic

English

French

German

Italian

Polish

. Spanish

Other

I ommoower
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Q Question 2

In the last 12 months, how many patients with HR+ mBC have you treated?
A. (b

B. 6215
C. 16225
D. 26235
E. 036
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Q Question 3

According to the current ESMO guidelines, which of the following biomarkers
should be tested after progression on ET + CDK4/6 inhibitor? (Select all that

apply.)

Germline BRCA1/2
Germline PALB2
PIK3CA mutation
ESR1 mutation
PTEN mutation
AKT1 mutation

nmo o w2
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Q Question 4

How does an ESR1 mutation affect endocrine therapy in HR+ mBC?
A. Enhances CDK4/6 inhibitor activity

B. Causes endocrine sensitivity

C. Promotes HER2 overexpression

D. Leads to endocrine resistance
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Obijectives

Understand clinical and Discuss the role of
pathologic factors that biomarkers, molecular
influence first-line choice profiling, and resistance
of therapy for patients mechanisms in guiding

with HR+ mBC treatment choices

Examine the role of

targeted therapies

following endocrine
therapy failure

Gain insights into the care of patients
with high-risk and endocrine-
resistant HR+ mBC

Explore current and future sequencing
strategies for HR+, HER2T mBC

Engage in patient case-based panel discussions and comprehensively discuss
available treatment options
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Obijectives

Understand clinical and
pathologic factors that
influence first-line choice

of therapy for patients
with HR+ mBC
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Gemeinsam. Fursorglich. Wegweisend.

Endocrine therapy in HR+, HER2

LMU Breast Center | 12/9/2024 | Prof. Nadia Harbeck, MD
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KLINIKUM

HR+ HER2 - metastatic breast cancer

AGuideline recommendations
ACDKA4/6 inhibitors in 1 st line therapy
A Oral SERDs

Role of ESR1 mutation

Efficacy and safety

AOpen clinical questions

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information onl
Early breast cancer | LMU breast center |www.Imu -brustzentrum.de | 09.12.2024 15



NEo Endocrine Resistance In
: > Metastatic Breast Cancer

©AGOe. V. . . .
i der DGGG e.. Primary endocrine resistance:

I derrG e A Relapse within 2 years of adjuvant endocrine treatment (ET)

Guidelines Breast

veson2041 A Progressive disease within first 6 months of fidshe ETxfor MBC

Secondary (required) endocrine resistance:
A Relapse while on adjuvant ET but after the first 2 years or a relapse
within 12 months after completing adjuvant ET

At5 xc Y2YUOK& FFUOSNIAYAGALFOGARZ2Y 27

www.ago-online.de

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information



ESMO metastatic  breast cancer guidelines
HR+ HER2 - 1st and2 ™ line 1

V1.1 - May 2023

Patients with ER+/HER2= MBC

| W imminent organ failure

PD or intolerable toxicities

Somatic mutation testing (tissus
or liquid)

Germline BRCA1/2 testing +
PALBZ

2 |

N imminent organ failure and Imminent organ failure or short
long PFS on prior endocrine PFS on endocrine-based therapy
therapy

I PIKICAM+
Fulvestran-alpulsl [| B MCBS
2 ESCAT 1-A] |

If germiine BRCAIPALBZm+:
PARF inhibitor [I, A; MCES 4;

ESCAT I-A] d, e}

Saciuzumab govitecan [I, A; Trastuzumab deruxtacan [, 8;
MCBS 3) MCBS 4]

[—

ChT

or
Sacituzumab govitecan if not

used before [, A; MCBS 3]

H[VJKLINIKUM
ONCOLOGY

SPECIAL ARTICLE

ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of
patients with metastatic breast cancer”

A. Gennari', F. André’, C. H Barrios’, J. Cortés™**’, E. de Azambuja’, A. DeMichele’, R. Dent*, D. Fenlon’, J. Gligorov'?,

A 1m'%, D. xmg“ WG Kunz', S Loi"", F. Penault orca’”, 1. Ricke™", M. Robson”, H. 5. Rugo”’,

C.F. Singer™, T. Spanic”, 5. M. Tolaney ™, N. C. Turner””, . Curigliano™, 5. Loibl",
. paluch-Shimon™® & N. Harbeck”, on behalf of the ESMO Guidelines Committee”

CDK4/6i are
1st line standard

1 Gennari et al, Annals Oncol 2021; esmo.org

This presentatlon is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal |nf0rmlat|on 0
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WLV KLINIKUM

HR+ HER2 - metastatic  breast cancer
CDKA4/6i use over time in Germany (PRAEGNANT Network)

100+ = ~ = 1t r0d~— [o————
| 44 f 4.5
Poay meem [Essy ¥ 83 9.8 na
90 + 17.5
80
o 45.3
70 483 55.1
60 -
» 47.1 63.1 67.9 81.8
5 : 72.2
g 50 74.8
& T
40- e 14.1
30+
443
204
38.7 347 33.0
25.9
104 233
136 14.7 §52
0 ] ! 1 ) L l Ll L)
2014 2015 2016 2017 2018 2019 2020 2021 2022
[J Chemotherapy [} CDK4[6 + AH Antihormone monotherapy [ Everolimus + AH [ Alpelisib + AH

Engler et al, GEBFRA 2022

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only
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KLINIKUM

HR+ HER2 - metastatic breas

PFS with palbociclib: PALOMA-228 PFS with ribociclib: MONALEESA-23

100 - 100+
mPFS:
20 80 25.3 months
£ 60+ 60
@ 2
o 40 — pabocicib + kirozole o %07 — Riocicib +letrorole
—— Placebo + lefrozole — Placebo + letrozole
20 1R: 057 (95% C1:046-0.70) 20| HR: 058 (95% Cl:046-0.72)
p<0.0001 Two-sided p<0.001
0 T T T T T T T T T T T T T T T T T 0 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 0 3 6 9 12 15 18 21 24 27 30 33
i Months ) Months
No. of patients No. of patients
PALBO +LET 334 204 277 257 240 227 207 196 188 176 164 132 97 46 17 11 1 0 RBO +LET 444 395 360 328 295 263 238 154 69 29 10 2
PBO +LET 334 279 265 239 219 196 179 156 138 124 110 93 63 M 10 7 2 0 PBO +LET 222 171 148 131 116 98 8 5 22 12 4 2
100 PFS with ribociclib: MONALEESA-74 100 — PFS with abemaciclib: MONARCH-3®
mPFS: mPFS:
80 23.8 months 80 28.2 months
£ o0 g e0-
) ®»
& 404 Ribocic . w40 . .
_— icib +endocrine therapy o = Abemaciclib + nonstercidal Al
—— Placebo +endocrine therapy —— Placebo + nonsferoidal Al
20 HR: 055 (95% CI: 044-069) 20— HR: 0,54 (5% CI: 042-0.70)
p<0.0001 Log rank p<0.001
0 T T T T T T T T T T T T T T 1 0 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 0 4 8 12 16 20 24 28 32 36
. Months ) Months
No. of patients No. of patients
RBO +ET 335 301 264 264 245 235 219 178 136 9 54 40 20 3 1 0 ABEMA +NSAI 328 212 236 208 181 164 106 10 0 0
PBO+ET 337 273 243 230 207 183 165 124 94 62 31 24 13 3 1 0 PBO +NSAI 165 126 105 2] 6 58 42 7 0 0

1. Han et al. Curr Probl Canc2020;44:100606; PalbociclilSummaryof ProductCharacteristics2023; 3HortobagyiGN et al. Ann Oncol 2018;29:184547;
4. TripathyD et al. Lancet Oncol 2018;19:@@45; 5. Goetz P et al. J Clin Oncol 2017,353838.; 6. Finn RS et al. N Engledl 2016:357:192§1936.

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information or
Metastatic breast cancer | LMU breast center |www.mu -brustzentrum.de | 09.12.2024 19



HR+ HER2 - metastatic

First-line RIB + ET achieved a statistically significant

PFS benefit of = 1 year over combination CT in

aggressive HR+/HER2- ABC
!mt-x\
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This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information or
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breast cancer
RIGHT CHOICE trial: Ribociclib in aggressive disease

— v ™ "N @& w o=
* Asensitivity analysis® confirmed the TTF findings in the safety set
+ The 3.month treatment fallure rate* in the RIS arm was

Median time to treatment failure (TTF) was longer
with RIB + ET vs combination CT

L
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approximately half (n = 13; 11.6%: 95% CI,
6.3%-19.0%) !hat In the combination CT arm (n = 24, 21 8% 5% C1, 14 5%-30.7%)

Fan Antomio Breast Cancer Symposiumr™, December 6-10, 2022

ORR and CBR were similar between RIB + ET and
combination CT

I RIE ¢+ ET (n = 112)
N Combo CT (n=110)

s 335111}

* A sensitivity analysis® confirmed the ORR and CBR findings in the safety set

T T R

s g e Ak Ay g ) Sl |+ P 8 s a0 4 15 ) ) b 4 1 ¢

KLINIKUM

1Luetal, SABCS 2022



Ribociclib achieved statistically significant OS benefit-ih
Improvement in median OS was 12.5 months with ribociclib plus letrozole

100 ==msapie

RIB + LET

Rt S
e, Events/n 181/334 219/334
80 — Median OS, mo 63.9 51.4
. HR (95% CI) 0.76 (0.68.93)
= 60 -
Pvalue .004
g 63.9mo (5.3y)
@
% 40_ _—‘H-
@
-
(o]
20 4
0 I I I I | I I | I I | I I | I I | I I | I I
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
RIB+ LET 334 323 315 305 300 284 270 253 237 220 202 191 180 165 158 150 142 135 125 101 48 8 0
334 326 316 306 293 283 265 244 222 209 195 183 167 149 139 131 114 104 94 73 38 6 0

The P value of .004 crossed the prespecified boundary to claim superior efficacy

21 |

HR, hazard ratio;-ILIMONALEESALET, letrozole; OS, overall survival; PBO, placebo; RIB, ribociclib.

