xg
Patienter |1 kliniske studier

- erfaringer fra Dansk Bryst Cancer Gruppe

Birgitte Vrou Offersen

Afd. for Eksperimentel Klinisk Onkologi & Kraeftafdelingen
Aarhus Universitetshospital

@
@ :e: CIRRO DBCG Dpanish Breast Cancer Cooperative Group



' Hypo- vs normofractionated radiation therapy of early
breast cancer in the randomized DBCG HYPO trial

B Offersen, H Nielsen, E Jacobsen, M Nielsen, M Krause, L Stenbygaard,
| Mjaaland, A Schreiber, U Kasti, M Jensen, J Alsner, J Overgaard

Aarhus University Hospital, Dept Experimental Clinical Oncology, Aarhus C, Denmark

Aarhus University Hospital, Dept Oncology, Aarhus C, Denmark

Lillebaelt Hospital, Dept Oncology, Vejle, Denmark

Odense University Hospital, Dept Oncology, Odense, Denmark

University Clinic Carl Gustav Carus- Technical University Dresden, Clinic For Radiotherapy And Oncology, Dresden, Germany
Aalborg University Hospital, Dept Oncology, Aalborg, Denmark

Stavanger University Hospital, Dept Oncology, Stavanger, Norway

Academic Teaching Hospital Dresden-Friedrichstadt, Dept Oncology, Dresden, Germany

Kristiansand Hospital, Dept Oncology, Kristiansand, Norway

Rigshospitalet, Danish Breast Cancer Group, Copenhagen, Denmark

®
@ :!: Cl R RO DBCG Danish Breast Cancer Cooperative Group



wur besvaren i
r efter
=nne allt mer

Background DBCG HYPO T T

Hypofraktionering: >2 Gy per behandling

Moderate hypofractionation 36-42 Gy / 12 fr
DBCG standard before 1982
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Background DBCG HYPO
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Positive results from Poor DBCG results from before 1982
* Canada (2002) Limited data from patients with

e UK START Trials A & B (2008)
e Modern RT techniques
 Waiting lists for RT
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DBCG HYPO

Aim
® Reintroduce moderately hypofractionated adjuvant breast radiation

therapy (RT) to early node-negative breast cancer patients in a
controlled and systematic way in Denmark

Hypothesis

® Using 40 Gy / 15 fr (2.67 Gy / fr) for breast RT does not result in more
grade 2-3 breast induration at 3 years compared with 50 Gy / 25 fr
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Randomization

Whole breast RT 50 Gy / 25 fr

Invasive early breast cancer or DCIS, 241 yr

Breast conservation

pTis-pT2, pNO-pN1(mic) STRATA

Any histology / ER / HER2 / grade Institution

Breast size <600 cc vs >600 cc,
Boost allowed

Chemotherapy yes/no,

Boost yes/no

Whole breast RT 40 Gy / 15 fr

Any breast size
Any systemic therapy

Breast implants not allowed
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Endpoints

Primary

® Grade 22 breast induration post RT (at 2 or more follow-up visits)
Secondary

® Other RT-related morbidities

® Body image scale

® Patient satisfaction with therapy

® Pattern of recurrences

Baseline 1 2 @ 4 @ 10 Years
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Baseline data
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Induration - Main analysis (N = 1831)

Median follow up 5 years Univariate

5 . ooy 1o 107 o1 40/15 vs 50/25 - 3 years 0.79 (0.60 - 1.03)
2 40-
15: 40/15 vs 50/25 - 5 years 0.74 (0.58 - 0.96)
[
5 30-
2
3
5 207 16% ® |n univariate analysis, 40 Gy / 15 fris
-GE) 50Gy/25fx 14% ysIs, y/
2 10- — o not associated with an increased risk
— 1% °
= / 40Gy/15fx of induration
> p=0.097 p=0.019
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Time after treatment (years)

At risk
50Gy/25fx 918 893 783 711 578 313
40Gy/15fx 913 891 794 752 591 331
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Induration - Main analysis (N = 1831)

Univariate

—~ _ H [v)
5 . ooy 1o 107 o1 40/15 vs 50/25 - 3 years 0.79 (0.60 - 1.03)
2 40-
15: 40/15 vs 50/25 -5 years 0.74 (0.58 - 0.96)
[
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% 104 — o not associated with an increased risk
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Time after treatment (years) ® Are there other risk factors?

