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Généralités

Incidence en France
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2¢me cancer le plus fréquent tous sexe confondus
Age médian au diagnostic (2018) : 63 ans; 28% apres 69 ans

Age médian au déces : 74 ans

Mortalité en France
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Généralités

[ chirurgie

} [chimiothérapie } [ radiothérapie } [hormonothérapie}

=> peu de données de

Sto E v S [ ((]
dans la population > 65 ans
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Chimiothérapie et sujet age > 70 ans

Etude de cohorte rétrospective , age moyen: 77,5 and avec plusieurs co-morbidités, cancer RH+

IAJ Nonmatched cohort |i] Matched cohort
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P <.001 (log-rank test) P=.13 (stratified log-rank test)
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Cancer du sein RH+, HER2-

[ chirurgie } {chimiothérapie } [ radiothérapie } [hormonothérapie}

[Thérapies ciblées }
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) Cas clinigue RH+, HER2-

Mme Q « Claudine née le 24/05/1928, mere au foyer, 3 enfants
ATCD : HTA, arthrose diffuse

TTT : aldactazine, celiprolol, diffu K, omeprazole, noctamide, lamaline
ATCD familiaux : cancer de O X W¢ipeld ¥avmere

Autonome a domicile, veuve, maison a étages, femme de ménage

~

/

-

2009 : adénocarcinome canalaire infiltrant du sein gauche de grade I,
24 mm, RH+, HER?2 -, traité mastectomie totale + curage (1 N+/15),
radiothérapie adjuvante et anastrozole jusqu'en 2014

~

\

2020 : apparition G { Xd@ule SC péri-ombilical dont la biopsie
confirme une métastase d'un carcinome mammaire non spécifique,
Her2-, RH +

Nodules SC multipples, atteinte
ganglionnaire et osseuse diffuse

www.onco-nouvelle-aquitaine. fr



f) Cas clinigue RH+, HER2-

Concernant la prise en charge thérapeutique de cette patiente, vous proposeriez?

dE ]S u vsS % & JvZ] ]S pE
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dE ]S u vsS % & JvZ] ]S pE&E
Chimiothérapie

Prise en charge purement palliative
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f) Cas clinigue RH+, HER2-

Concernant la prise en charge thérapeutique de cette patiente, vous proposeriez?
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Chimiothérapie

Prise en charge purement palliative

o[ E}u
o[ E}u
o[ E}u

)¢ )¢

(01

* UO

lvZz] ]s p&E
IvZ] 1s n@E

<dlo } e
<0lo }e

www.onco-nouvelle-aquitaine. fr

} %o



Guidelines ESMO 2023

Patients with ER+/HERZ- MBC

Somatic mutation testing
{tissue or liguid)
Germline BACAT/2 testing + PALEZ

It imminent organ failure

e == ===}y PO

Fulvestrant®

{4+ COK4/6 inhibitor if not
used previoushy)

+ +
' '
Mo risk of organ failure Imminent organ failure
|
Everolimus-examastang
[, B] If PIK3CAm:
ar fulvestrant—alpelisib
Everalimus—fulvestant® [I, B; MCBS 2: ESCAT I-AJ
[n. 8]
I
+
'

PD after several lines of ET + targeted therapies

+
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Cancer du sein RH+, HER2-

Trial

Line of therapy

Menopausal

Significant OS

Wbodd Nobmacich o Neodm
MONALEESA-2 MONALEESA-3 MONALEESA-7 MONARCH-2 MONARCH-3 PALOMA-2 PALOMA-3
1L 1L&2L 1L 1L&2L 1L 1L IL&2L
e Pre (N=672 [ITT)) - Post (N=413) < Post (N=551)
Post (N-668) Post (N=726) (N=495 [NSAJ)) Post (N=666) Pre (N=108) Post (N=493) Pre (N=114)
Al Fulvestrant Al Fulvestrant Al Al Fulvestrant
No prior ET for Progressed on or after No prior
No prior systemic  No prior therapy for advanced disease; 1L No prior systemic prior ET; 1L of systemic therapy  Progressed on
therapy for advanced disease; of chemotherapy for therapy for chemotherapy for for advanced or after prior
advanced disease  progressed after ET advanced disease advanced disease advanced disease disease T
allowed allowed
v v v v Pending o/ X v' X
G.N. Hortobagyl, et ASCO 2021 - UPDATE ASCO 2021 -
o.EMO 2021, DaprésSamon  Luetal.Cin Se oSk o TR0 oracebe
Abs LBA17 DJ et al, abstr. Can Res ’;:;: ONCOL 2022 Cristofailli M et
1001, actualisé décembre 2021 Sleage al.. abstr. 1000,
JGW, atal, isé
SABCS 2022
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Etude PalomAGE

Traitement par palbociclib des patientes agées de 70 ans et @us | v S e« cahger du sein avance

Baseline characteristics

o }Z}ES

~ d « ve]palBocithb & 18 Mois] EE !  u

CohortA (n=362)

medianorn
Median age (years) 78.0 70.0-94.07
70-80 199 55.1%
80-85 112 31.0%
50 13.9%
99 28.3%
| 179 51.1%
% 66 18.9%
Not done 6 1.7%
G8 scores
<14 (potentially frail) 242 68.2%
>14 (not frail) 113 31.8%
DIALOG G-CODE - ADL
Alteration (< 5) 47 15.5%
No alteration (> 5) 256 84.5%
DIALOG G-CODE - IADL
Alteration (< 3) 89 29.4%
No alteration (> 3) 214 70.6%

Table 2. Treatment characteristics for patients enrolled in
Cohort A

Treatment characteristics “ CohortA (n=3 62)

median or n
ET combined with PAL
Aromatase inhibitor 338 93.6%
Fulvestrant 23 6.4%
PAL initiation dose e
125 mg 288 80.0%
100 mg 52 14.4%
75 mg 20 5.6%
For each variable reported, percentages are calculated on the total of the categories filled of the

variable

Carola E etal ASCO 2023 Abstract 1018
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Etude PalomAGE

d uyfe [ EE!S i6 u}l]e s

Figure |. |8-months discontinuation rate according
the initiation dose

50,0%
392% 41,9%

Figure 2. | 8-months discontinuation rate according to frailty factors
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Permanent discontinuation
at 18 months (N=137)

No discontinuation at 18
months (N=172)

Carola E etal ASCO 2023 Abstract 1018
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Etude PalomAGE

Table 3. AEs most frequently report and of special interest™

CohortA (n=360)

Preferred term Grade 2 Grade 3 or4 All grades

n % n % n %
Neutropenia 65 18,1% 148 41.1% 196 54.4%
Asthenia 35 9.7% 6 1.7% 80 22.2%
Anemia 28 7.8% 15 42% 68 18.9%
Thrombocytopenia 13 3.6% 3 0.8% 43 11.9%
Alopecia 7 1.9% I 0.3% 42 11.7%
Arthralgia 7 1.9% 0 0% 32 8.9%
Leukopenia 15 4.2% 14 3.9% 32 8.9%
Dyspnea 7 1.9% 2 0.6% 24 6.7%
Fatigue 5 |.4% 0 0% 24 6.7%
Diarrhea 4 I.1% 0 0% 22 6.1%
Lymphopenia I 3.1% 2 0.6% 22 6.1%
Nausea 5 1.4% 0 0.0% 20 5.6%
Interstitial lung disease* 2 0.6% | 0.3% 5 |.4%
Febrile neutropenia* 0 0.0% 4 I.1% 4 1.1%

AE: adverse event.