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information or



San Antonio Breast Cancer Symposium®, December 5-9, 2023

MONARCH-3: OS in the ITT Population

1004
abemaciclib + NSAI placebo + NSAI
90+
Median OS

a0 (months) 66.8 53.7
~ 07 HR (95% Cl) 0.804 (0.637-1.015)
R 2-sided P value P = .0664*
E GO+
3 66.8 mo (q=13.1) Final OS Analysis
20— === — == == Data cut: 29 Sep 2023
= 53.7 mo
o 404 *P value did not reach threshold (0.034) for statistical
6 significance at this final analysis.

304

201 Patients Events

10 == Abemaciclib+NSAI 328 198 (60%)

== Placebo+NSAI 165 116 (70%)
0 T T T T T T T . T T T T T r T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
Time (months)
Number at Risk
Abemaciclib+NSAl 328 304 281 266 247 229 211 199 187 174 156 144 131 "7 104 99 66 6
Placebo+NSAl 165 155 149 138 127 116 104 95 84 73 62 56 51 47 40 37 28 1

Abemaciclib in combination with a NSAI resulted in longer OS compared to NSAI alone, however statistical significance
was not reached. The observed improvement in median OS was 13.1 months.

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only
This presentation is the intellectual property of the author/presenter. Contact them at Goetz.Matthew@mayo.edu for permission to reprint and/or distribute.



KLINIKUM
HR+ HER2 - metastatic breast cancer

100 PAL + LET [n = 444)
Median 0% = 53.9 months
95% CI, 49.8 10 60.8 months
90 —H
PBO + LET (n=222)
Median 08 = 51.2 months
80 —~ 85% CI, 43.7 to 58.9 months
=
z
=)
1]
=
=
o
L]
o :
20 o
Stratified HR = 0,96
10 o 95% CI, 0.78 to 1.18 1 :
One-sided F= .34 i !
0 T T T T T T T T T
] 12 24 36 48 60 72 84 96 108
Time (months)
No. at risk:
PAL + LET 444 400 325 280 222 174 145 128 13 1]
PBO + LET 222 203 168 126 a5 T2z 60 53 4

° Slamon DJetal.J Clin Oncol 2024;42:994 -1000

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information or
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PA RSIF AL_LONG- San Antonio Breast Cancer Symposi@nj December 59, 2023
Extended PFS and OS by treatment arm (n = 389)

Median follewp: 59.7 months. Data cutoff: May 2023.

Progressiairee Survival (PFS) Overall Survival (OS)

100 100
275 75
é 50 % 50
% | Median PFS (months) § Median OS (months)
82| F+P31.4 (95%Cl: 2414.2) x| F+P68.5 (95%Cl: 583.6
L+P 34.5 (95%Cl: 276.9) L+P51.9 (95%Cl: 59.1.3)
Hazard ratio: 1.00 (95%CI:0Z8P = .985 Hazard ratio: 0.94 (95%CI:DZE)P = .635
0 0 12 24 36 48 60 72 84 96 0 0 12 24 36 48 60 72 84 96
Time (months) Time (months)
Patients at risk, n(%) Patients at risk, n(%)
F+F 197 151 110 83 62 54 34 8 0 F+P 187 184 166 151 123 100 56 ] 0

F: fulvestrant; L: letrozol@ )y number of patients (percentage basedNonumber of patients; OS: overall supalbbdielib; PFS: progredsasurvival

This presentation is the intellectual property of Antonio Liomba@ussac, MD, PhD. Contact him at antonio.llombart@maj3.he&tthpermission to reprint and/or distribute.




Progreesion Free Probebiity

KLINIKUM
HR+ HER2 - metastatic breast cancer

A Pooled post hoc analysis of elderly pts included in pivotal 1 st line trials of CDK4/6i + Al
Al TT population: 1,992 pts, 555 065 yr, 329 070 vy

- Pooled Adverse Events: Severity
Efficacy of CDK4/6 Inhibitors in Patients > 70 - — — i

N = 625 (%) N = 479(%) N = 280 (%)
Grade 1-2 Adverse Events 610 (98) 470 (98) 277 (99)
Grade 3-4 Adverse Events 417 (66) 385 (80) 229 (82)
= 1 - Quer 70 COKeNSAI Median PFS (95% Cl) Grade 5 Adverse Events 7(1) 11(2) 8(3)
| \t:.\ Syt 0 = it b e Age270 CDK4/6 NR (25.1 months, NR)
e L\ St (n=280)
- By Age <70 CDK4/6 23.75 months (21.9, 25.4)
S - ‘L\ (n=826)
R e bl . HH FDA
. O har oMoy | 368 monte 137,213 Pooled Adverse Events: Tolerability (&
x_,‘ Lormeen Y Age <70 Al only 13.8 months (12.9, 14.7)
s . 1 i
= S Age < 65 years Age 2 65 years Age 2 70 years
| ‘ HR 0.54 95% CI {0.47, 0.62) N = 625 (%) N =479 (%) N = 280 (%)
S ‘ - i i AE leading to dose reduction and/or interruption 411 (66) 360 (75) 216 (77)
o 0 20 30 40 AE leading to discontinuation 50 (8) 76 (16) 48 (17)
o o Serious Adverse Events 103 (16) 147 (31) 93 (33)

No treatment difference across age subgroups.
Similar results with alternate age cut offs (>65, >75, etc)
Singh Hetal. Abst.#GS5 -06; SABCS 2017.

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information or
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KLINIKUM

CDK4/6 inhibitors

Palbociclib Abemaciclib Ribociclib

IC50 CDK4:9-11¢ M CDK4:2¢ M CDK4:11e¢ M
CDK6:15¢ M CDK6:5¢ M CDK6:39¢ M

Dosing 125 mg daily 200 mg_twice daily 600 mg daily

(3 wks on, 1 wk off) (continuously) (3 wks on, 1 wk off)
ORR in monotherapy,% 61 172 33
CNS penetration no yes no
Neutropenia 95 54 88 27 74 59
Thrombocytopenia 76 19 42 2 9 1
Fatigue 68 0 65 13 36 2
Diarrhea 16 0 90 35 1
Nausea 23 0 65 5 52 2
Vomiting 5 0 35 2 29 4
Creatinine increase NR NR 98.5 0.8 NR NR
QTc prolongation NR NR NR NR 3 0

CNS, central nervous system; IC50, hatiximal inhibitory concentration; HR, hormone receptor; QTc, corrected QT interval
1. DeMichele A, et alClin Cancer Re2015;21(5):995L001. 2. Finn RS, et al.Clin OncoR016;34(suppl):Abstract 507. Blortobagyi GN, et alN Engl J Med2016;375(18):1738748.

Adapted from BarroseSousa R, et aBreast Care (Basel?016;11(3):167173.

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information or
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KLINIKUM
HR+ HER2 - metastatic breast cancer

ma@'j

The ESMO-MCBS scores for the use of a CDK4/6 inhibitor combined with endocrine therapy for ABC
patients vary according to the setting and drug.
They are the following, with the current available data and FU:

* RIBOCICLIB + ET 1* line Pre-menopausal: Efficacy score: 4 (PFS&0S); Improved Qol; ESMO-MCBS : 5

* RIBOCICLIB + Al 1% line Post-menopausal: Efficacy score: 4 (PFS&0S); No QoL benefit; ESMO-MCBS : 4
* PALBOCICLIB + Al 1* line: Efficacy score: 3 (PFS); No QoL benefit; ESMO-MCBS = 3

*  ABEMACICLIB + Al 1% line: Efficacy score: 3 (PFS); No QoL reported; ESMO-MCBS =3

* PALBOCICLIB + Fulvestrant 2" line: Efficacy score: 3 (PFS&0S); Improved Qol; ESMO-MCBS : 4

* RIBOCICLIB + Fulvestrant (15, 2" line): Efficacy score: 4 (PFS&0S5); No Qol benefit; ESMO-MCBS = 4

*  ABEMACICLIB + Fulvestrant 2™ line: Efficacy score: 4 (PFS&0S); No QoL benefit; ESMO-MCBS = 4

(LoE/GoR : I/A) (89%)
Of note, the three CDK4/6 inhibitors have not been compared head-to-head within a clinical trial.

oso etal, The Breast 2024
MCBS scores are updated when new data is published F. Cardoso et al, The Breast 2024, in preparation

_ This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information on
Metastatic breast cancer | LMU breast center |www.mu -brustzentrum.de | 09.12.2024 27



KLINIKUM

CDK4/6 inhibitors

PACE : Palbociclib after palbociclib MAINTAIN : Ribociclib after palbociclib or ribociclib

