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Beswvir efter dtta ar

En aw de drabbade, Marianne Mosserud,
a r u n berattade for Aktuellt om hur besvaren i
armen som bérjade atta &r efter

bréstoperationen nu gér henne allt mer
handikappad.

-Jag kan ju inte lyfta ett papper ens. Jag
. . . . kan inte knipa ihop med fingrarna. Jag kan
Moderat hypofraktionering 36-42 Gy / 12 fr DBCG standard indtil 1982 inte. _ i
Ar det nanting som jag ska béra, =a far jag i
ta det i munnen. Marianne Mosserud
Och det &r ju svart med tunga saker...
Ett papper kan man ju ta, nan filt eller =3, berattade Marianne.
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Baggrund DBCG HYPO

Positive resultater fra Darlige DBCG erfaringer fgr 1982

. Canada (2002) \ Begraensede data fra patienter med
. UK START Trials A & B (2008) ke o — — - boost

. Moderne RT teknikker - stor bryststgrrelse

) Ventelister lange o — - moderne systemisk behandling

Offersen BV et al, J Clin Oncol 2020
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Formal DBCG HYPO

Formal

* Reintroducere moderat hypofraktioneret adjuverende bryst stralebehandling (RT) til
lymfeknude-negative brystkreeftpatienter pa en kontrolleret og systematisk made i
Danmark

Hypotese

* Brug af 40 Gy / 15 fr (2.67 Gy / fr) ved brystbestraling resulterer ikke i mere grad 2-3
fasthed i brystet efter 3 ar ssmmenlignet med 50 Gy / 25 fr

Offersen BV et al, J Clin Oncol 2020
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Randomisering

Invasiv tidlig brystkraeft / DCIS, 241 ar

Helbryst RT 50 Gy / 25 fr

Brystbevarende operation
pTis-pT2, pNO-pN1(mic) STRATA

Enhver histologi / ER / HER2 / grad Institution

Brystst@rrelse <600 ml vs >600 ml,
Kemoterapi ja/nej,

Alle bryststgrrelser Boost ja/nej

Boost tilladt

Enhver systemisk behandling

Brystimplantater ikke tilladt Helbryst RT 40 Gy / 15 fr

Offersen BV et al, J Clin Oncol 2020
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Endepunkter

Primaere

* Grad 22 brystfasthed efter RT (ved 2 eller flere opfglgninger)
Sekundzere

* Andre RT-relaterede bivirkninger

* Body image scale og fotos af bryster (ikke rapporteret)
* Patienttilfredshed

* Tilbagefald, incl type, hvor, hvornar

rX-r-rr——————r>

Baseline 1 2 @ 4 @ 10 ar
Offersen BV et al, J Clin Oncol 2020
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Status for inklusion af patienter

50Gy/25fr 40Gy/15fr

All 949 933
Aarhus 420 418
Vejle 149 142
Odense 132 121
Aalborg 82 85
Dresden, Gustav Carus 84 89
Dresden-Friedrichstadt 36 38
Stavanger 39 37
Kristiansand 7 3

Inklusion Maj 2009 - Mar 2014

......
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Consort diagram

Patients randomly assigned

(N = 1,882)
Assigned to 50 Gy in 25 fr Assigned to 40 Gy in 15 fr
(n =949) (n=933)
Excluded (h=3) Excluded (n=9)
Locoregional recurrence within 1 Abscess (50 Gy/25 fr, 40 Gy/15 fr, n = 1)
month of randomization (50 Gy/25 fr; n = 1) Young age (< 40 years, 50 Gy/25 fr, n=2)
BC 2004, included with contralateral Macrometastasis (50 Gy/25 fr,n= 1)
DCIS (50 Gy/25 fr, n = 1) Neoadjuvant systemic therapy (n=1)
Distant metastasis at randomization DCIS (2002 and 2004), included with
(50 Gy/25 fr, n= 1) contralateral DCIS (40 Gy/15 fr, n = 2)
Withdrew consent before RT (h=9) Withdrew consent before RT (n=7)
50 Gy/25 fr, (n=6) 50 Gy/25 fr, (n = 6)
40 Gy/15 fr, (n=3) No RT (n=1)
Included in tumor control Included in tumer control
analysis 0 analysis
(n =937) 98.5% {n=917)
No data on morbidity No data on morbidity
(n=8) (n=3)

