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LR FREQUENCY

After breast-conserving surgery and RT

5-15%

After mastectomy

2-8%




PROGNOSTIC EFFECT OF LR AFTER
CONSERVATIVE TREATMENT

Barros ASCD, Nisida ACT, Pinotti M, Teixeira LG, Pinotti A,

Tumori 2002: 88: 377-79.
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CAUSING MECHANISMS FOR LR

True LR

e Samequadrant Residual neoplasia

e Shortinterval “CIC cells”

False LR

« Other quadrant Syncronous multicentricity

e Longinterval New primary tumor




STEM-CELLS AND BREAST CANCER

Al-Hajj e col.
Proc Nati Acad Sci USA 2003; 100: 3983-8

Identification
« BCcells culture

 Flowcytometry
— Cancerinitiating cells (CD44*, CD24')
— Differentiated cells

Confirmation in animal model
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IT SEEMS THAT THE MOST IMPORTANT
CAUSING FACTOR OF LOCAL RELAPSES
IS THE PERMANENCE OF RESIDUAL
CIC CELLS REFRACTORY TO THE
ADJUVANT TREATMENT.



BREAST CANCER INITIATION

SUPPRESSOR GENES INACTIVATION
{probably only in CIC cells)
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fCs in cancer
N Engl J Med 2008; 358: 1148-59



PREDISPOSING FACTORS FOR LR

* Clinical factors
— Young age
— Equivocal surgery extension
— Inadequacy of radiation

e Pathological factors

— Margin involvement

— Lymph nodes status

— Tumor size

— Histologic grade

— Multicentricity - multifocality









MOLECULAR PREDICTORS OF LOCAL
TUMOR CONTROL

e Intrinsic molecular subtypes

e Geneticsignatures




BREAST CANCER INTRINSIC SUBTYPES
GENETIC CLASSIFICATION BY MICROARRAY

Analysis of 8.102 genes

Classification Prognosis

1. Luminal A

RE

+

2. Luminal B

RE

o

3. Basal -like

143

» RPg

4. HER-2 enriched

HER -2 +

5. Normal-like

Perou CM etal.

Molecular portrait of human breast tumours
Nature 2000; 406:747 -52.

LuminalAand B
normal-like

Basal-like
HER-2 enriched

Sarlie e col.

Good

Gene expression patterns of bregst carcinemas distinguish tumer
subclasses with cfinical implications
PNAS 2001, 92: 10864 - 74




LOCAL RELAPSE AFTER QUADRANTECTOMY

AND RADIOTHERAPY
Subtypes
Luminal A | LuminalB | HER-2 Basal
% % % %
Kyndie col.
2 3 13 21

(n =489, 5 years)

4 lin Oncol 2008; 26: 1419-26



LOCAL RELAPSE AFTER MASTECTOMY

AND RADIOTHERAPY
Subtypes
Luminal A | Luminal B | HER-2 Basal

% % % %
Nguyen e col. — 2008

0,8 1,5 84 7.1
(n= 793, 5 years)
Millar e col — 2009

1.0 4.3 7,7 9.8
(n= 498, 5 years)
Voduc e col. — 2010

8 10 21 14

(n= 1461, 10 years)

J1din Oncol 2010; 28- 1677-83
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PATIENT REPORT

Patient: Requisition: ROIZPDR4

Sax: Female Dote Recelved: 0652172007

DOB: 0X11/1976 Date Reported: DR3H07

Modical Record/Pationt & Client: Disgnostika Labs

Date of Surgery: 252007 Treating Physiclan: Dr. Roberto |brahim

Spacimen IVBlock ID: E2400-07
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LOCAL RELAPSE AFTER QUART ACCORDING
TO ONCOTYPE-DX SCORE

Score
Low Intermediale High
(%) (%) (%)
Mamounas e col.
6,8 10,8 14,6

{n = 390, 10 years)

J1din Oncol 2010; 28- 1677-83




INTRAOPERATIVE SURGICAL MARGINS
EVALUATION

Margem livre Margem livre Margem comprometida Margem comprometida ‘
Citologia Histopatologia Citologia Histopatologia




PLANEJAMENTO POR RM DO TRATAMENTO
CIRURGICO DO CARCINOMA INFILTRATIVO

INICIAL DE MAMA

n=117
Efeito da RM apos EF-RX-US
n %
Biopsias indicadas 24 205
Novos cancer descobertos 21 17,9
Conversdo para mastectomia - adenectomia 21 17,9

Idade inferiora 50 anos
Conversao para mastectomia- adenectomia: 29%

Barrose col 2007



Oncoplastic surgery helps to avoid LR as it alows more
adequate tissue removal.

2em  42%
1em 59%
3ecm 17%










Oncoplastic surgery helps to avoid Ir as it alows more
adequate tissue removal.




Caution: oncoplastic manoeuvres may interfere
with radiotherapy.

area demarcada por informagdes clinicas

k& jr—
Clip fora da area demarcada q

Clips placement are recommended to guide the boost.



TAKE HOME MESSAGES

LRs have negative prognostic impact.

LRs are mainly by the permanence of residual CIC
cells.

Clinical, morphological and molecular parameters
are useful do identify patients at high-risk for LR.

Besides cosmetic effects, oncoplastic surgery
favors adequate ressections and may reduce the
chance of LR.
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