PACE: Progression Free Survival ITT Progression Free Survival by Subgroup

Subgroup N Hazard Ratio [95% CI]
100 T
pacifan Age <= 65 87 —— 0.68 [0.43, 1.06;
6-month PFS: Pts 'E)\f:ms gso';mmgr) :;m f:I) P-value Qg?;:v?/f\ite gg —.—4.7 gg; Eg;g, 832
80 F: 42.9% " _ _ i . .30, 0.
3 P anon Bl 2. Race Non-White 31 —— 0.63[0.30, 1.33
] s FiP m 79 1.6 111 P=0.62 ECOG 0 78 8= 0.66 [0.40, 1.07;
8 eo 2_2'"'0"“1';’?; (3.6,5.9) (0.74-1.66) 0G 1 a4 0431021 087
g Fopr 1100 ﬂ 54 35 8.1 0.75 P=0.23 Prior Palbociclib 103 —- 0.58 [0.38, 0.90;
é‘ F+P+A: 35.6% (3.2,10.7) (0.47-1.20) i il icli 14 e 0.
o Duration Prior CDK 4/6 <= 12 39 ——— 0.36 [0.17, 0.74;
= Duration Prior CDK 4/6 > 12 80 ——t 0.76 [0.47, 1.24.
g Visceral Disease Yes 7 —— 0.49 [0.29, 0.83
o Visceral Disease No 48 —e—t— 0.69 [0.37, 1.29
20 Bone Disease Yes 22 e 0.54 [0.20, 1.49
Bone Disease No 97 —— 0.58 [0.38, 0.90;
Prior Endocrines Mets Setting <2 97 — 0.62 [0.40, 0.96;
0 Prior Endocrines Mets Setting >=2 22 —— 0.39[0.14, 1.12
0 2 4 6 8 10 12 14 16 18 :
| N N B I
Normbers at risk: Monts since randomization
Foss a 2 1 2 5 4 3 E 3 0 05 1 15 2
B 1 n - 2 x» 15 7 5 s 4
o= * = ? 2 * ? N : ’ <-Favors Ribociclib + ET  Favors Placebo + ET->
enica mayer@dfcihavard.edy
202ASCO B Wi ey ASCO s

Kalinsky et al, ASCO 2022; Mayer et al, SABCS 2022

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information or
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CDK4/6 inhibitors

KLINIKUM

postMONARCH : Abemaciclib after palbociclib or ribociclib (only 8% abemaciclib)

1007 Abemaciclib + Placebo +
~ 90 Fulvestrant Fulvestrant
s (N=182) (N=186)
= 80+
2 Events
; 701 Median (95% ClI);
© 601 months . :
o HR (95% ClI); 0.66 (0.481 0.91)

H Log rank P 0.01
3 40
(]
§) 30
S 5. Statistical Significance Met
10 at Interim Analysis
0 T r T T ,
0 3 6 9 12 15
Number at Risk Time (months)
182 89 29 13 2 0
— 186 8 2 " 2 0 Kalinsky et al, ASCO 2024

Metastatic breast cancer | LMU breast center | www.Imu
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KLINIKUM

ANNALS ¢
ONCOLOGY

ESMO metastatic  breast cancer guidelines

SPECIAL ARTICLE

V1.1 -May 2028 ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of
patients with metastatic breast cancer”

Ricke™", M. Robson™, H. 5. Rugo”’,
mn.na.m s. Loibf

Somatic mutation tosting (tissus
o liquid)

Germline BRCA1/2 testing +
PALBZ

Everolimus-exemestans (a) [1, B] CAm: f germiine BRCAIPALBZ:
PARP inhibitor [I. A; MCBS 4;
Everolimus—fulvestrant |a, c| [l : ESH I-A] (d, &) ESCAT I-A] (d, e}
B

No optimal standard for 2nd line
biomarker driven

CDKA4/6i1 are
1st line standard

©

Sacituzumab govitecan (I, A; Trastuzumab deruxtecan [L, B;
MCES 3] MCBS 4]
(0] ®

ch

Sacituzumab govttecan If ot
used before [1, A; MCES 3]

1 Gennari et al, Annals Oncol 2021; esmo.org

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only.
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HR+ HER2 - metastatic breast cancer

A ESRnutations develop under evolutionary pressure

Earlystage BC Metastatic BC

Adjuvant ET 2ndline ET 3dline ET

RECURRENCH PROGRESSIO PROGRESSIO

0% 1%

i 5%

e -»>

Percentage
ESRm

ESR1, estrogen receptor alpha; ET, endocrine therapy

Modified from: 1JeselsohtR et al. Clin. Cancer Res 2014;20:175G7.; 2]Jeselsohir et al. Cancer Cell 2018;33:41/6.; 3AlloucheryV et al. Breast Cancer Res

2018;20:40.: 4 Schiavon G et al. BainsiMed 2015;7:313ral82.; 5 Brett JO, et al. Breast Cancer Res 2021;23:85.

) This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal informatior
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EMERALD Phase 3 Study Design A 477 pts; PD on CDKi

A 70% fulvestrant as SOC

A 70% visceral metastases
A 25% one prior line of chemo

-

Elacestrant

400 mg daily ¢
Inclusion Criteria 4
AMen and postmenopausal women with _PDor Two Primary
advanced/metastatic breast cancer withdrawal Endpoints: ©

criterion d
mmmmemmnd A PFS in all pts

Follow -Up APFS inESR1L

mut
socC) :

AER-positive, @ HER2-negative

AProgressed or relapsed on or after 1 or 2 lines
of endocrine therapy for advanced disease,
one of which was given in combination with a 1:1° P —
CDK4/6i l nvestigator 6s

Fulvestrant

Anastrozole

Letrozole

Exemestane

AO1 1ine of chemotherapy f
AECOG PSOor1

Stratification Factors:

A ESRZmutation status'

A Prior treatment with fulvestrant
A Presence of visceral metastases

aDocumentation of ER+ tumor with O21%ecsitmertfrom Februdryy2010 tm@aiohen 2020s Protachi-defirieds dose yeductions permitted; 9Restaging CT scans every 8 weeks;
eBlinded Independent Central Review; fESRZmutation status was determined by ctDNA analysis using the Guardant360 assay (Guardant Health, Redwood City, CA).

PFS, progressionfree survival; Pts, patients; R, randomized; SOC, standard of care.

This presentation is the intellectual property of the author/presenter. Contact them at Kaklamani@uthscsa.edu for permission to reprint and/or distribute.
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EMERALD: Primary Endpoint (PFS by IRC)

All Patients (ITT)

1000 O2 |l i nes of ET Elacestrant soc
_ h oo : :

90 3 including CDK4/6i N 222 1

80 3 Event (%) 144 (60.3) | 156 (65.5)
70 | MedenPPS(months) | 279 -9 Elacestrant is associated
? so- Pvalue 0.0018 . 0 ; 3
s Hazard ratio (95% Cl) 0.697 (0.5521 0.880) with a 30% reduction in
° the risk of progression or
= death in all patients with
B ER+/HER2 mBC
o 207

10| —©— Elacestrant © ©

o Standard of Care

T &% & & 7 ° ° & & 1 T 1 1 [ 1
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)

Elacestrant 239 223 106 89 60 57 42 40 34 33 27 24 19 13 11 8 7 6 6 2 2 2 2 1 0
SOC 238 206 84 68 39 38 25 25 16 15 7 4 3 3 2 2 1 0

A Elacestrant showed a statistically significant and clinically meaningful PES improvement versus SOC in
all patients with ER+/HER2- advanced/metastatic breast cancer following CDK4/6i therapy

This presentation is the intellectual property of the author/presenter. Contact Bardia.Aditya@mgh.harvard.edufor permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

Patients with £5RZ-mut Tumors: PFS by Duration of CDK4/6i

At least 6 mo CDK4/6i

At least 12 mo CDK4/6i

At least 18 mo CDK4/6i

WLV KLINIKUM

20233

100 100 *j 10005
< 80 < 80 < 8 2
8 [ g
2 2 @
g 60 S 60 & 60
- - -
o o o
z g 4
3 40 3 40 3 40
3 3 K
[ 2 3
LI & 5 & 20
9~ Elacestrant =@~ Elacestrant -8~ Elacestrant
0 Standard of Care 0. Standard of Care 0: Standard of Care
0 5 10 15 20 25 30 0 S 10 15 20 25 30 0 5 10 15 20 2 30
Time (months) Time (months) Time (months)
Elacestrant 103 50 33 25 20 16 11 9 8 7 6 5 5 1 1 0 Elacestrant 78 42 31 24 20 16 11 9 8 7 6 5 5 1 1 0 Elacestrant 55 30 23 18 16 12 8 8 7 6 6 5 5 1 1 0
SOC102 34 16 11 9 5 2 1 1 0 SOC 81 26 12 10 9 5 2 1 1 0 SO 6 21 9 8 7 4 1 1 1 0
soc SoC socC
Elacestrant | Hormonal Elacestrant | Hormonal Elacestrant | Hormonal
Therapy Therapy Therapy
Median PFS, months 4.14 1.87 Median PFS, months 8.61 1.91 Median PFS, months 8.61 2.10
(95% CI) (2.20 - 7.79) | (1.87 - 3.29) (95% CI) (4.14 - 10.84) | (1.87 - 3.68) (95% CI) (5.45 - 16.89) | (1.87 - 3.75)
PFS rate at 12 months, % 26.02 6.45 PFS rate at 12 months, % 35.81 8.39 PFS rate at 12 months, % 35.79 5
(95% CI) (15.12 - 36.92)|(0.00 - 13.65) (95% C1) (21.84 - 49.78)|(0.00 - 17.66) (95% CI) (19.54 - 52.05)|(0.00 - 20.20)
io (959 0.517 Hazard ratio (95% CI o io (959 0.466
Hazard ratio (95% CI) (0.361 - 0.738) (95% CI) (0.262 - 0.634) Hazard ratio (95% CI) (0.270 - 0.791)

This presentation is the intellectual property of the author/presenter. Contact them at Kaklamani@uthscsa.edu for permission to reprint and/or distribute.
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San Antonio Breast Cancer Symposium®, December 6-10, 2022

MPFS Benefit of Elacestrant Positively Associated with CDK4/61 Duration

At least 8 mo CDK4/6i

At least 10 mo CDK4/6i

100

80:

60.