Included in morbidity

Included in morbidity
analysis 98 . 1% analysis

(n=929) (n=914)

5-ars bivirkninger indberettet for 1452 patienter (77%)  ofersen svet al, s ciin oncol 2020
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50Gyin25 40Gyin 15
Fractions Fractions

Characteristic (n=937) (n=917) L] L o
= Baseline karakteristika
Median (range) 50 (42-83) 59 (41-82)
101 (11) 98 (11)
389 (42) 383 (42)
349 (37) 351 (38)
98 (10) 85(9)
420 (a5) 425 (46)

512 (55) 491 (54)

50 Gy in 25 40 Gy in 15

Rt gol0) g0l Fractions Fractions
Left 482 (51) 472 (51) Characteristic (n = 937) (n=917)
Histology N\ ER-/HER2+ 15 @) 32 @
s/ 123 (13) 123 13) ER—/HER2— 98 (12) 90 (1)
Ductal 620 (66) 615 (67) Tr— o oY)
Lobular 97 (10) 104 (11) Radifierapy boost, Demark
Other invasive 97 (10) 75 (8) Y o59 @5 45 1)
sy Yes 11605 108 (18)
Tia s@ 64 B Radiotherapy boost, Germany
o LaEy LaE No 18 (15) 20 (16)
Tic 414 (51) 403 (51) o 100 @5 105 @)
. sz i 156 (19) 136 (17) e
E; : 216 (35) 196 (32) No 100 S0}
Y 0 1
2 260 (42) 249 (40) o L 2
3 139 (22) 164 (7) Chematherapy’
Unknowrr 5(1) 6(1) No 465 ti” ::; (45;)
Lymph nodes® Yes 349 (43) 42)
Negative 661(81) 683 (86) Systemic therapy’
Isolated tumor cells 46 (6) 35 (4) ) L) )
Mi =2mm 107 (13) 76(8) Tamoxifen 396 56
ER shotus® Letrozole 241 (31) 235 (31)
Negative 114 (14) 123 (15) Chemotherapy 243 (31) 213 (31)
Positive 699 (86) 667 (84) Chermatherapy + trastuzumab 54 (7) 68 (9)
Unknown® 10 4 Smoking status )
HER2 status® ever/pri 739 (79) 745 (81)
Negative Current 185(20) 160 (17 .
rem | eSE T ) Offersen BV et al, J Clin Oncol 2020
Positive 63(8) 92 (12) Unknown 13 (1) 12 ()

5(D 17 (2
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ER+/HER2+ 48 (6) 60 (8)




Fasthed i brystet (N=1830)

30 S — 50 Gy/25 fr

HR, 0.75 (95% Cl, 0.55 to 1.01) — 40 GV/15f . i i -
O ot 1) o y/15 fr Median opfelgning 7.26 ar

25 -
* | univariat analyse er 40 Gy / 15 fr ikke

20 ~ associeret med gget risiko for fasthed i brystet

15 -+

10 -~

Induration Grade 2-3
Cumulative Incidence (%, 95% Cl)

1 2 25 3 35
Time Since RT (years)
No. at risk:

50 Gy/25 fr 865 865 825 750 736 694
40 Gy/15 fr 865 865 838 790 7178 730

Offersen BV et al, J Clin Oncol 2020
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RT relaterede bivirkninger

TABLE 2. Primary and Secondary Morbidity End Paoints, Odds Ratio for 40 Gw15Fractions Versus 50 Gy/25 Fractions at Years 3 and 5 and At All Follow-Up Assessments