Carola E etal ASCO 2023 Abstract 1018
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Etude PalomAGE

Figure 3. Kaplan-Meier plots of time to treatment failure

d pA EE!S % E S e ‘
according to the starting daily dose of PAL H : N uvvs 10 uj]

Time to treatment failure probability

1.00

Dose initiation

Médiane de PFS : 28,1 mois (27,2 mois PALOMA-
Score G8 < 15 et ECOG > 1 semble associés a ur

e S UE [ EE!S %E U SUE %oope |

0.70

0.60 —

0.50 —

0.40— Initiation Dose mTTF 95% CI
0.30 — 125 mg 25.0 mo 20.8 - 28.7
100 mg 17.8 mo 8.6 -23.9
0.20
75 mg 16.6 mo 8.3-23.0
0.10 —

At risk (Events)

125
100
75

18 (1) 17 2) 15 (@)

T
12

Time (Months)

263 (17) 246 (21) 224 (14) 207 (16) 189 (18) 169 (17) 148 (10) 122 (7) 104 (11) 74 (7) 30 (3)
46 (4) 42 (8) 34 (5) 29 (2) 25 (0) 25 (4) 19 (3) 14 (2) 7 (1) 6 (0) 3 (1)
13 (1) 12 (1) 11 (4 6 () 4 (1) 2 ©) 1 (@ 0 (0
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ONN

Pas de modification de la qualité de vie

Carola E etal ASCO 2023 Abstract 1018
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Etude MonarchE

Efficacy and Safety Results by Age in monarchE: Adjuvant
Abemaciclib Combined with Endocrine therapy (ET) in Patients with
HR+, HER2-, Node-Positive, High-Risk Early Breast Cancer (EBC).

Abemaciclib
+

Endocrine Therapy

HR+, HER2-, Endocrine Therapy for
bl fclel docrine Therapy fo

EBC : 3-8 years as clinically indicated

Endocrine Therapy

All patients are off
abemaciclib with

median follow-up of r——— e e e e — — —_—_———
42 monitys Year 1 Year 2 Year 3 Year 4

Hamilton E et a/ ASCO 2023 Abstract 501
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Etude MonarchE

IDFS

DRFS

1001 i
92.7% (4=2.8%) 100 94.0% (4=2.5%)
0/ (A=4 RO o
- . 89.2% (B=48%) g5 gy, (n<6.4%) 90.8% (A=4.1%)  gg 49 (A=5.9%)
89.9% : 901 91.6% :

I o | | | ~—
! ! | | |
70+ I | I 704 I | |
| | | | | |
:\: al REDUCTION IN RISK | : : g - . , .
o 01 34% oroeveornoa | | | 2 of 349% REDUCTIONINRISK | ! l
Ia IDFS EVENT I | I o 0 ores event I | I
o Number of IDFS Events [ | Number of DRFS Events | | |
Abemaciclib +ET ~ ETAlone | l I 301 Abemaciclib+ET  ETAlone | [ [
20- 336 499 | [ | 204 281 21 | | |
HR (95% C1): 0664 0.578,0762) ' | HR (95% CI): 0.659 (0.567,0.767) [} : .
10+ I I I 10+ ’ I I I
5 I l I » | | |

0 6 2 18 24 30 3% 42 48 54 60 0 6 2 18 24 30 3% 42 48 54 60
Time (months) Time (months)
Number at risk Number at risk

2808 2620 2548
- 2829 2652 2572

*From ITT analysis

AE

2478 2407 2345 2214
2474 2374 2281 2103

u 0]}E 3]}v

1229 521 79
1201 512 82

o[/ &™

0 wemmm 2808 2629 2567 2500 2434 2374 2244 1251 535 81
0 wemmm 2829 2659 2589 2499 2410 2327 2151 1231 526 85

3Johnston SRD et al. 2023 The Lancet Oncol;24(01):77-90
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Etude MonarchE

Efficacy and Safety Results by Age in monarchE: Adjuvant
Abemaciclib Combined with Endocrine therapy (ET) in Patients with
HR+, HER2-, Node-Positive, High-Risk Early Breast Cancer (EBC).

Abemaciclib
+

Endocrine Therapy

HR+, HER2- :
’ ’ Endocrine Ther for
bl fclel docrine Therapy fo

EBC : 3-8 years as clinically indicated

Endocrine Therapy

All patients are off
abemaciclib with

42 monitys Year 1 Year 2 Year 3 Year 4

=>Analysede o[ ((] efldelatolérancede o[ u ] adjuvant chez les sujets inclus dans cette étude:
analyseen sous-groupe 65ansou >ou égal65 ans

Hamilton E et a/ ASCO 2023 Abstract 501
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Etude MonarchE

. ” Overall <65 265
Baseline factors, % b AT ki
<20 27 28 23
Pathological tumor size (mm) 20-<50 50 48 57
250 22 22 19
7 1-3 40 41 36
No. positive lymph nodes? >4 60 59 64
G1 8 8 if
Histopathological grade G2 49 49 52
G3 38 38 37
. , Yes 94 97 82
Prior (neo) adjuvant chemotherapy No 6 3 18
85 86 77
FEoslics 1 15 14 23
Treated patients, % n=5591 n=4751 n=840
0 17 19 6
No. pre-existing comorbidities 1-3 48 48 44
24 35 33 51
Initial endocrine therapy Aroma;ase inhibitors 68 64 95
Tamoxifen 31 36 5

Values that do not add up to 100% are due to roundingor missing data; 2n=14 patients with O positive lymph nodes were inadvertently
enrolled; ®n=3 patients with an ECOG PS score of >1 were inadvertently enrolled

=> patients agés avec plus de comorbidités, un score ECOG élevé, et moins de chimiothérapie (néo) adju

Hamilton E et a/l ASCO 2023 Abstract 501
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Etude MonarchE

IDFS DRFS

ITT <65 265 ITT <65 265
Events/N
Abemaciclib + ET 336/2808 270/2371 66/437 281/2808 230/2371 51/437
ET alone 499/2829 414/2416 85/413 421/2829 353/2416 68/413
HR 0.664 0.646 0.767 0.659 0.647 0.748
(95% ClI) (0.578, 0.762) | (0.554,0.753) (0.556, 1.059) | (0.567,0.767) | (0.548,0.764) (0.520, 1.077)
Interaction p-value NA 0.35 NA 0.49
4-year rate, %
Abemaciclib + ET 85.8 86.5 82.0 88.4 88.8 86.1
ET alone 79.4 79.8 76.8 82.5 82.6 81.5
Absolute benefit 6.4 6.7 5.2 5.9 6.2 4.6