40

Probability of PFS (%)

20

At least 8 mo CDK4/6i

At least 10 mo CDKA4/6i

All patients All patients Patients with  ESR1-mut Patients with ~ ESRI-mut
100 100
80 80:
2 60 2 2 60
[ a o
S s S
2 2 2
5w 3 g
-} E=3 =
<} [ <)
a a o
20 20:
=6 Elacestrant -6~ Elacestrant -6~ Elacestrant -6~ Elacestrant
Standard of Care Standard of Care Standard of Care Standard of Care
O T T T T T T Od— T T T T T T 0= T T T T T T Od—r T T T T T T
0 5 10 15 20 25 30 0 5 10 15 20 25 30 0 5 10 15 20 25 30 0 5 10 15 20 25 30
Time (months) Time (months) Time (months) Time (months)
Elacestrant 190 89 53 37 29 24 16 12 10 9 8 7 6 1 1 0 Elacestrant16982 51 37 29 24 16 12 10 9 8 6 1 1 O Elacestrant 98 49 33 25 20 16 11 9 8 7 6 5 5 1 1 0

SOC19165 30 20 13 6 3 2 2 1 1 O

SOC17559 29 20 13 6 3

7
2 21 10

SOC93 30 14 11 9 5 2

110

Elacestrant 87 44 32 25 20 16 11 9 8 7 6 5 5 1

10

SOC8727 1311 9 5 2 1 1 0

X . At Least 6 Months At Least 8 Months At Least 10 Months At Least 12 Months
Duration on CDK4/6i in the soe o Ger soe
Metastatic Settin

2 ElEEESE Hormonal Therapy H R Hormonal Therapy ElREERE Hormonal Therapy ElEEESE Hormonal Therapy
o |n 202 205 190 191 169 175 150 160
é Median PFS, months 2.79 1.91 3.52 1.91 3.65 1.91 3.78 1.91
S 95% CI (J£94 - 3.78) (1.87 - 2.14) (&10 - 5.32) (1.87 - 2.43) (2.20 - 5.72) (1.87 - 3.52) (2.33 - 6.51) (:I£87 - 3.58)
< |Hazard ratio (95% CI) 0.688 (0.535 - 0.884) 0.685 (0.527 - 0.891) 0.642 (0.485 - 0.848) 0.613 (0.453 - 0.828)
= |n 103 102 98 93 87 87 78 81
E Median PFS, months 4.14 1.87 5.32 1.87 7.26 1.87 8.61 1.91
3:) (95% CI) (2.20 - 7.79) (1.87 - 3.29) (2.33 - 8.61) (1.87 - 3.29) (3.65 - 9.23) (1.84 - 3.29) (4.14 - 10.84) (1.87 - 3.68)
e Hazard ratio (95% ClI) 0.517 (0.361 - 0.738) 0.512 (0.351 - 0.744) 0.452 (0.301 - 0.674) 0.410 (0.262 - 0.634

This presentation is the intellectual property of the author/presenter. Contact them at Kaklamani@uthscsa.edu for permission to reprint and/or distribute.



San Antonio Breast Cancer Symposium®, December 6-10, 2022

Safety Summary

Updated safety data were consistent with previously reported results:

A Most adverse events (AEs), including nausea, were
grade 1 and 2, and no grade 4 treatment -related AEs
(TRAES) were reported.

A Only 3.4% of patients receiving elacestrant and 0.9%
receiving SOC discontinued therapy due to any TRAE.

A No deaths assessed as treatmentrelated were reported
in either arm.

A No hematologic safety signal was observed, and none
of the patients in either treatment arm had
sinus bradycardia.

This presentation is the intellectual property of the author/presenter. Contact them at Kaklamani@uthscsa.edu for permission to reprint and/or distribute.

Nausea Summary

Grade 3 nausea, n (%)

Dose-reduction rate due to
nausea, n (%)

Discontinuation rate due to
nausea, n (%)

Antiemetic use

Elacestrant
(n=237)

6 (2.5%)

3 (1.3%)

3 (1.3%)

8%

2 (0.9%)

Not applicable

0 (0%)

10.3% (Al
1.3% (Ful)



~=c| Secondand Subsequentine Therapies for HR+ HER?2
Metastatic Breast Cancer

: ;2 (Specific mutations/alterations required)
Oxford
©AGO e. V.
LoE GR AGO
Gudeines breas A ESRinutated and CDK4/6pretreatment
| Elacestrant 1b B +
A PIK3CAnutated
Alpelisib + Fulvestrant b B +
A Alterations inPIK3CA, AKT1, or PTEN
Capivasertib + Fulvestraft b B +
A gBRCAnutated
Olaparib b A ++
www.ago-online.de Talazoparib 1b A ++
LEHDEN
HEILEN *Particularly in patients who experienced prolonged PFS on the prior lines of ET and CDK4/6 inhibitors.

**No EMA approval yet (01/2024) This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information only.



Patient Characteristics )

HR+ HER2 - metastatic  breast cancer enaine oo
Prior Al (mBC) 63.3%
Prior Al ( eBC) 35.8%
Prior CDKi 49.6%
Visceral metastasis 58.3%
ESR1mut 37.7%

camizestrant 300 mg (n=20)
e (CSP v5 amendment: 16Dec20)

- - - - P Stratification:
Key inclusion/exclusion criteria: Prior CDKA/6i
+ Recurrence or progression on at Post-menopausal Lung/liver mets

. camizestrant 75 mg (n=74)
least one line of ET EllEro i
) candidates to
* No prior fulvestrant or oral SERD receive fulvestrant
in ABC monotherapy in the
« No more than one line of ET in GGt B camizestrant 150 mg (n=73)
ABC setting
* No more _than one line CT in
ABC setting fulvestrant (n=73)
* Measurable and non-measurable
disease

+ Primary endpoint: PFS (investigator assessment*)
+ Secondary endpoints: CBR24, ORR, OS, safety
+ Translational endpoints: serial ctDNA analysis including ESRTm, serial CTCs analysis

*disease progression assessed by the Investigator and defined using RECIST, version 1.1
ABC: advanced breast cancer; CBR24: clinical benefit rate at 24 weeks; CDK4/6i: CDK4/6 inhibitor; CT: chemotherapy; CTC: circulating tumor cells; ctDNA: circulating tumor DNA; ER: estrogen receptor;
ESR1m: mutation in estrogen receptor 1 gene; ET. endocrine therapy; HER2: human epidermal growth factor, PFS: progression-free survival, R: randemization; RECIST. Respense Evaluation Criteria for Solid

Tumors; SERD: selective estrogen receplor degrader 1 Oliveira M et al. GSB2; SABCS 2022.; 2 Oliveira M Laetol2024;25:14241439

Metastatic breast cancer | LMU breast center | www.Imu -brustzentrum.dyrls porﬁg%abthon is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information ogrggly.



KLINIKUM
HR+ HER2 - metastatic

PFS (investigator assessed) - Primary endpoint
€ 75 (n=74) | C 150 (n=73)| F (n=73)
1.0 4 Median duration
16.6 16.6 17.4
of follow-up, months
Events [n (%)] 50 (67.6) 51(69.9) 58 (79.5)
0s - Median PFS, months 7.2 7.7 3.7
(90% CI) (3.7-10.9)  (5.5-12.9) (2.0-6.0)
0 Adjusted HR 0.58 0.67
& (90% CI)® (0.41-0.81)  (0.48-0.92) )
S 06 P value 0.0124" 0.0161" -
z
3
3
£ 04
02 -
Camizastrant 75 mg
Camizestrant 150 mg
Fulvestrant 500 mg
00
0 3 6 9 12 15 18 21 24 27
Time (months)
c75 74 50 33 27 21 14 7 2 1 0
C 150 73 50 37 32 25 12 6 2 0
F 73 37 28 22 14 8 5 0

*Statistically significant; *HRs adjusted for prior use of CDK4/6i and liver/ung metastases

CDK4/6i- CDK4/6 inhibitor; ClI- confidence interval; HR- hazard ratio; PFS: progression-free survival 1 O“Ve|ra M et al GSGZ SABCS 2022 . 2 O“Ve|ra M Lancet OnC0| 20242
This presentation is the intellectual propérty of Nadia Harbeck, MD, PhD and is intended for persdnal information only
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HR+ HER2

- metastatic

breast cancer

Prior CDK4/6i

C 75 (n=38)

C 150 (n=37)

F 500 (n=37)