Year 3 Year 5 Al Follow-Up Assessments
No. of Patients With Event/ No. of Patients With Event/Al No. of Events/Total No. of
All Patients (%) Patients (%) Assessments (%)
50 Gw25 40 GyA15 50Gy/25 40 Gy/15 50 Gy25 40 Gy/15
Event Fractions Fractions OR (95% CI) P Fractions Fractions OR (95% CI P Fractions Fractions OR (95% CI) P
Induration 105/812 B84/825(10) 0.76(056 to 082 85/718(12) 67/734(9) 075(053to 092 538/4,049 4424.091(11) 0.80 1065 to
[iE)) 1.04) 1.05) {13) 0.98)
Favarable overal 619812 672825  137{1.08fo Usamls (75) 590734  135(105to @ 31224049 33174091  122(10210 ((032)
cosmetic aurtoome 78) 81 1.74) (80) 173) 77 81) 147)
Telangjectasia 47/B1216) 53/825(6) 112{075t0 | 67/718(3) 7H734(10) 111(078to 57 230/4,049(6) 2764091(7) 114086t 35
1.68) 1.56) 1.52)
Dyspigmentation 113/812 85/825(10) 0.71(053to Q 69718(10) 5U734(7) O070(048tc 067 6694049 5124091(13) 074 (062 to @
14 0.95) 1.02) 17) 0.88)
Scar appearance 182/794 178221  093({074 to . 155692 (22) 143716 086067t 27 8723977 B860/4054(21) 099083t 93
23) 22) 1.18) (20) 112) 22) 1.19)
Edema 13812 (2)  9B25 (1) NA NA FTIB(L) 7734 (1) NA NA 90/40,49(2) 614081 (1) 062039t ( .04
0.99)
Pain 46812 (6) 30/825@) 063(039to 053 42718(6) 27/734(4) 061(037to 054 232/4049(6) 1778092(4) 076057 to  .063
1.01) 1.01) 1.01)
Use of analgesics BE12(1) /825 (0) NA NA 4TIB(1) 4734 (1) NA NA 37/4049(1) 3%4092(1) 112{057t0 .74
2.23)
Sensibility change ~ 67/812 (8) 32/825{4) 0.45(0.29 fo @ 47718(7) 44734 (6) 091(060t0 66 277/4,049(7) 2064092 (5) 07305610 @
0.69) 1.39) 0497)
Patient satisfaction, ~ 734/804 748819  1.00(0.71 fo 98  645714(90) 665728  113(079t 51 3531/3905 36013947 109086t 48
treated breast 81) (530 1.42) 1) 162) 190) (81) 138)
Patient safisfaction, ~ 665/802 693819  113(0&7 to 35 586713(82) 613722  122(092ts .17 3211/3838 33253933 115095t .14
compared with (83) 185) 1.48) 185) 161) 182) (85) 1.39)

contralateral breast

Ingen forskel eller bedre resultater med 40Gy afhaengigt af endepunkt og tid Offersen BV et al, J Clin Oncol 2020
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Fasthed — planlagte subgruppe analyser

SupplementaryFigure 1. Odds ratio for grade 2 or 3 induration for fractionation (A), chemotherapy (B), Trastuzumab (C), Letrozole (D), boost (E), breast volume
(F), smoking (G). Time of follow-up is defined by time after start of radiotherapy and defined as a given year if the time equals that year + 6 months. Mean time for
each yearis potted with * 2 standard deviations (SD).
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Patents 1829 1770 1712 1637 1568 1452 Patients 1827 1770 1712 1637 1568 1452 Patients 1829 1759 1699 1625 1558 1440

- DBCG Danish Breast Cancer Cooperative Group #DKD2021



Fasthed i brystet — planlagte subgruppe analyser
opgjort i forhold til antal behandlinger

Supplementary Figure 2. Odds ratiofor grade 2 or 3 induration, 40Gy/15fr vs 50Gy/25fr depending on chemotherapy (A), Trastuzumab (B), Letrozole (C), boost
(D), breast volume (E), smoking (F). Time of follow-up is defined by time after start of radiotherapyand defined as a given year if the time equals that year + 6
months. Mean time for eachyear is potted with + 2 standard deviations (SD).
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Loco-reg tilbagefald

6 4 —— 50 Gy/25 fr
HR, 0.90 (95% CI, 0.51 to 1.59) — 40 Gy/15 fr
RD, —0.3% (95% Cl, -2.3% to 1.7%)
5 4
Ll
4 Alle patienter

