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Pas de conflit d’intérét




RT vs. No RT
“Evidence Based Medicine”




RT vs. No RT
“Evidence Based Medicine”

Il existe une (des) méta-analyse(s) «de bonne qualité » ou plusieurs essais
NIVEAU A g Ay A p

randomisés « de bonne qualité » dont les résultats sont cohérents.

Il existe des preuves « de qualité correct » : essais randomisés (B1) ou études
NIVEAU B prospectives ou rétrospectives (B2). Les résultats de ces études sont cohérents dans

I’ensemble.
NIVEAU C Les études disponibles sont critiquables d’un point de vue méthodologique ou leurs

résultats ne sont pas cohérents dans l’ensemble.

NIVEAU D Il n’existe pas de données ou seulement des séries de cas.
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Pour un sous-groupe de patiente a
faible risque de rechute locale,
peut-on se passer d'une
RT post-opératoire ?




Essais randomisés évaluant pour des
cancer du sein a faible risque de rechute
locale 'absence de RTH post-opératoire




Essais randomisés évaluant pour des
cancer du sein a faible risque de rechute
locale 'absence de RTH post-opératoire

Etudes Date  Traitements  Nbre Age Suivi Récidive Survie
post- pts médian médian locale globale
fumorectomie (années) (années) %) %)
Fisheret al. 2002 RTH+TAM 334 8 28 93
RTH 332 93 94
TAM 334 16.5 93
Fylesetal. 2004 RTH+TAM 386 68 5 06 92
TAM 383 77 92
Hughesetal. 2004 RTH+TAM 317 76 5 1.0 87
TAM 319 40 86
Winzeret al. 2004 RTH+TAM 94 6 38 94
RTH 94 32 90
TAM 80 28 96
= 79 278 90
Potter et al. 2007 RTH+TAM 414 66 45 04 98

TAM 417 5.1 95




Essais randomisés évaluant pour des
cancer du sein a faible risque de rechute
locale 'absence de RTH post-opératoire

Etudes Date  Traitements  Nbre Age Suivi  |Recidive| Survie
post- pts médian médian locale | globale
fumorectomie (années) (années) (%) %)
Fisheret al. 2002 RTH+TAM 334 8 28 93
RTH 332 93 94
TAM 334 16.5 93
Fylesetal. 2004 RTH+TAM 386 68 5 06 92
TAM 383 71/ 92
Hughesetal. 2004 RTH+TAM 317 76 5 1.0 87
TAM 319 40 86
Winzeret al. 2004 RTH+TAM 94 6 38 94
RTH 94 3.2 90
TAM 80 28 96
= 79 278 90
Potter et al. 2007 RTH+TAM 414 66 45 04 98
TAM 417 5 95




Quelles sont les possibilités de
diminution de la
RT post-opératoire ?
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Essais phase Ill randomisés irradiation mammaire
post-opératoire hypofractionnée (accelérée ou non)




Essais phase Ill randomisés irradiation mammaire
post-opératoire hypofractionnée (accelérée ou non)

# pts stade Dose/f Dose DTT Suivi RL TTC
Gv/f f/[s Totale semaines (moais) (%) (%)
START A2008 2236 T1-3 2 5 50 5 60 4.1 17
3.2 3 41.6 5 3.9 23
3 3 39 5 3.2
START B 2008 2215 T1-3 2 5 50 5 60 2.8
267 5 40 3 2.2
Whelan T 2005 612 T1-2 2 5 50 5 69 3.2
622 T1-2 265 5 42.5 3 2.6

DTT : durée totale de traitement, TTC : toxicité tardive cutanée, RL : récidive locale
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# pts stade Dose/f Dose DTT Suivi RL TTC
Gv/f f/[s Totale semaines (moais) (%) (%)
START A2008 2236 T1-3 2 5 50 5 60 4.1 17
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Analyses rétrospectives irradiation externe post-
opératoire hypofractionnée non accéléeréee du
cancer du sein de la femme agée

# sta Dose/f Dos DTT Sui RL TT

pts de Gyf € semai Vi (%o C

Kirova 50 T1- 65 325 5 93 6 -
2009 11 2 1 39- 6-8 65 22 52
Courdi 5 T1- 6.5 52 5.6 65 213 45