At risk
50Gy/25fx 918 893 783 711 578 313
40Gy/15fx 913 891 794 752 591 331
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Cumulative incidence, Induration (%)

Cumulative incidence, Induration (%)

507 Events (3y) Events (5y) Al
>600cc 129 142 781  52%
<600cc 88 94 713 48%
40+
30
20%
20 17%
>600cc
i 14%
10 13% °
<600cc
p=0.019 p=0.0073
0 T T T T 1
0 1 2 3 4 5
Time after treatment (years)
507 Events (3y) Events (5y) Al
Current 62 66 301 20%
Never/prior 155 170 1193 80%
40+
30
24%
22%
20+ Current
15%
10 13%
Never/prior
p=0.019 p=0.0029
0 T T T T 1
0 1 2 3 4 5

Time after treatment (years)

Induration - Known risk factors

Cumulative incidence, Induration (%)

Cumulative incidence, Induration (%)

507 Events (3y) Events (5y) Al
Boost 45 50 220 15%
Noboost 172 186 1274 85%
40+
30
25%
21%
20
104 14% 16%
No boost
p=0.014 p=0.0057
0 T T T T 1
0 1 2 3 4 5
Time after treatment (years)
507 Events (3y) Events (5y) Al
Chemo 81 89 556  37%
No chemo 136 147 938 63%
40+
301
20 17%
No chemo 15%
17%
10
=0.94 =0.97
0 T T P T T P 1
0 1 2 3 4 5

Time after treatment (years)
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Univariate

HR (95% Cl)

HYPO

40/15 vs 50/25
Breast size

>600cc vs <600cc
Boost

Boost vs No boost
Smoking

Current vs Never/Prior
Chemotherapy

Chemo vs No chemo

0.73 (0.57 - 0.95)

1.43 (1.10 - 1.86)

1.62 (1.18 - 2.21)

1.60 (1.21-2.13)

0.99 (0.76 - 1.29)



Induration - Known risk factors

Multivariate Univariate
ot - HR (95% CI HR (95% CI
® Fractionation, breast size, y (95%Cl) (95% Cl)
_ HYPO
boost, and smoking status
v T 40/15 vs 50/25 0.74(0.57-0.96)  0.73(0.57 - 0.95)
remain significant in Breast size
multivariate analysis >600cc vs <600cC 1.56 (1.20-2.03)  1.43(1.10 - 1.86)
Boost
Boost vs No boost 1.76 (1.28 - 2.41) 1.62 (1.18 - 2.21)
Smoking
Current vs Never/Prior 1.67 (1.25-2.22) 1.60 (1.21-2.13)
Chemotherapy
Chemo vs No chemo Not included 0.99 (0.76 - 1.29)

®
®
@ :!. ClR RO DBCG Danish Breast Cancer Cooperative Group



Loco-regional recurrence (N = 1831)

Univariate
- H 0,
5 crent 5y Everts B) Al HR (95% CI)
S 50Gy/25fx 8 11 918
> | o s o 40/15 vs 50/25 - 3 years 0.37 (0.10 - 1.41)
o 40/15 vs 50/25 - 5 years 0.73(0.29-1.81)
"
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1.1%
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0 1 2 3 4 5
Time after treatment (years) * Too few events for sub-group analysis
At risk
50Gy/25fx 918 902 868 819 677 376
40Gy/15fx 913 897 862 830 682 384

Results on RT data quality assurance in EP-2169
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Conclusions

® 40 Gy / 15 fris not associated with an increased risk of induration, neither overall, nor
in any of the tested risk groups (boost, large breasts, and/or current smokers)

* Independent risk factors for breast induation are: 50 Gy/25 fr, large breast size, boost,
current smoker

® 40 Gy/15 fr is since April 2014 DBCG standard for all patients with an indication for
adjuvant breast radiation therapy

® 40 Gy/15 fr is being investigated in the DBCG RT Skagen Trial 1 for high risk breast
cancer patients with an indication for loco-regional radiation therapy
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Afledte konsekvenser for patienter i dag

Patienter med behov for brystbestraling

Mindre belastning af stralebehandling

e 3 uger fremfor 5 uger (fremmgder ofte st@rste belastning)
e kvaliteten i straleplanen betydeligt strammet op

e feerre akutte stralebivirkninger

e feaerre sene stralebivirkninger

* historisk lav risiko for tilbagefald

Inspiration til andre lodtraekningsforsgg
e DBCG RT PBI trial (start 2009, 882 patienter)

e DBCG RT Skagen trial 1 (start 2015, 2700 patienter)

e DBCG RT Natural trial (starter sept 2018, 926 patienter)

e DBCG RT Recon trial (starter okt 2018, 470 patienter)

e DBCG RT Proton trial (starter 2019)

®
®
@ :!. ClR RO DBCG Danish Breast Cancer Cooperative Group



Kompleksitet og ressourcetraek ved organisering og
afvikling af studiet

Protokolansvarlig

* Mange "interessetimer”, idet protokoller for DBCG HYPO og DBCG PBI blev skrevet ved siden af klinisk
fuldtidsarbejde (1 ar med alle aftener, alle weekender og 6. ferieuge). Hjaelp fra DBCG kontoret til
udvidelse af database samt anmeldelse til Datatilsynet

e Efter studiestart besvares alle protokolrelaterede mails indenfor fa timer

* Indtastning af samtlige data vedr. studiet fra patienter i Tyskland og Norge (straleplaner + bivirkninger over

arene)

e Konstant fokus pa rykkere fra alle afdelinger

o Arlig skandinavisk workshop om bivirkningsregistrering

e Orientering til involverede afdelinger om aktuel status, mgder om artikler og afledte studier

