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Radioterapia pos Mastectomia :

Quando nao indicar
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Radioterapia pos- Mastectomia:
Quando néo Indicar

e T1-2com1a3 LN+
* DCIS e Margens Positivas

e Sindromes e Mutacbes



<>Hdad indicacdo de PMRT em pacientes
Estadios T1-2 com 1 a 3 LN comprometidos ?




Postmastectomy Radiotherapy: An American
Society of Clinical Oncology, American Society
for Radiation Oncology, and Society of Surgical
Oncology Focused Gudeline Update

e 1-Haindicagcédo de PMRT em pacientes Estadios T1-2
com 1 a 3 LN comprometidos ?

O consenso do painel foi indicar , porém ressalta a
necessidade de individualizar algumas pacientes , cujo
beneficio seria limitado e elas estariam expostas a
potencial toxicidade da PMRT.

Recht, A., Comen E.A., Fine, R. E et al
Ann Surg Oncol ( 2016 )
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Present-Day Locoregional Control in Patients with T1 or T2 Breast Cancer
with 0 and 1 to 3 Positive Lymph Nodes After Mastectomy Without
Radiotherapy
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TABLE 2 Five- and 10-vear locoregional recurrence (LRR) rates with regard to patient, pathologe, and treatment-related factors

Factor No LRR, n (%) LRR, n (%) S-vear LRR rate (%) 10-year LRR rate (%) P value
Overall GOT (97.7) @ (13) 1A 21 -
Age (years)

<4[) 102 (10.2) 11(47.8) 3.5 113

4]-50 266 (26.7) 7(304) 1.5 3.0

51-60 288 (29.0) 3(13.0) Ll 1

61-70 203 (204) 1 {43 0.6 0.6

=10 137 (13.7) | (4.3) 0.9 0.9 <0.0001
Tumor ¢lassification

Tl 790 (79.2) 14 (60.9) 1.0 Al

T2 206 (20.8) G {35.1) 3.7 5.1 0.02
No. of positive nodes

0 739 (74.3) 13 (36.5) Ll 21

I 171 (17.2) 5 (2L.7) 2.5 33

2 64 (6.4) 5217 a5 19

3 21 (1) 0 {0) (.0 0 .02
Nodal status

il 739 (74.3) 13 (36.5) Ll 21

NI 256 (25.7) 10 (43.5) 29 43 0.05




TABLE 2 Five- and 10-vear locoregional recurrence (LER) rates with regard (o patient, pathologe, and treatment-related factors

Factor No LER, » (%) LER, n (%) S-vear LRR rate (%) L0-yvear LER rate (%) P value

Extranodal exlension

None 204 (B19) 21 (91.3) 1.5 2.6

<2 mm 29(119) 1 (4.3) 0.0 A6

=2 mm 1074.1) 1 (4.3) 10.0 10 0.33
Stage

[ 603 (60.3) 10 {43.5) 0.8 2.0

A 322 (324) Ti304) 2.0 24

B (T2, K1) 71 (1.1} 6 (26.1) 58 8.7 0.001
Estrogen receplor status”

Negative 204 (22) 8 (40 2.6 5.0

Positive 121 (78) 12 (60 1.2 1.9 0.03
HER2 status®

Negative 461 (71.8) B (50) 0.9 1.5

Positive 183 (28.4) b (50 23 41 0.1
Lymphovascular invasion

None 863 (B6.7) 20 (8T 1.7 2.7

Present 133 (13.3) (13 0.8 2.8 (.996
Grade

1 36 (3.7) 0{0) 0.0 0.0

1 456 (45.5) R (36.4) I 15
3 439 (44.8) 14 (63.6) 24 16 0.14
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Conclusdo do Estudo

e |dade Jovem ( < 40 anos ) — fator
independente de RLR

* RLR em pacientes entre pacientes sem LN +
e pacientes com 1 LN + nao foi significante
(2,1% e 3,3% respectivamente )
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Most Breast Cancer Patients with T1-2 Tumors and One to Three
Positive Lymph Nodes Do Not Need Postmastectomy
Radiotherapy

Shirin Muhsen, MD', Tracy-Ann Moo, MD', Sujata Patil, PhD?, Michelle Stempel, MPH', Simon Powell, MD,
PhD*, Monica Morrow, MD", and Mahmoud El-Tamer, MD'

'Breast Service, Department of Surgery, Memorial Sloan Kettering Cancer Center, New York, NY; “Department of
Epidemiology and Biostatistics, Memorial Sloan Kettering Cancer Center, New York, NY; *Department of Radiation
Oncology, Memorial Sloan Kettering Cancer Center, New York, NY






