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i) Early Breast Cancer

= OS KEYNOTE-522
= NATALEE 4-years
= HypoG-01
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i) KEYNOTE 522
Overall Survival Results

44— Neoadjuvant Phase >4 Adjuvant Phase =
Neoadjuvant Treatment 1 Necadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Key Eligibility Criteria [_l

* Age =18 years

* Newly diagnosed TNBC of
either T1c N1-2 or T2-4 NO-2

« ECOG PS 0-1

* Tissue sample for PD-L1
assessment?

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W
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Placebo

Stratification Factors:

« Nodal status (+ vs -)

* Tumor size (T1/T2 vs T3/T4) Neoadjuvant phase: starts from the first neoadjuvant treatment and ends
« Carboplatin schedule (QW vs Q3W) after definitive surgery (post-treatment included)

Adjuvant phase: starts from the first adjuvant treatment and includes
radiation therapy as indicated (post-treatment included)

Schmid and al. NEJM 2024
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KEYNOTE-522

Overall Survival Results

Baseline Characteristics, ITT Population

Characteristic, n (%)
Age, median (range), yrs
ECOG PS 1
PD-L1 CPS 212
Carboplatin schedule
Qw
Q3w
Tumor size
T1/T2
T3/T4
Nodal involvement
Positive
Negative

Pembro + Chemo/Pembro

All Patients, N = 1174

N = 784
49 (22-80)
106 (13.5)
656 (83.7)

449 (57.3)
335 (42.7)

580 (74.0)
204 (26.0)

405 (51.7)
379 (48.3)

Placebo + Chemo/Placebo

N =390
48 (24-79)
49 (12.6)
317 (81.3)

223 (57.2)
167 (42.8)

290 (74.4)
100 (25.6)

200 (51.3)
190 (48.7)

Schmid and al. NEJM 2024
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i) KEYNOTE-522
Overall Survival Results

Updated Event-Free Survival

1004 : :
90— L :84.6‘][’0 :81 .201,0
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= 70— 76.4%
5 i / 572.2% Pts w/
- 60+ | Event
o 50— HR2 0.65 (95% CI, 0.51-0.83) ] I Pembro + 20.3%
S 40- : ! Chemo/Pembro e
c
@ ! ! Placebo + o
E 30— ! : Chemo/Placebo
o 20- l |
I 1
10- 1 I
Median follow-up: 75.1 months | l
0 | | | I 1 | | I | | I I 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time, months
No. at risk
784 769 728 702 681 665 654 644 633 625 618 602 409 164 O
390 382 358 330 312 300 293 287 285 278 273 264 178 76
n Schmid and al. NEJM 2024
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KEYNOTE-522

Overall Survival Results

Key Secondary Endpoint: Overall Survival

100- |
90+ . 11 LL ' :
1 T —
£ 80- T —
c 1
% 07 :5 (95% Cl)
1 5-yr rate (95%
.i'“s 60~ ! 86.6% (84.0-88.8)
o 50+ HR2 0.66 (95% CI, 0.50-0.87) :31'7% (77.5-85.2) Pembro +
> P=0.00150" " Chemo/Pembro
£ 407 ' : Placebo +
S 30- ! Chemo/Placebo
@ 1
o 20- 1
1
10- :
Median follow-up: 75.1 months I
0 | I 1 | | 1 | 1 1 1 | 1 1

|
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Time, months
No. at risk

784 777 760 742 720 712 698 693 683 677 670 656 448 176 O
390 389 385 366 354 345 336 328 321 318 313 300 199 82 0

STANDARD OF CARE

Pts w/
Event
14.7%

21.8%

Schmid and al. NEJM 2024
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f) KEYNOTE-522
Overall Survival Results

(\uarcll Cirirnvmrial hw Dathaladnira CAamnlata Daennnea (vim TN/Tie unl\ln\

A Pembrolizumab- Placebo-
Chemotherapy Chemotherapy Estimated Treatment
Variable (N=401) (N=201) Differencet P Value

percentage points [95% Cl)

Pathological stage ypTO/Tis ypNO

No. of patients 260 103
Percentage of patients with response 64.8 (59.9-605.5) 51.7 (44.1-58.3) 13.6 (5.4-21.8) P<0.001
(95% Cl)
Pathological stage ypTO ypNO
No. of patients 240 9
Percentage of patients with response 59.9 (54.9-64.7) 45.3 (38.3-52.4) 14.5 (6.2-22.7)
(95% Cl)
Pathological stage ypTO/Tis
No. of patients 275 108
Percentage of patients with response 68.6 (63.8-73.1) 53.7 (46.6-60.8) 14.8 (6.8-23.0)
(95% Cl)

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, months

495 495 490 484 482 481 476 474 469 468 465 460 318 130 0
217 217 216 212 209 209 206 205 204 202 201 193 133 54 0

n Schmid and al. NEJM 2020 ; Schmid and al. NEJM 2024

www.onco-nouvelle-aquitaine. fr



- ®
institut
Curie

ESMO 2024 Abstract #263P

Association between clinicopathological characteristics and pathologic complete
response in patients with triple negative breast cancer treated by neoadjuvant

chemo-immunotherapy

CHelal LDjerroudi, T. Ramtohul E Laas. A. Vincent Salomon. M. Jin, R. David Seban, | Bieche, D. Bello Roufai,
FC Bidard. P. Cottu, D. Loirat, M. Carton, F. Lerebours, M. Kiavue, E Romano, C. Bonneau, L Cabel

BACKGROUND

= 158 of breast cancer are triple-negative (TNBC)
+ Definition of ER/PR positivity varies across countries

IHC ER/PR

< 10 %

< 1%

* Pathological complete response (pCR) following neo-
adjuvant chemo-immunotherapy (NAC) Is associated
with improved patient outcomes in high-risk early TNBC

= In the KEYNOTE-522 trial, pCR was achieved in 64.8% of
the patients using NACI

OBJECTIVES

pathological biomarkers
n a prospective real-
gots

Institut Curie Hospitals, France

Early-stage II-1ll TNBC
- ER/PR expressed in <108
- HER 2 negative (score 0,
1+, 2+ not amplified)

- Prascription of NACi

August 20X — jume M023

Pembsnlizumat

Doscrudicin
Cyclephasphamide

Carboplatin
Facitanel

Clinical and
pathological

biomarkers ?

