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Cancers du sein au stade precoce
La réponse compléte histologique permet de guider la suite du traitement.
Quoi de neuf apres I'ASCO?

Un exemple d’escalade (ECOG-ACRIN)
et un de désescalade (ADAPT HER »+/RH-)
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Abstract 605
ECOG-ACRIN: EA 1131

Etude de phase 3 en post-néoadjuvant comparant
Xeloda versus Platine dans les cancers triple-négatifs

A randomized phase III post-operative trial of platinum-based
chemotherapy vs. capecitabine in patients with residual triple-
negative breast cancer (TNBC) following neoadjuvant chemotherapy:
ECOG-ACRIN EA1131

Ingrid A. Mayer; Fengmin Zhao; Carlos L. Arteaga; William F. Symmans; Ben Ho Park; Brian L. Burnette; Amye |. Tevaarwerk; Sofia F. Garcia; Karen L.
Smith; Della F. Makower; Margaret Block; Kimberly A. Morley; Chirag R. Jani; Craig Mescher; Shabana | Dewani; Bernard Tawfik; Lisa E. Flaum; Erica L.
Mayer; William M. Sikov; Eve T. Rodler; Lynne I. Wagner; Angela M. DeMichele; Joseph A. Sparano; Antonio C. Wolff; Kathy D. Miller
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= Risque de rechute important des cancers TN en non RCH

= Xeloda = ttt standard depuis 2017 (CREATE-X) mais autres
options ?

= Exemple Platine

= TN = différents sous-types

= Au minimum basal versus non basal




2021 ASCO

ANNUAL MEETING

EA1131: schema de l'étude

")ﬂCO IBRIO

BBBBBBBB

NOUVELLE- FIQUITQIHE

Réseau Régional de Cancérologie

Hypothesis: iDFS with Platinum > IDFS Capecitabine in Basal Subtype TNBC

=ECOG-ACRIN

cancer research group

Patients with:

« Clinical stage Il/lll TNBC
at diagnosis

- T+/-ANAC

« >pT1cin the breast at
surgery (any pN)

NCT02445391

QZ—ZmmaOw

PAM50 Analy3|s
(basal vs

non-basal subtype) )

Carboplatin AUC 6 or
Cisplatin 75 mg/m?

(treating provider discretion)
D1 every 3 weeks x 4 cycles

(1:1)

MN-=002Z>»3X

Capecitabine 1000 mg/m2
D1-14 every 3 weeks x 6 cycles
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Objectif primaire : IDFS Xeloda versus Platine"
dans le groupe basal
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No. at risk:
Capecitabine 158 112 74 60 48 24 15 4
Platinum 148 99 68 47 30 20 13 4
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Platinum Capecitabine
3-year iDFS  42% (95% Cl, 30t0 53)  49% (95% Cl, 39 to 59)

HR = 1.06 (95% RCI, 0.62 to 1.81) ou Plat |e risque de
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Basal versus non basal
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Basal subtype Nonbasal subtype
3-year iDFS 46% (95% Cl, 38 to 54) 55% (95% ClI, 38 to 68)
HR = 1.63 (95% Cl, 1.05 to 2.53)

IDFS Probabili
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0 6 12 18 24 30 36 42
Months Since Random Assignment

No. at risk:
Nonbasal 87 72 49 33 22 15 8 6
Basal 31 213 144 109 80 45 29 9

Message 3 = Pronostic du groupe non-basal « un peu moins mauvais »...
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Conclusions I

» e Xeloda reste le ttt standard en cas de non RCH

Patient cohort Multi-omics profiling

= « Doit faire mieux »
- Projet d’étude internationale i
avec divers ttt ciblés en fonction
des 4 grands sous-types

+ Platinum drugs / PARPI
» Escalated chemotherapy

465 Chinese TNBCs

« RNA sequencing
Exome sequencing
Copy number array

sisoufold poos)
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* High prevalence in Asians
+ Anti-androgen therapy

+ Targeting ERBB2

+  CDK4/6 inhibitors

+ Characteristics of CSCs
+ JAK/STATS signaling pathway
« STATS3 inhibitors

ialll

Subtype-specific Subtype-specific
precision medicine alterations
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Abstract 503 ==
ADAPT HER2+/RH-

Etude de phase 2 de désescalade du traitement
néoadjuvant dans les cancers du sein HER2+/RH-
Objectif survie sans rechute

N. Harbeck et al.
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ADAPT HER2+/RH-: schéma de I'étude
HP

Trastuzumab
+

Pertuzumab
(HP)

(n=92)

pPCR: may omit additional chemotherapy,
adjuvant HERZ2-directed Rx per guidelines

HER2+,
ER- and PR- : :
Non-pCR (confirmed): neoadjuvant chemotherapy,
adjuvant HER2-directed Rx per guidelines

(n=134) Trastuzumab

Surgery

+

Pertuzumab
+

Paclitaxel (weekly)
(THP)

(n=42)




Objectif primaire RCH publié en 2017

90% de RCH

100 - /
= ypTO/is, ypNO

=ypTO, YpNO A noter : 80% de ces ptes n‘ont
pas eu de chimio adjuvante

80 -

60 -

Taux de RCH (%)

40 -

20 A

A(T+P) B(T+P+PAC
sem.)

Nitz UA et al. Ann Oncol 2017
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ADAPT HER2+/RH-: survie sans rechute invasive
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2 B: 98% [84; 100]
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0 12 24 36 48 60
months

Number at risk

A(T+P) 92 87 77 71 66 40
B (T+P+PAC) 42 41 40 37 35 21
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ADAPT HER2+/RH-: survie sans rechute invasive
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ADAPT HER2+/RH-: survie sans rechute invasive
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Ftude Decrescendo (BIG)

Patients (N = 1065) : .
= Enrollment: 1065 \ HER24/ER- Primary analysis

. - = =
patients 515mm and <50mm | 3-year RFS 294% (95%C 292%]
Hierarchical:

HER2-enriched = overall population

- Treatment Node-negative

] Non-metastatic BC
= Anthracyclines-free
neoadjuvant treatment

= Surgery
= Adjuvant treatment

Paclitaxel Iv Q1Wx12 pCR (RCB=0) B2

= Primary end fpoint: 3-year WAV Y FDFI.ZEP
recurrence-free survival

4 years
T T T T ' T-[-lel IV Q3W
OR

I : - -~ m xlq-
optional, atirvestigator's
Docetaxel IV Q3Wx=4 discretion

RT: adjuvant radiotherapy (mandatory after breast-conserving
surgery, performed according to local guidelines after mastectomy)
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