DTT : durée totale de traitement, RL : récidive locale, TTC : toxicité tardive cutanée
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Analyses rétrospectives irradiation externe post-
opératoire hypofractionnée non accéléeréee du
cancer du sein de la femme agée

# sta Dose/f Dos DTT Sui RL TT

pts de Gyf € semai Vi (%o C

Kirova 50 T1- 65 325 5 93 6 -
2009 11 2 1 39- 6-8 65 22 52
Courdi 5 T1- 6.5 52 5.6 B85 213 45

DTT : durée totale de traitement, RL : récidive locale, TTC : toxicité tardive cutanée

RT Hypofractionnée non accélérée

S1 S2 S3 S4 S5




Original article Ortholan C, et al. (2005)
Long-term results of adjuvant hypofractionated radiotherapy
for breast cancer in elderly patients.
Int J Radiat Oncol Biol Phys 61: 154-162

Abram Recht
Nat Clin Pract Oncol. 2005;2(5):244-5.

“One promising approach to decreasing the risk of complications
with hypofractionated regimens for some breast cancer patients is
by treating a smaller volume, or so-called ‘partial-breast
irradiation’.




Original article Ortholan C, et al. (2005)
Long-term results of adjuvant hypofractionated radiotherapy
for breast cancer in elderly patients.
Int J Radiat Oncol Biol Phys 61: 154-162

Abram Recht
Nat Clin Pract Oncol. 2005;2(5):244-5.

“One promising approach to decreasing the risk of complications
with hypofractionated regimens for some breast cancer patients is
by treating a smaller volume, or so-called ‘partial-breast
irradiation’.

Irradiation Acceléree DONC Partielle du Sein




RT Hypofractionnée Accélérée en 3D




RT Hypofractionnée Accélérée en 3D

Nbre de fraction
(Dose/f & dose totale)




RT Hypofractionnée Accélérée en 3D

Nbre de fraction
(Dose/f & dose totale)

Duréedu  TTT




RT Hypofractionnée Accélérée en 3D

Nbre de fraction
(Dose/f & dose totale)

Duréedu  TTT

%,
%,
()




Nombre de séances de RT

30 —+

25 1

15 - =

] U

RT Standard
avec boost

RT Standard
sans boost

Durée du TTT
(semaines)




Nombre de séances de RT

30

25 1

RT Standard
avec boost

RT Standard
sans boost

Durée du TTT
(semaines)




Nombre de séances de RT

30

25 1

RT Standard
avec boost

RT Standard
sans boost

Durée du TTT
(semaines)




Nombre de séances de RT

30

25 1

10 T

RT
accélérée
partielle

2 3

RT Standard
avec boost

RT Standard
sans boost

Durée du TTT
(semaines)




Nombre de séances de RT

Moins de RT

en temps
1
1
30 : RT Standard
T I avec boost
I
1 RT Standard
25 — : ‘ sans boost
1

1
4
1
1
1
10 T 1
1
RT I ‘
. I
5 L Faccel_eree |
partielle |
| | | ‘ | | |
[ [ [ [ [ [ [
1 2 3 4 5 6 7 Duréedu TTT

(semaines)




Nombre de séances de RT

30

25

10 T

Moins de RT
en temps
&
en volume

accélérée
partielle

RT

Moins de RT
en temps

\
3

RT Standard
avec boost

RT Standard
sans boost

Durée du TTT
(semaines)




- sphere in
. tumour bed







umour bed L




umour bed L




Techniques d’irradiation partielle et accélérée du sein
et criteres d’inclusion utilisés dans les essais

Origine Techniques Dose/fraction (Gy) Dose totale (Gy)
Eliot [ 18] Milan 10 électrons 21 21
Targit [17] Londres 10 photons 50 20 20
Gec-Estro [6] Union européenne Curie HDD BDD 34 34 HDD, 50 BDP

NSABP/RTOG [20]

Etats-Unis

RC3D Curie MMS

RT 3,85 Curie 3.4

RT 38,5, Curie 34

Import [3] Royaume-Uni RC3D MI
Rapid [2] Canada RC3D 385 38,5
# ptes Date activation Agc T. tum. (mm) # N+ Grade histo. Lim. résec. (mm)