* A logistic regression amalysis was conducted for
multivariate analysis, including only the significant
variables identified in the univariate analysis

* Patient characteristics were reported using descriptive
analyses and compared using the x2 test, Fisher's exact
test, or the Wilcoxon rank sum test

* The threshold for statistical significance was set at
p<0.05

+ Germline variants in the HR pathway include BRCAI,
BRCAZ, PALB2, RADS1C and RADS1D

EEXEZIBRE

RESULTS

r.hge- madian (IOR) 49 :n—ss}"
Post menopausal status B4 %
N= 205 Germline mutation in the HR pathway 16%
O NST Stage i 75%
O Lobular Stage lll 25%
ER<1% B6%
O Apocrine carcinoma
ER 1-10% 14 %
@ Others Grade Il 13%
Grade lll a7
No DCIS an nt bio| 2%
. no pCR D pCR pre-treatme psy
Ki-67 2 30 % 29%
LPD—I.I CPS = 20% 23% y
Table 1.
ER <1% | 6%
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ER-low 1-10% | 765 —
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Figure 3. pCR according to clinico-pathological characteristics

Institute
Women's
Cancers

OR
Germline mutationin HR genes g7 »—
ST2ws>T2 16 el
Grade 3wsgrade? 0.6 -fp——
No DCIS on pre-treatment biopsy 2.6 —y—
Ki-67 = 30% 9.9 -—
PD-L1CPS >20% 3.4 e
0.1 1 10 100

Figure 4. Multivariable Model for pCR

*  We identified biomarkers of pCR after NACi:
»Germline mutation in HR genes
> Ki-67 level
» Histological subtype
»aAbsence of DCIS on pre-treatment biopsy
+ This could help to identify patients eligible for
escalation or de-escalation therapy
* Patients with ER 1-10% have a similar pCR with
NACi than patients with ER < 1% and could
benefit from the addition of carboplatin and
pembrolizumab
* None of the lobular or apocrine cancers achieved
pCR in this series

ER: estrogen receptor, PR: progesterane receptar ; DOS: ductal careingma in Situ ;
HR: hamolagaus recarmbination
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PROMENADE: PembROlizuMab for early ER-low/HER2-
breast caNcer, reAlworlD frEnch cohort

F. Cherifi', L. Cabel?, C. Bousrih?, E. Volant!, F. Dalenc®, B. Mery¢,
M. Auvray Kuentz’, M. Alexandre®, L. Benistant?, M. Leheurteur?®,
C. Bailleux', M. Debled'?, J-S. Frenel'®, D. Loirat?, F.C. Bidard?, S.
Aho™, A. Glenet'®, J.T.L. Ribeiro Mourato?®, F. Christy'®, G. Emile’

80 ER-low
General characteristics Pathology Treatment
- 70 TNBC
Number of patients 114 Histology - n (%) [NACT* completed- n (%) 83 (75%) |
- - Ductal 102 (90%) Missi 4(3.5%
lAge - Median (min-max) 49 (26-80) | Lobular 2 2%) issing (3.5%) 60
Missing 2 (1.8%) Other 9 (8%) Surgery -n (%) 113 (99%)
Menopausal status - n (%) Missing 1 (0.9%) Su type - n (%)
Pra 64 (57%) SBR grade - n (%) Lumpectomy 62 (54.3%)| 50
Post 48 (43%) I 15 (14%) Mastectomy 50 (44%) ()
Missing 2(1.8%) ( m 95 (86%) | Not done (PD) 1(0.8%) jo B 40
. ‘ Missing 4 (3.5%) Other 1(0.8%) S
e [Ki67 - Moan (SD) 51(24) )  Nodal intervention - n (%) -
<T2 12 (11%) Missing 75(13.2% [ Sentinel lymphnode 57 (50%) ) 3~ 30 ER+
{ 212 102 (89%) | Endocrine receptors - n (%) Axillary dissection 54 (47%)
Node - n (%) ER-/PR+ 37 (32%) Not done (PD) 1(0.8%) 20
NO 58 (51%) ER+/PR- 66 (58%) Other 2(1.7%)
l N =1 56 (49%) | ER+/PR+ 11 (10%)
HER2 - n (%) 10 24%
0 57 (50%)
1 35 (31%)
2 (ISH neq) 22 (19%) _ 0 // //
® PROMENADE EKEYNOTE-522 m KEYNOTE 756
Cherifi and al. ESMO 2024
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f) Early Breast Cancer

= OS KEYNOTE-522
= NATALEE 4-years
= HypoG-01
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NATALEE

4 years analysis, all patients off RIBO (62,8% completed 3y)

