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INntroaucao

O cancer de mama representa 29.7% de todos 0s tipos de

cancer no Brasil.
https://www.inca.gov.br/estimativa

« Radioterapia (RT) € uma parte importante no tratamento do
cancer de mama.

» O fracionamento convencional (1.8-2 Gy/dia) foi usado




INntroaucao

* O hipofracionamento & &8
extremo era usado C
nos primeiros 30 anos
do seculo XX.

e Controle tumoral
pobre e
complicacoes
severas nos tecidos
normails.

Hypofractionated and Stereotactic Radiation, A Practical Guide. 2018
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 (Gracas ao avanco da
tecnologia nos ultimos
anos ha tratamentos
altamente
conformados.
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ORIGINAL ARTICLE

Long-Term Results of Hypofractionated
Radiation Therapy for Breast Cancer
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Local Recurrence (%)

|

Years since Randomization

No. at Risk

Standard regirmen ¢12 597 578 552 550 553 460 485 470 449 410 317 218
HYF"“H”""*“"] 622 609 592 55% 548 524 5C0 472 447 430 406 330 214
regimen
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50 Gy (251x) vs 42.5 Gy (161x)

Hypofractionated regimen
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Survival (%)
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Years since Randomization

No. at Risk

Standa-‘d regiman €612 606 594 583 573 589 535 519 505 487 453 355 242
}-ypofracuo'\ated 622 617 BOS 592 575 Se6Z 539 517 495 482 455 359 241
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Table 1. Late Toxic Effects of Radiation, Assessed According to the RTOG-EORTC Late Radiation Morbidity Scoring
Scheme.*

Site and Grade 5Yr 10 Yr

Standard Regimen  Hypofractionated Standard Regimen  Hypofractionated
(N =424) Regimen (N =449) (N =220) Regimen (N =235)

percent of patients

6.4
2.5

0%

1

Subcutaneous tissue

2
3

N ENGL MED 362, 2010




>% @ The UK Standardisation of Breast Radiotherapy (START)
~ trials of radiotherapy hypofractionation for treatment of
early breast cancer: 10-year follow-up results of two

randomised controlled trials

Joaane § Hawland, | Roger Dhwen, Jahn A Dewer, Rayv K Agraval, |ane Gerrett, Peter | Bareete-! eg, 1 Jane Dabns, P elope Hopuwao
Pol A Luwlon, Broan ) Magee, Judith M, Sundea Snormons, Mark A Svdenbiam, Karen Veriables,
START Triulisis"Crovpt

e START A N=2236, pT1-3,NO-1. 77%>50 anos.
29% N+, 15% mastectomia.

Braco 1: 39 Gy/13; Braco 2: 41.6 Gy/13; Braco 3: 50 Gy/25.
Todos tratamentos em 5 semanas. 61% receberam boost.

« START B N=2215,pT1-3,0NO-1. 79% >50 anos.
23% N+, 8% mastectomia

Braco 1: 40 Gy/15 (3 semanas); Braco 2: 50 Gy/25. 43%
receberam boost.

The Lancet Vol 14 2013
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Figure 3: Late normal tissve effects
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InSTART-A (8) and START-E (B). physicians

The Lancet Vol 14 2013




Special Article

Radiation therapy for the whole breast: W) o
Executive summary of an American Society for
Radiation Oncology (ASTRO) evidence-based

guideline

Benjamin D. Smith, MD **, Jennifer R. Bellon, MD ®, Rachel Blitzblau, MD, PhD °,
Gary Freedman, MD ¢, Bruce Haffty, MD ¢, Carol Hahn, MD ¥, Francine Halberg, MD ¢,
Karen Hoffman, MD ?, Kathleen Horst, MD ", Jean Moran, PhD ',

Caroline Patton, MA!, Jane Perlmutter, PhD ¥, Laura Warren, MD ®, |
Timothy Whelan, BM, BCh t Jean L. Wright, MD ™, Reshma Jagsi, MD, DPhil"’

Table 1 Patients for whom consensus supports use of HF-WBI: A comparison of the 2011 and 2018 ASTRO Guidelines *