=> bénéfice dans la population agée similaire a la population en ITT

Hamilton E et a/l ASCO 2023 Abstract 501
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Etude MonarchE

Abemaciclib + ET
Overall <65 265*
AE, % Grade n=2791 n=2361 n=430
Any 98 98 99
AVaE G=3 50 49 54
Clinically relevant AEs
G1 45 46 37
Diarrhea G2 31 31 30
G3 8 7 12
G1 23 23 21
Fatigue G2 15 14 20
G3 3 2 6
: G1/2 26 27 22
Neutropenia G>3 20 20 19
. G1/2 10 10 7
ALT increase G>3 3 3 3
Any 3 2 3
V= G>3 1 1 1
Any 3 3 3
ILD G=23 <1 <1 <1

*Patients 275 years had higher rates of grade 3 diarrhea and grade 2/3 fatigue

=> tolérance identique dans les populations

Hamilton E et a/l ASCO 2023 Abstract 501
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Etude MonarchE

Abemaciclib + ET
Overall <65 265*
Abemaciclib dose adjustments due to AEs, % n=2791 n=2361 n=430
Interruptions 62 60 68
Reductions 44 42 55
Discontinuations 18 15 38
Discontinuations without prior dose reductions 10 8 19

*Patients =75 years had higher rates of abemaciclib dose adjustments and discontinuations due to AEs

Ve 0 %o}%opo S]}v P

Hamilton E et a/l ASCO 2023 Abstract 501
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Etude MonarchE

IDFS according to RDI in patients treated with abemaciclib (all ages included)

Invasive Disease Free Survival (%)

1001
751
501
Relative Dose Intensity
251
0 - 66%
= 66 - 93%
- 93% and above
0 p

® Dose adjustments result in lower relative
dose intensity (RDI*). To explore the
impact of dose adjustments on
abemaciclib efficacy:

— Patients treated with abemaciclib were
classified into 3 equal-sized subgroups
according to their RDI

— |IDFS rates were estimated within each
subgroup

® 4-year IDFS rates were generally

0 6 12 18

Number at risk

== 928 879 856 835
== 928 894 868 841
- 927 843 820 798

24 30 36
Time (months)

809 789 731
817 801 769
777 751 710

42

388
428
411

48

158
181
182

54

24
21
34

60 consistent (87.1% vs 86.4% vs 83.7%
from the lowest RDI group to the highest)

— Similar findings were observed in patients
0 treated with abemaciclib in Cohort 1

*RDI is defined as the average daily dose of abemaciclib received over the treatment duration, relative to the full dose (150mg BID)

§]}v

u} ](]

Hamilton E et a/l ASCO 2023 Abstract 501
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Etude MonarchE

Mean Score

150-

125

1001

751

50

251

FACT-B Total Score

Baseline

3

Month

=> Qol maintenu dans la population agée

<65: Abemaciclib + ET
—®— <65: ET alone
—®— >65: Abemaciclib + ET

—&— >65: ET alone

Hamilton E et a/l ASCO 2023 Abstract 501
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) Cas clinigue RH+, HER2-

Mme Q « Claudine née le 24/05/1928, mere au foyer, 3 enfants
ATCD : HTA, arthrose diffuse

TTT : aldactazine, celiprolol, diffu K, omeprazole, noctamide, lamaline
ATCD familiaux : cancer de O X W¢ipeld ¥avmere

Autonome a domicile, veuve, maison a étages, femme de ménage

~

/

-

2009 : adénocarcinome canalaire infiltrant du sein gauche de grade I,
24 mm, RH+, HER?2 -, traité mastectomie totale + curage (1 N+/15),
radiothérapie adjuvante et anastrozole jusqu'en 2014

~

\

2020 : apparition G { Xd@ule SC péri-ombilical dont la biopsie
confirme une métastase d'un carcinome mammaire non spécifique,
Her2-, RH +

Nodules SC multipples, atteinte
ganglionnaire et osseuse diffuse

www.onco-nouvelle-aquitaine. fr



Cas clinigue RH+, HER2-

Traitement par palbociclib 125 mg + letrozole débuté en février 2021

Aprées 1 mois de traitement, diminution de la posologie du

palbociclib a 100 mg (neutropénie de grade 3)

Aprés 3 mois de traitement => RP

Diminution de la posologie du palbociclib a 75 mg apres 6 mois (neutropénie)
Maintien de la réponse a ce jour mais patiente a souhaité arréter début 2023
le traitement pour fatigue

~

0604002393
STUDY 03/05/2021

-
p

Actuellement une PD est mise en évidence

VAN

RP
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f) Cas clinigue RH+, HER2-

Concernant la prise en charge thérapeutique de cette patiente, vous proposeriez?

dE ]S u vsS % & JvZ] ]S pE
dE ]S u vsS % & JvZ] ]S pE
dE ]S u vsS % & JvZ] ]S pE&E
Chimiothérapie

Prise en charge purement palliative
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f) Cas clinigue RH+, HER2-

Concernant la prise en charge thérapeutique de cette patiente, vous proposeriez?

dE ]S u vsS % & JvZ] ]S pE
dE ]S u vS % & JvZ] ]S pE
dE ]S u vsS % & JvZ] ]S pE&E
Chimiothérapie

Prise en charge purement palliative
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Guidelines ESMO 2023

Patients with ER+/HERZ- MBC

It imminent organ failure

ET-GOKA/E inhibitor [1, A]** =

!

Somatic mutation testing
{tissue or liguid) e R PO
Germline BACAT/2 testing + PALEZ
+ +
' '
Mo risk of organ failure Imminent organ failure

Everolimus-examastang
Fulvestrant* [I, B] If PIK3CAm+:
{4+ COK4/6 inhibitor if not ar fulvestrant—alpelisib
used previously) Everolimus—fulvestani* [I, B; MCBS 2; ESCAT I-A]*
[u. 8]

'
PD after several lines of ET + targeted therapies

www.onco-nouvelle-aquitaine. fr



Etude BOLERQO 2

Evérolimus 10 mg/j
+
Exémestane 25 mg/j (n = 485)

Placebo
+

Exémestane 25 mg/j (n = 239)

@ Critéres de jugement
® Primaires : SSP
(évaluation locale)
@ Secondaires : SG, RO,
bénéfice clinique,
QdV, tolérance, marqueurs
osseux, PK

@ Stratification :

1. Sensibilité a I'hormonothérapie
antérieure

2. Présence de métastase viscérale
@ Pas de crossover

100 100
HR=0.45 (25% CI, 0.38-0.54)
Log-rank p<0.0001 HA = 0.89 {85% Cl=0.73-1.10)
2 % 0+ Log-rank P=0.1426
Kaplan-Meier medians =
g EVE+EXE: 7.8 mo F Kaplan-Meier medians
G0 PEOGEXE 2.2 mo = EVE + EXE: 31.0 months
- E 60 PBO + EXE: 26.6 months
.‘{'_
B
g g%
204
| ¢ Censoring Smes ag{ ©* Censoring times
I EWE+ENE (n/H=310/485) a —EVE +EXE [wN = 267/485)
D-‘ L] FI L 1I.I.IMH 1 |r I I L L] I L] I 1 1 L} 1 Lj ] _Fm+EE‘m=1mm}
0 & 12 18 24 30 36 42 48 54 oD 66 72 V& A4 90 55 102 108 114 1 777777 7r 777 77T T 7T 7T T T T
Time. wk 0 2 4 6 B 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 4B 50
Parkinsks o pisk ? | No, al risk Tima, manths
EVE-+EXE 495 A3E 106 204 2T 2N S ML 1M @M BB M 3 M 2 12 W o8 2 i EVE+EXE 485 471 448 429 £14 300 373347 330 311 200 279 266 248 230318 108 154 118 81 58 20 23 11 1 0
PAD EXE 29 0 12 98 67 50 W M M 5 10 & 5 3 1 1 1 0 0O | PHOEXE 230292 230211201 104 182 170 182 153 145100128 113100102 94 77 &4 41 20 18 8 & 1 0

Baselga J etal NEJM 2012
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Etude BOLERO 2

No.