« Adult patients with HR+/HER2- EBC RIB

Primary End Point
*  Prior ET allowed =12 mo prior 400 mg’fday « iDFS using STEEP criteria
to randomization 3 weeks on/1 week off 9
* Anatomical stage lIA® for 3 years Secondary End Points Endpoints
* NO with: - Recurrence-free survival . .
+ Grade 2 and evidence of high risk: « Distant disease—free survival In Cl UdEd In
-+ Ki-67 220% . - .
' NSAI ) oS this presentation
« Oncotype DX Breast Recurrence Score R 1:1¢ Letrozole or anastrozole « Safety and tolerability
226 or for 25 years r PROs
= High risk via genomic risk profiling + goserelin in men and . PK
* Grade 3 premenopausal women
+ N1
: {
« Anatomical stage lIB® =ilae il '.E"d e
. NOor N1 NSAI . Loc:oreglt_:mal recurrence—
Letrozole or anastrozoled free survival
* Anatomical stage lll for 25 years * Geneexpressionand
* NO, N1, N2, or N3 + goserelin in men and alterations in tumor
N =5101° premenopausal women ctDNA/ctRNA samples
Randomization stratification
;::?p':ﬂls::gt‘u-sl:l r‘:fell':land premenopausal women vs postmenopausal women Data cutoff: 29 Aprll 2024

Receipt of prior (neo)adjuvant chemotherapy: yes vs no
Geographic location: North America/Western Europe/Oceania vs rest of world

Fasching and al. ESMO 2024
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f) iDFS in ITT Population
Significant iDFS benefit with RIB + NSAI after the planned 3-year treatment

1 1
100 - | I
1
° 1
2 50 88.1% | |
E : ! 83.6%
2 A2.7% | i
=] 1 ] 0
o 60 - i  A4.9%
E 1 1
= ! !
g 1 ]
g 1 1
@ 40 - i i
o . . 1 1
o Median follow-up for iDFS, 44.2 mo® ! !
g RIB + NSAI NSAI alone
[
- Events/n (%) 263/2549 (10.3) 340/2552 (13.3)
Hazard ratio (95% Cl) 0.715 (0.609-0.840)
04 Nominal 1-sided P value <(0.0001
I | I I ] ] : I = | I I
0 6 12 18 24 30 36 42 48 54 60 66
) Months
No. at risk
RIB + NSAlI 2549 2351 2275 2207 2133 2078 1843 1480 914 155 8 0
NSAIl alone 2552 2240 2168 2082 2006 1935 1687 1366 848 150 6 0
iDFS, invasive disease—free survival; ITT, intent to treat; NSAI, nonsteroidal aromatase inhibitor; RIB, ribociclib.
* An additional 10.9 months of follow-up compared with the protocol-specified final IDFS analysis.

www.onco-nouvelle-aquitaine. fr



IDFS Events in ITT Population

The majority of iIDFS events were distant recurrences, which were more common in the

NSAIl only arm
. . RIB + NSAI  NSAI Alone

Type and site of first iDFS event, n (%) n=2549 n=2552

Distant recurrence 176 (6.9) 246 (9.6)
Locallregional invasive recurrence 25 (1.0) 49 (1.9)
Second primary nonbreast cancer 39 (1.5) 40 (1.6)
Death 17 (0.7) 11 (0.4)
Invasive contralateral breast tumor 11 (0.4) 10 (0.4)
Invasive ipsilateral breast tumor 8§ (0.3 9 (04)

Number of patients

400
350
300
250
200
150
100
50
0

Breakdown of Distant Metastases

RIB + NSAI NSAI alone

m Other mDistant lymph nodes ®mCNS m®mLung ®Liver mBone

www.onco-nouvelle-aquitaine. fr




Stage |l Stage Il

] ]
4% 1 i . I i
100 o e, 94 4'}"0 : : 93'9 ’fn L i ’ 83-3?‘0 : :
A= + e e, ! 84.3%
. 1 " = S — i
3 oo : ! 89.6% 3 80 - 84.8% ! - R
g A.T%1 i AL g | | 78.4%
60 1 1 . B0 ﬁ3.5 1 1
E ] : O s
1 ]
& . . 1 1
§ - Median follow-up for iDFS, 47.4 mo } i ¢ “ Median follow-up for iDFS, 38.7 mo| :
TE o RIB + NSAI NSAI alone % 20 RIB + NSAI NSAI alone
B Events/n (%) 62/1012 (6.1)  96/1034 (9.3) - Events/n (%) 2001527 (13.1)  244/1512 (16.1)
.- Hazard ratio (95% CI) 0.644 (0.468-0.887) ., Hazard ratio (95% CI) 0.737 (0.611-0.888)
EI) lli 1I2 IIE Zld 3:0 Slﬁ- 4I2 -1-IE .':4 B:Cl ﬁjﬂ l'IJ :3 'II2 1IE| 2:1 3:0 3'6 4I2 -':B 5'4 BI'D &Iﬁ
) Months ) Months
Mo, at risk Mo. at risk
RIB + NSAI 1012 831 504 BE5 BB2 BdG B25 796 513 85 T 0 RIB+ NSAI 1327 1410 1382 1313 1262 1223 1008 676 Ja8 B0 1 ]
NSAl alone 1034 a48 524 894 B74 B48 812 iz 484 B85 5 0 NSAl alone 1512 1288 1240 1184 1128 1083 BT 580 352 B85 1 ]

