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DBCG'S RT UDVALG GENNEM 30 AR!
Laeger og fysikere fra alle 7 centre, DBCG statistik  er,
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Standardbehandling af brystkraeft fgr DBCG:

Simpel mastektomi + RT til alle operable ptt.
Ingen adjuverende systemisk behandling.

Hajvolt blev anbefalet.
Teknik: Forfrafelt mod axil og periklavikulaere region samt

tangentielle felter til thoraxvaeggen.
Dosis: 50-55 Gy/25 fx over 5 uger

Ortovolt fortsatte dog pa decentrale afd.
Teknik: McWhirter,
Dosis: 40-45 Gy/18 fx over 3 uger
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Copenhagen study 1951-57

—  Simple Mast.
Ext. Mast.

10 20 30 40
Time since randomisation (years)

100 60 23 10
100 61 31 11

10-years loco-regional
recurrence

Simple Mast.: 22%
Ext. Mast.: 21%

Johansen, Kaae et al. — Acta Oncologica 2008
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Danish Breast Cancer Cooperative Group

DBCG 77

All high-risk patients received radiotherapy after mastectomy.

Premenopausal:
(DBCG-77 b)

Postmenopausal:
(DBCG-77 c)

R
RT + Levamisole
RT + C

-+ CMF

T + Levamisole
" +TAM




DBCG 77

Guidelines for radiotherapy

Supraclavicular and axillary lymph nodes.
Chest wall with 3-4 cm margin around the
scar.

36.60 Gy / 12 fract. / 6 weeks
or

40.95 Gy / 22 fract. / 5¥2 week
(schedules equated by NSD)




DBCG 77
postmastectomy radiotherapy fields

Axillary and sUpP™
photon field

Scar

Chest wall electron field




DBCG 77
Konklusion

Acceptabel loko-regional tumor kontrol efter
mastektomi og RT. (Lokalrecidiv frekv. 8-12%)

Adjuvant systemisk terapi forbedrer den lokale kontrol

og overlevelsen hos bade prae - og postmenopausale
patienter.




DBCG 77
Konklusion (fort.)

Postmastektomi stralebehandling medfarte en hyppig
forekomst af komplikationer, sa som:

arm gdem

nedsat skulderbevaegelighed

fibrose og telangiektasier | huden,
lunge fibrose og spontane ribbensbrud




Lymfadem og fibrose




Det magiske
referencepunkt |
midt-axillen!

ved fastleeggelse
af minimum dosis
til dette punkt
gges maximum
dosis | forhold til
pt's starrelse!
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DBCG 82b &c
?

Er postoperativ RT ngdvendig hos
hgjrisikopatienter, der ogsa far systemisk
behandling?

f?

Har optimal loko-regional tumorkontrol
petydning for overlevelsen hos
ngjrisikopatienter, der ogsa far
adjuverende systemisk behandling?




Danish Breast Cancer Cooperative Group

DBCG 82b &c

Allocation of patients: 1982-89

DBCG 82 b DBCG 82 c
PREMENOPAUSAL POSTMENOPAUSAL

RT + CMF RT + TAM

\ CMF alone \ TAM alone

(856 pts) (689 pts)

RANDOMIZE
RANDOMIZE

Overgaard et al. N Engl J Med 1997 Overgaard et al. Lancet 1999




“High-risk”:

Accrual:

DBCG 82 b:

DBCG 82 c:

DBCG 82b &cC
Summary

T3,T4 tumor and/or node-positive and/or
skin or deep fascia invasion.

November 1982-

March 1990.

3083 patients included.

Pre-menopausal

Post-menopausa
(1375 pts).

patients (1708 pts).

patients < 70 years




DBCG 82b & C
Treatment

Surgery:
Total mastectomy with partial axillary dissection.

Radiotherapy:
Postoperative to chestwall and regional lymphnodes, including
parasternal nodes. (48-50 Gy/22-25 fx, 5 weeks)

Systemic therapy (DBCG 82 b):
CMF (600, 40, 600 mg/m2) I.v. every 4 weeks for 9 months.

Systemic therapy (DBCG 82 c).
Tamoxifen (30 mg daily for 48 weeks)




DBCG 82

Retningslinier for stralebehandling

Target definition med CT-scan.

Dosis individualisering i flere omrader af target.

Prospektiv registrering af acutte og sene
komplikationer i bestralet normalt vaev.




Target definition in DBCG 82
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Fra 3D til 2D

"Juulske” beregning af
targetdybden |
periklavikulaer regionen
og axillen ud fra de

iIndtegiimgaC T Snit.
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W
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beregning af median /7
dosis.

Acta Oncol. 2008




DBCG 82b &cC

Endpoints:  Loco-regional recurrence, distant metastases,
disease-free and overall survival, and cardiac

morbidity

Evaluated: January 1, 2008

Median observation time: 22 years (range: 19-26).




DBCG 82b & cC
EFFECT OF RADIOTHERAPY ON LOCO-REGIONAL FAILURE

PREMENOPAUSAL PATIENTS POSTMENOPAUSAL PATIENTS

P<0.0001 | P<0.0001

TAM alone (689 pts)
CMF alone (856 pts)
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Loco-regional failure (%)

RT+CMF (852 pts) i RT+TAM (686 pts)

15 20 10 15 20
Years after mastectomy Years after mastectomy




DBCG 82b & cC
EFFECT OF RADIOTHERAPY ON OVERALL SURVIVAL

PREMENOPAUSAL PATIENTS POSTMENOPAUSAL PATIENTS

100

(o2}

o

(o)}

o
T

RT+CMF (852 pts)
RT+TAM (686 pts)

N
o
N
o

40%

30%
CMF alone (856 pts)

