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REANALYSIS AND RESULTS AFTER 12 YEARS OF FOLLOW-UP IN A RANDOMIZED CLINICAL
TRIAL COMPARING TOTAL MASTECTOMY WITH LUMPECTOMY WITH OR WITHOUT
IRRADIATION IN THE TREATMENT OF BREAST CANCER

BerNARD FISHER, M.D., STEWART ANDERSOX, PH.D., C

D. LawreNcE WICKERHAM, M.D.,

Abstract Background. Previous findings from a clinical
trial (Protocol B-06) conducted by the National Surgical
Adjuvant Breast and Bowel Project (NSABP) indicated the
worth of lumpectomy and breast irradiation for treating
breast cancer. After the discovery by NSABP staff mem-
bers of falsified information on patients enrolled in the
study by St. Luc Hospital in Montreal, separate audits were
conducted at St. Luc Hospital and other participating insti-
tutions. We report the results of both audits and update the
study findings through an average of 12 years of follow-up.

Methods. Patients with either negative or positive axil-
lary nodes and tumors 4 cm or less in diameter were
randomly assigned to one of three treatments: total mas-
tectomy, lumpectomy followed by breast irradiation, or
lumpectomy without irradiation. Three cohorts of patients
were analyzed. The first cohort included all 2105 random-
ized patients, who were analyzed according to the inten-
tion-to-treat principle. The second cohort consisted of
1851 eligible patients in the first cohort with known nodal
status who agreed to be followed and who accepted their

aroL K. Repumonn, Sc.D., NorMaN Wolsark, M.D.,
anp Warter M. Croxiy, M.P.H

assigned therapy (among those excluded were 6 patients
from St. Luc Hospital who were declared ineligible be-
cause of falsified biopsy dates). The third cohort consisted
of the patients in the second cohort minus the 322 eligible
patients from St. Luc Hospital (total, 1529 patients)

Results. Regardiess of the cohort, no significant dif-
terences were found in overall survival, disease-free sur-
wvival, or survival free of disease at distant sites between
the patients who underwent total mastectomy and those
treated by lumpectomy alone or by lumpectomy plus
breast irradiation. After 12 years of follow-up, the cumu-
lative incidence of a recurrence of tumor in the ipsilateral
breast was 35 percent in the group treated with lumpec-
tomy alone and 10 percent in the group treated with lum-
pectomy and breast irradiation (P<0.001).

Conclusions. Qur findings continue to indicate that
lumpectomy followed by breast irradiation is appropriate
therapy for women with either negative or positive axil-
lary nodes and breast tumors 4 cm or less in diameter.
(N Engl J Med 1995;333:1456-61.)
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The UK Standardisation of Breast Radiotherapy (START)
Trial B of radiotherapy hypofractionation for treatment of
early breast cancer: a randomised trial

The START Trialists' Group’

Summary

The i i standard radi schedule for early breast cancer delivers 50 Gy in 25 fractions of
2:0 Gy aver 5 weeks, but there is a long history of non-standard regimens delivering a lower total dose using fewer,
larger fractions (hypofractionation). We aimed to test the benefits of radiotherapy schedules using fraction sizes
larger than 2-0 Gy in terms of local-regional tumour control, normal tissue responses, quality of life, and economic
consequences in women prescribed post-operative radiotherapy.

Methods Between 1999 and 2001, 2215 women with early breast cancer (pT1-3a pN0-1 M0) at 23 centres in the UK
were randomly assigned afler primary surgery 1o receive 50 Gy in 25 fractions of 2-0 Gy over 5 weeks ot 40 Gy in
15 fractions of 2-67 Gy over 3 weeks. Women were eligible for the trial if they were aged over 18 years, did not have
an immediate reconstruction, and were available for follow-up. Randomisation method was computer generated
and was nat blinded. The protocol-specified principal endpaints were local-regional tumour relapse, defined as
reappearance of cancer at irradiated sites, late normal tissue effects, and quality of life. Analysis was by intention
to treat. This study is registered as an International Standard Randomised Controlled , number
ISRCTN59368779.

Findings 1105 women were assigned to the 50 Gy group and 1110 to the 40 Gy group. After a median follow up of
6+0 years (IQR 50-G-2) the rate of local-regional tumour relapse at 5 years was 2-2% (95% CI 1:3-3-1) in the 40 Gy
roup and 3-3% (95% C1 2:2 to 4:5) in the 50 Gy g:mup representing an absolute differcnce of -0.7% (95% CI
—1:7% to 0-9%)—ie, the ab d be up to 1-7% better and at most 1% worse.
after 40 Gy than after 50 Gy. Pl\alograp and patzeul E:lfii!essmen(s indicated lower rates of late adverse effects
after 40 Gy than after 50 Gy.