.| N=1854

Locoregional Recurrence
Cumulative Incidence (%, 95% Cl)

o 1 2 3 4 5 6 7 8 9
Time Since RT (years)

No. at risk:
50 Gy/25fr 937 929 914 900 883 799 713 498 344 187

40 Gy/15fr 917 907 894 882 866 780 705 506 346 170 LRR / antal patienter
50Gy: 19 / 814
4OGy 14 / 794 Offersen BV et al, J Clin Oncol 2020

@ - DBCG Danish Breast Cancer Cooperative Group #DKD2021



Loco-reg tilbagefald

6 —— 50 Gy/25 fr

HR, 0.90 (95% CI, 0.51 to 1.59) = 40 Gy/15 fr
RD, -0.3% (95% Cl, -2.3% to 1.7%)

S
o ]
o B
g 5 .
5= 41 Alle patienter
O
o C -—
=5 ;. N=1854
=T
Qe c
2 o
:_.2 2 -
—E
S 1A
[

o 1 2 3 4 5 6 7 8 9
Time Since RT (years)

No. at risk:
50 Gy/25fr 937 929 914 900 883 799 713 498 344 187
40 Gy/15fr 917 907 894 882 866 780 705 506 346 170

Locoregional Recurrence, Invasive
Carcinoma Cumulative Incidence (%, 95% Cl)

No. at risk:
50 Gy/25fr 814 808 796 783 769 694 620 439 304 164
40 Gy16fr 794 788 778 768 754 676 613

— 50 Gy/25 fr

HR, 0.76 (95% Cl, 0.37 to 1.49) — 40 Gy/15 fr

Inv carcinoma
N=1608

o 1 2 3 4 5 6 7 8 9
Time Since RT (years)

446 311 156

LRR / antal patienter

50Gy: 19 / 814
40Gy: 14 / 794

@ - DBCG Danish Breast Cancer Cooperative Group

Locoregional Recurrence, In Situ Carcinoma
Cumulative Incidence (%, 95% CI)

No. at risk:
50 Gy/25fr 123
40 Gy15fr 123

N
=
L

o
N

=]
L

o
"

— 50 Gy/25 fr

HR, 1.40 (95% Cl, 0.49 10 4.05) — 40 Gy5 i

RD, 1.6% (95% CI, -5.6% to 8.8%)

DCIS
N=246

1 2 3 4 5 6 7 8 9
Time Since RT (years)

1217 118 117 114 105 93 59 40 23
19 1186 114 112 104 92 60 35 15

Offersen BV et al, J Clin Oncol 2020
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100 4 — 50 Gy/25 fr
= —— 40 Gy/15f
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o = T
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TU t 86 1 1 1 1 1 1 1 I 1
"g 5 Nonmalignant causes Nonmalignant causes - b § o 1 2 3 4 5 6 7 8 9
= 4 {other L4 o Time Since RT (years)
@ malignant >
= 3 | disease t 3 -lcT-:; No. at risk:
© ":;:'S'g:::‘ = 50 Gy/25 fr 937 936 933 928 920 849 760 535 365 190
E 2 2 g 40 Gy/15fr 917 915 911 908 896 807 739 534 359 177
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No. at risk:
190 365 535 760 849 920 928 933 936 937

917 915 911 908 896 807 739 534 359 177 Offersen BV et al, J Clin Oncol 2020
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Konklusion

* 40 Gy / 15 fr g¢ger ikke risikoen for fasthed, hverken i hele gruppen eller i de planlagte
subgruppe analyser (boost, store bryster, kemoterapi og/eller rygere)

* Risikofaktorer for fasthed i brystet efter RT: stor bryststgrrelse og aktuel ryger

» 40 Gy/15 fr er blevet testet i DBCG RT Skagen Trial 1, som inkluderede hgijrisiko
brystkraeftpatienter med indikation for lymfeknude bestraling, og de fgrste resultater
offentligggres ved ESTRO 2022 pa ca 3000 patienter

Offersen BV et al, J Clin Oncol 2020
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Tak

Tak til alle deltagende centre
Tak til alle deltagende patienter
Tak til Kreeftens Bekeempelse og CIRRO

Tak til DBCG kontoret for hjeelp og st@tte
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