Factor
Age
Stage

Chemotherapy
Dose homogeneity

2011 Guideline 2018 Guideline

=50 years Any
T1-2 NO Any stage provided intent is to treat the whole breast
without an additional field to cover the regional lymph nodes
None Any chemotherapy
+7% 1n the central axis Volume of breast tissue receiving >105% of the prescription dose
should be minimized regardless of dose-fractionation



Recommendations for hypofractionated
whole-breast irradiation

Author. SBRT, Brazilian Society of Radictherapy
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Hypofractionated versus conventional fractionated
postmastectomy radiotherapy for patients with high-risk
breast cancer: a randomised, non-inferiority, open-label,
phase 3 trial

Shu-Liart Wany *, Kui Fung®, Yong-Wen Sony, Wei-Hu Wany, Chen Hu, Yue-Ping Liv, Jing lin, Xin-Fun Liu, Zi-Hav Yu, Hua Ren, Ning Li,
Ning-Ning Lu, Yu Tang, Yuan Tang, Shu-Nan Qi, Guang-YiSun, Ran Peng, Shuai Li, Bo Chen, Yong Yang, Ye-Xiong Li
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Hypofractionated breast radiotherapy for 1 week versus
3 weeks (FAST-Forward): 5-year efficacy and late normal
tissue effects results from a multicentre, non-inferiority,

randomised, phase 3 trial

Aunan Moy B, fosone S Hesiferd?, Dvoven A Wheativg, Mk 4 Sydendions, Aol Alfosa, David | B o fvdd, Coarlin: Chen,
wark T, Susan Cleatar, Coorlotte £ Col2s, Andrew Coodrian, Adnan Hemett, Penziope Hopv.ood, Anns M Kirky, Chone CKinwar,
Carzbpr JAorric, Zobd Nali, Flinos Sawpaer, Mav/i Sevnzia by Fika Stoee, fubid Sypociibos Joditn (4 BN, fobn 8 Yarmally, an kbl of te

FAST-Fonwerd Thal Maraganient Sroug

* N=4096, pT1-3,pNO-
N1,MO

e 472Gy N 25 fractions
243Gy nhwe fractizre
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27 Gy em 05 fracdes (1
200y ve 400Gy hazard retio V86 (55R JIV S1to 124

Se m a N a) L-year sifference —0- 4% (94% O -1 0 tc U Y); ~on-inferiarity p=L 0022

25 Gyve 40 Cy: hazard ratiz 067 156% C1 038 to 1-15);
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26 Gy em 05 fragées (1 Time cince randomisatizn {years)
semana)

The Lancet vol 395 2020



Any adverse event in the
breastor chest wall®

40Cy
27 Gy
26 Gy
Broastd stortiont
40Cy
277Gy
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Braast shrinkacef
40 Cy
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26 Gy
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2 ())0
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Broast or chestwall
ooadama

40 Cy

2/ Gy

26 Gy
Braast o chestwall
d sccmfert

40Cy

277Gy

26 Gy

Number of modearate or
marked cventsjtotal
number of assessments
cver follovs-up

£51,/6121 (10 E%)
1004,6303 (15:9%)
/74632 (12 2%)

732,5724 (4 0%)
363/5953 (6-1%)
2935945 (5-0%)

332/5728 (5 8%)
502/5944 (8-5%]
363/5943 (6 2+

18L5/13 (2.4%)
3045948 (4 1%
235/5937 (4.0%)

455/12 (U-8%)
137/5943 (7:3%)
97/5930 (1 (%)

63,6087 (1.0%)
102,/6272 (L-6%)
103,/6300 (L-6%

83/6037 (L 5%)
21716237 (3.4%)
155/6318 (2-4%)

234/ K0%h [3-5%)
P63/h295 (4:3°¢)

2526309 {4-9%)

e 26 Gy fol equivalente a
40 Gy em todas as
avallacoes de
toxicidade, exceto:

1- Enduracao da mama:
0,8% vs 1.6%

2-lelangiectasia: 1% vs
1.6%

3- Edema da mama:
1.5% vs 2.4%

The Lancet vol 395 2020



* Existem beneficios 6bvios para os
pacientes e os sistemas de saude
com 0s tratamentos mais curtos,
particularmente no momento atual,
e de fato, a pandemia do COVID
acelerou a adocao do cronograma

de 26 Gy em todo 0 mundo”. Joane
S. Haviland, MSc, of Institute odf Cancer
Research in London.