Interpretation A radiation schedule delivering 40 Gy in 15 fractions seems to offer rates of local-regional tumour
relapse and late adverse effects at least as favourable as the standard schedule of 50 Gy in 25 fractions.
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Hypofractionated breast radiotherapy for 1 week versus
3 weeks (FAST-Forward): 5-year efficacy and late normal
tissue effects results from a multicentre, non-inferiority,
randomised, phase 3 trial

runt®, ", Du ) Mark A Sydenham, Abdulla Alhassa, David ) Bloomfield, Charke Chan,
ark Chum, Susan Cleator CharlotteE Cole i Anna M Kir
Carolyn Morris, Zahal Nabi, Elinar Sawyer, H
FAST-Forward Trial Management Group

fiona C Kirwan,
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Somaiah, Liba Stones, Isabel Syndikus, Judith M Blisst, John R

Summary

Background We aimed to identify a five-fraction schedule of adjwvant radiotherapy (radiation therapy) delivered in
1 week that is non-inferior in terms of local cancer control and is as safe as an international standard 15fraction.
regimen afler primary surgery for early breast cancer. Here, we present S-year results of the FAST-Forward trial.

i phase: i inferiority trial d 97 hospitals (47
centres and 50 mf:rnng }msplhh] in the UK Pahznb aged at least 18 years with invasive carcinoma of the breast
(pT1-3, pNO-1, M0) after or le. We randomly allocated patients to
either 40 Gy in 15 fractians (over 3 weeks), 27 Cy in five fractions {over 1 week), ar 26 Gy in five fractians (over 1 week}
1o the whole breast or chest wall. Allocation was not masked because of the nature of the intervention. The primary
endpoint was ipsilateral breast tumour relapse; assuming a 2% S-year incidence for 40 Gy, non-inferiority was
predefined as =1-6% excess for five-fraction schedules (critical hazard ratio [HR] of 1-81). Normal tissue effects were
assessed by clinicians, patients, and from photographs. This trial is registered at isrctn.com, ISRCTN19906132.

Findings Between Nov 24, 2011, and June 19, 2014, we recruited and obtained consent from 4096 patients from 97 UK
centres, of whom 1361 were assigned to the 40 Gy schedule, 1367 to the 27 Gy schedule, and 1368 to the 26 Gy
schedule. At a median follow-up of 71-5 months (IQR 71-3 to 71.7), the primary endpoint event occurred in 79 patients
(31in the 40 Cy group, 27 in the 27 Gy group, and 21 in the 26 Gy group); HRs versus 40 Gy in 15 fractions were 0. 86
(95% CI0-51 0 1-44) for 27 Gy in five fractions and 0-67 (038 to 1-16) for 26 Gy in five fractions. 5-year incidence of
ipsilateral breast tumour relapse after 40 Gy was 2:1% (14 to 3-1); estimated absolute differences versus 40 Gy in
15 fractions were -0-3% (~1-0 to 0-9) for 27 Gy in five fractions (probability orrectly accepting an inferior five-
fraction schedule: p=0-0022 vs 40 Gy in 15 fractions) and 0. 7% i
40 Cy in 15 fractions). At 5 years, any moderate or marked clinician.assessed normal tissue effects in the breast or
chest wall was reported for 98 of 986 (9-9%) 40 Gy patients, 155 (15-49%) of 1005 27 Gy patients, and 121 of 1020 (11-9%)
26 Gy patients. Across all clinician assessments from 1-5 years, odds ratios versus 40 Gy in 15 fractions were 155
(95% CI1-32 t01-83, p<0-0001) for 27 Gy in five fractions and 1-12 (0-94 to 1. 34, p=0-20) for 26 Gy in five fractions.
Patient and photographic assessments showed higher normal tissue effect risk for 27 Gy versus 40 Gy but not for
26 Gy versus 40 Gy.

Interpretation 26 Gy in five fractions over 1 week is non-inferior to the standard of 40 Gy in 15 fractions over 3 weeks.
for local tumour control, and is as safe in terms of normal tissue effects up to § years for patients prescribed adjuvant
local radiotherapy after primary surgery for carly-stage breast cancer.

FAST-Forward
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