NO N1-3

1 1
i i 1 1
0] e 934%! ' 92.1% 100 90.4% ! E
— M‘Tﬁ_ 1 1 BE.U%
o 1 e T T N——
;: 80 90.5% : | 87.0% i:‘ 80 - 87.7% : ‘_*T-'—"\n..
= 1 1 Mo = I 1 o
5 A2.6% } : : : o0
g o0 i 1 A5.1% E 60- A2.7%! !
3 ; i 1 ! I A5.0%
E ! 3 . . 1 1
¢ “7 Median follow-up for iDFS, 49.1 mo ! i £ ] Median follow-up for iDFS, 44.2 mo; |
i RIB + NSAl | NSAI alone . RIB + NSAI NSAI alone
- Events/n (%) 23/285(8.1)  38/328 (11.6) B Eventsin (%) 240/2261 (10.6)  301/2219(13.6)
Hazard ratio (95% CI) 0.666 (0.397-1.118) ,.| Hazard ratio (95% CI) 0.731 (0.617-0.866)
0 & 12 18 24 30 k-] 42 48 54 E::I 616 (I:I é 1l2 1Iﬁ- Zl-i 3II} 3:6 4'2 -;B 5.4 Ello sla
Months B Months
Mo. at risk HNo. at risk
RIB + NSAl 285 262 258 250 244 240 230 221 1568 37 2 0 RIB+ NSAI 2261 2086 2014 1954 1686 1835 1612 1258 738 18 L] o
NSAl alone 328 300 284 287 277 270 252 234 1568 33 2 0 NS5Al alone 2219 1937 1872 1793 1727 1663 1433 130 G&9 "7 &4 v]

www.onco-nouvelle-aquitaine. fr



NATALEE

4 years analysis, all patients off RIBO (62,8% completed 3y)

100 < e ——— 100 R T
h:—:mm.m_“ M,_.
ﬁ . __-*‘-'"-—-.__-_“mH 9 b
.
E B0 E 00 <
£ . g .
: Median follow-up for DDFS, 44.2 mo L Median follow-up for 0S, 44.3 mo
40 - S 40+
g RIB + NSAI NSAIl alone 3 RIB + NSAI NSAI alone
g o0 4 Events/n (%) 240/2549 (9.4) 311/2552 (12.2) 20 Eventsin (%) 105/2549 (4.1) 121/2552 (4.7)
Hazard ratio (95% Cl) 0.715 (0.604-0.847) Hazard ratio (95% CI) 0.827 (0.636-1.074)
;4 Nominal P value =0.0001 o Nominal P value 0.0766
0 5 12 M 24 % 3 2 45 54 60 0 5 12 8 24 30 3 a2 48 54 80 66
No. at risk Months - Months
RIB + NSAI 2549 2353 2282 2215 2146 2089 1854 1487 @18 156 B 0 RIB+NSAI 2549 2404 2336 2300 2260 2217 2080 1648 1032 185 11 0
NSAl alone 2552 2244 2171 2083 2021 1848 1701 1376 856 152 6 0 NSAlalone 2552 2302 2256 2210 2184 2117 1845 1571 €01 204 13 0
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f) Early Breast Cancer

= OS KEYNOTE-522
= NATALEE 4-years
= HypoG-01
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Locoregional hypo vs normofractionated
radiation therapy in breast early cancer

5 years results of the HypoG-01 phase 3
UNICANCER trial

RT Breast only Nodal RT
|
\ [ : |
Boost
Normotractionation WWWWY WUWVE  WWUVE  VUWUY  WWOWN WWVIY WV ./ » No preuinus randomized trial for nodal RT
oderste » 50 Gyl 25 fractions/ 5 weeks is the standard
START & . B 1 i
ST il WV T T | v in most countries when nodal RT
DBLG Hypo
e » Nodal RT= larger volumes, fear of increased
I I | | I toxicities with higher dose per fraction
“h'::frictlumﬂan o
LN FAST
FIST FORED III" TULLERLL /

Adapbed kom 5 Bocks Canosr Radiother 2021
| f‘ . _%

Rivera and al. ESMO 2024
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Non inferiority, phase Ill, 29 centers

N= 1265 randomized patients

Woman218 years,
operated for T1-3,
NO-3, MO breast
cancer with an
indication for
regional nodes RT

Primary endpoint: 3-year cumulative
incidence of Arm lymphedema

Hypofractionated RT:
40 Gy/ 15 fr/ 3 weeks
+/- boost (investigator’s
choice)

Normofractionated RT:

50 Gy/ 25 fr/ 5 weeks
+/- boost (investigator’s
choice)

Primary endpoint

Secondary endpoints

* Arm lymphedema defined as
>10% increase in arm
circumference 15 cm proximal
and/or 10 cm distal of the
olecranon relative to
baseline, compared to the
contralateral circumference

Jic
Y ]

P 15 om peosamal to 8o of oleCranon
b

B 10 cm Satal 10 19 of Slacranon

* Overall Survival (0S)

* Loco Regional-Free survival
(LRFS)

» Distant disease-Free survival
(DDFS)

» Breast cancer specific survival
(BCSS)

» Shoulder range of motion
impairment defined as a
reduction >25° in active
abduction or flexion

www.onco-nouvelle-aquitaine. fr




- —_—  eemeem
f) HypoG-01: Baseline and Treatment

Breast size Small £9 (11.1) 82 (13.5)

. . Medium 241 {39.5) 230(37.9)
characteristics Lorge Sl e

Tumaur (mm) m (%) &07 IB‘B 5! E:Dﬂ !9’3 Bi
118,

Axillary exploration Axillary clearance 505 (82.2) 499 (82.2) 3:: E;g.g: 3;; Eg.;;
Sentinel ﬂﬂdE{E) biﬂpﬁ‘f 304 |:49.5:| 281 [dﬁgl m 333 :35:3: 191 :31:5:

Integrated (SIB) 97 (33.1) 95 (31.4) €T
Sequential 196 (66.9) 208 (68.6)

0 15 (3.1) 17 (2.8)
1 205 (33.4) 202 (33.3)
2 253 (47.7) 285 (46.9)
3 20 (13.0) 83 (13.7)
4 5 (0.9) 4(0.7)

Unknown 12 ‘lﬂ| 16 ‘1.E|

www.onco-nouvelle-aquitaine. fr

*HF-RT: 40 Gy/15F/3-weeks +/- tumor bed boost
“*NF-RT: 50 Gy/25F/5-weeks +/- tumor bed boost