" Este € um trabalho muito
importante. Acho que este € um
dos ensaios mais importantes dos
ultimos anos. Realmente mudou a

pratica” . Ben Slotman, MD, PhD, do Vrije
Universiteit Medical Center, Amsterdam.
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Can the Adoption of Hypofractionation Guidelines
Expand Global Radiotherapy Access? An Analysis
for Breast and Prostate Radiotherapy

Omoruyi Credit Irabor, MBBS, MPH"?; William Swanson, MS'*; Fiza Shaukat, BS?; Johanna Wirtz"; Abba Aji Mallum, MD®;
Twalib Ngoma, MD’; Ahmed Elzawawy, MD?; Paul Nguyen, MD?; Luca Incrocci, MD, PhD?; and Wilfred Ngwa, PhD*:%
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Intraoperative irradiation for early breast cancer (ELIOT):
long-term recurrence and survival outcomes from a

single-centre, randomised, phase 3 equivalence trial

Roberto Orecchia, Umberto Veronesi®, Patrick Maisonneuve, Viviena Enrica Gelimberti, Roberta Lazzan, Paolo Verones), Barbara Aligja Jereczek-Fossa,
Federica Cattani, Claudia Sangall, Alberto Luini, Pietro Caldarella, Marzo Venturino, Daniele Sances, Stefano Zurida®, Giuseppe Viale,

Maria Cristina Leonardit, Mattia Intraf

48-7/5 anos.

Carcinoma unicentrico
medindo até 2.5 cm.

LN axilar negativo.

50 Gly(,25fx) + 10 Gy(5fx) vs
Dose Unica 21 Gy (ELIOT).

Objetivo Primario:
Recorréncia ipsilateral.

The Lancet Vol 22 2021



Intraoperative irradiation for early breast cancer (ELIOT):
long-term recurrence and survival outcomes from a
single-centre, randomised, phase 3 equivalence trial

Roberto Orecchia, Umberto Veronesi®, Patrick Maisonneuve, Viviana Enrica Galimberti, Roberta Lazzari. Paolo Veronesi, Barbara Aligja Jereczek-Fossa,
Federica Cattani, Claudia Sangalli, Alberto Luini, Pietrc Caldaraila, Marzo Venturine, Daniele Sances, Stefano Zurridc™, Giuseppe Viale,

IMaria Cristina Leonardit, Mattia lntrat

1305 patients errolled and randomly assigned

v

| 654 assigned to WEI

53 exrlnded dining or atter surmery
i5ineligble
19 kenign or in-situ tumrour
12 mltifocel disease
1 Lomiour size >2-5 un’”
3cther reasons?
18 protocel vioktiors
16 patients refused assigned
treatment
1racical mastec-omy
1raciotherapy not dore for severe
cardiomyopathy

v
601 patients in per-prctoco population

v

v

‘ 651 assignad to ELIOT

X

ah ave udee during or after surgery
sUineligible
15 benign or n-situturour
17 maltifocal diszesz
10 tuimww size >2-5anr”
4 metastatic dizease
4 otherreasonst
16 protecol violations
1 patient ratused assicned
treatment
14 dysfunct on of intraoperative
radiotherapy machine
L inraoperative radiotherapy not
done under lccal anaesthasiz

£8C patients in der-protacol popuation

-

A pele mantém-se intacta e
cirurgia plastica pode ser
facilmente realizada se
necessario.

Aplicacéo unica ao inves de 6
semanas.

N&o existe atraso na
administrac&o da radioterapia,
caso seja necessario
quimioterapia.

Completa protecdo em pulmao
e mama contralateral.