Hazard Ratio (95% Cl)

Asia 137 e
Europe 275 —— )
North America 274 bt :
Other 38 i
Baseline ECOG performance status i
0 435 —-— H
lor2 274 P — H
Sensitivity to previous hormonal therapy i
Yes 610 —
No 114 ——— :
Patient and Tumor Characteristics at Baseline. Visceral metastasis '
Yes 406 —— H
No 318 e :
. . Everolimus and Exemestane (N = Y i !
Characteristic 485) Placebo and Exemestane (N = 239) Vid <00 ——
Age (yr) No 224 —————s i
- No. of previous therapies E
Median 62 61 1 118 S
Range 34-93 28-90 - 2 e
=3 389 il '
Most recent therapy E
Aromatase inhibitor 532 —a— 1
Antiestrogen 122 e i ,
Other 70 e ——— :
Purpose of most recent therapy H
Treatment of advanced or metastatic disease 586 —— H
Adjuvant therapy 138 Ir———) :
Previous treatment with fulvestrant 1
Yes 119 et E
No 605 ——
Previous chemotherapy H
Yes 5
Neoadjuvant or adjuvant therapy only 306 et :
Treatment of metastatic disease (with or 186 ——— :
without neoadjuvant or adjuvant therapy) '
No 232 . .
Positive status for progesterone receptor i
Yes 523 —.— :
No 184 ] \
Orl OTS 170 ICII.D
Everolimus Better Placebo Better
o5 Baselga J eta/l NEJM 2012
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Cancer du sein HER2 positif

[ chirurgie

} {chimiothérapie } [ radiothérapie } [hormonothérapie}
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f) Cancer du sein HER?2 positif

+(5 8§ -20% des cancers du sein
RH HW +(5 8§ GHV FDQFHUV GX VHLQ

Métastases cérébrales dans 30 a 50 % des cas
HER2 métastatiqgues SG médiane = 50,1 mois (cohorte ESME 2008-2016)

www.onco-nouvelle-aquitaine. fr
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Mme F « Nicole née le 01/05/1952, ancienne femme de ménage
ATCD : diabéte insulino-réquérant

ATCD familiaux : cancer ORL chez son frere

Autonome a domicile, célibataire sans enfant, maison de plein pied

/

Q

a )
Mai 2019 : sein inflammatoire évoluant depuis plusieurs mois
Biopsie : carcinome mammaire de type non spécifique de grade 3
RO 70%, RP 50%, Her2 +++, Ki 67 a 40%
- /
4 Traitement de 1° ligne par Taxotere + Pertuzumab + Trastuzumab
(6 cures => RC) puis Pertuzumab + Trastuzumab + Al MXVTXTH
mars 2021 => atteinte ganglionnaire
Avril 2021 : TDM-1 pour 9 cycles => PD
. e )

’ Cas clinigue HERZ2 positif

www.onco-nouvelle-aquitaine. fr



f) Cas clinigue HERZ2 positif

Concernant la prise en charge thérapeutique de cette patiente, vous proposeriez?

dE ]S u vsS % & JvZ] ]S pE o[ E}u S ¢«  po

Chimiothérapie

dE ]S u vsS % & JvZ] ]S pE&E ol E}u s « = ]vZ] ]s pE <0lo
Prise en charge purement palliative

Traitement par trastuzumab deruxtecan
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f) Cas clinigue HERZ2 positif

Concernant la prise en charge thérapeutique de cette patiente, vous proposeriez?

dE ]S u vsS % & JvZ] ]S pE o[ E}u S ¢«  po

Chimiothérapie

dE ]S u vsS % & JvZ] ]S pE&E ol E}u s « = ]vZ] ]s pE <0lo
Prise en charge purement palliative

Traitement par trastuzumab deruxtecan
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Guidelines ESMO 2023

Patients with HER2+ MBC

4

U

W a4
1st-line treatment 2nd-line treatment after trastuzumab + pertuzumab
1 1
+ + + +
vV W WV AV
HR+ HR- Active BMs No, unknown
| T or stable BMs
U Y Y + + +
W vV a4 h W h
ChT No ChT ChT No ChT Local intervention Local intervention
contraindicated contraindications contraindicated contraindications indicated” not indicated
I I I I : I
- +
Y N N N\ N N N
Trastuzumab Docetaxel [or Trastuzumab- Docetaxel [or 1-10 BMs, >10 BMs, Tueatinib— Trastuzumab
(¢ pertuzumab) paclitaxel (11, A)] pertuzumab until paclitaxel (11, A)) favourable unfavourable capecitabine- deruxtecan
+ ET + trastuzumab- progression + trastuzumab- prognostic factors | | prognostic factors trastuzumab (1, A; ESCAT I-A]"
(11, B] pertuzumab (1. B] pertuzumab [Il, A; MCBS 3; (preferred)

6 cycles [1, A;
MCBS 4: ESCAT

I-A]** followed
by trastuzumab
pertuzumab-ET
until progression
[, Al

26 cycles
[1, A; MCBS 4
ESCAT |-AJ*"
lollowed by
pertuzumab—
trastuzumab
until progression
[1.A]

Resection
(11, B]

ESCAT [-A]®
(preferred)
or
Trastuzumab
deruxtecan

{11, A; ESCAT I-AJ«

oI
T-DM1

[1, A: MCBS 4;

ESCAT |-A]*
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Trastuzumab Deruxtecan

Trastuzumab ,.. Trastuzumab
T-DXd 4 Caracteristiques ADC T-DM13° .
deruxtecan emtansine

(T'DXd)l Inh_lblteur o Payload MoA Anti-microtubule (T-DM1)
topoisomerase |

& ( ~8:1 Drug-to-antibody ratio ~3.5:1 "
. Tumor-selective
oul cleavable linker? NI
: Evidence of bystander
oul anti-tumor effect? Non

1. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-85. 2. Ogitani Y et al. Clin Cancer Res.2016;22:5097-108. 3. Trail PA et al. Pharmacol Ther.2018;181:126-42
4. Ogitani Y et al. Cancer 5¢i.2016;107:1039-46. 5. LoRusso PM et al. Clin Cancer Res2011;17:6437-47
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DESTINY Breast 03 : study design