Non inferiority of hypofractionated RT

In per protocol analysis :
Median follow up: 4.8 years

Arm lymphedema occurred in 275/ 1113 pts
with baseline and end of RT measurements

Non inferiority in cumulative ipsilateral
arm lymphedema rate p<0.001

Cumulative 5-year rate (PP):
« 33.3% (95% CI: 28.7 - 38.4) in HF
« 32.8% (95% CI: 27.9 - 38.1) in NF

Cumulative ipsilateral arm lymphedema rate

100%
=+ HF-RT
= NF-RT
T5%
s HR: 1.02 [95% CI 0.83-1.26],
£ o non inferiority p<0.001
E
3
5%
0%
o 1 2 3 4 5
Time since randomisation {year)
Number at risk
HF-RT 562 415 343 29 205 L 1
NF-RT 551 394 330 275 210 95

www.onco-nouvelle-aquitaine. fr



Breast Cancer-Specific Survival Overall Survival

100 T * " 100% —— —

T9% 5%

{..| HR:0.53[95% Cl0.30-0.94] .. HR:0.59 [95% CI0.37-0.93]
£ i
+ HF-RT = HF-RT
5%, = NF-RT - ~ NF-RT
’ I- 'lmlésm mmmé[pt] : : ’ ! Tm;:m mmatpar] ‘ :
HF-RT 614 590 567 541 438 201 HF-RT 614 593 577 555 444 200
MNF-RT &O7 111 550 526 433 172 NF-RT 60T 591 564 537 437 170
Local Recurrence-free Survival Distant Disease-free Survival
100% —— - 100%
f.. HR:0.62[95% Cl0.32-1.00] g .| HR:0.54 [95% CI 0.31-0.96]
g
~ HF-RT ~ HF-RT
e = NERT i ~ NFRT
! ! Tmi’llktwma[ﬁlﬂ ! ‘ 0'7 ‘ 'rmi\eoradm“s(mn ;— “ér “
HF-RT 614 59 873 550 447 223 H:.:;r-:‘i 590 567 541 438 201
NF-RT 607 585 560 532 438 176 NF-RT 607 586 550 526 433 172
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Limited adverse events and no sign of detrimental effect of hypofractionated RT

32 (2.6%)patients wa grade 23 AE 80(12.7%) 79(12.6%) ‘

with dany SAEs : AE of interest

17 in HE Brachial plexopathy 18(3%) 15(2%) 2(0%) 1(0%) 17 (3%) 15 (29%) 2(0%)
_ | cardiac disorders 13(2%) 7(1%) 3(0%) 3(0%) 4(1%)  2(0%) 1(0%) 1(0%) |
15in NF Endocrine disorders 43(7%) 29(5%)  14(2%) 27(4%)  15(2%)  12(2%)
3 RT-related Fatigue 401(64%)  318(50%) 75(12%)  8(1%)  401(64%) 315(50%) 80(13%) 6(1%)
Fibrosis 306(48%) 236(37%) 61(10%) 9(1%)  277(44%) 210(33%) 60(10%) 7(1%)
No grade 3 Dysphagia 132(21%)  116(18%)  16(3%) 154(24%) 142(23%)  12(2%)
Pain 412(65%)  294(47%) 108(17%) 10(2%)  434(69%) 327(52%) 97(15%) 10(2%)

Breast/nipple edema 71(11%) 61(10%) 10(2%) 72(11%) 65(10%) 7 (1%)

Respiratory disorders 147({23%) 125(20%) 21(3%) 1(0%) 175(28%) 157(25%)  14(2%) 3(0%) 1(0%)
Dyspigmentation 165(26%)  147(23%) 16(3%) 2(0%) 179(28%) 152(24%) 22(3%) 5(1%)
STANDARD OF CARE

www.onco-nouvelle-aquitaine. fr



i) Metastatic / Locally Advanced Breast Cancer

= Capitello-290
= JCARUS B-01
= DB-12
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CAPItello-290: Study overview

Phase 3, randomised, double-blind, placebo-controlled study (NCT03997123)

Capivasertib—paclitaxel? Dual primary endpoints
0S

+ Overall population
* PIK3CAIAKT1/PTEN-altered

Patients with locally advanced or
mTNBC

» Men and pre-/post-menopausal women

+ Eligible for taxane monotherapy

» No prior (neo)adjuvant chemotherapy Stratification factors:

within 6 months (12 months for taxanes) * Visceral vs non-visceral disease Population
* (Neo)adjuvant chemotherapy (yes/no)
* No prior systemic therapy for inoperable * Region®
locally advanced or metastatic disease .
Key secondary endpoints

+ ECOG performance status 0 or 1

PFS
* HbA1c <8.0% (63.9 mmol/mol) and Placebo—paclitaxel® « Overall population
diabetes not requiring insulin allowed « PIK3CAIAKT1/PTEN-altered

+ FFPE tumour sample from the population
primary/recurrent cancer available for
retrospective central molecular testing

« First patient randomised: July 2019 Safety
+ Last patient randomised: February 2022

MCcArthur and al. ESMO 2024
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No :«',tatisti-call’_l,.r significant OS difference between treatment arms in either population '

BO -

B0

05 (%)

40

20 4

Mumber of

patients at risk:

Capivasertib-
paclitaxel

Placaba-
paclitaxel

Alterations; n (%)

Any alteration 124 (30.7)
PIK3CA only 52(12.9)
PIK3CA and AKT1 0
FPIK3CA and PTEN 12(3.0)
AKT1 only 16(4.0)
PTEN only 44 (10.9)

Nen-altered 280 (69.3)
Confirmed (no alteration detected) 228 (56.4)
Unknown® 52(12.9)

Capivasertib-paclitaxel (n=404) Placebo-paclitaxel (n=408)

125 (30.6)
49(12.0)
1(0.2)
8{2.0)
15(3.7)
52{12.7)
283 (69.4)

237 (58.1)
46(113)

PIRICAAKTI/PTEN alterations mere anahysed by relrospeciive cenial molecular besting of primary or recurrent FFPE tumour sample. *Ressons for unknown slstus include no sample avaisble, preanaytical failure, or post-analytical faiue.