H54 patientsin intention-to-treat populatin 651 patients in intentinn-to-treat population

The Lancet Vol 22 2021




— WBI

— ELIOT
HR 4-62 (95% CI 2.68-7-95),
Gray's test p<0-0001
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) Time since randomisation (years)
Number at risk

(number censored)
ELIOT 651(0) 563(2) 474 (27) 126 (324)
WBI 654 (0) 578 (6) 492 (43) 160 (329)

The Lancet Vol 22 2021
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— WBI

— ELIOT
HR 1.03 (95% C1 0-77-1.36),
log-rank p=0-85

Overall survival (%)

nJ
o

5 10
Time since randomisation (years)
Number at risk
(number censored)
ELIOT 651 (0) 628 (2) 562 (29) 169 (392)
WBI 654 (0) 627 (6) 561 (46) 182 (381)

The Lancet Vol 22 2021



Long term survival and local control outcomes from single

dose targeted intraoperative radiotherapy during lumpectomy
(TARGIT-IORT) for early breast cancer: TARGIT-A randomised
clinical trial

Jayant S\ ald\,.l Viax Bulsara,’ MI(. ael Baum, Frederik Wenz,® Samuele NU sarut,?

Steffi Pigorsch,” Michael Alvarado,” Mict lae | Douek,” Christobel Sauncers, Hn nri< L Flyger
J:J.f"ang Eiermann,” Chris Brew-Graves,’ Norman R Williams," Ingrid Potyka,’

Nichalz Frl)mtc ! Marcelle Barnstein,-© Douglas Brown,'* Elena Qra.k,?" Siobhan Laws.’
Mare >Ltt¢>rlu an my Corica,”* Steinar Lundgren,>*® Dennis H| mes,'” Lorenzo Vinante,’
FF nando anz: g M’11 rserrat PLGc 20 Nh"dll Le B anc-0On frrn,  GlUntker Gruber,*
Woaiciech Palko m.l i “ Konstantin | Dedes.*" Marcus Niewalc,?’ Jens Blrulﬂmar“'

Cavid McCre a1~ 27 Richarc Hoefer ?® Pond Kelemen 2 Glariz Patralia,®® Ma ~ Fa zon *
David | Josenh,- 'pr“rey Tobhias?*

12298
Eligibility
Age =45 yz=ars
Diagrosis established by needle hiopsy
Unifocal invasive ducta' carcinoma preferably <3.5 cm, cNO-N1 (MRI not required)
Breast conserving surgery feasible

A
f Randomise 1
§ 1140, 11158

Risk adapted radiotherapy Conventional radiotherapy
TARGIT-IORT focused to tumour bed and deliverad Standard fractionated whole breast
in single dose with Intrabeam during lumpectomy EBRT over three to six weeks

If high risk factors are found on final

pathology, supplemental EBRT recommended

BMJ 2020




Long term survival and local control outcomes from single
dose targeted intraoperative radiotherapy during lumpectomy
(TARGIT-IORT) for early breast cancer: TARGIT-A randomised

clinical trial

layant S Vaidya,' Max Bulsara,” Michael Baum, Frederik Weriz,* Samuele Massarut,®

Steffi Pigorsch,® Michael Alvarado,” Michael Douek,” Christobel Sauncers,® Henri< L Flyger,®
Wolfgang Eiermann,® Chris Brew-Graves,” Norman R Williams,! Ingrid Potyka,’

Nichalze Roberts,! Marcelle Bernstein,° Douglas Brown,!* Elena Sperk,® Siobhan Laws,!?
Mare Stttarlin,*® Tammmy Corica, - Steinar Lundgren,'>*® Dennic Hoimes, '’ Lorenzo Yinante, 2
Fernando Bozzz,'* Mantserrat Pazos,*™ Magali Le Blanc-Onfroy,** Gunther Gruber,*?
Walciech Palkowski,** Konstantin | Dedes,*" Marcus Niewale,?® Jens Blokmer,?

Ravid MeCready,?” Richare Hoefer,”® Pand Kelemen,?® Glariz Petralia,®® Mary Falzon,*

David | Josenh,-" Jefrey S Tobias??

Seguimento Médio de 8.6 anos
Sem diferenca significativa foi encontrada:

- Sobrevida Livre de Recorréncia Local.