ESR1m detectable at baseline

10 Events [n (%)] 29 (76.3) 29 (78.4) 33 (89.2)
Median PFS, 55 38 21
w 08 months (90% Cl)  (37-10.9) (20-7.6) (1.9-37)
& Adjusted HR 049 068
5 (90% CI)? (031-075)  (044-104)
z 06
3 .
'.; 04 Presence of lung and/or liver metastases
a 10 C75(n=43) | C 150 (n=43) | F 500 (n=43)
02 : Events [n (%)] 31(72.1) 32 (74.4) 39(90.7)
Camizestiant 78 mg Median PFS, 72 56 20
- meﬂ:“ e ™y w 08 months (90% CI) _ (3.6-11.1) (37-9.1) (1936
00 ™ L Adjusted HR 0.43 0.55
0 3 6 9 12 15 5 (90% Cl) (0.28-0.65) (0.37-0.82) 0
Time (months) g 06 1 ’
o
©
7 38 27 18 15 10 5 2
c 150 e 21 15 1 7 0 o 04 p 08
[ o7 16 8 5 3 1 o %
0.2 Camizestrant 75 mg g 06
Camizestrant 150 mg 5
Fulvestrant 500 mg E
0.0 ! ! S 04
0 3 6 9 12 15 18 21 24 o
Time (months) 02
[¥7] 43 28 20 16 12 9 4 0
C 150 [EE] 28 18 15 12 8 2 1 0 0.0
d 43 16 10 7 4 2 1 0 -

Metastatic breast cancer | LMU breast

center | www.Imu

C 75 g
C 150 dij
J 35

Camizestrant 75 mg
Camizestrant 150 mg

Fulvestrant 500 mg

3

KLINIKUM

C75(n=22) | C 150 (n=26) | F 500 (n=35)
Events [n (%)] 15 (88.2) 22 (84 .6) 31(88.6)
Median PFS, 6.3 92 22
months (30% Cl)  (3.4-12.9) (37-12.9) (1.9-3.8)
Adjusted HR 033 055
(90% CI)? (0.18058)  (0.33-0.89) -
6 9 12 15 18 21 24 27

Time (months)

10 8 6 4 1
15 14 9 3 2
10 6 3 2 1

0
0
0

1 Oliveira M et al. GSB2; SABCS 2022.; 2 Oliveira M Lafoatol2024;25:14241439

-brustzentrum.de |  09.12.2024
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Camizestrant grade 3/4 toxicity numerically datspendent
Grade 3/4 toxicity C 75 mg comparable with fulvestrant
12.2% grade 1/2 photopsia

No relevant nausea

C 300 (n=20)

Too To To To

C 75 (n=74) C 150 (n=73) F 500 (n=73)

AE, n (%) All grades | Grade 23 BWAUK[EGECRE T ET CP-X]
Any AE 57 (77.0) 9(12.2) 66 (90.4) | 16(21.9) | 19 (95.0) 3(15) 50 (68.5) 10 (13.7)
Photopsia 9(12.2) 0 18 (24.7) 0 7 (35.0) 0 0 0
(Sinus) bradycardia 4 (54) 0 19 (26.0) 0 8 (40.0) 0 0 0
Fatigue 4 (54) 0 13 (17.8) 1(1.4) 4 (20.0) 0 3(4.1) 0
Anemia 8(10.8) 0 11 (15.1) 1(1.4) 1(5.0) 0 5(6.8) 2(2.7)
Asthenia 6 (8.1) 0 11 (15.1) 0 2(10.0) 0 4 (5.5) 0
Arthralgia 3(4.1) 0 9(12.3) 1(1.4) 2(10.0) 0 2(2.7) 0
AST increased 2(2.7) 0 6(8.2) 0 2(10.0) 0 5(6.8) (1.4)
ALT increased 1(1.4) 0 6(8.2) 1(1.4) 3(15.0) 0 4 (5.5) 1(1.4)
Covid-19 4 (54) 0 4 (5.5) 0 3(15.0) 0 3(4.1) 0
Diarrhea 4 (54) 0 4 (5.5) 0 3(15.0) 1(5.0) 2(2.7) (1.4)
Pain in extremity 1(1.4) 0 4 (5.5) 1(1.4) 2(10.0) 0 3(4.1) 0
Dyspepsia 1(1.4) 0 3(4.1) 0 2(10.0) 0 1(1.4) 0
Insomnia 1(1.4) 0 3(4.1) 0 2(10.0) 0 1(1.4) 0
Hyponatremia 0 0 3(4.1) 1(1.4) 2(10.0) 0 1(1.4) (1.4)
Blood pressure increased 2(2.7) 1(1.4) 1(1.4) 1(1.4) 2(10.0) 1(5.0) 0 0
Cataract 2(27) 0 0 0 2(10.0) 0 0 0
Vitreous floaters 2(2.7) 0 0 0 2(10.0) 0 0 0

Metastatic breast cancer | LMU breast center | www.Imu

-brustzentrum.de |

12/9/2024

1 Oliveira M et al. GS32; SABCS 2022.; 2 Oliveira M Lancet Oncol 2024;2514824
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HR+ HER2 - metastatic breast cancer

San Antonio Breast Cancer Symposium®, December 6-10, 2022

Oral SERD Trial Landscape in Pretreated mBC

EMERALD? SERENA-22 EMBER-33 AMEERA-34-6 acelERAS-2
Treatment Elacestrant Camizestrant Iml:l;‘eer:;;iac'ﬁ; - Amcenestrant Giredestrant
C:'::‘:OI fulvestrant / Als fulvestrant fulvestrant / exemestane fulviztgaor;tifér,?ls/ fulvestrant / Als
Phase (n) Phase 3 (478) Phase 2 (240) Phase 3 (800) Phase 2 (367) Phase 2 (303)
patients | e POSmEnopausa | posimenopausalwomen | MeN O postmencpausal | en o woren (ny | Ver o women oy
C[l;l';i:/rsi '}:gg'o;:f Permitted Permitted P(%m;tot/oe)d P?gio%d
Allowed Prior YES NO NO YES YES
ch en‘:ﬂf&‘:‘a’p‘;ﬁg’m BC YES YES NO YES YES
Data readout (R ec;igts::it‘ggnal) (Non-F';gsiigc\;:tional) Ongoing Negative Negative

1. Bidard FC, et al. J (lin Oncol. 2022;40(28):3246-3256. 2. SERENA2. ClinicalTrials.gov identifier: NCT04214288. Accessed November 18, 2022, https://clinicaltrials.gov/ct2/show/NCT04214288; 3. EMBER-3. Clinical Trials.gov
identifier: NCT04975308. Accessed November 18, 2022. https://clinicaltrials.gov/ct2/show/NCT04975308; 4. AMEERA3. ClinicalTrials.gov identifier: NCT04059484. Accessed November 18, 2022.
https://clinicaltrials.gov/ct2/show/NCT04059484; 5. Tolaney SM, et al. Ann Oncol. 2022; 33(7):588-S121 (Abstr 212MO); 6. Evaluate Vantage. https://www.evaluate.com/vantage/articles/news/trial-results/roche-has-rare-breast-
cancer-setback. Accessed July 20, 2022; 7. acelERA ClinicalTrials.gov identifier: NCT04576455. Accessed November 18, 2022. https://clinicaltrials.gov/ct2/show/NCT04576455; 8. Martin M, et al J Clin Oncol. 2021;39(15):abstr
TPS1100; 9. Martin Jimenez M, et al. Ann Oncol. 2022;33(7):588-S121 (abstr 211MO).

This presentation is the intellectual property of the author/presenter. Contact them at Kaklamani@uthscsa.edu for permission to reprint and/or distribute.
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So, Where are we exactly?
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HR+ HER2 - metastatic breast cancer

ACDK4/6i standardin 1 st line therapy of HR+ HER2 - MBC: Three available options
(abemaciclib, palbociclib, ribociclib) i all substantially improve PFS (HR 0.5); ribociclib with
significant OS benefitin1 st line

Safety profiles and monitoring requirements differ

A After CDKA4/6i, no optimal standard I therapy depends on, eg, duration of response to prior
CDK4/61, biomarkers (eg, g BRCA, PIK3CA, ESR1), patient preferences, and access

A Guidelines recommend endocrine -based therapy for several lines in endocrine -sensitive MBC

ACDKA4/6i after CDK4/6i is an evidence -based option for 2 " line therapy ( postMONARCH,
MAINTAIN )

AElacestrant is the first oral SERD for clinical use i approvedin ESR1™M tumors ( EMERALD)
Efficacy increases with duration of prior CDK4/6i benefit
Manageable safety, low discontinuation rates

AOther oral SERDs in development I toxicities differ

This presentation is the intellectual property of Nadia Harbeck, MD, PhD and is intended for personal information
Metastatic breast cancer | LMU breast center |www.mu -brustzentrum.de | 09.12.2024 44
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Series Coordinators

| -
ESMO DEEP DIVE: BREAST CANCER N . X
\ )
ESMO WEBINAR SERIE: Nadia Harbeck Peter Schmid
? A ‘ LMU University Hospital Barts Cancer Institute
Munich, Germany London, United Kingdom

ESMO DEEP DIVE WEBINAR SERIES 2024: BREAST CANCER

WEBINAR DATE Series Coordinators: Nadia Harbeck, Peter Schmid

7 February 2024

Neoadjuvant) Treatment Concepts

March 2024 Early Stage ER-positive Breast Cancer: Hot Topics and Future Trends

April 2024 Early Stage HER2-positive Breast Cancer: Hot Topics and Future Trends
May 2024 Early Stage TNBC: Hot Topics and Future Trends
June 2024 Breakthroughs in Personalised, Molecularly-informed Risk Prediction,