Eliot [18] 1200 1172000 >48 <25 0 I-111 >10
Targit [17] 2232 03/2000 >40 <30 0 I-111 Négative
Gec-Estro [6] 1170 05/2004 >40 <30 0ou I wmet I-111 >2inv.,, >51.s.
NSABP/RTOG [20] 3000 03/2005 >18 <30 Jusqu'a 3 I-111 Négative
Import 3] 1935 09/2006 >50 <20 0 TetIl >2
Rapid (2] 2128 02/2006 >40 <30 0 I-111 Négative

Hannoun-Levi JM et al. Cancer Radiother. 2008;12:374-379
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GEC-ESTRO Recommendations

Patient selection for accelerated partial-breast irradiation (APBI) after
breast-conserving surgery: Recommendations of the Groupe Européen de
Curiethérapie-European Society for Therapeutic Radiology and Oncology
(GEC-ESTRO) breast cancer working group based on clinical evidence (2009)
Csaba Polgar®”, Erik Van Limbergen °, Richard Potter <, Gyorgy Kovacs ¢, Alfredo Polo®, Jaroslaw Lyczek,

Guido Hildebrandt®, Peter Niehoff", Jose Luis Guinot', Ferran Guedea’, Bengt Johansson¥, Oliver J. Ott’,
Tibor Major?, Vratislav Strnad', On behalf of the GEC-ESTRO breast cancer working group




GEC-ESTRO recommendations
on patient selection for APBI

Characteristic

| Aflow-risk group - good candidates for APBI | E ntermediate-risk group - possible candidates | | C/high-risk group - contraindication for

Patient age
Histology

ILC

Associated LCIS
DCIS

HG

Tumour size
Surgical margins
Multicentricity
Multifocality

EIC

LVI

ER, PR status

Nodal status

Neoadjuvant
chemotherapy

>50 years >40-50 years <40 years

IDC, mucinous, tubular, medullary, and IDC, ILC, mucinous, tubular, medullary, and colloid -

colloid cc. cc

Not allowed Allowed -

Allowed Allowed =

Not allowed Allowed -

Any Any -

pT1-2 (<30 mm) pT1-2 (<30 mm) pT2 (>30 mm), pT3, pT4

Negative (=2 mm) Negative, but close (<2 mm) Positive

Unicentric Unicentric Multicentric

Unifocal Multifocal (limited within 2 cm of the index Multifocal (>2 cm from the index
lesion) lesion)

Not allowed Not allowed Present

Not allowed Not allowed Present

Any Any =

PNO (by SLNB or ALND") pN1mi, pN1a (by ALND?) PNX; =>pN2a (4 or more positive nodes)

Not allowed Not allowed If used

APBI = accelerated partial-breast irradiation; IDC = invasive ductal carcinoma; ILC = invasive lobular carcinoma; LCIS = lobular carcinoma in situ; DCIS = ductal carcinoma
in situ; HG = histologic grade; EIC = extensive intraductal component; LVI = lympho-vascular invasion; ER = estrogen receptor; PR = progesterone receptor; SLNB = sentinel

lymph node biopsy.

@ ALND = axillary lymph node dissection (at least 6 nodes pathologically examined).

Polgar C et al. Radiother. Oncol. 2010;94:264-273




GEC-ESTRO recommendations
on patient selection for APBI

Characteristic

Allow-risk group - good candidates for APBI

B/intermediate-risk group - possible candidates
for APBI

C/high-risk group - contraindication for
APBI

Patient age
Histology

ILC

Associated LCIS
DCIS

HG

Tumour size
Surgical margins
Multicentricity
Multifocality

EIC

LVI

ER, PR status

Nodal status

Neoadjuvant
chemotherapy

>50 years

IDC, mucinous, tubular, medullary, and
colloid cc.

Not allowed
Allowed

Not allowed

Any

pT1-2 (<30 mm)
Negative (=2 mm)
Unicentric
Unifocal

Not allowed

Not allowed

Any

PNO (by SLNB or ALND?)
Not allowed

>40-50 years

IDC, ILC, mucinous, tubular, medullary, and colloid
cc

Allowed

Allowed

Allowed

Any

pT1-2 (<30 mm)

Negative, but close (<2 mm)

Unicentric

Multifocal (limited within 2 cm of the index
lesion)

Not allowed

Not allowed

Any

pN1mi, pNla (by ALND?)