- Sobrevida Livre de Mastectomia.

- Sobrevida Livre de Doenca a Distancia.
- Sobrevida Global. \ i
- Mortalidade por Cancer de Mama. ' L “L’“» ”%;) -

- Mortalidade por outras causas foi significativamente menor. -

BMJ 2020
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BMJ 2020



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,
. . . L
phase 3, non-inferiority trial
Charlotte £ Coles, Clare L Griffin, Anna M Kirby, Jenny Titley, Rojiv K Agrowad, Abdulla Alhasso, Indvani S Bhattacharye, Adricn M Brunt, m
Laura Gwlionis, Charlie Chan, £Elen M Donovan, Marie A Emson, Adrian N Harness, fjoanne 5 Havilond, Penelope Hopwood, Monico L Jefford,

Ronald Kaggwa, Elinor | Sawyer, Isabel Synaikus. Yat ¥ Tsang, Duncan A Wheatley, Maggie Wilcox. John R Yarnold*, judith M Bliss™, on behalf of
the IMPORT Tnchsesy

Control Testarm 1 Test Arm 2

40 Gy in 15
fractions

fractions .
fractions

The Lancet 2017




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

Charlotte E Coles, Clare L Griffin, Anna M Kirby, Jenny Titley, Rojiv K Agrowad, Abdulla Alhasso, Indvani S Bhattacharya, Adricn M Brunt, m
Laura Giwlionis, Charlie Chan, Elen M Donovon, Marie A Emson, Adrian N Harness, joanne 5 Havilond, Penelope Hopwood, Monico L Jefford,

Ronald Kaggwa, Elinor | Sawyer, Isabel Syndikus. Yat ¥ Tsang, Duncan A Wheatley, Maggie Wilcox. John R Yarnold*, judith M Bliss™, on behalf of

the IMPORT Tnchsesy

Critério de inclusao Critérios de Exclusdo

Mulheres de 50 anos ou mais.

- Metastase a distancia.
Realizaram cirurgia
conservadora para doenca

invasiva unifocal. - Malignidade prévia de qualquer
tipo.

Grau 1-3.

Tumores com 3 cm ou menos. « Realizaram mastectomia.

0-3 linfonodos. e :
- Receberam quimioterapia

Terapia enddcrino foi permitida. neoadjuvante ou adjuvante.

Margens cirurgicas de 2 mm ou
mais.
The Lancet 2017



Partial-breast radiotherapy after breast conservation surgery @y ®)
for patients with early breast cancer (UK IMPORT LOW trial): B
5-year results from a multicentre, randomised, controlled,

phase 3, non-inferiority trial

Charlotte E Coles, Clare L Griffin, Anna M Kirby, Jenny Titley, Rojv € Agrowal, Abdulla Alhasso, indvani S Bhattacharye, Adrion M Brunt, m
Laura Gwlionis, Charlie Chan, £Elen M Donovan, Marie A Emson, Adrian N Harness, fjoanne 5 Havilond, Penelope Hopwood, Monico L Jefford,

Ronald Kaggwa, Elinor | Sawyer, Isabel Syndikus. Yat ¥ Tsang, Duncan A Wheatley, Maggie Wilcox. John R Yarnold*, judith M Bliss™, on behalf of

the IMPORT Tnakses;

Whole breast Reduced dose Partiad breast  Total

Cumulative 5-year cumulative  Hazard ratio*

Local relapse
Whole breast
Reduced dose
Partial breast

Local-regicnal relapse

Whole breast
Reduced dose
Partial breast
Distant relapse
Whole breast
Reduced dose
Partial breast

number of
everts, n/N (%)

Q/674 (1%)
3/673 (<1%)
6/669 (1%)

9/674 (1%)
3/673 (<1%)
8/669 (1%)

13/674 (2%)
10/673 (1%)
12/669 (2%)

Any breast-cancer-related event

Whole breast
Reduced dese
Partial breast

All-cause mortality

Whole breast
Reduced dose
Partial breast

33/674 (5%)
24/673 (4%)
33/669 (5%)