=
S
[
=
-
>
0
[
)
>
®

Overall survival (%)

P<0.0001

TAM alone (689 pts)

5 10 15 20 5 10 15 20
Years after mastectomy Years after mastectomy




DBCG 82b & C

ADJUVANT SYSTEMIC TREATMENT +/- RADIOTHERAPY
100 Effect of radiotherapy on
overall survival

RT (1538 pts)
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No RT (1545 pts)
P<0.0001

5 10 15 20
Years after mastectomy




DBCG 82b &c

ADJUVANT SYSTEMIC TREATMENT +/- RADIOTHERAPY
"The Bottom line" after 25 year

L ocal
fallure

13%

Endpoint

Relative Risk
Reduction

Absolute Risk

0
Reduction 28%
No. of patients

needed to treat 4
(to achive benefit)




Effect of RT after mastectomy and axillary clearance
on local recurrence and on breast cancer mortality

8505 women with node-positive disease (28 Trials)




Cuzick, et al. Cancer Treat Rep, 1987




DBCG 82 b

ADJUVANT SYSTEMIC TREATMENT +/- RADIOTHERAPY

(1412 pts. surviving more than 10 years after treatment)

RT (762 pts)

No RT (650 pts)

20

Overall survival (%)

13 14 15 16 17 18 19 20 21 22

Years after mastectomy
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Danish Breast Cancer Cooperative Group
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Hanne Melgaard Nielsen

J Clin Oncol 2006




DBCG 82b &cC
?

Er overlevelsésgevinsten af RT
begraenset til patienter med 4 eller

flere positive lymfeknuder?

- som anbefalet | internationale konsensus rapporter og guidelines




DBCG 82b &c
EFFECT OF RADIOTHERAPY ON OVERALL SURVIVAL

node pos. with > 7 nodes removed
(1152 pts)

Effect of RT on subgroup
with positive nodes and 8

or more nodes removed.

1152 pts.

RT (563 pts)

Overall survival (%)

P<0.0001

No RT (589 pts)

0

O 2 4 6 8 10 12 14 16
Years after mastectomy




DBCG 82b &c
OVERALL SURVIVAL vs POSITIVE NODES and RT

1-3 pos. nodes 4+ pos. nodes
(552 pts) (600 pts)

RT (276 pts)
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Overall survival (%)

P=0.02

No RT (313 pts)

O 2 4 6 8 10 12 14 O 2 4 6 8 10 12 14 16
Years after mastectomy Years after mastectomy




DBCG 82 - No. Pos. nodes vs. survival benefit

"The Bottom line"

Parameter

Relative Risk Reduction

Absolute Risk Reduction

Number of patients needed
to treat (to achive benefit)

Overgaard et al. Radiother Oncol 2007




DBCG 82 - No. Pos. nodes vs. loco-regional  benefit

"The Bottom line"

Parameter

Relative Risk Reduction

Absolute Risk Reduction

Number of patients needed
to treat (to achive benefit)

Overgaard et al. Radiother Oncol 2007




Indikation for RT efter mastektomi pa basis af 82 b & ¢

« Patienteiimmgs ar, og > 4 pos. lymfeknuder fra 1989

ey -
n O ater fra 1995
g

N

 Postmenopausale hgjrisiko™
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Breast cancer

Overview analysis

Early Breast Cancsg > Collaborative Group

breast conserving
therapy + RT

No difference in survival



DBCG TM82

Breast Conserving Surgery + RT vs Mastectomy
(20-years overall survival)

Local recurrence*

BCT M

56/521 | 55/612
(11%) | ( 9%)

*10-years value

Acta Oncol. 2008




Importance of technique and target volume
(photon vs electron irradiation)

80%

DBCG 82 TM
(Johansen et al. 1998)
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RLVA
Dyspigmentation Telangiectasia
Photon irraditation
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DBCG TM 89

Recurrence and death Overall survival
Ewertz et al. Acta Oncol 2008
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Fra 2D til 3D




Tangentielle felter og forfrafelt mod
periklavikulaerregionen




Stralebehandling (RT) i DBCG 1977 - 2007

DBCG 77
RT standard til hgjrisiko patienter,- adjuverende systemisk behandling undersgges.

DBCG 82
Effekten af RT efter mastektomi og adjuverende systemisk behandling undersgges.
Effekten af brystbevarende operation og RT sammenlignes med mastektomi

DBCG 89
RTefter lumpektomi er standard
RT efter mastektomi afventer resultatet af 82 protokollen

DBCG 99

RT efter mastektomi er genindfart til hgjrisiko patienter

Kvalitetskontrol, justering af guidelines, timing, target og 3D - dosisplanlaegning.
Effekten af RT af parasternale lymfeknuder undersgges fra 2003

DBCG 07
Planlaegning af protokoller vedrgrende partiel RT og hypofraktionering efter lumpektomi




Hvad med den fornyede




Er partiel ortovolt bestraling af brystet fremtiden ?




lgangvaerende aktiviteter og projekter
| DBCG RT gruppen

Workshopayedragrende 3D straleplanleegning.

Validering af nye teknikker ( IMRT, T
Partiel stralebehandling. Protokol under udarb€
Hypofraktionering. Protokol under udarbejdelse

Timing af RT med kirurgi og adjuverende systemisk
behandling. Protokol om neoadjuvant behandling.




Konklusion — generelt om RT

RT medfarer betydelig forbedring af den lokale
tumor kontrol efter mastektomi og lumpektomi.

Lokal tumor kontrol har betydning for overlevelsen
ved brystkreeft.

Der er evidens for, at residual loko-regional sygdom
Kan veere nidus for efterfglgende disseminering.

RT er en vigtig del af den multidisciplineere
pehandling af brystkraeft.
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