Not allowed

<40 years

pT2 (>30 mm), pT3, pT4

Positive

Multicentric

Multifocal (>2 cm from the index
lesion)

Present

Present

pNx; =>pN2a (4 or more positive nodes)
If used

APBI = accelerated partial-breast irradiation; IDC = invasive ductal carcinoma; ILC = invasive lobular carcinoma; LCIS = lobular carcinoma in situ; DCIS = ductal carcinoma
in situ; HG = histologic grade; EIC = extensive intraductal component; LVI = lympho-vascular invasion; ER = estrogen receptor; PR = progesterone receptor; SLNB = sentinel

lymph node biopsy.

@ ALND = axillary lymph node dissection (at least 6 nodes pathologically examined).

Polgar C et al. Radiother. Oncol. 2010;94:264-273




GEC-ESTRO recommendations
on patient selection for APBI

Characteristic

Allow-risk group - good candidates for APBI

B/intermediate-risk group - possible candidates
for APBI

C/high-risk group - contraindication for
APBI

Patient age
Histology

ILC

Associated LCIS
DCIS

HG

Tumour size
Surgical margins
Multicentricity
Multifocality

EIC

LVI

ER, PR status

Nodal status

Neoadjuvant
chemotherapy

>50 years

IDC, mucinous, tubular, medullary, and
colloid cc.

Not allowed
Allowed

Not allowed

Any

pT1-2 (<30 mm)
Negative (=2 mm)
Unicentric
Unifocal

Not allowed

Not allowed

Any

PNO (by SLNB or ALND?)
Not allowed

>40-50 years

IDC, ILC, mucinous, tubular, medullary, and colloid
cc

Allowed

Allowed

Allowed

Any

pT1-2 (<30 mm)

Negative, but close (<2 mm)

Unicentric

Multifocal (limited within 2 cm of the index
lesion)

Not allowed

Not allowed

Any

pN1mi, pNla (by ALND?)

Not allowed

<40 years

pT2 (>30 mm), pT3, pT4

Positive

Multicentric

Multifocal (>2 cm from the index
lesion)

Present

Present

pNx; =>pN2a (4 or more positive nodes)
If used

APBI = accelerated partial-breast irradiation; IDC = invasive ductal carcinoma; ILC = invasive lobular carcinoma; LCIS = lobular carcinoma in situ; DCIS = ductal carcinoma
in situ; HG = histologic grade; EIC = extensive intraductal component; LVI = lympho-vascular invasion; ER = estrogen receptor; PR = progesterone receptor; SLNB = sentinel

lymph node biopsy.

@ ALND = axillary lymph node dissection (at least 6 nodes pathologically examined).
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Intra-opératoires

Post-opératoires










Targeted

1113 included in analysis

1119 included in analysis

2232 patients enrolled and randomised Intraope rative
Radiotherapy
(TARGIT-A trial)
1113 assigned to TARGIT with or 1119 assigned to EBRT
without EBRT
4 withdrawn 11 withdrawn
13 unknown “ i 17 unknown
100 did not receive 66 did not receive
allocated treatment allocated treatment
61 received EBRT 10 received TARGIT
31 had mastectomy Ly 4 received TARGIT and
8 received wide local EBRT
excision only 30 had mastectomy
22 received wide local
excision only
A 4 A 4
996 received allocated 1025 received allocated
treatment treatment
854 received TARGIT only
142 received TARGIT
and EBRT

Vaidya JS et al. Lancet 2010;376:91-102
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v" Valorisation des irradiations
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Characteristic

A/low-risk group - good candidates for APBI

Patient age
Histology

ILC

Associated LCIS
DCIS

HG

Tumour size
Surgical margins
Multicentricity
Multifocality

EIC

LVI

ER, PR status

Nodal status

Neoadjuvant
chemotherapy

>50 years

IDC, mucinous, tubular, medullary, and
colloid cc.