Sundhedsvaesenet

e Sparer stralebehandlinger, estimeret 26.250 stralebehandlinger arligt i Danmark (OBS alders-tsunami)
e Sygeplejersker involveret i ekstra registreringer af bivirkninger (nu 9.000 konsultationer i DK)
e Stgrre treek pa personaleressourcer ved planlaegning pga. gget krav om kvalitet i straleplanen
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Barrierer i forbindelse med kliniske studier

Sundhedsloven
® Kun den, som har patienten i aktiv behandling, ma sla op i journalen
* Teenkt eksempel: straleinduceret hjertesygdom efter 6 ar, dgd af deti 7. ar pa
hjerteafdeling, og data g@res op efter 10 ar. Hvem har lov til at laese i journalen?
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Barrierer i forbindelse med kliniske studier

Finansiering

® Stor gkonomisk belastning i alle deltagende afdelinger: sygeplejersker, tab af
stralebehandlinger

® Finansiering af protokolansvarlig til frikgb fra rutine-produktion. Selv KB vil ikke lzengere
finansiere 50% frikpb, og man kan ofte max sg@ge til 3 ar
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Barrierer i forbindelse med kliniske studier

Antal aktive centre
®* Har man en DMCG gruppe i ryggen? Hvordan far man alle afdelinger med? Fortravlet

hverdag
®* Hvad med udlandet? Netveerk vigtigt. Men det koster ogsa tid/penge (10 dage pr ar til
"udvikling”....)
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Samarbejde og ildsjaele i forbindelse med kliniske studier

Mere samarbejde i DMCG-en og multidisciplinaert
® Flere workshops af 1-2 dage for at optimere bryst stralebehandling, mange ildsjeele med mange
"interessetimer” pa tveers af landet
Mere kvalitetssikring og st@rre sikkerhed/dokumentation af kvaliteten, afledte studier
- DBCG konsensus guideline har fort til international ESTRO konsensus
Vi lgfter i flok og snakker evidens fremfor tro (DBCG RT Nation study)
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Samarbejde og ildsjaele i forbindelse med kliniske studier

Udvidelse af national database
® Fokus pa manglende data og interesse for at indberette
® Hurtig adgang til friske data baseret pa moderne behandling,- evidensbaseret strategi
* Betydelig bedre viden om malorganer, risikoorganer og doser i alle afdelinger
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Samarbejde og ildsjaele i forbindelse med kliniske studier

®* DMCG-en positionerer sig internationalt, og vi far mere information fra udlandet

® De nationale kliniske retningslinjer for stralebehandling af brystkraeft er altid opdaterede

® Danske brystkreeft patienter far stralebehandling i international topklasse

®* DBCG RT Udvalgets malsaetning: Danske brystkraeftpatienter, som anbefales stralebehandling, skal
tilbydes mindst 1 evidensgenererende studie
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@nskeseddel

Mere forskervenlig sundhedslov, f.eks. hurtigere/nemmere adgang til data til brug i retrospektive
studier
Nemmere adgang til finansiering af frikgb, bl.a. delt klinik/forskerstilling ogsa pa
universitetshospitaler, sa forskning ikke kun er for fatallet
@konomisk hjeelp til afdelinger, som er forskningsaktive (fyringsrunder demotiverer)
(ex. 21 forskningsprotokoltilbud til alle patienter)
Mere fokus pa udvikling gennem forskning, bl.a. skal mind-set sendres, sa alle (leeger og patienter)

forventer et protokoltilbud

Elektronisk patientjournal understgtter med ikon ved siden af cpr Protokol {Protokol} Protokol
Forskere bliver bedre til at kommunikere udvikling via forskning

* Tilbagemelding til patienter om resultater
® Bruger pressen mere aktivt
* Hange patient-egnede DCCC postere op i ventevaerelset i morgen ©
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Overordnet mal: Mere individuel behandling tilrettelagt
ud fra patient og tumor karakteristika

Meget kompleks
stralebehandling,
partikelbehandling

Ingen
stralebehandling

DBCG RT Natural trial

PBI 40 Gy/15 fr
Breast cancer, 260
years, breast .
conservation, Strata: Institution, systemic therapy
Non-lobular type,
pT1, pNO, ER 210%,

HER2 neg, grade 1-2

No PBI

Dette kan ikke opnas ud fra
mavefornemmelser!
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