The rioheallased avlysis s bgroup inchudiss pabisnts wih conbimid on-abisred and unkniwn rex-generson sequancing resuls

Overall population

0

am

404

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

306 9 121518 21 24 27 30 33 36 39 42 45 48 51 o4 o7
Time from randomisation (monthz)

iT§ 328 280 258 21B 184 160 140 118 88 GB6 45 3 23 16 12 4 2 0

369 375 200 250 X1 196 165 140 114 7T 53 43 M X 15 4 2 0 0

100

Capivasartib- Placebo—
paclitaxal pachitaxel
in=404) (n=408)
Ewenls 304
Mesdian 05
g 18.0
[&5% CI);
manths [15.6-20.3) 115.3-20.3)
HR (35% Cly: 0.82 {0.78-1.08); E
Stratified log-rank p-value: 0.3239 8

PIK3CA/AKT1/PTEN-altered population

Capivasartib— Placeba-
pachitaxel paclitaxel
(n=124) (n=125)
Evanls B4 ™
Median 05
[‘iﬁlﬁ‘& cly; a as
months (15.7-23.4) (14.6-26.9)

HR (25% CI): 1.05 (0.77-1.43);
Stralified log-rank p-valua: 0.7602

T T T T T T T T T T T T T T T 1
12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 o7

Time from randomisation (monthz)

LI DL
0 3 6 9

124 117 07 95 B6 73 B5 55 45 40 30 22 15 13 WM 7 4 1 1 0@

126 119 106 94 B 6% B& &7 50 44 30 20 17 16 4 7T 6B 1 0
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Diarrhoea was the most frequent AE at any grade and Grade 23 in the capivasertib—paclitaxel group
The AE profile of capivasertib—paclitaxel was broadly consistent with the known profiles of the agents

Capivasertib—paclitaxel (N=402)

" Grasexs | Gadess

Any grade; %/Grade 23; %

Diarrhoea 76.4/12.7 I | 26.0/0.7
Anaemia 39.3/4.0 H N 30.7/4.9
Rasht 34.6/5.5 ;N | 14.5/0.2
Alopecia 32.6/0 37.8/0
Nausea 32415 1 214105
Hyperglycaemia 22.1/3.2 N | 10.1/0.2
Neutropenia 20.4/7.2 I 18.4/6.6
Neuropathy peripheral 19.9/2.2 i 22415
Urinary tract infection 18.7/12.0 il 10.3/0.7
Vomiting 18.71.7 1| 10.3/0.2
Fatigue 17.7/2.0 1| 15.000.7
Alanine aminotransferase increased 16.4/2.0 i 12.8/1.5
Aspartate aminofransferase increased 16.4/3.2 mi 13.011.7
Decreased appetite 16.4/0.7 | 7.1/0
Headache 15.71.0 1 12.510.2
Stomatitis 15.4/0.7 | 5.7/0

100 80 60 40 20 00 20 40 60

Placebo—paclitaxel (N=407)

Any grade; %/Grade 23; %

&0 100
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i) Metastatic / Locally Advanced Breast Cancer

= Capitello-290
= ICARUS B-01
= DB-12
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Human anti-HER3 Deruxtecan

ICARUS BREASTO01: Study Design "‘“" }MMMM

Multi-center, single-arm, phase 2 study (NCT04965766) A i e

Topoisomerase | Inhibitor Payload
(DXd)

KEY ELIGIBILITY CRITERIA*: Primary Endpoint:
-unresectable locally advanced/metastatic BC * Investigator-assessed
-HR+HER2-neg? HER3-DXd 5.6 mg/kg every 3 weeks confirmed ORR
~progression on CDK4/ginh + ET IO AT EETE ERT  Secondary Endpoints:

= DOR, PFS, CBR, OS

-progression on 1 prior chemotherapy for ABC
=  Safety and tolerability

-prior PI3K/AKT/mTORInh allowed
-no prior T-DXd

Baseline ¢1D3 or C1D19 E“”:;Egsirdpﬂmts
: 4 or C203 __ 4
Mandatury- rESpDnSEfrEHStanGE

=  Dynamics of HER3 expression
before and after treatment
=  CTCs levels during treatment

-tumor biopsy (1 frozen + 3 FFPE)
-blood (whole blood + serum)

*HER3-expression prescreening (75% of membrane positivity at 10x) was removed by amendment on April 215t 2022

Pistilli and al. ESMO 2024
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PATIENTS N=99

Age HER3 expression®
Median [range], years 57.0(48.0;66.0) Membrane H-score, median (IQR) 180
(144;215)
Sex, n (%) Overall membrane positivity at 10x, n (%):
Female 99 (100.0) <25%, 16 (16.2)
0,

HR status, n (%) é;% : 4; g!ﬂi) |
ER i) Unknown 27 (273)
PR+ 42 (42.4)

Median number of systemic therapies for
HER2 expression, n (%)° ABC, n [range] 2[1:4]
HCD 39(394) Prior treatment with CDK4/6inh, n (%) 98 (99.0)
Loy 22(222) Median duration, months [range] 13.7 [6.5,19.7]*
IHC 2+ 7(7.1) : 9 e
IHC 3+ 1(1.0) Prior PI3K/AKT/mTOR inh for ABC, n (%) 35 (35.4)
Unknown 30 (30.3)°