TABLE 1 Clinicopathologic and treatment characteristics

Characteristic Variable No PMRT n =924 [N (%)] PMRT n = 163 [N (%)]
Age, years < 40 147 (16) 33 (20)
40-50 264 (29) 62 (38)
50-60 232 (25) 36 (22)
60-70 150 (16) 17 (10)
=70 B 15 (9)
Tumor size, cm 0.1-2.0 561 (61) 17 (47)
2.1-5.0 363 (39) 86 (53)
Histological grade® I 20 (2) 2 (1)
I 204 (22) 23 (14)
111 572 (62) 118 (72)
Nuclear grade® I 20 (2) 0 (0)
II 366 (40) 57 (35)
111 365 (40) 17 (47)
Extensive intraductal component® Yes 243 (26) 41 (25)
No 678 (73) 122 (75)
Multifocal/multicentric Yes 390 (42) 74 (45)
No 534 (58) 89 (55)
Lymphovascular invasion Yes 408 (44) 104 (64)
No 516 (56) 59 (36)
Extracapsular extension Yes 115 (12) 54 (33)
No 809 (88) 108 (66)




TABLE 1 Clinicopathologic and treatment characteristics

Characteristic Variable No PMRT n = 924 [N (%)] PMRT 7 = 163 [N (%)]
Axillary procedure SLNB only 60 (6) 3(2)
ALND 864 (94) 160 (98)
Number of positive nodes 1 577 (62) 51 (31)
2 242 (26) 61 (37)
3 105 (11) 51 (31)
Size of axillary nodal metastasis® Macroscopic 661 (72) 143 (88)
Microscopic 259 (28) 19 (12)
Estrogen receptor® Positive T10 (77) 117 (72)
Negative 197 (21) 44 (27)
Progesterone receptor® Positive 552 (60) 99 (61)
Negative 358 (39) 62 (38)
HER?2 status Amplified 107 (12) 24 (15)
Not amplified 611 (66) 121 (74)
Systemic chemotherapy® Yes 793 (86) 157 (96)
No 129 (14) 6 (4)
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Conclusdo do Estudo

e PMRT tem beneficio em relacao a RLR
principalmente em pacientes de Alto Risco

e |dade se mostrou fator importante em relacao a
RLR em ambos os Estudos

e Comparando com Estudos anteriores ( EBCCTCG
meta-analise , EORTC 22922 ) — observou-se
reducao significativa da RLR ( cerca de 50% )



<>Margens de Resseccdo Positiva ou
Exiguas sdo associadas com um risco
aumentado de recorréncia na parede
toracica em Mulheres com DCIS —
tratadas com Mastectomia ?




DCIS e Mastectomia

e DCIS compreende aproximadamente 25% dos
Ca de Mama — detectados por Mamografia

e 1/3 das pacientes sao tratados com
Mastectomia

Klein et al SpringerPlus (2015) 4:335



DCIS e Mastectomia

e Relato na Literatura do risco aumentado de
RLR em pacientes com Margem Positiva e
Cirurgia Conservadora.

e Risco de Recidiva - € o mesmo para
Mastectomia ?

Ann Surg Oncol (2013 ) 20:4103-4112



Klein et ol SpringerPlus (2015) 4:335 W Springer PlLJS
DM 10,1 1856/540064-015-1032-5 a SpringerOpen Journal

RESEARCH Open Access

Close or positive resection margins are B
not associated with an increased risk of chest
wall recurrence in women with DCIS treated

by mastectomy: a population-based analysis

Jonathan Klein'?, lwa Kong'~, Lawrence Paszat'~, Sharon Nofech-Mozes™*, Wedad Hanna™?,

Deva Thiruchelvam?®, Steven A, Narod®, Refik Saskin®, Susan J. Done®, Naomi Miller®®, Bruce Youngson®,
Alan Tuck’, Sandip Sengupta®, Leela Elavathil®, Prashant A. Jani'®, Elzbieta Slodkowska™*, Michel Bonin'’
and Eileen Rakovitch'+"

In summary, we obtained full text electronic We identified 5,322 women
copies of all breast pathology reports held at diagnosed with pure DCIS
the Ontario Cancer Registry (OCR) from treated from 1994 to 2003;
January, 1994 through December, 2003 of these, 1,821 were treated

with mastectomy.




Table 1 Patient characteristics
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Table 22 Patient characteristics amnd chest wall recuarrence
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Table 4 Chest wall recurrence rates by patient subgroup

Variable M Chest wall recurrences 10 year actuarial chest wall recurrence rate p value
0:20
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4550 24% i i)
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2000 J0 a7 o T4
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Age <45 years 4 high grade 23 <5 5

argrace

Age < 45 years 4 margins <2 mm 130 <5 <5

High grade 4 margins <2 mm 202 i 32
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Incidence and Consequence of Close Margins in Patients with
Ductal Carcinoma-In Situ Treated with Mastectomy: Is Further

Therapy Warranted?

