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Liens d’intéréts (depuis 3 ans)
= Consulting role (Advisory board):
= AZ, Daichi, Pfizer
= Honoraria (lecture fee):
= none
= Travel fee:
= Pfizer

= Research funding:

" none
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ONCOLOGY

Advancing Research. Improving Lives.™

NRG-BR002: A Phase IIR/lll Trial of Standard of Care Systemic
Therapy with or without Stereotactic Body Radiotherapy
(SBRT) &/or Surgical Resection (SR) for Newly
Oligometastatic Breast Cancer (NCT02364557)

Steven J Chmura, MD, PhD', Kathryn A Winter, MS2, Wendy A Woodward, MD, PhD3, Virginia F Borges, MD?,
Joseph K Salama, MD>, Hania A Al-Hallaq, PhD', Martha M Matuszak, PhD®, Michael T Milano, MD, PhD’,
Nora T Jaskowiak, MD', Hanna Bandos, PhD8, Jose G Bazan, Jr, MD®, Robert A Nordal, MD'?, David Y Lee,
MD".12  Benjamin D Smith, MD3, Eleftherios P Mamounas, MD'3, Julia R W hite, MD?
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NCI National Clinical
Trials Network
N.

a National Cancer Insti tute progra m A program of the National Cancer Institute
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Hypothese: le traitement local des métastases pourrait eV|ter Ia progressmn des
macrométastases et leur dissemination

BBBBBBBBB

Initial metastases Progression of Known/New
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SABR-COMET: différents types de tumeurs

La RT ablative stéréotaxique dans les cancers oligométastatiques augmente la survie globale
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Palma et al JCO 2020
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NRG-BR002: est-ce que le traitement local (SBRT) améliore la survie sans progression
des cancers du sein oligométastatiques ?

OLIGOMETASTATIC BREAST CANCER

Controlled Locoregional Disease and < 4 Metastases (standard imaging)
< 12 months systemic therapy without progression

N4

STRATIFICATION

* Metastases (1 vs. >1)
+ Hormone receptor status (ER+ and/or PR+ vs. ER- and PR-)

* HER?2 status (Positive vs. Negative)
+ Chemotherapy for MBC (Yes vs. No)

RANDOMIZATION 1:1 N=125 patients

ARM 1 ARM 2
Symptom directed palliative Total ablation of all
therapy as needed metastases
Standard systemic therapy Standard systemic therapy

1-4 metastases
~80% were ER/PR+ HER2-

~72% received endocrine
therapy, without chemotherapy

60% one metastasis,
40% 2-4 metastases

¥ PRESENTED BY:
2022 ASCO #ASC022 Gaorav Gupta, MD PhD

ANNUAL MEETING University of North Carolina at Chapel Hill




PFS by Treatment Arm
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Does BR002 give us clues into possible contexts
to consider?

2-Year Estimate (2-sided 95% ClI)

SOC

88.4 (80.2-96.5)

90.9 (78.9-100.0)
86.9 (76.2-97.6)

91.5 (83.6-99.5
76.9 (54.0-99.8

865(755 97. 5)

Events/
Subgroup Total Hazard Ratio (2-sided 95% CI)
All patients 35/125 —H—
Age
< 50 years 10/46 -
2 50 years 25/79 —
Race
White 27/96 —_——
Non-white 8/29
Zubrod performance status
0 21/82
" “Number of mefastases
1 19/75 —_—.—
>1 16/50 =
Hormone receptor status
ER+ and/or PR+ 271112 ——
ER- and PR- 8/13 &
Negative 31/109 =
_ Positive 4/16 ..

*Unplanned, unpowered subset analyses that are only hypothesis generating

SOC+Ablation
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81.0 (64.2-97.7)
76.0 (61.4-90.5)

75.8 §62.7-88 :9)
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702§547858)
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Messages de I'étude NRG-BR0002 pour demain matin

» Pas de bénéfice du traitement local des métastases dans les
cancers du sein oligométastatiques

= En pratique clinique, le recours a un traitement local (en
dehors des indications a visée symptomatique):

= Ne devrait pas étre indiqué en dehors d’'un protocole détude
prospectif

= ... il existe toujours des exceptions




2022 ASCO )nCO 7BR|D

ANNUAL MEETING NOUVELLE- RQUITFIInE

BBBBBBBB

Final results from a phase III randomized clinical
trial
of adjuvant endocrine therapy £ chemotherapy
in women = 70 years old with ER+ HER2- breast

cancer and a high genomic grade index:
the Unicancer ASTER 70s trial

= Etienne Brain, Alessandro Viansone, Emmanuelle Bourbouloux, Olivier Rigal,
Jean-Marc Ferrero, Sylvie Kirscher, Djelila Allouache, Véronique d’'Hondt, Aude-Marie Savoye,
Xavier Durando,Francois Duhoux, Laurence Venat-Bouvet, Emmanuel Blot, Jean-Luc Canon,
Florence Rollot, Hervé Bonnefoi, Jérome Lemonnier, Magali Lacroix-Triki,
Aurélien Latouche, Franck Bonnetain, Dewi Vernerey, GERICO & UCBG/Unicancer
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ASTER

= N=2,000 g
= 270 ans R
= Apres chir. E
= ER+ — E

HER2- N
= anypT |
= any pN g

1 seul document d’info
et consentement éclairé pour

GGl haut

N=1,080

R

Stratification
pN, G8, centre

screening et randomisation
S Low GGl
N=900
All patients Lee score, G8, CCI, polypharmacy (baseline, 4 years)
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Ré | Régional de Ca BORDEAUX | “ex