Prior chemotherapy for ABC, n (%)’ 99 (100.0)

HER3-DXd treatment status, n (%)

Ongoing 19 (19.2)
Discontinued 80 (80.8)
Primary reason for discontinuation, n (%)

Disease progression 64 (64.6)
Adverse events 8 (8.1
Other 7(7.1)
Number of HER3-DXd cycles, median [IQR] 11.0 [6.0;18.0]
Median treatment duration, days [IQR] 251.0 [144.5;402.0]

www.onco-nouvelle-aguitaine.fr



)

Confirmed Objective Response Rate

100%

80%
60%

)
) 40%

Confimed global response
(RECIST v1.1)

Complete response
Pariai response
Stadle dsease
Progressive cisoase

tumor shrinkage: 90/99 patients

SICARUS
BREAST

% [95%CI]2

Confirmed ORR" 53 53.5 [43.2: 63.6]
CR 2 2.0[0.2:7.1]
PR 51 515 [41.3; 61.7]
sD 37 37.4[27.8: 47.7)
PD 7 7.1[2.9; 14.0]
NE® 2 2.0[0.2:7.1]
CBR¢ 62 62.6 [52.3:72.1]

No significant association between HER2 expression

and ORR (p-value 0.8)¢
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Median, months [95% CI] 9.4 [8.1; 13.4]

100

<
9
w

Estimated survival
=]
3

<
1]

000
0

Overall

Al risk 99
!:gnsomd 0
vents 0

2

88
1
10

4 8 10 12 14 1% 18 2 22 24

8
Time from beginng of treatment to progression or death (months)

74 64 44 3B 26 17 12 9 5 2
3 6 1 4 21 25 27 28 32 34 3B
2 29 4 5 52 55 60 62 62

28

62

23

TRAEs occurring in 2 10% of patients

Fatigue
Nausea
Diarrhea
Alopecia
Constipation
Vomiting
Anorexia

Neutrophil count decrease
Abdominal pain

Stomatitis

Anemia

Any grade, n (%)
82 (82.8)
74 (74.7)
52 (52.5)
40 (40.4)
21(21.2)
18 (18.2)

16 (16.2)
14 (14.1)
1 (11.1)

10 (10.1)
10 (10.1)

Grade 2 3, n (%)
10 (10.1)

14 (14.1)

10 (10.1)

0

0

3(3.0)

1(1.0)

12 (12.1)

0

0
0
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f) Metastatic / Locally Advanced Breast Cancer

= Capitello-290
= JCARUS B-01
= DESTINY BREAST-12
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) DESTINY-Breast12 study design

Phase 3b/4, multicenter, single-arm, two-cohort, open-label study of T-DXd in previously treated HER2+ mBC with
and without brain metastases (BMs); the largest prospective study of T-DXd in patients with stable or active BMs

Primary endpoint:

Pati . Baseline brain metastases . PES
atient population (N=263)" S
* Aged 218 years + Stable BMs (previously treated) T-DXd Additional endpoints included:
* Pathologically documented HER2+ « Active BMs (untreated or 5.4 mg/kg * CNS PFS
advanced or metastatic BC with or ' ssing v Q3w - UB
without baseline brain metastases [not requiring immediate local * ORR

* CN5 ORR

* Received <2 prior lines of therapy therapy]) Safetv and tolerabilit
« Safety and tolerability

in the metastatic setting
(tucatinib naive)

+ Disease progression on prior
HER2-directed regimens

« ECOGPSOor1

» No known or suspected
leptomeningeal metastases

Harbeck and al. Nat Med 2024
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Current evidence base for T-DXd benefit In

patients with HER2+ mBC and BMs

Promising preliminary evidence of T-DXd intracranial activity in HER2+ mBC has been observed in small

prospective patient cohorts, retrospective studies, and exploratory analyses:-®

Intracranial ORR
B Active BMs [ Stable BMs

100 7 Ph 2 TUXEDO-1"

Retrospective ROSET-BM*E

(=1L}

(22L) Ph 1b/2
- 2
® god T DESTIN1"|’ ;[eastm Exploratory pooled analysis
, ! (1-2) DESTINY-Breast01, 02, 03° Ph 2 DEBBRAH!
E o (=2L) (=2L)
= t1 it
£
E 40 |
o
E 20 |
o A
n=15 n=35 n=104 n=44 Untreated BMs  Previously treated /
(n=4) progressing BMs
(n=9)

Active BM : patients with untreated and previously treated / progressing BMs
* Use of <3mg DEXA daily or equivalent allowed for symptom control of BMs

T4

n=5

Tt

n=37

www.onco-nouvelle-aguitaine.fr



f) Demographics and baseline characteristics

Prior regimens of anticancer therapies for metastatic disease

Age, median (range), years 52 (28-86) 54 (24-87)
Number of regimens, median (range) 1.0 (0-4) 1.0 (0-4)
Female, n (%) 263 (100.0) 241 (100.0) Number of regimens, n (%)
0 20 (7.6) 18 (7.5)
ECOG PS at baseline, n (%) 1 132 (50.2) 124 (51.5)
2 109 (41.4) 96 (39.8)
0 163 (62.0) 194 (80.5) 23 2(0.8) 3(1.2)
1 100 (38.0) 47 (19.5) - —
Prior HER2 inhibitor agents, n (%) 262 (99.6) 240 (99.6)
e il Trastuzumab 258 (98.1) 233 (96.7)
24 2 (0.8) 5(2.1) Pertuzumab 228 (86.7) 207 (85.9)
3+ 187 (71.1) 141 (58.5) T-DM1_ 106 (40.3) 94 (39.0)
Positive* 74 (28.1) 95 (39.4) Tucatinib? 21(0.8) o
Other TKIs§ 15 (5.7) 15 (6.2)
HR status, n (%) T-DXd 1(0.4) 0
Li Ty p— Prior therapies for BMs, n (36)
etast r . c ) )
R (22.) ( ) Intracranial radiotherapy’ 158 (60.1) -
Whole brain radiation therapy 40 (15.2) —
Lung metastases, n (3 67 (25.5) 67 (21.8) Stereotactic radiosurgery 15 (5.7) =
. Time from last intracranial radinthempy to
Measurable disease, n (%) 198 (75.3) 215 (89.2) weatment Initiation, median (range), days 164 (9-2115) -

