DBCG | Danish Breast Cancer Cooperative roup

SENOMAC-studiet

Overlevelse og aksilrecidiv efter sentinel
node-positiv brystkraeft uden
aksilromning

Et randomiseret studie af patienter med
sentinel node makrometastaser

Tove Filtenborg Tvedskov SENOMAC



Risiko for NSN metastaser ved positiv SN

Metastaser i SN Andel med NSN
metastaser
NO =~ 5% (Falsk negative)
ITC 12%
MIC 19%

MAC ~40 - 50%

Tvedskov et al: Int J Cancer 2012, 15;131(10):2367-75:
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Prevalence of and Factors Associated With
Persistent Pain Following Breast Cancer Surgery

Rune Giirtner. MD Context Persistent pain and sensory disturbances following surgical treatment for breast
Maj-Britt Jensen, MSe cancer is a significant clinical problem. The pathogenic mechanisms are complex and may
T —_T be related to patient characteristics, surgical technique, and adjuvant therapy.

Marianne Ewertz. MD. DMSe

'\"'l"_l\n.'"“"" MD, DMSe Design, Setting, and Patients A nationwide cross-sectional questionnaire study
Henrik Kehlet. MD. PhD of 3754 women aged 18 to 70 years who received surgery and adjuvant therapy (if

Objective To examine prevalence of and factors associated with persistent pain af-
ter surgical treatment for breast cancer.
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Senfglger efter aksilromning

Lymfedem: 42 - 65%
Smerter: 43 - 58%
Foleforstyrrelser: 64 — 81%

Bevaegeindskraenkning: 20 - 44%

Gartner et al: JAMA, November 11, 2009, vol 302, No. 18
Gartner et al: The Breast, 2010, s.1- 10
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Registerstudier 2009 - 2010

SN negative uden ALND
 NSABP-B32 (2011 pt): aksilrecidiv <1%

SN med MIC/ITC +/- ALND
* SEER databasen (6838 pt)
* National Cancer database (NCDB) (2203 pt)

ingen forskel i aksilrecidiv (<1%) eller overlevelse

Krag et al: lancet oncol, 2010, vol 11
Yi et al: Ann Surg Oncol, 2010, 17
Bilamoria et al: JCO, vol 27, 18



IBCSG 23-01

* 931 brystkreeftpatienter
med mikrometastaser i
sentinel node

 Randomisering: +/- ALND
* Ingen forskel i aksilrecidiv

og overlevelse
e Aksilrecidiv hos kun 1%

Lancet Oncol 2013; 14: 297-305
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DBCG Danish Breast Cancer Cooperative Group

| et retrospektivt studium fra Milano pa 377 konsekutive patienter har man undersogt
risikoen for aksilrecidiv efter at have undladt ALND ved mikrometastase i én SN'?. Blandt
disse patienter opereret i perioden 1999 - 2007 havde 40 patienter MFB (11%). Efter
median follow-up 5 ar udviklede 6 patienter aksilrecidiv, og i den multivariate analyse var

kun tumorstarrelse og malignitetsgrad associeret med disse recidiver.

ALND anbefales i tilfeelde af praeoperativ positiv FNA fra lymfeknude i aksil
samt ved makrometastaser i SN og ved mikrometastaser/ITC i 3 eller flere SN. >

ALND undlades i tilfaelde af mikrometastaser/ITC (i hojst 2 SN)/

Har det betydning for prognosen, om der udferes ALND eller ej?

| NSABP B-4 studiet randomiseredes klinisk node negative patienter til en af tre
behandlings-arme: 1) radikal mastektomi a.m. Halsted; 2) mastektomi + stralebehandling;
3) mastektomi alene. Ingen af disse patienter modtog adjuverende behandling'®. Med 25
ars observation kunne der ikke pavises nogen forskel i overlevelse eller sygdomstri

Tove Filtenborg Tvedskov SENOMAC 7



1971 NSABP B-04

* 1079 klinisk node negative
patienter randomiseres til:

100+
804 A\
\ N

604 L\ N\

free Survival (%) *

» radikal mastektomi a.m. Halsted
» mastektomi + stralebehandling .