_~ BN
el cT T

ET according to standard guidelines > 5 years

CT: 4 cycles q3w + G-CSF
AC, MC (non pegylated liposomal doxorubicin) or TC

Radiotherapy according to standard guidelines

s> No CT recommended

(cohort)

Randomized patients IADL, MMSE, QLQ C30 & ELD15, socioeconomic, willingness, blood & serum (baseline, 3 months, yearly x 4 years)
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Résumeé des méthodes, caractéristiques des patlentes,
tumeurs et traitements

= Objectif principal: démontrer le bénéfice sur la SG de la chimiothérapie
adjuvante dans le groupe GGI haut

= Statistiques:
= Etude de supériorité (réduction du risque de déces a 4 ans de 39%; HR 0.61)
= Puissance 90%; alpha 0.05 bilatéral

= Caracteéristiques des pts, tumeurs et ttt
= Non adhérence au traitement: bras CT->HT 20,5% (*) ; bras HT 0,6%

= Toxicité: bras CT->HT 3 pts (0,6%)

(*) similaire & d'autres études (MINDACT, TAILORX, RxPONDER)
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Survie globale (ITT) dans le groupe GGI haut

Réseau Régional de C

100

%0 CT-2ET

80

701 ET 4-year OS | 89.4 (86.3-91.7)
60
N 4-year OS | 90.6 (87.7-92.9)

median follow-up
5,94 years

Overall survival probability (%)

40
0.79 (0.60-1.03)
30
. p 0.08
10 4 Allocated treatment Events/Total 4 years Survival HR (95% CI)
— ET 118/548 89.4 (86.3-91.7%)  Reference
— CT->ET 96/541  90.6 (87.7-92.9%) 0.79 (0.60-1.03)
0 - Logrank P-value: 0.0815 + Censor
T T T T T T T T T
0 1 2 3 4 5 6 7 8

Time since random assignment (Years)
Patients at Risk

ET

548 522 493 467 406 358 202 113 33
CT->ET

541 495 481 458 397 355 204 139 46

Etienne BRAIN
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SG: diagramme de Forest (ITT) dans le groupe GGI haut
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>8 168 (62) ¢ — ] 08 04910133
GG 0.8518
High 708 (157) —a— 0.78 0.57 to 1.07
Eq 380 (57) | - i 0.81 0.481to1.37
AGE 08512
. ==T5 617 (98) —a— 0.72 0.48 1o 1.07
=75 470 (118) —a— 082 05710118
pN 07003
NO 582 (90) | = | 0.87 0.57 to1.31
N1 490 (120) —a— 077 054tk01.1
G ‘ 0.4314
=14 432 (113) } - 0.84 05810121
=14 646 (98) —a— 0.68 0.45 10 1.01

0 05 1 15
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GGI signature pronostique T

Réseau Régional de Cancérologie

100 100 .
iy 1.1 LTI
e low
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Genomic grade (GG) Events/Total 4 years Survival HR (95% Cl)
domisati Events/Total 4 Survival HR (95% Cl) 10 4 Low GG 79/732  95.2(93.3-96.5%) Reference
10 randomisation vents/Total 4 years Surviva (] rammns o, R
m—  Randomized patients 214/1089 90.0 (87.9-91.7%) 1.89 (1.48-2.42) I-EQh%GG 1552‘?78%]76 g;i (31112-2330;[0 ;g; q ;EIJ 5:1”13)
cohort 93/880  04.5 (92.7-95.9%) Reference 9 4 (84.6-89.7%) 2.37 (1.81-3.11)
0- Logrank P-value: <.0001 + Censor 0 Logrank P-value: <.0001 + Censor
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s 5 i s s 1 . o 1z 3 4 5 & 1 8
Time since random assignment (Years) _ _ Time since random assignment (Years)
Patients at Risk Patients at Risk
Randomized patients Low GG
1089 1017 974 925 803 713 406 252 79 732 713 701 672 601 532 319 209 90
cohort EQ GG
880 782 765 729 648 576 340 219 93 387 364 352 337 301 274 145 86 22
High GG
716 664 632 595 507 444 264 167 57
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Survie globale (per protocol) dans le groupe GGI haut

100

% CT2ET 1,7%

80

4-year OS | 89.3 (86.2-91.7)
50 - 4-year OS | 91.0 (87.8-93.4)
40

~
o
1

ET

[o)]
o
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median follow-up
5,94 years

Overall survival probability (%)

201 0.73 (0.55-0.98)
20
10 Allocated treatment Events/Total 4 years Survival HR (95% CI)
— ET 118/545 89.3 (86.2-91.7%)  Reference
— CT->ET 76/430  91.0 (87.8-93.4%) 0.73 (0.55-0.98)
0 - Logrank P-value: 0.0337 + Censor
T T T T T T T T T
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Time since random assignment (Years)
Patients at Risk

545 519 490 464 403 356 200 112 33

430 411 402 385 339 310 173 118 36
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Messages de I'étude ASTER pour demain matin

= | e test GGI est pronostique mais ne permet pas d’identifier une
population qui bénéficie de la chimio. adjuvante (ITT)

= La majorité des patientes ne décedent pas de leur cancer du sein
avec un recul de 4 ans:

— GGI haut: 56-58%; GGI bas: 70%
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Messages de |'étude ASTER pour demam matm

= | e test GGI est pronostique mais ne permet pas d’identifier une
population qui bénéficie de la chimio. adjuvante (ITT)

= La majorité des patientes ne décedent pas de leur cancer du sein
avec un recul de 4 ans:

— GGI haut: 56-58%; GGI bas: 70%

= « On se calme et on arréte les extrapolations ».
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Merci de votre attention !




