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Radioterapia adjuvante

A radioterapia adjuvante em cancer de mama e utilizada apos cirurgia
conservadora ou mastectomia para evitar recaida local ou regional

A indicacao, dose e volume de tratamento depende do tipo de cirurgia
e do estadio clinico

Nos ultimos anos o perfil molecular tem influenciado na deciséo de
Indicar ou de descalonar dose e volume de radiacao

Ainda nédo ha estudo prospectivos e randomizados especificamente
para os diferentes subtipos de tumores, porém, esses fatores tém sido
utilizados para estratificacao
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Subtipo e recaida loco-regional

Recaida loco-regional apés cirurgia conservadora

LRR rate (%)

Study Median follow-up (y) Patients (n) Luminal A Luminal B HER2 4" TNBC
Nguyen et al (64) 5 793 0.8 1.5 8.4 7.1
Arvold et al (25) 5 1434 0.8 2.3 10.8 6.7
Millar et al (65) 5 498 1.0 4.3 7.7 9.6
Voduc et al (15) 10 1461 8 10 21 14

Recaida loco-regional ap6s mastectomia

LRR rate (%)

Study Median follow-up (y) Patients (n) Luminal A Luminal B HER2 -+ TNBC
Kyndi et al (26) 5 498 2 3 13 21
Voduc et al (15) 10 2985 8 14 17 19

* N&ao receberam Trastuzumab adjuvante
e



Quais situacdes o subtipo pode influenciar na
radioterapia adjuvante?
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A Omisséo da radioterapia apos tratamento conservador
A Radioterapia parcial da mama
A Radioterapia pés-mastectomia

A Radioterapia das drenagens linfaticas




Omissao da radioterapia apos tratamento conservador



Estudos fase lli

A CALGB 9343
A PRIME I

A TORONTO



CALGB 9343

R
A 319: TAM
N
T1INOMO D
RE + O
IdadeO 70 an|lo's
636 I\I/I
Z
[E) 317: TAM + RT




CALGB 9343

VOLUME 31 + NUMBER 19 JULY 1 2013

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Lumpectomy Plus Tamoxifen With or Without Irradiation
in Women Age 70 Years or Older With Early Breast Cancer:
Long-Term Follow-Up of CALGB 9343

Kevin S, Hughes, Lawren A. Schmaper, Jennifer R. Bellon, Constance T, Cirrincione, Donald A. Berry,
Beryl McCormick, Hyman B. Muss, Barbara L Smith, Clifford A, Hudis, Erie P Winer, and William €. Wood

Hughes, KS, et al. J Clin Oncol 2013
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SLD, indice de mastectomia e morte por cancer iguais

43% morreram em 10 anos, sendo de apenas 7% por cancer

Hughes, KS, et al. J Clin Oncol 2013
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Toronto trial

RL 10 anos

TAM 13,8%

TAM + RT 5,3%
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Toronto trial
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Toronto trial

Identification of a Low-Risk Luminal A Breast Cancer
Cohort That May Not Benefit From Breast Radiotherapy

Andlise imunohistoquimica de 501 blocos / 769

Liu, FF et al. J Clin Oncol 2015
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Toronto trial
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Toronto trial
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Estudos prospectivos em andamento para omissao da RT

Criteria
Study Cohort Age (y) Pathologic Receptor Other
LUMINA (31) Prospective multicenter =60 Unifocal stage 1 (pNO); ER+, PR+, HER2~ Luminal A wumors (by
cohort study in Canada lumpectomy, negative IHC: centralized Ki67
margins (2 mm), no not >13%)
lobular, no EIC, no
LVI no grade 3
IDEA (32) Prospective multicenter 50-69  Unifocal stage I (pNO); ER+, PR+, HER2— Low Oncotype-DX
cohort study in USA lumpectomy. negative RS (<18)

margins (2 mm)
PRECISION (33) Prospective multicenter 50-75  Unifocal, stage 1 (pNO):  ER+., PR+, HER2— Low-risk PAMS0 score
cohort study in Boston lumpectomy. no ink on
tumor; no grade 3
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Radioterapia parcial da mama
Critérios de selecéo