» mastektomi og kun ALND ved -
klinisk node positiv aksil

Disease

w

* |Ingen adjuverende systemisk
oehandling

* |ngen forskel i overlevelse R ey

Fisher B et al. N Engl J Med 2002;347:567-575.
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Years Years

e 856 brystkreeftpatienter m. BCS og metastaser i < 3 SN
* Randomisering: +/- ALND

* Ingen forskel i aksilrecidiv og overlevelse
e Aksilrecidiv <1%

Giuliano et al: JAMA, vol 305, No 6, 2011
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Studiet har flere svagheder:

* Lukket for et tilstraekkeligt antal patienter er opnaet
e Patienter fordelt pa 177 centre

* En del patienter far ikke den planlagte behandling eller
er "lost to follow-up”

» Stort set alle patienter far stralebehandling som led i
brystbevarende operation

Tove Filtenborg Tvedskov SENOMAC 10



EORTC 100981-22023
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Donker et al: lancet oncol: 2014, vol15
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SENOMAC-studiet

e Svensk multicenterstudie

* Brystkreeftpatienter med spredning til 1 — 2
sentinel nodes

 Randomisering: +/- ALND

* Deltagelse af Danmark og evt Norge og
Finland, Tyskland?

* | alt ca 3700 patienter
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Inklusionskriterier

Primaer invasiv brystkreeft T1-T2
Klinisk og ultrasonisk node negative
1-2 SN med makrometastaser

Brystbevarende operation eller mastektomi
+/- rekonstruktion

Alder > 18 ar
Samtykke



Eksklussionskriterier

Andre regionale lymfeknudemetastaser
Fjernmetastaser

Tidligere invasiv brystkraeft

Graviditet

Bilateral invasiv brystkraeft, som opfylder
eksklusionskriterierne

Medicinisk kontraindikation for stralebehandling
eller systemisk behandling

Neoadjuvant behandling



SENOMAC trial flow chart

Breast cancer patients assessed for
eligibility at postoperative visit (no
frozen section planned)

|
L J

Meeting allinclusion criteria:

Informed consent, baseline
assessments, baseline

questionnaires

!

|
L J

Does not wish to participate:

screening log, excluded

®

e
-
-

Meeting all preoperative inclusion

criteria:

Informed consent, baseline
assessments, baseline

questionnaires

Completion axillary lymph node dissection

(standard of care)

N\

Does not fulfil all criteria at

Randomization 1:1 surgery: no randomization,

recorded in screening log

4
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No further axillary surgery

(intervention)

Stralebehandling
af niveau | + I

Adjuvant therapy according to MDT
SENOMAC
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Behandling

Al anden behandling vil fglge DBCG’s vanlige
retningslinier

» Alle far stralebehandling intrapektoralt, A
periclaviculzert og niveau lll

» Alle far systemisk behandling

Tove Filtenborg Tvedskov SENOMAC
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Follow-up

Patienterne undersgges efter
e lar
e 2ar
e 3ar
e 4ar
e 5ar
e 10ar
e 15ar

Klinisk undersggelse, mammografi, ultralydsscanning hver gang

Sp@rgeskema ved start, 1, 3 0g 5 ar



N Follow-up

EORTC QLQ-C30 / B23: livskvalitet
og armfunktion

Lymph-ICF: armfunktion og e

EORTC QLQ

hverdagsaktiviteter Q33 ¢ 5722

EQ-5D: sundhed

Tove Filtenborg Tvedskov SENOMAC
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the SENOMAC trial
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the SENOMAC trial

Omission of Axillary Clearance in Breast Cancer Patients With Sentinel Node Macrometastases: a Randomized Trial

Since the introduction of sentinel node biopsy in breast cancer, it has become clear that its use is reliable and reproducible. Today, it is clinical routine to not remove
further lymph nodes from the axilla (arm pit) in case the sentinel node (which is the first lymph node/s reached by lymphatic flow from the breast) is free of tumor
deposits. It is also routine to leave remaining lymph nodes behind in case the sentinel node contains a minimal cluster of tumor cells, called isolated tumor cells
{(formerly submicrometastasis). Even in slightly larger tumor deposits, so called micrometastasis (up to 2 mm in size), it has been shown that a completion axillary
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Endpoints:

Primaere endpoint:
* Brystkraeft-specifik overlevelse

Sekundaere endpoints:

e Lokal-, aksil-, fjernrecidiy,
e DFS

e OS

e Armmorbiditet

* Livskvalitet



Tidsplan

Opstartet i 21 svenske centre i 2015

Opstart Arhus og RH 1. februar 2016
Opstart resten af landet 1. marts 2016

5-7 ars inklussion
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