40/674 (6%)
39/673 (6%)
37/669 (6%)

incidence, %
(95%Cl)

1.1% (0.5-2.3)
0.2% (0.02-1-2)
05%(0.2-14)

11%(0523)
0-2% (0.02-1-2)
0-8%(03-1.8)

1.4% (0-7-2:6)
1.5% (0.8-2.8)
1.6% (0-8-2.9)

37% (2:554)
3.4% (2:2-5-1)
40% (2.8-5.9)

5:0% (3-6-7-0)
41% (2.8-59)
37%(2:554)

(95% C1)

1
0-33 (0:09-1.20)
065 (0.23-1.84)

1
0-33(0:09-1.21)
083 (034-2.27)

1
0-77(0-34-1.75)
0-92 (0-42-2.03)

1
0-71(0-43-1.22)
1.00 (0-€2-1.62)

1
0-97 (0-62-1-50)
091 (0-58-1.42)

(n=674)
Loa relmpse 9* (3%)
Wikhin radictherspy felds 9[1%)
Boedeline with radiotherapy Held 0
Net dotumented o
Contralateral breast second pr mary 12 i%)
lrvasive 101%)
CCIs 2 [<1%)
Non breast meond primary BB
Colorectal 105 (1%
Lung 115 (2%)
Cymaecologicd S [1%)
Ctherfl 411%)
Oescphagus 0
Pascreas 1. <1%)
Lymphoma 0
Ganitovrinary 3<%
Head and neck 1[<1%)
Liver
Cancer of urkncwn primary
Peritoneal
Sarcoma
Deaths
Breast ancer
Secord cances
Cardiac
Cerelwonvancular ace dent
Puimenary embolism
Other

L nknavwn

(n=673)
37 (=2%]
L[<1%)
0
2 («1%)

13(2%)

11 (2%)
2 [<1%)

37 (5%)
7(1%)
4(1%)
B1%)
3(<1%)
3(<1%)
2[<1%)
2 («1%)
1(<1%)
2(<1%)
2(«1%)
0
2(<1%)

1 (<1W)

39 (6%)

T (W)

16(2%)
2[«<1%)
2 («1%)
2(<1%)

10[1%)
0

(n=5£9)
6%
41%)
1{<1%)
1(«1%)

A%
12%)
2 (<1%)

an)
l<1%)

%)

37 (6%)

1045 [1%)
12 (2%}
2 {<1%)
1(41%)
0

10 (1%}
2{<1'%)
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(n=2016)
1B (1)
14 (1%)

1({<1%)
J(aw]
3E(2%)
32 (2%)
E(a1m)
ok (5%)
20(1%)
15 (1%)
17 (1%)
El<n)
Gt
H(am
5(a%)
d({<in)
3(<1%]
J(a%]
< (<N
(<)
(1%
116 (G%)
<E (1%)
43 (2%)
§(<1%]
A%,
dl<in)
F(2%)

4(<0%,;




Cumulative number of adverseevents Adverse events at 5 yean

n/N (%) 5-year cumulative

incidence®, % (95% ()

HR(95% Q). p valuet /N (%) F valuet

Protocol-specific items
Breast appearance chianged

Whole breast
Racuced dose
Partizl breas:

Breast smaller
Whole breast
Raduced dose
Partial breas:

Breast harcer or firmer
Whole breast
Recuced dose
Partial breas:

Shoulder stiffness
Whole breast
Raduced dose
Partial breas:

Skin apoearance changed
Whole breast
Racixved dne

Partial breas:
EORTCQLQ-BR23

Arm or sholderpain

Whole breast
Radived dose
Partial breas:
Swollzn arm or hand
Whnle hreasr
Reduced dose
Parnal breas:
Difficulty rzisingarm
Whole breast
Kaouced dose

Partial breas:

158/4:11 (3€%)
123/433(28%)
113/421 (27%)

119/411 (25%)
110/433(25%)
104/421 (25%)

115/411(28%)
74/433 (17%)
38/421({14%)

56/411(14%)
56/433(13%)
58/421 (14%)

53/411(15%)
598/433(14%)
49/421(12%)