Critério ABS ASBS ASTRO
Idade O 45 anos|lO 45 anos|O 50 anos
Histologia CDl e CDI, CDIS e CDlI e outros

Adenocarcinoma | Adenocarcinoma favoraveis
Tamanho O 3 cm O 3 cm O 2 cm
Margens Negativas Negativas O 2 mm
Axila Negativa Negativa Negativa




o Do Do Do I»

Estudos fase lli

TARGIT AT Intraoperatoria
ELIOT 1 Intraoperatoria
BUDAPESTE 1 Braquiterapia
GEC i1 ESTRO - Braquiterapia

UK LOW IMPORT TRIAL i Radioterapia externa




ELIOT

654: RT 50 Gy + boost 10 Gy

1305
481 75 anos
TU O 2,
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651: IORT com 21 Gy




Articles I

4444444

early breast cancer (ELIOT): a randomised controlled
equivalence trial

Umberto Veronesi, Roberto Orecchia, Patrick Maisonneuve, Giuseppe Viale, Nicofe Rotmensz, Claydia Sangalli, Alberto Luini, Paolo Veranesi
Viviana Galimberty, Stefano Zumda, Maria Cristina Leonardi, Roberta Lazzari, Fedenca Cattany, Oreste Gentilini, Mattia Intra, Pietzo Caldarella,

Retting Ralkardini

Veronesi U, et al. Lancet Oncol 2013



ELIOT

Resultados em 5 anos

Recidiva local

4,4% (IORT) Vs 0,4% (WBRT)

A
Sobrevida global
96,8% (IORT) Vs 96,9% (WBRT)
Log-rank p=059

HR 11 (95% 0 07-3-9)

Veronesi U, et al. Lancet Oncol 2013



ELIOT

Fatores preditivos para recidiva local

FATOR RL (%) p
T (cm)
<1,0 1,9
1,07 1,5 4,2
1,57 2,0 4.7
>2.0 10,9 P=0,006
Grau
1 1,1
2 3,8
3 11,9 P=0,0003
Perfil molecular
Luminal A 1,4
Luminal B 49
Her2+ 59
Triplo negativo 18,9 P=0,001
Ki 67
< 14% 1,8%
147 20% 1,4%
> 20% 9,1% P=0,002

Veronesi U, et al. Lancet Oncol 2013



UK IMPORT LOW Trial
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Articles I

Partial-breast radiotherapy after breast conservation surgery @ ®
for patients with early breast cancer (UK IMPORT LOW trial):

5-year results from a multicentre, randomised, controlled,

phase 3, non-inferiority trial

A Seguimento mediano = 72 meses

A Recidiva local em 5 anos:
A WBRT 40 Gy: 1,1%
A WBRT 36 Gy / PBI 40 Gy: 0,2%
A PBI 40 Gy: 0,5%

Coles, CE, et al. Lancet 2017



Articles I

Partial-breast radiotherapy after breast conservation surgery @y ®
for patients with early breast cancer (UK IMPORT LOW trial):

5-year results from a multicentre, randomised, controlled,

phase 3, non-inferiority trial

5= —— Whole beeast
— Reduced dose
—— Partial broast
4 -

HR ... 0-33 (95% C1 0-09-1-20);

p value for non-inferiority: whole breast vs reduced dose=0-003
3= HR,., 065 (95%CI0-23-1:84)

p value for non-infedority: whole breast vs partial breast=0-016

Risk of local relapse ( %)

|

Coles, CE, et al. Lancet 2017



Radioterapia pos mastectomia



Effect of radiotherapy after mastectomy and axillary surgery > @ ™ @
on 10-year recurrence and 20-year breast cancer mortality:
meta-analysis of individual patient data for 8135 women in

