Midlertidig retningslinje for adjuverende stralebehandling af patienter med tidlig brystkraeft

Pa baggrund af Corona pandemien, som ramte Danmark i marts 2020, har DBCG RT Udvalget holdt et
onlinemgde den 17. marts for at planlaegge, hvorledes man i de danske straleterapiafdelinger kan
imgdega forventede effekter af Covid-19 blandt patienter og hospitalspersonale. Alle danske
straleterapiafdelinger havde repraesentanter med til online mgdet, og alle afdelinger stgtter op om
denne midlertidige retningslinje.

Baggrund for midlertidig retningslinje

Ca 3500 brystkraeftpatienter modtager arligt adjuverende stralebehandling i Danmark, og et
behandlingsforlgb bestar saedvanligvis af 15-25 daglige behandlinger. Denne type behandling udggr den
stgrste andel af bestralede patienter, sa mulige effekter af Covid-19 i danske straleterapiafdelinger vil
utvivisomt fa stor indflydelse pa mange brystkraeft patienter.

Folgende forhold ggr sig geeldende:

1) Stralebehandlingsforlgbet varer 3-5 uger, hvorunder patienten med dagligt fremmgde udsaettes
for Corona smitte.

2) Huvis patienten bliver syg under stralebehandlingsforlgbet, vil der komme uhensigtsmaessig
pause. Radiobiologiske principper tilskriver, at total behandlingslaengde fra start til slut pa et
straleforlgb bgr vaere sa kort som mulig, og ved adjuverende stralebehandling af brystkraeft er
beskrevet tab af behandlingseffekt ved lang behandlingsperiode. Dette stgtter behovet for at
fuldfgre behandlingen uden pauser, nar den er igangsat.

3) Personalet i Straleterapien kan blive sygdomsramt, hvilket i vaerste fald kan lede til betydelige
kapacitetsproblemer med at give behandlingen. Dette kan resultere i uhensigtsmaessige pauser i
behandlingen, trods at patienten selv er rask.

Midlertidig retningslinje, som en Strdleterapiafdeling i Danmark kan veelge at bruge

FASE 1, geeldende fra 18. marts 2020

1) Inklusion i DBCG Skagen Trial 1 stopper midlertidigt. Alle patienter med indikation for loco-
regional stralebehandling (DBCG A/B og D/E) uanset boost behandles med 40 Gy/15 fraktioner,
hvilket afkorter behandlingsforlgbet med 2 uger i forhold til DBCG’s generelle standard. Boost
kan gives simultant eller sekventielt i hht egen afdelings retningslinje.

2) Inklusion i DBCG RT Natural trial stopper midlertidigt. Alle patienter, som er kandidat til dette
trial, anbefales ikke at fa stralebehandling. Derved forsvinder indikationen for 3 ugers
stralebehandling.

FASE 2, geeldende hvis der er betydeligt antal syge acceleratorsygeplejersker eller stor risiko
for Corona-smitte af patienten i egen afdeling (dvs man er betydeligt presset i
Straleterapiafdelingen)



1) Alle patienter, som er kandidat til DBCG F eller G stralebehandling (men opfylder ikke kriterier
for DBCG RT Natural trial), behandles med 26 Gy / 5 fraktioner, 5 dage. Dette afkorter
behandlingsforlgbet fra 3 uger til 1 uge. Det forudsaettes, at der er stort fokus pa daglig
billedvejledning, og at patienten kan fglge den respirationsvejledte stralebehandling.

Ovenstaende midlertidige retningslinje er udelukkende geeldende, sa laenge Danmark er ramt af Corona
pandemien.

Alle Straleterapiafdelinger i Danmark kan veelge at fglge Fase 1 fra 18. marts, 2020.

Fase 2 i den midlertidige retningslinje er udelukkende tiltaenkt den situation, hvor personalet i en
Straleterapiafdeling bliver betydeligt ramt af mange syge, saledes at alternativet for patienterne er
leengere behandlingspauser pga kapacitetsproblemer, eller der kan ikke startes behandling. Det kan ogsa
gaelde, hvis risikoen for Corona-smitte vurderes overhangende, saledes at man gnsker at prioritere en
hurtig og komplet behandling af den enkelte endnu raske patient. Vurderingen af, hvornar Fase 2
eventuelt ivaerksaettes, tages i den enkelte Strileterapiafdeling. Pa onlinemgdet 17. marts var ingen
danske afdelinger i en situation, hvor FASE 2 var relevant.

Beslutningerne i Fase 1 & 2 forudsaetter god information til patienterne, saledes at baggrunden for
patientens behandling forklares tydeligt. Det skal ogsa overvejes sammen med patienten, om en
udseettelse af stralebehandlingen kunne vaere at foretraekke i visse situationer. En udsaettelse bgr
generelt ikke straekkes leengere end 3 maneder efter seneste operation, med mindre der gives
kemoterapi. Muligheden for udsaettelse af et straleterapiforlgb vil ogsa afhaenge af, hvor stor kapacitet
den enkelte afdeling vurderer at have for at kunne afvikle en pukkel af udsatte behandlinger samtidig
med, at der konstant henvises nye patienter.