98/4.1(24%)
104/433(24%)
§7/421(23%)

21471 (5%)
26/433(5%)
16/421(4%)

42/411(10%)
45/433(10%)
477421 (11%)

477%(411 54.8)
367%(30-6-43-6)
351% (28.7-42-5)

37-3% (3C-94-34.4)
31.9% (26.3-38.4)
347%(27-5-43-0)

353% (28.4-133)
21-0% (16-2-269)
15 3% (12-0-15-4)

10.3% (14.0-26.5)
193%(13.5-26-4)
16.3%(12.0-16.5)

21-0% (15:5-27-9)
17-9% (13.3-24-0)

14-6% (10-4-20-5)

32-6% (26-3-39-9)
30:1% (4.7-36.4)
27-2%(21.5-33-6)

£7%(4.1-95)
98%(52153)
448%(2-7-73)

13-6%(3-2-138)
140%(9-3-198
13.8%(10.1-18.0)

0-74 (0-54-1-00), p=0-051
0-64 (0-46-0 89), p-0-007

0.83 (0.59-1.16), p=D-28¢C
0-78 (0-54~1-11), p~0-162

0:53(0-36-0-79), p~0-002
0-47({0-32-0-71), p<0-0001

0-93(0-64-135) p~0701
106 (0-73-1.54), p=D-756

1.07 (0-68-1.6R), p=0775
0-87 (0-54-1-40) p=0-569

0.94 (D71-1.25), peid-A7R
0-97 (0-73-1-28), p-0-309

119 (0-67-211), p-0-558
0-59 (0-30-1-15), p=0-123

0-9€ (064-150), p=0Y13
1.08 (0-71-1.54), p=0-726

£0/235 (27%)
66/325 (20%)
49331 (15%)

66/294 (22%)
63/326 (19%;]
56/331 (17%)

271292 (9%)
23325 (7%)
15/330 (5%)

12/295 (4%)
221228 (7%)
131331 (4%)

221294 (7%)
331328 (7%)
12/330 |4%)

331297 (11%)
431329 (13%)
24/731 (7%)

5295 (%)
157330 (5%)
2/330 (1%}

10/297 (3%)
171328 (5%) 0-326
15/331 (5%) 05142
(Table 4 continues on next page)
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Cumulative number of adverse avents Adverse events at 5 years

n/N (%)

n/N (%) S-year cumulative
incidenae®, % (85% Q)

HR (95% (), p valuat p valuef

Worst normal-tissue effects

Whole breast

Keduced dose

Partial breast

Breast shrinkage

Whwle breast

Reduced dose

Partial breas:

Breast induration (index)
Whole breast
Reduceddose

Partial breast

134/674 (20%)
108/673 (16%)
94/669 (14%)

79/674 (12%)
70/673 (10%)
€1/669 (9%)

63/674 (%)
A3/673 (6%)
A8/669 (7%)

Rreast induration (ourtside index)S

Whole breast
Reduced dose
Telangiectasia
Whole breast
Reduced dose
Partial breas:
Breast oedema
Whole breast
Reduced dose
Partial breas:
Other radiotherapy related
Whole breast
Reduced dose
Partial breas:

HR=hazard ratio. *Estimated at Syears and 3 months. TLog-rank test. tFisher's exacttest. SNo cases of moderate or marked breast induration (outside index) were reported

i1 the partial-breas: group.

15/674 (2%)
10/673 (1%)

8/674 (1%)
8/673 (1%)
5/669 (1%)

24/674 (4%)
18/673 (3%)
11/669 (2%)

11/674 (2%)
9/673 (1%)
6/669 (1%)

27-b% (22-5-336)
21-1% (1/-2-25°7)
200% (15°6-254)

18-4% (13.7-24'5)
13-6% (10-6-175)
13-9% (10-1-19.0)

12.7% (0-5-16-8)
8.4% (6-.0-11.6)
10.B% (7.7-151)

2:3% (1-4-3-8)
2:1% (1-0-41)

1-6% (0-8-3-3)
30% (1:3-5-8)
0-6% (0-2-1.7)

40% 2-6-62)
32% (2-0-3-3)
1.7% (0-9-3-0)