22 randomised trials

EBCTCG (Early Breast Cancer Trialists’ Coilaborative Group)* m

A Metanalise 22 trials randomizados
A 8135 mulheres

A Mastectomia + EA +/- RT

A N+: 72%

EBCTCG, Lancet 2014




Effect of radiotherapy after mastectomy and axillary surgery @ “& ®
on 10-year recurrence and 20-year breast cancer mortality: o
meta-analysis of individual patient data for 8135 women in

22 randomised trials

EBCTCG (Early Breast Cancer Trialists’ Collaborative Group)* m
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Locoregional recurrence first (%)

Effect of radiotherapy after mastectomy and axillary surgery 2> W +k @

on 10-year recurrence and 20-year breast cancer mortality:
meta-analysis of individual patient data for 8135 women in
22 randomised trials

EBCTCG (Early Breast Cancer Trialists’ Collaborative Group)*
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Locoregional recurrence fiest (%)

Effect of radiotherapy after mastectomy and axillary surgery @ x ®
on 10-year recurrence and 20-year breast cancer mortality: o
meta-analysis of individual patient data for 8135 women in
22 randomised trials

EBCTCG (Early Breast Cancer Trialists’ Collaborative Group)*
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2887 paciente: Antraciclico +/- Taxano

RE +
337 (49%): QT => RT 73%
684
T1i T2
17 3Lns +
Mastectomia
347 (51%): QT 69%

Zeidan YH, et al. Int J Radiat Oncol Biol Phys 2018
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® JNCI 21-Gene Recurrence Score and Locoregional
Recurrence in Nod&ositive/ERPositive
Breast Cancer Treated With Cherimdocrine

Therapy
[Te]
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Mammounas EP, et al. J Natl Cancer Inst 2017



s j\(l 21-Gene Recurrence Score and Locoregional
Recurrence in Nodéositive/ERPositive
Breast Cancer Treated With Cherrmdocrine

Therapy
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NSABP B 1 28

10-year CIF (%) in Recurrence Score

Clinical Factor Subsets No. events /No. Pts Low [ntermediate High Pt
Treatment

AC 42/519 34 8.3 13.2 004

AC+P 38/546 3.1 6.2 113 04
Surgery

Lump.+ RT 34/461 3.0 8.7 11.0 02

Mastectomy 46/604 35 59 129 004
Age, years

<50 41/511 34 74 11.1 09

=50 39/553 3.2 7.0 13.8 001
Tumor size, cm

<20 20/351 2.6 6.1 71 54

=21 60/714 3.9 8.1 153 <.001
No. of positive nodes

1-3 40/722 3.2 5.1 79 12

>4 40/343 3.5 116 001

Mammounas EP, et al. J Natl Cancer Inst 2017




Estudo Chinés

R 315 QT Adjuvant chemo Adjuvant chemo + radio P
A No. % No. 3
Age, years
N <50 195 619 227 62.0 >0,05
>50 120 35,1 139 38.0
681 D Tumor size
Triplo negativo || O 2o g a1 361 >0.05
. 2.1-50¢cm 196 622 234 639
2001 | 2006 M Nodal status
NO 263 83.5 295 80.6 >0,05
EC I e ” I Ni1-3 47 149 62 169
Mastectomia Z g * b 4 =
Clinical stage
A Stage | 233 74.0 259 708 50,05
Stage 1l 82 26.0 107 292
D
@) 366: QT => RT

QT: 6 x CMF ou FAC
RT:50Gy no plastrtdioe dr enagetisf+se O 2
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Contents lists available at ScienceDirect
Radiotherapy

Radiotherapy and Oncology

I SEVIER journal homepage: www.thegreenjournal.com

Phase Il randomised trial

Adjuvant chemotherapy and radiotherapy in triple-negative breast carcinoma:
A prospective randomized controlled multi-center trial

Wang J, et al. Radiotherapy and Oncology 2011



Estudo Chinés
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Andlise retrospectiva do MSKCC
200071 2009

233 pacientes EC Il e lll

QT neo-adjuvante => Mastectomia => RT

Triple negativo: 24%

Yang TJ, et al. Annals of Surg Oncol 2015



