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Item Score

Was the study described as randomized (this includes words such as randomly, random, 0/1
and randomization)?

Was the method used to generate the sequence of randomization described and appropriate 0/1
(table of random numbers, computer-generated, etc)?

Was the study described as double blind? 0/1
Was the method of double blinding described and appropriate (identical placebo, active 0/1
placebo, dummy, etc)?

Was there a description of withdrawals and dropouts? 0/1
Deduct one point if the method used to generate the sequence of randomization was 0/-1

described and it was inappropriate (patients were allocated alternately, or according to
date of birth, hospital number, etc).

Deduct one point if the study was described as double blind but the method of blinding 0/—1
was inappropriate (e.g., comparison of tablet vs. injection with no double dummy).
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Eligible patients

* Methods...

Patients

Eligible patients were women or men aged at least 18 years
with invasive carcinoma of the breast (pT1-3, pNO-1, M0)
following complete microscopic excision of the primary
tumour by breast conservation surgery or mastectomy
(reconstruction allowed), recruited in the UK from
47 radiotherapy centres and 50 referral centres. A protocol
amendment on Feb 15, 2013, excluded the lowest-risk
patients (aged =65 years, pT1, grade 1 or 2, oestrogen

receptor [ER] positive, HER2 negative, pNO, MO) to
increase the overall primary event rate. All patients
had axillary surgery (sentinel node biopsy or axillary
dissection); nodal radiotherapy was not allowed in the
main study. Concurrent endocrine therapy or trastu-
zumab, or both, were permitted but not concurrent
chemotherapy. For the patient-reported outcomes sub-
study all patients at participating centres were eligible.
All patients who had breast conservation surgery were
eligible for the photographic substudy at participating
centres. A small number of patients who had had
mastectomy were recruited into the photographic
substudy to validate the scoring method in patients who
had chest wall radiotherapy, but are not reported here
because photographs were only available for 76 patients.
All patients provided written informed consent.




Was the study described as randomized (this includes
words such as randomly, random,

and randomization)?

* Title....

Hypofractionated breast radiotherapy for 1 week versus S R®
3 weeks (FAST-Forward): 5-year efficacy and late normal
tissue effects results from a multicentre, non-inferiority,

| randomised] phase 3 trial




Was the study described as randomized (this includes
words such as randomly, random,

and randomization)?

° MEthOdS... . Randomisation and masking
Patients were randomly assigned (1:1:1) to receive either

40 Gy in 15 fractions of 2-67 Gy; 27 Gy in five fractions of
5-4 Gy; or 26 Gy in five fractions of 5-2 Gy. A sequential
tumour bed radiotherapy boost to the conserved breast
was allowed, with centres required to specify boost
intention and dose (10 Gy or 16 Gy in 2-Gy fractions)
before randomisation. Randomisation was done by
telephone or fax from the recruiting centre to the
Institute of Cancer Research-Clinical Trials and Statistics
Unit (ICR-CTSU), Sutton, London, UK, and used an in-
house bespoke trial-specific randomisation system set-
up by the ICR-CTSU IT team. Computer-generated
random permuted blocks were used (block sizes 6 and
9), stratified by radiotherapy centre and risk group (high
[age <50 years or grade 3] vs low [age =50 years and
grade 1 or 2]). Treatment allocation was not masked to
clinicians or patients.




Was the method used to generate the sequence of
randomization described and appropriate

(table of random numbers, computer-generated, etc)?
° MEthOdS.... Randomisation and masking

Patients were randomly assigned (1:1:1) to receive either
40 Gy in 15 fractions of 2-67 Gy; 27 Gy in five fractions of
5-4 Gy; or 26 Gy in five fractions of 5-2 Gy. A sequential
tumour bed radiotherapy boost to the conserved breast
was allowed, with centres required to specify boost
intention and dose (10 Gy or 16 Gy in 2-Gy fractions)
before randomisation. Randomisation was_done by
elephone or fax from the recruiting centre to the
Institute of Cancer Research-Clinical Trials and Statistics
Unit (ICR-CTSU), Sutton, London, UK, and used an in-
house bespoke trial-specific randomisation system set-
up by the ICR-CTSU IT team. Computer-generated
random permuted blocks were used (block sizes 6 and
9), stratified by radiotherapy centre and risk group (high
age <50 years or grade 3] vs low [age =50 years and
grade 1 or 2]). Ireatment allocation was not masked to
clinicians or patients.




Was the study described as double blind?

* Methods....

Randomisation Qd masking

Patients were randomly assigned (1:1:1) to receive either
40 Gy in 15 fractions of 2- 67 Gy; 27 Gy in five fractions of
5-4 Gy; or 26 Gy in five fractions of 5-2 Gy. A sequential
tumour bed radiotherapy boost to the conserved breast
was allowed, with centres required to specify boost
intention and dose (10 Gy or 16 Gy in 2-Gy fractions)
before randomisation. Randomisation was done by
telephone or fax from the recruiting centre to the
Institute of Cancer Research-Clinical Trials and Statistics
Unit (ICR-CTSU), Sutton, London, UK, and used an in-
house bespoke trial-specific randomisation system set-
up by the ICR-CTSU IT team. Computer-generated
random permuted blocks were used (block sizes 6 and
9), stratified by radiotherapy centre and risk group (high
[age <50 years or grade 3] vs low [age =50 years and

clinicians or patients.

l grade 1 or 2]). Treatment allocation was not masked to




Was there a description of withdrawals and dropouts?

* Methods....

No formal interim analyses were done; accumulating
data were monitored annually by the independent data
monitoring committee. All analyses were performed on
an intention-to-treat basis that included all patients




Assessment tools

* Methods...

 Based on outcomes...

Assessments

Patients were assessed by clinicians for ipsilateral breast
tumour relapse and late normal tissue e%ects at annual
follow-up visits. Starting 12 months after trial entry,
late-onset normal tissue effects in ipsilateral breast or
chest wall (breast distortion, shrinkage, induration and
telangiectasia; and breast or chest wall oedema and
discomfort) were graded by clinicians on a four-point
scale (none, a little, quite a bit, or very much), interpreted
as none, mild, moderate, or marked. Symptomatic rib
fracture, symptomatic lung fibrosis, and ischaemic
heart disease were recorded. Clinical assessments of
acute skin toxicity have been previously reported.”

In the paficptrcporied Quicomes,, substudy, ques-
tionnaires were administered at baseline (before ran-
domisation) and at 3, 6, 12, 24, and 60 months, including
the European Organisation for Research and Treatment
of Cancer QLQ-BR23 breast cancer module, body image
scale, and protocol-specific questions relating to changes
to the affected breast after treatment (including breast
appearance changed, smaller, harder or firmer, and skin
appearance changed). Patient assessments used a four-
point scale (not at all, a little, quite a bit, and very much).



Outcomes

* Methods...

Outcomes
The primary endpoint was ipsilateral breast tumour

relapse, defined as invasive carcinoma or ductal carci-
noma in situ presenting anywhere in the ipsilateral
chest wall, whether considered local recurrence or new
primary tumour. Data on Hrst regional relapse (axilla,
m%ﬂalar_rossa, and internal mammary chain),
distant metastases, new primary cancer, and death were
collected. Key secondary endpoints were late normal
tissue effects assessed by clinicians, patients, and from
photographs, and other disease-related and survival

outcomes (locoregional relapse, distant relapse, disease-
free survival, and overall survival; appendix p 29).



Statistical analysis