Patients (N = 524)

T Unresectable or metastatic HER2 positive Primary endpoint

T-DXd

breast cancer that has been previously 5.4 mglkg Q3W T PFS (BICR)
treated with trgs_tuzumab and taxane | (n = 261) Key secondary endpoint
t Could have clinically stable, treated brain + 0S
metastases _
te ZHHNV EHWZHHQ HQG RI ZK DLQ Secondary endpoints
radiotherapy and study enroliment + ORR (BICR and
T-DM1 investigator)
Stratification factors 3.6 mg/kg Q3W + DOR (BICR)
+ Hormone receptor status (n = 263) + PFS (investigator)
 Prior treatment with pertuzumab + Safety
T History of visceral disease
Cortés J et al N Engl J Med.2022
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DESTINY Breast 03 : caractéristiques patients

Characteristic
I Age, median (range), years

54.3 (27.9-83.1) 54.2 (20.2-83.0)

T (Y0) 266(99-9) 262<999)

HER2 status (IHC), n (%)

3+ 234 (89.7) 232 (88.2)

2+ (ISH positive) 25 (9.6) 30 (11.4)

1+ | Not evaluable 1(0.4) | 1(0.4) 0] 1(0.4
ECOG PSP, n (%)
01 154 (59.0) | 106 (40.6) 175 (66.5) | 87 (33.1)
Hormone receptor status, n (%)
Positive | Negative 131 (50.2) | 130 (49.8) 134 (51.0) | 129 (49.0)
History of brain metastases, n (%)
Yes | No 62 (23.8) | 199 (76.2) 52 (19.8) | 211 (80.2)
Brain metastases at baseline, n (%)
Yes | No 43 (16.5) | 218 (83.5) 39 (14.8) | 224 (85.2)
Visceral disease, n (%)
Yes | No 184 (70.5) | 77 (29.5) 185 (70.3) | 78 (29.7)
Cortés J et al N Engl J Med. 2022
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DESTINY Breast 03 : efficacité

T-DXd T-DM1
o 100 mPFS,mo (95% Cl)  NR (18.5-NE) 6.8 (5.6-8.2)
I 12-mo PFS rate, % 75.8 34.1
£ (95% Cl) (69.8-80.7) (27.7-40.5)
3 go- 0.28 (0.22-0.37)
© HR (95% CI
2 (95% CI) P=7.8 X 1022
£ _
S 60-
E E L 3 HH ¥ &
(/)]
3 401
u.
o _
2 HH
% 20+
‘5., i + Censor
3 —+— T-DXd (n = 261)
a ol —— ToM (n=263)

0 1 2 3 4

Patients Still at Risk:

T-DXd (261) 261 256 250 244 240 224 214 202 200 183 168 164 150 132 112 105 79 64 53 45 36 29
T-DM1(263) 263 252 200 163 155 132 108 96 93 78 65 60 51

Time, months

43 37 34 29 23 21

16

10 11 12 13 14 15 16 17 18 19 20 21

12 8

22

25
6

23

19
4

24

10
-1

25 26 27 28 29 30 31 32

Cortés J et al. N Engl J Med.2022
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DESTINY Breast 03 : efficacité

100 4 oores

.
> 80- -t
z
s
S 60 -
o
E -
> T-DXd T-DM1
S 404
(’3 mOS, mo (95% ClI) NE (NE-NE) NE (NE-NE)
= i 12-mo OS rate, % 94 .1 85.9
E 20 - (95% ClI) 90.3-96.4 80.9-89.7
>
o + Censor 0 0.55 (036-086)

1 —+— T-DXd (261) HR (95% ClI) P = 0.0072

0 = T-DM1 (263)

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 26 27 28 29 30 31 32 33
Patients Still at Risk: Time, months

T-DXd (261) 261 256 256 255 254 251 249 244 243 241 237 230 218 202 180 158 133108 86 71 56 50 42 33 24 18 11 10 7 6 2 2 1 0
T-DM1 (263) 263 258 253 248 243 241 236 232 231 227 224 210 188 165151 140 120 91 75 58 52 44 32 27 18 1 5 4 3 3 1 1 0

Cortés J et al. N Engl J Med.2022
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100+
801
60-
40-

100-
80+
604
404
20+

-20-
-40
-60-
-80-
-100-

Best % Change in Sum of Diameters From Baseline

DESTINY Breast 03 : efficacité

T-DXd (n = 245)2

Confirmed ORR

T-DXd

(n =261)

T-DM1
(n = 263)

T-DM1 (n = 228)?

n (%) 208 (79.7) 90 (34.2)
[95% CI] [74.3-84.4] [28.5-40.3]
P < 0.0001

CR 42 (16.1) 23 (8.7)
PR 166 (63.6) 67 (25.5)
SD 44 (16.9) 112 (42.6)
PD 3(1.1) 46 (17.5)
Not evaluable 6 (2.3) 15 (5.7)
CR+PR +SD

(DCR) 252 (96.6) 202 (76.8)

Cortés J et al. N Engl J Med.2022
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DESTINY Breast 03 : toléerance

i) Drug- S HODWHG 7($(V LQ -

T-DXd (n = 257)

System Organ Class
Preferred term, n (%)

- and lymphatic system disorders
Neutropenia

Any Grade

*UDGH -

RI SDWLHQWYV

T-DM1 (n = 261)
Any Grade

*UDGH -

110 (42.8) 49 (19.1) 29 (11.1) 8 (3.1)

Anemia 78 (30.4) 15 (5.8) 37 (14.2) 11 (4.2)

Leukopenia 77 (30.0) 17 (6.6) 20 (7.7) 1(0.4)

Thrombocytopenia 64 (24.9) 18 (7.0) 135 (51.7) 65 (24.9)
Drug -related gastrointestinal disorders

Nausea 187 (72.8) 17 (6.6) 72 (27.6) 1(0.4)

Vomiting 113 (44.0) 4 (1.6) 15 (5.7) 1(0.4)

Diarrhea 61 (23.7) 1(0.4) 10 (3.8) 1(0.4)

Constipation 58 (22.6) 0 25 (9.6) 0
Drug -related general disorders

Fatigue 115 (44.7) 13 (5.1) 77 (29.5) 2 (0.8)
Drug -related investigations

AST increased 60 (23.3) 2 (0.8) 97 (37.2) 13 (5.0)

ALT increased 50 (19.5) 4 (1.6) 71 (27.2) 12 (4.6)
Drug -related metabolism and nutrition disorders

Decreased appetite 67 (26.1) 3(1.2) 33 (12.6) 0
Drug -related skin and subcutaneous tissue disorders

Alopecia 93 (36.2) 1(0.4) 6 (2.3) 0

=> Majorité des effets secondaires étaient troubles gastro-intestinaux et hématologiques

Cortés J et al. N Engl J Med.2022
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DESTINY Breast 03 : toléerance

Adverse Events of Special Interest

Adjudicated as drug-related ILD/pneumonitis, n (%)