Screening and Early Detection of Breast Cancer

July 2024 HR+ Metastatic Breast Cancer: Refining Practice and Steering Research b | »] = . IrecED
ESMO BREAST CANGE
g;;:ember HER2+ Metastatic Breast Cancer: Refining Practice and Steering Research
. o . : MUNICH GERMANY
October 2024 TNBC Metastatic Breast Cancer: Refining Practice and Steering Research 14-17 MAY 2025
Breast cancer |LMU breast center | www.Imu -brustzentrum.de | 09.12.2024
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Obijectives

-

Discuss the role of
biomarkers, molecular
profiling, and resistance
mechanisms in guiding

treatment choices

Examine the role of

targeted therapies

following endocrine
therapy failure

Explore current and future sequencing

strategies for HR+, HER2T mBC
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Beyond endocrinéherapy
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Hypothesis

vi.1 - May 2023

nts with ER+/HER2- MBC

l If imminent organ failure

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




an
Pt

ESMOMCBS Scoringstline HR+ ABC
ESMGMCBS

RIB + HT
1stline
Substantial magnitude Premenopausal
of clinical benefit HR+, HERABC
MONALEESA RIB + LET
- Primary endpoint PFS 1stline
-------
HR+, HER2ABC

Bine L Primary endpointPFS 1tline
Postmenopausal : Postmenopausal
ER/PR+ ABC ER/PR+ ABC
PALOMA2 MONARCES
Primary endpointPFS Primary endpointPFS

The ESMEMCBS grading highlights treatments with substantially improve OS
and/or the quality of life (QoL)

Final adjusted magnitudie of clinical benefit grade: OS, PFS, DFS, HR, RR, QoL,
toxicity

MCBS, Magnitude of Clinical Benefit Scale
ESMGMagnitude of Clinical Benefit Scale (V1.1). Available at: https://www.esmo.org/guidelines/esive



AR-HP. Sarborne Universite
e G

What to do next ?
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Patients with ER+/HER2- MBC

I If imminent organ failure

v v

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

Ann Oncol 2021:32(12): 144895
ESMO Metastatic Breast Cancer Living Guidelines, v1.1 May 2023



https://www.esmo.org/guidelines/guidelines-by-topic/esmo-clinical-practice-guidelines-breast-cancer/metastatic-breast-cancer
https://www.esmo.org/living-guidelines/esmo-metastatic-breast-cancer-living-guideline

What do we now about expectationsafter 1st line CDK4/6nh +ET ?

Table 1. Main characteristics and results of the studies included
1st line 22nd line 1st and 2nd line
MONALEESA-2 MONALEESA-7 MONARCH-3 PALOMA-1 PALOMA-2 MONARCH-2 PALOMA-3 MONALEESA-3
Rib +L Pbo-+L Rib+ T/NSAl Pbo + T/NSAI Abe + NSAI Pbo + NSAI Pal+L L Pal+L Pbo+L Abe+F Pbo+F Pal+F Pbo+F Rib+F Pbo+F
N 334 334 335 337 328 165 84 81 444 222 446 223 347 174 484 242
S _ s s _ s s s
PFS2 median, months NR NR NE 323 NR NR NR NR NR NR 231 20.6 18.8 14.1 374 28.1
p HR (95% NR 0.69 (0.55-0.8 0.64 (0.50-0.8 NR NR 0.68 (0.56-0.8 0.68 (0.56-0.84 0.69 (0.57-0.84
median, months 0.6 8.9 \ 6.9 \R \R b. . 0.4 9.9 0. . 6 8.8 48. 8.8
TTC HR (95% CI 0.74 (0.61-0.91 0.60 (0.46-0.77 0.51 (0.38-0.69 0.66 (0.45-0.99 0.74 (0.59-0.92 0.63 (0.50-0.78 0.58 (0.47-0.7 0.70 (0.57-0.88
PFS median, months 25.3 16.0 23.8 13.0 28.2 14.8 20.2 10.2 27.6 14.5 169 9.3 11.2 4.6 20.6 12.8
PFS HR (95% CI) 0.57 (0.46-0.70) 0.55 (0.44-0.69) 0.53 (0.42-0.67) 0.49 (0.32-0.75) 0.56 (0.46-0.69) 0.54 (0.45-0.65) 0.50 (0.40-0.62) 0.59 (0.49-0.71)
0S median, months 63.9 51.4 NE 409 NR NR 37.5 34,5 NR NR 46.7 373 349 28.0 53.7 41.5
0S HR (95% Cl) 0.76 (0.63-0.93) 0.71 (0.54-0.95) NR 0.90 (0.62-1.29) NR 0.76 (0.61-0.95) 0.81 (0.64-1.03) 0.73 (0.59-0.90)

Abe, abemaciclib; Cl, confidence interval; F, fulvestrant; HR, hazard ratio; L, letrozole; NE, not estimable; NR, not reported; NSAI, nonsteroidal aromatase inhibitor (letrozole or anastrozole); OS, overall survival; Pal, palbociclib; Pbo, placebo; PFS,
progression-free survival; PFS2, second progression-free survival; Rib, ribociclib; T, tamoxifen; TTC, time to chemotherapy.

Munzoneet al. Esmaopen 2021



Do we need specific biomarkers, tests
to improve treatment decision strategy?

V14 May 2023

Patients with ER+/HERZ- MBC

| If imminent organ failure

ChT

r----\

Somatic mutation testing (tissue 1
or liquid)
Trastuzumah deruxtecan [I, A;
MCBS 4 {f)

|

ET-CDK4/§ inhibitor [1, A] (3, b) PD or intolerable toxicities

Germline BRCAT/2 testing +
PALB2

]
=

\----1 [

If germline BRCA/PALB2m+
PARP inhibitor [I, A; MCES 4;
ESCAT I-A] id, <)

HESR1Im#:
Elacestrant
1 A; MCBS 3] )

Everolimus-oxemestant (a) (1, B] 1f PIKICAM*:
Fulvestrant-alpelisib [I, B; MCES
2; E!

Everolimus—fulvestrant a, <) [I, SCAT 1-A] (d, ¢)
B]

or
Switch endocrine therapy ¢
CDK416 inhibitar

ar
Fulvestrant monotherapy

If HERZ-0 If HERZ-low

Sacituzumab govitecan (I, A; Trastuzumab deruxtecan [, B;
MCES 3] MCBS 4]

\—x—l

cht

or
Sacituzumab govitecan if not
used before [I, A; MCBS 3]

Ann Oncol 2021:32(12): 144995
ESMO Metastatic Breast Cancer Living Guidelines, v1.1 May 2023 .
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The key questions ?

Als the tumour still endocrine sensitive, according to tesenceof
the target ?

ADo we have any mechanism of resistance we might target ?

ADo we have any other target of interest out of those involved in the
ER pathway ?
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Arguments to consider advanced ER positive breast cancer
still endocrine sensitive after CDK4/61 + first line ET exposure

ANeeds to have been considered ET at the previous line ( including
CDK4/@nh exposure).

ANeeds to still have the presence of the target (ER).

ANeeds to verify the absence of mutations of the target.




ﬁﬂ\kQJBJJ NEW/MODIFIED

“unknown if there is sensitivity or resistance to endocrine therapy (ET) since has never received E

is'defined as:
Relapse while on the first 2 years of adjuvant ET, or
PD within first 6 months of % line ETbased therapy for ABC
(note: this definition is the same regardless of whether therapy included a CDK4/6i or not)

issdefined as:
All other clinical situations of endocrineesistance
(examples include: 1) Relapse while receiving adjuvant ET but after at least 2 years; 2) PD after at least 6

months of 1st line E'based therapy for ABC; 3) PD after any duration of 2nd+ lindo&Sed therapy for ABC; 4)
Known ESR1 mutation)

(note: definition unaffected by therapy with CDK4/6i, mTOR/PI3Ki, or other adjunctive drugs)

IS defined as:
PD within 2 months of latetine ETbased therapy for AB@nd no additional ETbased approaches
likely to result in clinically meaningful benefit
(LoE: Expert opinion/NA) (95%)

Note: resistance is a continuum, and these definitions help clinical trials but do not necessarily dictate clinical practic
F. Cardoso et al, The Breast 2024,
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PARSIFALONGEXxtendedollow-up of hormonereceptor- positive/HER?2
negativeadvancedoreastcancerpatientstreated with fulvestrantand
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BackgroundParsifalStudy

PARSIFAL (NCT02491983): An international, multicenter, phasell clinical trial assessing
whether fulvestrant or letrozole was the optimal endocrine partner for palbociclib in patients
with untreated, endocrine sensitive, HR[+]/HERZ2[-] advanced breast cancer

100

804

The trial failed to demonstrate an
improvement in PFS of palbociclib

+ fulvestrant over palbociclib + letrozole,
I = B with a median follow-up of 32 months
204 (IQR, 24.2-39.7).