Elizabeth FitzSullivan, MD', Sara A. Lari, BS', Benjamin Smith, MD?, Abigail S. Caudle, MD",

Savitri Krishnamurthy, MD”, Anthony Lucci, MD", Elizabeth A. Mittendorf, MD, PhD', Gildy V. Babiera, MD",
Dalliah M. Black, }ID', Jamie L. Wagner, D(Jl, Isabelle Bedrosian, MD', Wendy YWoodward, MDz,

Sarah M. Gainer, MD"', Rosa Hwang, MD', Funda Meric-Bernstam, MD', Kelly K. Hunt, MD"', and

Henry M. Kuerer, MID, PhIy

1DE:|JHII.EI1E:I‘.I.[ of Surgical Oncology, The University of Texas MD Anderson Cancer Center, Houston, T2 :Dupﬂrlm::nl of
Radiation Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; "Department of Pathology, The
University of Texas MD Anderson Cancer Center, Houston, TX

Methods. Results.

The records of 810 patients with Overall, 94 patients (11.7 %) had close

DCIS treated with mastectomy margins

from 1996 through 2009 were The 10-year LRR rate was

reviewed. 5.0 % for margins < 1 mm,

Clinical and pathologic factors were 3.6 % for margins 1.1-2.9 mm, and 0.7
analyzed with respect % for margins >3 mm.

to final margin status. Median The 10-year rate of contralateral breast
follow-up was 6.3 years cancer was 6,4%
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Incidence and Consequence of Close Margins in Patients with
Ductal Carcinoma-In Situ Treated with Mastectomy: Is Further

Therapy Warranted?

Elizabeth FitzSullivan, MD', Sara A. Lari, BS', Benjamin Smith, MD?, Abigail S. Caudle, MD",

Savitri Krishnamurthy, MD”, Anthony Lucci, MD", Elizabeth A. Mittendorf, MD, PhD', Gildy V. Babiera, MD",
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Conclusions:

As the LRR rate in patients with close margins is low and less
than the rate of contralateral breast cancer, PMRT is not
warranted except

for patients with multiple close/positive margins that cannot
be surgically excised.




Conclusoes dos Estudos

e Pacientes com DCIS tratadas com
Mastectomia apresentaram baixa taxa de
recorréncia local

 PMRT ndo necessita ser indicada
rotineiramente

Klein et al SpringerPlus (2015) 4:335



<>Cancer de Mama em pacientes com
Sindromes e Mutacées




Sindrome de Li-Fraumeni

* Pacientes com SLF :
- A Radiacao pode predispor a um Segundo
Tumor Primario em pacientes com SLF
e Tu radio- induz- laténcia curto ( 8 anos )

 Tu radio-induzidos
- aprox. 2%
- periodo de laténcia — 10 — 15 anos

Breast Cancer (Dove Med Press). 2017; 9: 207-215




Gene ATM

Gene ATM ( Ataxia Telangiectasia Mutated ) — Gene que
confere risco aumentado de Ca de Mama

Mutacdo ATM Heterozigoto —
Individuos que sao Heterozigotos para o ATM podem ter

uma Sindrome mais Suave de sensibilidade a Radiacao.

Mutacdo ATM Homozigoto — resulta em aumento potencial
da toxicidade com RxT, devido a um defeito no reparo no
DNA

Mutacdo ATM Homozigoto — RxT é contra-indicada

Int J Breast Cancer. 2018; 2018: 1402824



Conclusoes

e Pacientes T1-2com 1 a 3 LN +

- Comprende grupo heterogéneo de pacientes

- A RLR depende ndo somente do periodo
estudado ( tratamento sistémico utilizado ),
mas de caracateristicas do tumor e do paciente



Conclusoes

e Pacientes com T1 e 1 LN + ( Baixo Risco )-
PMRT podera ser omitida

e Margens de resseccao Positiva apos
Mastectomia em DCIS — nao indica RxT



Conclusoes

e SLF:

v RxT Adjuvante pr Ca de Mama Localizado deve
ser extensamente discutido e proibido sempre
que o risco/beneficio é duvidoso

v' A Mastectomia é opcdo ,para evitar
a necessidade de RxT

e MutacGo ATM:
v’ Em Homozigose - nédo indicar RxT



Postmastectomy Radiation
Therapy:

Are We Ready to Individualize
Radiation?
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