*Specific HER2 status unknown; THR status positive if either or both of ERIPR status had a positive result; #the two patients with prior tucatinib use were recorded as protocol deviations; Slapatinib and neratinib; Ythe type of intracranial
radiotherapy was not always recorded by investigators, and only whole brain radiation therapy and stereatactic radiosurgery were reponed

BM. brain metastasis; ECOG PS, Eastern Cooperative Oncology Group performance status: ER, estrogen receptor; HERZ2, human epidermal growth factor receptor 2; HR, hormane receptor; PR, progesterone receptor:

T-DM1, trastuzumab emtansing; T-DXd, rastuzumab derusecan; TKI, tyrosine kinase inhibitor

www.onco-nouvelle-aguitaine.fr



Baseline BMs: PFS (primary endpoint)

Probability of PF5
=
o
L

0.0 T T

Overall population (KM analysis)
N=263

12-month PF5:

61.6%
(95% C| 54.9, 67.6)

Data maturnty: 42.2%

Median PFS (post-hoc analysis):
17.3 months (95% C113.7, 22.1)

0 1 2 3 1q 5 & 1 ]

Arrisk 353 5T 2B 232 228 208 193 185 177

Owverall population

(N=263)

Owverall no. events

12-month PFS, % 61.6
(95% CI) (54.9, 67.5)

! !
a 10 11 12 13 14 15 16 17 18
Months

159 130 114 05 i Pl i &0 44 34

Active BMs
{n=106)

62.9 59.6
(54.0, 70.5) (49.0, 68.7)

19

0

Active BM subgroups

Untreated (n=19) m“"mf‘f treated /
Post-hoc analysis pragressing (n=G7)
o - Posi-hoc analysis
20 27
47.0 B6.7
(29.6, 62.7) (53.4, 76.9)

T-DXd showed consistent 12-month PFS in patients with stable and active BMs
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Baseline BMs: CNS PFS

Probability of CNS PFS

Overall population (KM analysis)
N=263

Data matunty: 38.4%

12-month CNS PFS:
5B.9%
(B5% C1 51.9, 65.3)

=
(=]

M risk 63 258 242 ] B2 208

Overall no. events

12-month CNS PFS, %
(95% CI)

T T
7 & bt m N 12 13 14 15 16 17 18

Manths
i 186 i3 107 88 @S Y8 &8 &2 x 3 24

Overall population (N=263) Stable BMs (n=157)
101 61
58.9 57.8
(51.9, 65.3) (48.2, 66.1)

i 20 M 22 23 24 25 a8 7

23 16 18 § 4 2 2 /i

Active BMs (n=108)

40

0.1
{49.2, 69.4)

T-DXd showed consistent 12-month CNS PFS in patients with stable and active EMs
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Baseline BMs: CNS ORR

100 ) ) . ] ;
8o 8- Patients with measurable CNS disease at baseline (post-hoc analysis)
s 3 e n=138
o 3 40-
E E 20 Wk R
N [
0 g LT || I
53 s0- i 1l
iﬂ
w 80
%5 -s0-
m
100 -
Active BM subgroups
Measurable CNS disease at All patients Active BMs Untreated (n=23) Preuiousl;f trt;-afl:;;
baseline (n=138) (n=61) Post-hoc analysis PLET;;;EHT};E
Confirmed CNS ORR, % 71.7 79.2 62.3 82.6 50.0
(95% CI) (64.2, 79.3) (70.2, 88.3) (50.1, 74.5) (67.1,98.1) (34.1, 65.9)

Dia

T-DXd showed substantial CNS responses in the overall BMs population, including patients with stable and active BMs

shed line indicates a 30% decrease in targat umor size (PR)
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MERCI

www.onco-nouvelle-agquitaine. fr




	Diapositive 1 Actualités en Sénologie
	Diapositive 2 Liens d’intérêts
	Diapositive 3 Early Breast Cancer
	Diapositive 4 KEYNOTE 522
	Diapositive 5 KEYNOTE-522
	Diapositive 6 KEYNOTE-522
	Diapositive 7 KEYNOTE-522
	Diapositive 8 KEYNOTE-522
	Diapositive 9
	Diapositive 10
	Diapositive 11 Early Breast Cancer
	Diapositive 12 NATALEE
	Diapositive 13
	Diapositive 14
	Diapositive 15
	Diapositive 16 NATALEE
	Diapositive 17 Early Breast Cancer
	Diapositive 18
	Diapositive 19
	Diapositive 20
	Diapositive 21
	Diapositive 22
	Diapositive 23
	Diapositive 24 Metastatic / Locally Advanced Breast Cancer
	Diapositive 25
	Diapositive 26
	Diapositive 27
	Diapositive 28 Metastatic / Locally Advanced Breast Cancer
	Diapositive 29
	Diapositive 30
	Diapositive 31
	Diapositive 32
	Diapositive 33 Metastatic / Locally Advanced Breast Cancer
	Diapositive 34
	Diapositive 35
	Diapositive 36
	Diapositive 37
	Diapositive 38
	Diapositive 39
	Diapositive 40