1-7% (1-0-31)
1.4% (0.7-2-6)
0-3% (0-4-2-0)

Table §: Clinidan assessmant of moderate or marked late adverse events

1
0-77 (0-60-0-93), p=0-043
069 (0-53-0-90), p=0-006

1
086 (0-62-118), p~0-345
078 (0-56-1-C8), p~0-134

1
0-66 (0.45-0-98), p=0.040
077 (0.53-1.12), p«0-165

1
066 (0-30-1-48), p=0-310

1
096 (0-36-2-57), p=0-976
062 (0-21-1-92), p=0-401

1
074 (0-40-1-37), p=0-338
046 (0-23-0-94), p=029

1
081 (0:34-1.97), p=0-646
055 (0-20-1-49), p=0-234

b0/457 (13%)
48/480 (10%)
49/474 (10%)

41/452 (3%)
37/478 (B%)
33/472 (7%)

21/453 (5%)
13/474 (3%)
24/471 (5%)

2/450 (<1%)
2/464 (<1%)

3/445 (1%)
6/468 (1%)

4/465 (1%)

4/446 (1%)
2/468 (<1%)
0/468

3/457 (1%)
0/480 0-263
0/474 0221
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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

Charlotte £ Coles, Clare L Griffin, Anna M Kirby, Jenny Titley, Rojiv € Agrowad, Abdulla Alhasso, indrani S Bhattacharya, Adricn M Brunt, m
Laura Giwlionis, Charlie Chan, Elen M Donovan, Marie A Emson, Adrian N Harnes:, fjoanne 5 Havilond, Penelope Hopwood, Monico L Jefford,

Ronald Kaggwa, Elinor | Sawyer, Isabel Syndikus. Yat ¥ Tsang, Duncan A Wheatley, Maggie Wilcox. John R Yarnold*, judith M Bliss*, on behalf of

the IMPORT Tnclsts:

* A simplicidade do IMPORT LOW € um ponto forte!

* A maioria das pacientes tinham tumores de pequeno tamanho,
baixo grau, RH +, linfonodos negativos.

* Mas independente da baixa proporcao de pacientes com alto
risco, esses pacientes tiveram 8 das 18 falhas locais.

- RADIOTERAPIA PARCIAL DE MAMA PODE SER
CONSIDERADA EM MULHERES COM 50 ANOS OU MAIS,
GRAU 1-2, TUMOR COM 3 CM OU MENOS, RH +, HERZ2
NEGATIVO, NO, MARGEM CIRURGICA COM MINIMO DE 1 MM.

The Lancet 2017



Dr Duncan Wheatley
Royal Cornwall Hospital, UK

First results of FAST-Forward phase Ill RCT nodal
substudy: 3-year normal tissue effects

Duncan Wheatley, Jo Haviland, Jaymini Patel, Mark Sydenham, Abdulla Alhasso, Charlie Chan, Suzy Cleator, Charlotte Coles, Ellen
Donovan, Anna Kirby, Cliona Kirwan, Zohal Nabi, Elinor Sawyer, Navita Somaiah, Isabel Syndikus, Karen Venables, John Yarnold, Murray
Brunt, Judith Bliss on behalf of the FAST-Forward Trial Management Group

FAST-Forward Nodal Sub-study: Conclusions

* At 2-3 years’ follow-up no early indication that levels of arm / shoulder NTEs different

for 26 Gy/5Fr compared with 40 Gy/15Fr
» Definitive assessment of non-inferiority will await 5-year formal primary analysis

» Efficacy outcomes will be assessed in meta-analysis with FAST-Forward main trial

(N~4000) at S years’ follow-up
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FAST-Forward Nodal Sub-study: Conclusions 20

* At 2-3 years’ follow-up no early indication that levels of arm / shoulder NTEs different

for 26 Gy/S5Fr compared with 40 Gy/15Fr
+ Definitive assessment of non-inferiority will await 5-year formal primary analysis

* Efficacy outcomes will be assessed in meta-analysis with FAST-Forward main trial

(N~4000) at 5 years’ follow-up
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