T-DXd (n = 257) 7 (2.7) 18 (7.0) 2 (0.8) 27 (10.5)
T-DM1 (n = 261) 4 (1.5) 1(0.4) 0 0 0 5 (1.9)

¥ There were no grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd
¥ Inthe T-DXd arm, 21 patients (8.2%) discontinued treatment due to ILD/pneumonitis
¥ Inthe T-DM1 arm, 3 patients (1.1%) discontinued treatment due to ILD/pneumonitis

LVEF decrease, n (%)

T-DXd (n = 257) 1 (0.4) 6 (2.3) 7 (2.7)
T-DM1 (n = 261) 0 1 (0.4) 0 0 0 1(0.4)

T Inthe T-DXd arm, all reported adverse events of LVEF decrease were asymptomatic and no cases of cardiac failure occurred

n Cortés J et al N Engl J Med. 2022
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Cas clinigue HERZ2 positif

>

Traitement de 1° ligne par Taxotere + Pertuzumab + Trastuzumab
(6 cures => RC) puis Pertuzumab + Trastuzumab + Al MXVTXTH
mars 2021 => atteinte ganglionnaire

Avril 2021 : TDM-1 pour 9 cycles => PD

Novembre 2021 a avril 2023 : trastuzumab deruxtecan => PD

/
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f) Cas clinigue HERZ2 positif

Concernant la prise en charge thérapeutique de cette patiente, vous proposeriez?

dE ]S u vsS % & JvZ] ]S pE o[ E}u S ¢«  po

Chimiothérapie

Traitement par tucatinil> trastuzumab+ capécitabine

dE ]S u vsS % & JvZ] ]S pE ol E}u s « = ]vZ] ]s pE <0lo

Prise en charge purement palliative
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f) Cas clinigue HERZ2 positif

Concernant la prise en charge thérapeutique de cette patiente, vous proposeriez?

dE ]S u vsS % & JvZ] ]S pE o[ E}u S ¢«  po

Chimiothérapie

Traitement par tucatinib+ trastuzumab+ capécitabine

dE ]S u vsS % & JvZ] ]S pE ol E}u s « = ]vZ] ]s pE <0lo

Prise en charge purement palliative
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Tucatinib

Tucatinib: A tyrosine kinase

inhibitor selective for HER2

© The small molecule

2 'tothe klnase 3

tucatinib diffuses
into cells

alnoﬂim

.@L

EGFR: epidermal growth factor P

HER: h

HER2/HER2

1y

© Inhibits activation
of downstream .
signaling cascades .* :

ol growth factor receptor;

HER2/HFR3

Dual inhibition of HER2

Tucatinib has been combined
with other agents that target

the extracellular domain of HER2
In clinical trials.

Binding
subdomain

Binding
subdomain IV

Kinase domain

Tucatinib

ol
Decreased HER2 signaling L Ty
reduces tumor cell proliferation, TN
survival, and metastasis 139
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HER2CLIM

HER2CLIMB: Phase Il Trial

From February 2016 through May 2019 Trastuzumab Q3W
+ Capecitabine 1000

mg/m2/12h 14d/21
+ Tucatinib 300 mg/12h

Advanced or metastatic
HER-positive breast cancer

Previously treated with Primary endpoint: PFS (480 patients)

trastuzumab, pertuzumab and

. Secondary endpoints: OS, PFS (patients with CNS
trastuzumab emtansine - R disease), ORR, Safety
2:1
ECOG 0-1 Stratification: world region, history of brain

metastases, ECOG

Exclusion criteria:
Prior capecitabine or lapatinib
Leptomeningeal disease

Trastuzumab Q3W
+ Capecitabine 1000

mg/m2/12h 14d/21
n=612 + Placebo

Murthy RK et a/ N Engl J Med 2020
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HER2CLIM

Primary End-Point Analysis Population

Total Population

Characteristic (N=480) (N=612)
Tucatinib Placebo Tucatinib Placebo
Combination Combination Combination Combination
(N=320) (N=160) (N=410) (N=202)
Female sex — no. (%) 317 (99.1 158 (98.8) 407 (99.3) 200 (99.0)
Age — no. (%)
<65 yr 252 (78.8) 132 (82.5) 328 (80.0) 168 (83.2)
=65 yr 68 (21.2) 28 (17.5) 82 (20.0) 34 (16.3)
Median age — yr 54.0 54.0 55.0 54.0
Tucatinib Placebo Tucatinib Placebo
Combination Combination Combination Combination
(N=320) (N=160) (N=410) (N=202)
Presence or history of brain metastases — no. (%) 148 (46.2) 71 (44.4) 198 (48.3) 93 (46.0)

Location of other metastases — no. (%)

Murthy RK et a/ N Engl J Med 2020
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HER2CLIM

100~ B Subgroup Analysis of Progression-free Survival
90+ ——— Tucatinib No. of Events/
304 —— Placebo Subgroup Total No. Hazard Ratio for Disease Progression or Death (95% Cl)
70 Total 275/480 IS 0.54 (0.42-0.71)
.y Median PFS: 7.8 vs 5.6 months Roc i
I
PES  so- b= Riad P00 65 yr 51/96 —s— 0.59 (0.32-1.11)
404 <65 yr 224/384 4 0.54 (0.41-0.72)
304 ;
204 White 206/350 - 0.57 (0.42-0.77)
- Nonwhite 69/130 —— 0.46 (0.26-0.82)
0 . Hormone-receptor status !
0 3 6 9 12 15 18 21 24 27 30 33 36 Positive for ER, PR, or both 172/289 = 0.58 (0.42-0.80)
Months since Randomization Negative for ER and PR 103/191 —— 0.54 (0.34-0.86)
Baseline brain metastasis :
Yes 138/219 _ 0.46 (0.31-0.67)
1004 Tucatinib No 136/260 —=— 0.62 (0.44—0.89)
90+ Placebo ECOG performance-status score :
80+ 0 134/235 =] i 0.56 (0.39-0.80)
OS 704 Median OS: 21.7 vs 17.4 months 1 141/245 —— ! 0.55 (0.38—0.79)
60 HR =0.66 p < 0,001 Geographic region :
50— United States and Canada 179/307 = 0.57 (0.41-0.78)
i Rest of the world 96/173 —— 0.51 (0.33-0.79)
] T L] L] T LENLILERL | T L] T mrrrr
30 0.1 1.0 10.0
20- - . - . . .
Tucatinib Combination ~ Placebo Combination
10+ Better Better
0 1 1 1 1 1 | 1 1

T T T T
0 3 6 9 12 15 I8 21 24 27 30 33 36

Months since Randomization
Murthy RK et a/ N Engl J Med. 2020
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HER2CLIM

Tucatinib-Combination Group Placebo-Combination Group
Event (N=404) (N=197)

Any Grade Grade 23 Any Grade Grade 23

number of patients (percent)