Not allowed
Allowed

Not allowed

Any

pT1-2 (<30 mm)
Negative (=2 mm)
Unicentric
Unifocal

Not allowed

Not allowed

Any

pNO (by SLNB or ALND?)
Not allowed
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Aflow-risk group - good candidates for APBI

Patient age
Histology

ILC

Associated LCIS
DCIS
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Tumour size
Surgical margins
Multicentricity
Multifocality

EIC

LVI

ER, PR status
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chemotherapy
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Not allowed
Allowed
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Negative (=2 mm)
Unicentric
Unifocal

Not allowed

Not allowed

Any

pNO (by SLNB or ALND?)
Not allowed
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2232 patients enrolled and randomised

1113 assigned to TARGIT with or 1119 assigned to EBRT
without EBRT
4 withdrawn 11 withdrawn
13 unknown “ i 17 unknown
100 did not receive 66 did not receive
allocated treatment allocated treatment
61 received EBRT 10 received TARGIT
117 ptes 31 had mastectomy Ly 4 received TARGIT and
10 50/ 8 received wide local EBRT
( . 0) excision only 30 had mastectomy
22 received wide local
excision only
A 4 A 4
996 received allocated 1025 received allocated
treatment treatment
854 received TARGIT only
142 received TARGIT
and EBRT

1113 included in analysis | 1119 included in analysis

Vaidya JS et al. Lancet 2010;376:91-102




117 ptes
(10.5%)

142 ptes
(14.3%)

2232 patients enrolled and randomised

1113 assigned to TARGIT with or 1119 assigned to EBRT
without EBRT
4 withdrawn 11 withdrawn
13 unknown “ i 17 unknown
100 did not receive 66 did not receive
allocated treatment allocated treatment
61 received EBRT 10 received TARGIT
31 had mastectomy Ly 4 received TARGIT and
8 received wide local EBRT
excision only 30 had mastectomy
22 received wide local
excision only
A 4 A 4
996 received allocated 1025 received allocated
treatment treatment
854 received TARGIT only
142 received TARGIT
| " andEBRT

| 1113 included in analysis

| | 1119 included in analysis

'(expected 15% of patients)

Vaidya JS et al. Lancet 2010;376:91-102




GEC-ESTRO recommendations
on patient selection for APBI

Characteristic

Allow-risk group - good candidates for APBI

B/intermediate-risk group - possible candidates
for APBI

C/high-risk group - contraindication for
APBI

Patient age
Histology

ILC

Associated LCIS
DCIS

HG

Tumour size
Surgical margins
Multicentricity
Multifocality

EIC

LVI

ER, PR status

Nodal status

Neoadjuvant
chemotherapy

>50 years

IDC, mucinous, tubular, medullary, and
colloid cc.

Not allowed
Allowed

Not allowed

Any

pT1-2 (<30 mm)
Negative (=2 mm)
Unicentric
Unifocal

Not allowed

Not allowed

Any

PNO (by SLNB or ALND?)
Not allowed

>40-50 years

IDC, ILC, mucinous, tubular, medullary, and colloid
cc

Allowed

Allowed

Allowed

Any

pT1-2 (<30 mm)

Negative, but close (<2 mm)

Unicentric

Multifocal (limited within 2 cm of the index
lesion)

Not allowed

Not allowed

Any

pN1mi, pNla (by ALND?)

Not allowed

<40 years

pT2 (>30 mm), pT3, pT4

Positive

Multicentric

Multifocal (>2 cm from the index
lesion)

Present

Present

pNx; =>pN2a (4 or more positive nodes)
If used

APBI = accelerated partial-breast irradiation; IDC = invasive ductal carcinoma; ILC = invasive lobular carcinoma; LCIS = lobular carcinoma in situ; DCIS = ductal carcinoma
in situ; HG = histologic grade; EIC = extensive intraductal component; LVI = lympho-vascular invasion; ER = estrogen receptor; PR = progesterone receptor; SLNB = sentinel

lymph node biopsy.

@ ALND = axillary lymph node dissection (at least 6 nodes pathologically examined).

ASTRO recommendations : Age, RH & Her2 status

Polgar C et al. Radiother. Oncol. 2010;94:264-273