HR, 1.13; 95% Cl, 0.89-1.45;
log-rank P =.32

60

Letrozole-palbociclib
40 s |

Progression-free survival, %

0 6 12 18 2 30 36 ® 48 54

Time from randomization, mo
No.at:risk Llombart-Cussac A, et al. JAMA Oncol.
Fulvestrant-palbociclib 243 (100) 204 (84) 174(72) 141(58) 121(50) 86(35) 51(21) 20(8)  7(3) 0(0) 2021 Dec 1;7(12):1791-1799.
Letrozole-palbociclib 243 (100) 212 (87) 182(75) 151(62) 131(54) 92(38) 51(21) 23(9)  3(1) 0(0)

IQR: Interquartileange(25%and75%); HR:hazardratio;No.:numberof patientsmo: months

Thispresentation is the intellectual property of Antonio LiombartCussacMD, PhD.Contacthim at antonio.llombart@maj3.health for permissionto reprint and/or distribute.
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Results:Post-progression Survival by PFS duration (<6, 6 - 12, and O 1 2
months) for progressing patients (n=229)

100

75 PFS212 vs. <12 months, == >12 months

p<0.001 == <12 to 26 months
== <6 months

Overall Survival post-progression (%)

50
Evepécsohort
MediarDSpostprogression: O012: 103(65.2%)
1612 27mo. (95%CR4.131.1) <1200 6 : 34(94.4%)
<12t0 O 619.2m0.(95%(:624.5) - —_— : A
<G 18mo. (95%CB.624.7) <6: 21(77.1%)
OO 12 24 36 48 60 72

Time from randomization (months)
Patients at risk, n(%)

- 158 (100) 118 (75) 78 (49) 43 (27) 15 (9) 4(3) 0(0)
= 36 (100) 22 (61) 13 (36) 9(25) 2(6) 0(0) 0(0)
= 35 (100) 19 (54) 12 (34) 8 (23) 5 (14) 1(3) 0(0)

n (%), numberf patientgpercentagdasedon N); N: numbeof patientsmo.:months;0S:overalsurvivalPFS: progressifree survival

Thispresentation is the intellectual property of Antonio LiombartCussacMD, PhD.Contacthim at antonio.llombart@maj3.health for permissionto reprint and/or distribute.
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18F-fluoroestradiol positron emission tomography in patients
with breast cancer: a systematic review and meta-analysis

Cristina S. Matushita®?® @, Francisco de Assis Romeiro Figueiroa Benicio Coelho*® &,
Camila Edith Stachera Stasiak®¢ ©, Denise Ferreira Rodrigues’® ©, Diego Bromfman Pianta!?3 @,

Flavia Dornelas Kurkowski2 @, Marcelo Moreira da Silva® @, Sergio Augusto Lopes de Souza’ ©, Sensitivity (95% CI)
Rafael Willain Lopes®t® @, Paulo Henrique Rosado de Castrot2* i gl o T i Bem
I | d ———@——| Seenu.V.2020 0.88 (0.62-0.98)
Brazilian Society of Nuclear Medicine . . e Chae. S.Y. 2019 0.77 (0.62-0.88)
Y Rev Assoc Med Bras. 2023;69(Suppl 1):e2023S116 P Varons. 5 M 5617 096 (0.70-1.00)
—— Gemignani. M. L. 2013 0.85 (0.70-0.94)
— @+ | Dehdashti. F. 1995 0.75 (0.51-091)
> 18FFES PET for the detection offdgitive lesions * | pooessensiy-osz 051006
Chi-square = 6.01; df = 6 (p = 0.4225)
0 0.2 0.4 0.6 0.8 1 Inconsistency (I-square) = 0.1 %

In breast cancer patients is :

Analysis Options:

> Sensitive: a pooled sensitivity of 82%
) nghly SpeCifiC: a pOOled SpeCIfICIty of 94% Spocificity (95% CI)

* Bottoni. G. 2021 0.50 (0.00-1.00)

. . - - L Su, Y. 2021 0.50 (0.00-1.00)

> High diagnostic accuracy: a pooled AUC of 0.8899 TponaAE, 08 ha
- ; - Venema. C. M. 2017 0.50 (0.00-1.00)

‘.—:—“ Gemignani. M. L. 2013 0.75 (0.35-0.97)

—i——@ Dehdashti. F. 1995 098 (0.81-1.00)

> Potential to be added to the breast cancer toolbox il
as an imaging tool for therapy guiding and Y y—

Chi-square = 10.38: df = 6 (p = 0.1096)

predicting the endocrine therapy response T il




HR positivity and C&ancer heter

a. Global hormose receptor (HWR) sixius on primary hemour
and metEniEres
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Switch to fulvestrant and palbociclib versus no switch in
advanced breast cancer with rising ESR1 mutation during
aromatase inhibitor and palbociclib therapy (PADA-1):

a randomised, open-label, multicentre, phase 3 trial

Frangois-Clément Bidord Anne-Clakre Hordy- Bessard, Florence Dalenc, Thomias Bochalof, jean-Yves Flerga, Thibaukt de |oMotte Rouge,
Remaud Sabatler, Coraline Dubot, Jean-5¢bastien Frend, jeanAd orc Ferrerg, Syt vain Ladole, Christelled ey, Miorie-Ange Mouret-Repnler,
AlainLortholary, jullen Grenler, Comile.Chakiba, Lost o Stefant prome Edovord Plazg Flovian.d oted, Luls Tebeeba, Veronigue 'Hondt,
HeleneVegas Ofis Derbel, Oloire comier-Thdre, jean-Luc Canon, Borbara Prstil], Fobrice André, L ourent Amould. Anne Prodines, fwan Bitche,
Ciflane Cuenrs, JErDunneLennivnmiler, Fretglee iy e Beryges, SoeTle Dedubrge, vn Behull of the PADA-1 hretiyutua s

Lancet Oncol 2022; 23: 13677

— St elp
AL MBC 5  omatae migtorandp.
Al + palbOCICIIb o % —— Aromatase inhibitor and palbociclib
A HR+ ) % F god Stratified hazard ratio 0-61 (95% CI
HER2- ' $ G— %’ 0-43-0-86)L log-rank test: p=0-0040
: =~ O
A Al- bESR1,,, detection 25 H
.y i i = C - |—
sensitive At inclusion / 1 month / then g2months & 0 R I S e
L ; ;
— Step 2 g § |
5 2 ] | |
If rising bESR1,,; 7
and no synchronous o 0 T . T . . 1
PD | et (@) 0 3 6 9 12 15 18
Ful + palbocicli ° . Time since randomisation (months)
o Number at risk
— g (number censored)
Step 3 Fulvestrant and palbociclib 88 (0) 78 (5) 57 (11) 46(13) 32(17) 17 (19) 12 (20)
(optional) Aromatase inhibitorand palbociclib  84(1)  58(2)  36(4)  25(4)  17(6)  12(7)  10(8)
Ful + palbociclib ; : T : ]
Figure 2: Progression-free survival in the second step, by treatment group (co-primary endpoint)




Conclusion 1

ASince CDK4/6i are part of-line ET strategy, it might be important
that we redefine endocrine treatment sensitivity

AWe know, that lost of ER is frequent in metastatic situation, but
moreover it is heterogenous, and other approaches might be helpful
to better appreciate tumour heterogeneity

AConcerning ER, mutation rate is increasing during metastatic disease
c2dz2N)ySe YR YAIKU Of SI NI e AyTFftdz



Arguments to consider advanced ER positive breast cancer

still endocrine sensitive after CDK4/61 + first line ET
S E LJZ2 alaNaBed to target a mechanism of resistance

Liquid Biopsy

ctDNA

CTCs

—
%\ == Shorter time
’ = Highly sensitive
o | Lower cost of sample
isolations
Not clinically

—_—

validated
Does not provide

— histological
evaluation

o | Monitors contipuous
tumor evolutions

Real time monitoring

—o
of drug response
_—
Reveals spatial and
— temporal tumor
heterogeneity

-_—

Tissue Biopsy

Low sensitivity
High cost of sample
isolations
Clinically validated
Provides histological
evaluation
Organ penetration
required
N ble of

ot capable of
accessing tumor
evolution

No real time
itoring of drug
response

Repeated surgeries
not feasible
Does not reveal
tumor heterogeneity

l l'lllii

l

|

l

l

Lone et alMolecCancers 2022
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Arguments to consider advanced ER positive breast cancer
still endocrine sensitive after CDK4/61 + first line ET
S E LJZ alm#aNBeH to target a mechanism of resistance

Cancer-specific markers investigated Potential issues and drawbacks
for ctDNA-based testing for ctDNA-based testing

alterations w

Mutational
signatures

’ mutational
burden

& \ |
Normal DNA :
¥ W ‘ Blood-brain barrier and Tlcs;iu?nm ‘
k- \ other anatomic factors 9 |
Tumor DNA
= Pt RO e .
N v el N

" Field
defects

Epigenetic Viral
changes sequences

Age-related clonal
hematopoiesis

/ Sa68ylfd bluindaNS /Iy O
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Arguments to consider advanced ER positive breast cancer- -
still endocrine sensitive after CDK4/61 + first line ET
S E LJZ alm#aNBeH to target a mechanism of resistance

_, ) v .
] Endocrine receptor

NG downregulation/mutations

N S ) P

Epigenetic modifications
Hypoxia
HIF

b iy Receptor tyrosine
BN ; y T kinase

Signaling pathways EGE
Trascription factors IGF-1R

PI3K/AKT
MAPK/ERK | Endocrine

HGFR
PDGFR

NF-kB ' ' resistance FGFR
STATs ALK
Others Others
O A’/ )
. w &, Cancer stem cells
Cell cycle e
regulators A ' Others

f -
Dimitrakopoulot al. Cancer Letters 2021

Oxidative stress




Incidence of targetable alterations after CDK4/6i

exposure

ORIGINAL ARTICLE

Acquired gene alterations in patients treated with ribociclib plus endocrine
therapy or endocrine therapy alone using baseline and end-of-treatment
circulating tumor DNA samples in the MONALEESA-2, -3, and -7 trials