Any adverse event 401 (99.3) 223 (55.2) 191 (97.0) 96 (48.7)
Diarrhea 327 (80.9) 105 (53.3) 17 (3.6)
PPE syndrome 256 (63.4) 104 (52.8) 18 (9.1)
Nausea 236 (58.4) 15 3.7) 86 (43.7) 6 (3.0)
Fatigue 182 (45.0) 19 (4.7) 85 (43.1) 8 (4.1)
Vomiting 145 (35.9) 12 (3.0) 50 (25.4) 7 (3.6)
Stomatitis 103 (25.5) 10 (2.5) 28 (14.2) 1(0.5)
Decreased appetite 100 (24.8) 2 (0.5) 39 (19.8) 0
Headache 87 (21.5) 2 (0.5) 40 (20.3) 3 (L5)
Aspartate aminotransferase 86 (21.3) 22 (11.2) 1(0.5)
increased
Alanine aminotransferase 81 (20.0) 22 (5.4) 13 (6.6) 1 (0.5)
increased

Murthy RK et a/ N Engl J Med 2020
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TNBC

[ chirurgie

} [chimiothérapie } [ radiothérapie } [hormonothérapie}
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Cas clinigue TNBC

Mme M « Nicole née le 24/01/1946

ATCD : HTA
Autonome a domicile, 1 fils, agricultrice a la retraite

~

=

Juillet 2010 : mastectomie partielle droite + curage axillaire

pour un carcinome lobulaire infiltrant de 42 mm, RO 80%, RP-, HER2-,
SBR I, 3 N+/8

Chimiothérapie (EC, TXT), radiothérapie adjuvante

et anastrozole jusqu'en 2016

~

/

/

Juillet 2017 : évolution ganglionnaire et pulmonaire

\

Biopsie : carcinome lobulaire infiltrant, RO-, RP-, HE2++ (DDISH négative)

Paclitaxel bevacizumab, capecitabine, EC, Caelyx, Eribuline

)

CURRENT
T2 182 XC3RISE

» AP

€L MILF

H4F41
OITAIAT _Sn3erd AL
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17977217
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Cas clinigue TNBC

Concernant la prise en charge thérapeutique de cette patiente, vous proposeriez?

Prise en charge purement palliative

Traitement par trastuzumab dexrutecan

Nouvelle ligne de chimiothérapie avec des sels de platine
Sacituzumab govitecan

Radiothérapie localisée

www.onco-nouvelle-aquitaine. fr
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Guidelines ESMO 2023

Patients with mTNBC

vV
Search theragnostic markers

! ! !

vV vV vV
PD-L1+ gBRCAM gBRCi[rJr;-L\li; .
|
g 3
Imminent organ failure No imminent organ failure
U o

Atezolizumab-nab-paclitaxel

(11, A: MCBS 3; ESCAT I-AJ~! Preferred: anthracycline-taxane- Preferred: taxane or

o ChT-based therapy (|| PARP infibitor-based based combination anthracycline monotherapy,
(platinuny preferred therapy (preferred Alternative: taxane-bevacizumab with opposite agent used

Pembrolizumab-ChT P N ipaouy : .
. : e over taxane) [1, A] |[[ over ChT) [, A; MCBS or capecitabine-bevacizumab at progression
(1, A: MCBS 3; ESCAT I-A] ML A) 4 ESCAT 1-A]

Sacituzumab govitecan (preferred) [1, A; MCBS 4]° or ChT

ChT:; enbulin, capecitabine or vinorelbine

www.onco-nouvelle-aquitaine. fr



S

acituzumab govitecan

Linker for SN-38

* Hydrolyzable linker for
payload release

* High drug-to-antibody
ratio (7.6:1)

SN-38 payload
5 < » Metabolite of Topo |
g inhibitor
* SN-38 more potent
than parent compound,
irinotecan

Humanized anti-Trop-2
antibody

* Directed toward Trop-2,
an epithelial antigen
expressed on many
solid cancers

Bardia A et a/ N Engl J Med 2021
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Etude ASCENT

(

\-

\

Locally advanced or metastatic TNBC

> 2" line of chemotherapy -

No relapse within 12 months following

adjuvant or neoadjuvant strategy

n =529

1:1

r D
Sacituzumab-govitecan 10 mg/kg IV
D1-D8/21
n =267
\ J

Primary end point: PFS in CNS- (independant central review)
Secondary end points: PFS, OS, ORR, DOR, TTR, Safety

Stratification factors
= Line of chemo: 2-3 vs >3
= Region: europa vs north-america
= Brain metastases: yes or no

Investigator’s choice
(Capecitabine, Eribuline, Vinorelbine, Gemcitabine)
n = 246
\. J

Bardia A et a/ N Engl J Med 2021
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Etude ASCENT

7% avec une mutation BRCA

19 ¢}vd A vpe dE p }uE- o[ Alopus]}v O uo

Chimiothérapies antérieures ASCENT: Demographics and Baseline Chara cteristics!.2

2 0 1 i i
Female 2no. (%) 233 (99) 233 (100) lzrz\endoll; ns izlu?;a:ncgé)regmens C 3(1-16) 3(1-12)
Median age 2yr (range) 54 (29-82) 53 (27-81)

Race or ethnic group 2no. (% Most common previous chemotherapy  2no. (%

O TaX a n e S . 1 O O % White 188 (80) 181(78) Taxaned 235 (100) 233(100)
L] Black 28(12) 28(12) Anthracycline ¢ 191 (81) 193(83)
- Asian 9(4) 9(4) Cyclophosphami de 192 (82) 192(82)
O A n t h r acyc I I n e S " 8 O % Other or not specified 10 (4) 15(6) Carboplatin 147 (63) 160 (69)
" ECOG PS2no. (% Capecitabine 147 (63) 159 (68)
. 0 108 (46) 98 (42) Previou s PARP inhibitor 2no. (%) 17 (7) 18 (8)
O CyC | O p h O S p h am I d e : 8 O % 1 127 (54) 135 (58) Previou s use of checkpoint inhibitors ~ 2no. (% 67 (29) 60 (26)
BRCA 1/2 mutational status 2no. (% Most common siteso f disease f2no. (%9
. . . 0 Positive 16 (7) 18 (8) Lung only 108 (46) 97 (42)
o Capecitabine: 60%
Unknown 86 (37) 90 (39) Bone 48 (20) 55 (24)
S I d I i n . 6 O O/ TNBC at initial diagnosis®2no. (%
O e S e p at e S . O Yes 165 (70) 157 (67)
No 70 (30) 76 (33)

®Brain metastases-negative populati on; *Patients on study either had TNBC at initial diagn osis or had hormone receptor-positive disease that converted to hormone-negative at ti me of study entry: °Anticancer regimens refer to any treatment regimen that was used to t reat
breast cancer in any setting; “includes: Paclitaxel, paclitaxel albumin , and docetaxel; “includes: Doxorubicin, daunorubicin, epirubicin, and variations of those treatment names; 'Based on independent central review  of target and n on-target lesions.

BRCA, breast cancer gene; ECOG PSEastem Cooperative Oncology Group performance status; no., number; PARP poly-ADP ribose polymerase; SG, sacituzumab govitecan; TNBC triple- negative breast cancer; TPC, treatment of physicia Qs-choice; yr, year.

