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Falsified information did not change the conclusions of NSABP B 06
supporting lumpectomy plus radiation therapy for breast cancer

Fisher B, Anderson S, Redmond CK, et
d. Reanalysis and results after 12
years of follow-up in a randomized
clinical trial comparing total mas-
tectomy with lumpectomy with or
without irradiation in the treat-

• merit of breast cancer. NEnglJ
Med. 1995Nov 30;333:1456-61.

Objective
To reanalyse the data in a trial that
compared total mastectomy with
lumpectomy with or without radia-
tion therapy (RT) in women with
breast cancer after 12 years of follow-
up and after auditing data from par-
ticipating centres.

Design
Randomised controlled trial with
analysis presented for 3 cohorts of
patients enrolled in the National
Surgical Adjuvant Breast and Bowel
Project (NSABP Protocol B-06).

Setting
88 institutions in North America,
I in Australia.

Patients
2163 women who had breast cancer
with tumours ^ 4 cm that were con-
fined to the breast or breast and ipsilat-
eral axillary nodes with no fixation to

Commentary „,
This important study addresses 2 key issues.
First, Fisher and colleagues revisit their piv-
otal trial of breast-conserving surgery com-
pared widi mastectomy (NSABP B-06). In
this rigorously done randomised controlled
trial, die authors showed that after 12 years
of follow-up no significant differences existed
in survival, disease-free survival, or survival
free of distant metastases. A statistically
higher incidence of tumour recurrence, how-
ever, occurred in patients who had a lump-
ectomy without RT. These results are similar
to findings previously reported on this trial
and are unlikely to have been altered by sub-
sequent changes in radiation technique or use
of additional adjuvant therapy.

Second, Fisher and colleagues have shown
that including the data from one centre that
had falsified die data for some patients (1)

the underlying muscle or chest wall
and no clinical evidence of skin in-
volvement or distant metastases. 210S
women (97%) agreed to be studied
(cohort A, the intention-to-treat analy-
sis). Cohort B comprised 1851 women,
excluding women who refused the as-
signed treatment and the 6 women
from St. Luc Hospital whose first
positive biopsy result dates had been
falsified. Cohort C comprised 1529
women, excluding all 322 women en-
rolled from St. Luc Hospital.

Intervention
Women were allocated to mastectomy
(cohort A, n = 692; cohort B, n = 589;
cohort C, n = 494); to lumpectomy
(cohort A, n - 699; cohort B, n = 634;
cohort C, n = 520); or to lumpectomy
plus RT (cohort A, n = 714; cohort B,
n = 628; cohort C, n = 515). All pa-
tients had the lower 2 levels of axillary
nodes removed.

Main Outcome Measures
Survival, disease-free survival, distant-
disease-free survival, and tumour re-
currence in the ipsilateral breast after
lumpectomy with or without RT.

Main Results
At 12 years, survival rates for mas-
tectomy, lumpectomy, and lumpec-
tomy plus RT for cohort B were

had no effect on the outcome of the trial.
This study by Fisher and colleagues is ac-
companied by a report of a National Cancer
Institute audit of the NSABP B-06 trial (2),
which confirmed the adequacy of the data
on which the B-06 reanalysis was based. It is
especially important because the data fal-
sifications for 6 patients in B-06 (time from
surgery to randomisation) has had a dispro-
portionate effect on attitudes about the con-
duct of future randomised controlled trials
in North America and Europe.

Although this audit of B-06 revealed addi-
tional small numbers of data regarding
baseline characteristics, treatment, and out-
comes that could not be verified, these were
distributed equally among the treatment
groups and had no effect on die study re-
suits. This finding is similar to that reported

60%, 58%, and 62%, respectively
(P for lumpectomy compared with
mastectomy = 0.66, P for lumpec-
tomy plus RT compared with mas-
tectomy = 0.49). Disease-free survival
and distant-disease-free survival
rates did not differ among treatment
groups for any cohort. Tumour re-
currence rates were also presented
for cohort B. The 12-year cumula-
tive incidence of ipsilateral breast
tumour recurrence for patients who
received lumpectomy alone was
35% compared with 10% for pa-
tients who received lumpectomy
plus RT(F< 0.001).

Conclusions
In women with early-stage breast can-
cer, lumpectomy with or without ra-
diation therapy was as effective as total
mastectomy for overall survival, dis-
ease-free survival, and distant-disease-
free survival. The addition of radiation
therapy to lumpectomy reduced the
incidence of tumour recurrence in the
ipsilateral breast. Reanalysis of data
after an audit and exclusion of data
from St. Luc Hospital did not show
any difference in the results.
Sources of funding: National Cancer Insti-
tute and American Cancer Society,

For article reprint: Dr. B. Fisher, Room
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in other audits of cancer trials in the United
States. The routine audit of large-scale trials
is prohibitively costly and probably unnec-
essary. The continued confidence of the pub-
lic, however, is essential to clinical research.
A regular process of quality assurance involv-
ing periodic selected trial audits may be nec-
essary with the responsibility being shared
by granting agencies, collaborative research
groups, and individual institutions.

Christopher J. Williams, MD
Institute of Health Sciences

Oxford, England, UK
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