F. André"’, N. Solovieff’, F. Su®, A. Bardia®, P. Neven®, Y. S. Yap®, D. Tripathy’, Y--S. Lu®, D. Slamon®, S. Chia'’, M. Joshi®,
A. Chakravartty®, A. Lteif’, T. Taran'* & C. L. Arteaga'’*

Department of Medical Oncology, Institut Gustave Roussy, Villejuif, France; *Novartis Pharmaceuticals Corporation, Cambridge; *Novartis Pharmaceuticals
Corporation, East Hanover; “Massachusetts General Hospital Cancer Center, Harvard Medical School, Boston, USA; *Multidisciplinary Breast Centre, Universitair
Ziekenhuis Leuven, Leuven, Belgium; *National Cancer Centre Singapore, Singapore, Singapore; "The University of Texas MD Anderson Cancer Center, Houston, USA;
“National Taiwan University Hospital, Taipei, Talwan “David Geffen School of Medicine at UCLA, Los Angeles, USA; ““British Columbia Cancer Agency, Vancouver,
Canada; *"Novartis Pharma AG, Basel, =t Simmons Compr Cancer Center, Dallas, USA
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Table 1. Progression-free survival in the biomarker and ITT populations

Biomarker population Events Median PFS Con dence
(n N) [months) interval (95 )

Placebo + ET 217/274 109 7.4-12.8

Ribociclib + ET 167/249 145 11.3-164

ITT population Events Median PFS Con dence
(n N) (months) interval (95 )

Placebo + ET 547/913 141 12.9-15.0

Ribociclib + ET 483/1153 230 22.1-248

Ribociclib+ ET
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Gene

ET endocrine therapy; ITT intention-to-treat; PFS progression-free survival.

Figure 2. Prevalence of gene alterations at baseline versus EOT with (A) ribociclib
EOT, end of treatment; ET, endocrine therapy.

“paired samples. Genes with an alteration prevalence of =5 at EOT were selected.

plus ET and (B) placebo plus ET".

André et al. Ann Oncol 2024



Conclusion 2

Ve

Ly LINI Ol A OS orfegpondirsdrugsiavailathley

[ eoeve [ fmdboemim |
BRCA 1/2 From the first line Germinal (tumour screening possible)
HER2 From the first line IHC+£ISH tumour
ESR1 On the second line Priority liquid biopsy
PIK3CA On the second line Liguid biopsy or tumour
AKT On the second line Liquid biopsy or tumour
PTENnNactivation On the second line Liguid biopsy or tumour
HER2 mutations On the second line Liguidbiopsyor tumour

1. Cardoso F et al. ADdncol2020;31:162349; 2.GennariA et al. AnrOncol2021;32:14795; 3.INCaguidelines 2019 PARP inhibitors: recommendations for a pathway in oncology ger



1- Targeting the BRCA germline mutation
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Talazoparib in Patients with Advanced Breast
Cancer and a Germline BRCA Mutation
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Sara A. Hurvitz, M.D., Anthony Gongalves, M.D., Ph.D., Kyung-Hun Lee, M.D., Ph.D.,
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Treatmentof 2"9 line: BRCAyermlinemutation (key messages) 'UC

o Cancer sein HER2 négatif métastatique = +  Cancer sein HER2 négatif métastatique
*  RE posou RP pos oustriple négatif : I OLAPARIB 300mg x 2/ jour I *  RE pos ou RP pos ou triple négatif
+  Mutation germinale BRCA *  Mutation germinale BRCA A
S _ 4 ¥
+  CT(néo)adjuvante par Anthracyclines et Taxanes = cr (neo)adj;;vante par Anthracyclines et/ou Taxanes
+  SiRH positifs, *  SiRH positifs,
+  aumoins une ligne d’hormonothérapie O LY M P I A D *  Pasde limite de lignes d'HT E M B RACA
adjuvante ou métastatique Eii000853 ’ - R ) .
+ <3 lignes de Chimiothérapie (CT) métastatiques NCTO1945775
« 22 lignes de Chimiothérapie (CT) mé i +  Sitraitement antérieur par Sels de Platine
«  Sitraitement antérieur par Sels de Platine %> *  Progression > 6 mois aprés Sels de Platine en "7’
*  Progression > 12 mois aprés Sels de Platine en (neo)adjuvant
(neo)adjuvant = Pasde progression sous Sels de Platine en
+  Pasde progression sous Sels de Platine en Traitement au choix de I'investigateur : métatastique Traitement au choix de I'investigateur :
métatastique « Capecitabine H iiotel
1250mg/m? x 2/ j 14j/21 . 5?::2'(;?;:@,
Stratilifal»ion ) . ) ) * Vinorelbine IV Stratification . E’rit\m»iin» o
* :Ouivs Non, 30 mg/m? 3 J1 et J8 (J1=J21) +  Nb de Chimi i i ieure : 0 vs 13, .
* (SBWCRH: BH positfsvs Tripla Négatif, + Eribulin « Statut RH : RH positifs vs Triple Négatif, * Gemdl
« Traitement antérieur par Sels de Platine Oui vs Non 1,4 mg/m? 3 J1 et J8 (11=121) *  Métastases du SNC Oui vs Non
B Progression-free Survival, According to Subgroup
Hazard Ratio for Disease Progression or Death
Subgroup Olaparib  Standard Therapy Hazard Ratio (95% CI) Subgroup Ho.of Paiest () %)
Al patients 431 (100) » 058 (041-0.71)
fi60f paNeRH wh overts/tota! ot (06} BRCA mutation type, according to central testing
Al patients 163/205 (79.5)  71/97 (73.2) 0.58 (0.43-0.80) BRCAL 183 (25 —is 4 059 (039-030)
Previous chemotherapy for metastatic BRCA2 25 (52.2) = 0.47 (0.32-0.
breast cancer Hormone-receptor status according to most recent biopsy =
Yes 115/146 81.5) 51769 (73.9) 065 (0.47-0.91) Triple-negative breast cancer 150 (44) - 060 (041-087)
No 44/59 (74.6) 20108 (71 4) 0.56 (0.34-0.98) Hormone recestor positive 24559 » 047 (032-071)
lormane-receptor status History of CNS metastasis.
Hormone-receptor positive 82/103 (79.6)  31/49 (63.3) 0.82 (0.55-1.26) Yes 63 (145) = 032 [0.15-068)
Triple negative 81/102 (79.4) 40748 (83.3) 0.43 (0.29-0.63) No 368 (85.4) & 0.58 (0.43-0.78)
Previous platinum-based therapy for breast cancer Visceral disease assessed by investigator
Yes 50/60 (83.3) 21/26 (80.8) 0.67 (0.41-1.14) Yes 303 (703) b 051 (0.37-0.70)
No 113/145 (77.9) 50/71 (70.4) 0.60 (0.43-0.84) No 128207 : 0.59 0.34-1.02)
=S ————— Previous platinum treatment
0.125 0250 0.500 1.000 2.000 i B o i R
N 355 82.4) 2 052 (039-0.7)
Olaparib Better Standard 0 : : : : : 3 0
) Tharagsy 000 025 050 075 100 125 150 175 200
Better

Talazoparib Better Standard Therapy Better

Positivestudiesin PF§main objective)} but not in OS



2- Targeting the PISK/AKT/m - TOR pathway

) Targeting PIK3CA mutations : alpelisib

> Targeting the activated pathway (PIK3CA/AKT mutations and/or loss
of PTEN): capivasertib

> Suggest an m-TOR inhibitor : everolimus




Targeting PIK3CA mutations ( Alpelisib , not reimbursed

In France)

SOLAR- 1 study: PFS

Cohort with PIK3CA-Mutated Cancer

5.3 months Y 11. months
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Capivasertib (pan- AKT inhibitor)

CAPITELLO- 291 study

Adults with HR+/HER2-unresectable Stratification: .
or metastatic breast cancer 400 mg 4d/7 . Liver metastases 70% of patlents had a
+  Recurrence/progression while on or Capivasertib » Prior CDK 4/6 inhibitors CDK4-6i

<12 months from the end of adjuvant  — - Geographic region

Al, or progression on Al in advanced Fulvestrant . .

setting 355 Co-Primary endpoints:

n= : .

+ =2 lines prior endocrine therapy * PFSin overall population; AND
« <1 line chemotherapy — R11 *  PIK3CA/AKT1/PTEN-biomarker-pos 17% no data on PIK3CA
+ Prior CDK 4/6 inhibitor in at least 51% population

of patients ]
+ HbA1c <8% and diabetes not me= mmm mm == == Secondary endpoints:

requiring insulin I Placebo I + 0OSin overall population
«  FFPE tumor sample from the +  PIK3CA/AKT1/PTEN-biomarker-pos

primary/recurrent cancer available for | Fulvestrant | population

retrospective testing -y - 85';




Capivasertib

CAPITELLO- 291 study: results
Population without

Total population Population pathway activation of
n=708 activation n= 289 the track n= 313
(Exploratory)

mPFS3.6 Y 7.2 months 3.1Y 7.3 months 3.7Y 5.3 months

Turner N et al, NEJM 2023