1. Bardia A, etal. N Engl J Med. 2021:384(16)1529-1541.

Bardia A et a/ N Engl J Med 2021
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Etude ASCENT

Hazard Ratio for Disease Progression
Subgroup No. of Patients  Progression-free Survival or Death (95% ClI)

Sacituzumab

govitecan Chemotherapy
5.6 months vs 1.7 months mo (95% Cl) .
HR 0.41; p < 0.0001 atients 468 56(43-63) 17 (15-26) ot | 0.41 (0.32-0.52
Age X
PES <65 yr 378 46(3.7-5.7) 17 (15-2.5) ot 0.46 (0.35-0.59)
=65 yr 90 71 (5.8-8.9) 2.4 (1.4-2.9) —_—— ! 0.22 (0.12-0.40)
|
White 369 5.7 (43-6.8) 1.7 (1.5-2.6) -t | 0.39 (0.30-0.51)
Black 56 5.4 (2.8-7.4) 2.2 (1.5-2.9) —— i 0.45 (0.24-0.86)
Asian 18 NE (L3-NE) 1.5 (L2-NE) — 0.40 (0.08-2.08)
b= Previous therapies E
2or3 330 5.8 (4.2-7.1) 1.6 (1.5-2.5) o : 0.39 (0.29-0.52)
tos >3 138 5.6 (3.0-6.5) 2.5 (1.5-2.8) —— 0.48 (0.32-0.72)
Geographic region i
North America 298 4.9 (4.0-6.3) 2.0 (1.5-2.6) =0 ! 0.44 (0.33-0.60)
Rest of the world 170 5.9 (4.2-6.9) 16 (1.4-2.7) —— 0.36 (0.24-0.53)
12.1 months vs 6.7 months Previous use of PD-1 or PD-L1 inhibitors i
HR 0.58; p < 0.0001 Yes 127 42 (3.2-5.6) 1.6 (1.4-2.3) _ 0.37 (0.24-0.57)
oS No 341 6.2 (4.9-7.1) 2.1 (15-2.7) ot 0.42 (0.32-0.56)
Liver metastasis ,
Yes 199 42(28-58) 15 (L4-24) ——t 0.48 (0.34-0.67)
@ No 269 6.8 (4.6-8.0) 2.3 (1.6-2.7) == \ 0.36 (0.26-0.50)
Initial diagnosis of TNBC i
Yes 322 5.7 (43-6.9) 1.6 (1.5-2.6) -— 0.38 (0.29-0.51)
No 146 46(3.7-69) 2.3 (1.5-2.8) —— | 0.48 (0.32-0.72)
0.66 0‘|12 O.|25 0.|50 l.IOO 2.60 4.60 8.60 16{00
e z Sacituzumab Govitecan Better Chemotherapy Better
Mois
Bardia A et a/. N Engl J Med 2021
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T sowem) TPC (=224
Tous grade G - A Tous grade, - -
o, rade 3, % Grade 4, % %, Grade 3, % Grade 4, %

Neutropeniet 63 46 17 43 27 13
Hematologique —n-_m--n-
Ieucopenle
-______
, , Diarrhée 0
Gastrointestina. ey — : I
Vomissement <1 0

Alopecie

autre

 Utilisation du G-CSF: 49% (SG) vs 23% (TPC)
» Diminution de la posologie pour toxicité: 22 % (SG) vs 26% (TPC)
 Arrét pour toxicité : SG et TPC: 4.7% et 5.4%

Bardia A et a/ N Engl J Med 2021
www.onco-nouvelle-aquitaine. fr
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Patients with mTNBC

vV
Search theragnostic markers

! ! !

vV vV vV
PD-L1+ gBRCAM gBRCi[rJr;-L\li; .
|
g 3
Imminent organ failure No imminent organ failure
U o

Atezolizumab-nab-paclitaxel

(11, A: MCBS 3; ESCAT I-AJ~! Preferred: anthracycline-taxane- Preferred: taxane or

o ChT-based therapy (|| PARP infibitor-based based combination anthracycline monotherapy,
(platinuny preferred therapy (preferred Alternative: taxane-bevacizumab with opposite agent used

Pembrolizumab-ChT P N ipaouy : .
. : e over taxane) [1, A] |[[ over ChT) [, A; MCBS or capecitabine-bevacizumab at progression
(1, A: MCBS 3; ESCAT I-A] ML A) 4 ESCAT 1-A]

Sacituzumab govitecan (preferred) [1, A; MCBS 4]° or ChT

ChT:; enbulin, capecitabine or vinorelbine

www.onco-nouvelle-aquitaine. fr
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[ )
From January 2017 through June 2018 Pembrolizumab (Up to 35 cycles)

+ Chemotherapy
( Locally advanced or metastatic TNBC \ L n= 566 )

No previous therapy in metastatic
setting or completion of previous
therapy with curative intent2 6 mo

ECOG 0-1

No active CNS metastases

No active autoimmune disease 0
\ Placebo (up to 35 cycles)
+ Chemotherapy
n = 847 n =281
\. J
Cortes J et a/ Lancet Oncol. 2020
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Etude KEYNOTE 355

All Subjects, N = 847

Characteristic, n (%)

Pembro + Chemo N = 566 Placzesb10 + Chemo N =

Age, median (range), yrs 53 (25-85) 53 (22-77)
ECOG PS 1 232 (41.0) 108 (38.4)
PD-L1—positive CPS =1 425 (75.1) 211 (75.1)
PD-L1-positive CPS 210 220 (38.9) 103 (36.7)
Chemotherapy on study

Taxane 255 (45.1) 127 (45.2)

Gemcitabine/Carboplatin 311 (54.9) 154 (54.8)
Prior same-class chemotherapy

Yes 124 (21.9) 62 (22.1)

No 442 (78.1) 219 (77.9)
Disease-free interval

de novo metastasis 168 (29.7) 84 (29.9)

<12 months 125 (22.1) 50 (17.8)

=12 months 270 (47.7) 147 (52.3)

Cortes J et a/ Lancet Oncol. 2020
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Etude KEYNOTE 355

Pembro
Placebo

PFS

Median PFS: 9.7 vs 5.6 months
HR 0.65 (0.49-0.86) P = 0.0012

CPS>10

Percentage of Patients
3
L

12 15 18 21 24 27 30 33 36 0

Pembro
Placebo

OS

Median OS: 23.0 vs 16.1 months
HR 0.73 (0.55-0.95) P = 0.0093

Time, months

CPS>1 501

& &
) I I I ] ) Ll I ] ) I ) ] Ll

B sk —R
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Time, months

Pembro
Placebo

Median 0OS: 17.6 vs 16.0 months
HR 0.86 (0.72-1.04) P = 0.0563

"
T T Ll I T L} L I I L T L] I L L I T

T
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time, months
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- D

Cortes J et a/ Lancet Oncol. 2020
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PARP inhibiteurs

1Robson,et al. N Engl J Med 2017
2Litton et al. N Engl J Med2018
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1Robson,et al. N Engl J Med 2017
2Litton et al. N Engl J Med2018
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