Ovenstaende retningslinje tager udgangspunkt i en international retningslinje vedrgrende
stralebehandling af tidlig brystkraeft under COVID-19 pandemien, som er vedhaftet nedenfor. Den
internationale retningslinje er submittet den 17. marts 2020 til Clinical Oncology og forventes publiceret
inden april. DBCG RT Udvalget har diskuteret den internationale retningslinje pa online mgdet, og
udvalget har valgt ikke at fglge samtlige forslag i det internationale forslag baseret pa en samlet
vurdering af den danske kapacitet for stralebehandling.

Pa vegne af DBCG RT Udvalget,
Birgitte Offersen
Professor, overlaege, phd

Kreeftafdelingen, AUH
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There is an urgent need to share expertise and offer emergency guidance for breast radiation therapy
(RT) during the COVID-19 (Coronavirus) pandemic. As per the World Health Organisation (WHO)
statement, our aim and obligation should be “to stop, contain, control, delay and reduce the impact of
this virus at every opportunity”. In our roles as healthcare professionals and/or breast cancer experts
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this translates to minimising exposure of our patients to COVID-19 without compromising oncological
outcome.

It is imperative that hospital visits are kept to the absolute minimum and that the complexity of RT
planning/treatment is reduced where possible to ease pressure on our workforce. Given that breast RT
accounts for 30 per cent of delivered RT fractions, the following recommendations require particularly
urgent consideration. By adopting these recommendations where RT is minimised and targeted to those
with the highest risk of relevant breast recurrence, we aim to protect our patients and health care
professionals from potential exposure to COVID-19 as well as reducing the workload for health care
providers and/or infrastructure at the moments that resources face strain due to the pandemic. A
general guiding principle in these unusual setting is that: (i) where clinical equipoise has been sufficient
to support the conduct of randomised trials testing a less resource-intensive approach, and (ii) results
available to date have not provided evidence that such a test arm is clearly inferior, then (iii) the
approach involving fewest patient visits and duration should be encouraged in the context of a
pandemic like COVID-19 even when level 1-2 evidence has not formally been delivered.

We suggest that the following guidelines are considered and the risks and benefits are discussed with
patients to facilitate shared decision-making. Centres may need/choose to delay RT depending on local
circumstances with reference to expert consensus following previous natural disasters® and also amend
current systemic therapy pathways, but this is outside the remit of these guidelines.

1. Omit RT for patients 65 years and over (or younger with relevant co-morbidities) with invasive
breast cancer that are up to 30mm with clear margins, grade 1-2, oestrogen receptor (ER) positive,
human epidermal growth factor receptor 2 (HER2) negative and node negative who are planned
for treatment with endocrine therapy?.

Trials investigating safe omission of RT can be considered if they do not impact on patients visits and
resources are available. Centres may also consider omitting RT for ductal carcinoma in-situ (DCIS)
depending on individual risk and benefit.

2. Deliver RT in 5 fractions only for all patients requiring RT with node negative tumours that do not
require a boost. Options include 28-30Gy in once weekly fractions over 5 weeks or 26Gy in 5 daily
fractions over 1 week as per the FAST and FAST Forward trials respectively®>.

N.B. 5-year local relapse data are not yet available for FAST Forward but imminent publication is
anticipated. In the meantime, 26Gy in 5 fractions has already been demonstrated to be equivalent
with 40 Gy in 15 fractions with respect to 3-year normal tissue outcome. Furthermore, local control
is likely to be within acceptable limits given the low local relapse rates in this patient group
generally®. The FAST Forward protocol and RT planning pack are available at:

https://www.icr.ac.uk/our-research/centres-and-collaborations/centres-at-the-icr/clinical-trials-
and-statistics-unit/clinical-trials/fast forward page/
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Partial breast RT using 28.5-6Gy in 5 fractions over 1-2 weeks’® can also be considered for selected
patients if resources are available for increased complexity and/or to avoid deep inspiration breath
hold (DIBH) for left-sided tumours in the upper half of the breast (if DIBH impacts on treatment
time). N.B. IMPORT Low® has the same fractionation schedule in the control group as FAST Forward
so 26Gy in 5 fractions over 1 week could also be proposed in the partial breast irradiation setting.

Boost RT should be omitted to reduce fractions and/or complexity in the vast majority of patients
unless they 40 years old and under, or over 40 years with significant risk factors for local relapse®.

Boost RT has no proven survival advantage so risks and benefits during the COVID-19 pandemic
need to be re-evaluated. An example of a significant risk factor is the presence of involved resection
margins where further surgery is not possible. Any boost should be either simultaneous and
integrated to minimise fractions if resource permits or hypofractionated sequential, e.g. 12Gy in 4
fraction over 4 days.

Nodal RT can be omitted in post-menopausal women requiring whole breast RT following sentinel
lymph node biopsy and primary surgery for T1, ER positive, HER2 negative G1-2 tumours with 1-2
macrometastases®.

This approach gives this group of patients the option of 5 fractions of RT, and may reduce
complexity of planning/treatment.

Moderate hypofractionation should be used for all breast/chest wall and nodal RT, e.g. 40Gy in 15
fractions over 3 weeks!'%,

The use of moderate hypofractionation is already the standard of care in many countries and in the
altered risk-benefit context of a pandemic should be strongly considered in patients with breast
reconstruction. However, many centres will halt immediate reconstruction during the pandemic as
this is not essential cancer surgery.
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