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Editorials
Mishandling Misconduct: The Breast Cancer

Trials Scandal
Randomized clinical trials are a powerful instrument of clinical science that
help to improve our therapeutic practice. They are, however, complex and
difficult administrative undertakings. The National Surgical Adjuvant Breast
and Bowel Project (NSABP) is the largest multicentric study group in the
USA which has for the last 25 years conducted over 20 large clinical trials
that have included 13 500 patients.' They receive nearly US$ 8 million per
annum from the National Cancer Institute (NCI).! In 1985 they published a
seminal paper in the New England Journal of Medicine (N Engl J Med) showing
that lumpectomy was as effective as mastectomy in the treatment of early
breast cancer. 2 A follow up paper published in 1989confirmed these findings."
The latter paper was accompanied in the same issue of the journal by two
other papers, also from the NSABP, dealing with adjuvant therapy of breast
cancer. 4.5 These three protocols, well known to those in the field, are named
B-06, B-13 and B-14. Dr Bernard Fisher, the Chairman of the NSABP group,
was the first author in all three publications. Now these papers, and some
others, are under a cloud.

It turns out that one of the 89 participating investigators in the lumpectomy
trial, Dr Roger Poisson of St. Luc Hospital in Montreal, Canada fabricated
inclusion criteria of some of his patients to allow their entry into the trial. Of
the 2163 women enrolled, 354 were Dr Poisson's cases, of which there was
evidence of data fabrication in 6.6 The NSABP first got to know of this in
June 1990. After making internal enquiries and confirming fraud, the NSABP
notified the Food and Drugs Administration (FDA), the NCI and the Office
of Scientific Integrity (OSI). These agencies began a formal investigation.
The NSABP privately assured the officials of the NCI and OSI that the
conclusions of the trial remained valid even after excluding the St. Luc Hospital
data. However, it was not until April 1993 that the OSI formally concluded
that Dr Poisson was guilty of scientific misconduct. 7 After reviewing all trials
in which Dr Poisson had enrolled patients, a total of 115 instances of data
fabrication were detected." Brief notices to this effect were published in the
April 1993 OSI newsletter and the June 1993 issues of the National Institutes
of Health Guides for Grants and Contracts and the Federal Register. These
are obscure government documents that are rarely read by practising physicians.
No formal notification was made in any scientific journal. The N Engl J Med
was not informed." It was only when Mr John Crewdson of the Chicago
Tribune broke the news of this scandal on 13 March 1994 that clinicians and
journal editors first came to know about this affair. The public and breast
cancer patients, in particular, were alarmed."

From then on matters have unfolded rapidly with shrill accusations of
mishandling of the case by all concerned. Since then evidence of misconduct
has been uncovered in another one of the NSABP trials, in which Dr Poisson
was a participant, this time testing the efficacy of tamoxifen in preventing
breast cancer in high risk women.' NCI is undertaking an on-site audit of all
NSABP trials and asked the Chairman to resign, which he did on 28 March
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1994. The whole affair has promoted the tough Congressman, John Dingell
of Michigan, a veteran investigator of scientific misconduct, to start a public
enquiry. 7 Womens groups have declared that they have lost faith in the NCI.

The N Engl J Med has strongly criticised the failure on the part of NSABP
to notify the journal of the misconduct as soon as it was discovered, and for
failing to publish cf re-analysis of the data." Although the unpublished re-
analysis had shown that the results of the trial remained unchanged and that
womens' interests had not been harmed by the misconduct, the N Engl J Med
is not consoled. The Journal argues that it is not for the NSABP, NCI or
OSI, august bodies as they may be, to draw conclusions from the re-analysis,
and that it is upto the readership of the N Engl J Med to draw its own
conclusions from the data. The Journal also believes that there is no excuse
for a 4 year delay between the first indication of misconduct in 1990 and the
publication of a re-analysis (which is yet to appear). The Journal has further
criticised the NSABP for publishing results of another trial in the interim
period, again in the N Engl J Med, this time on the role of radiotherapy in
the treatment of in situ breast cancer (Protocol B-17), excluding 24 of
Dr Poisson's cases but without giving proper reasons for their exclusion.

Federal regulations laid down to investigate scientific misconduct however
do not compel the investigating bodies to publish results of their investigation
in scientific journals. The N Engl J Med argues that these procedures need
changing and notification in scientific journals should be made compulsory. 7

The Journal believes that editors who may have published flawed or fraudulent
work should be among the first to be informed. It also criticises the reward
system for physicians for enrolling patients into clinical trials, which includes
journal authorship and institutional research funding, and suggest that these
need reviewing. Although Dr Poisson argues that his intentions were entirely
altruistic, and that he relaxed the inclusion criteria so that more patients are
enrolled in the NSABP trials, which he believed gave his patients the best
chance of getting high quality treatment, the prestige of being associated with
the NSABP and other motives behind this misconduct cannot be excluded. to

The NCI has now promised a thorough review of its own internal oversight
procedures and has established a new Clinical Monitoring Branch. 11 Stringent
external auditing of trials is on the way. However, Professor Richard Peto,
the Oxford statistician and epidemiologist, believes that such aggressive auditing
will add heavily to cost and stifle the clinical trial process itself. 11 At the public
hearing where directors of both the National Institutes of Health (NIH) and
NCI were summoned by Mr Dingell, Dr Broder of the NCI tried to distance
himself from the scandal. Dr Broder accused Dr Fisher for being arrogant
and disrespectful to his officials during the investigations, and for being dilatory
in publishing a re-analysis even after the investigations were completed in
July 1993.11 Mr Dingell was severely critical of the NSABP (and the NCI) on
another issue. He found the NSABP guilty of failing to publicise new evidence
arising for the tamoxifen prevention trial linking its use to uterine cancer. 12

Dr Fisher is, however, not without friends. Some 'of them have criticised
the media frenzy and the punishment meted out to him by the NCI as a
personal vendetta. The Lancet in its editorial of 30 April said 'the shrill calls
for ever stricter audit-trial police?-as a result of this incidence will only
hamper genuine research effort;-scientific fraud unquestionably tarnishes
the image of medical research-but so does an unseemingly witchhunt' ,13

Clearly, when the dust settles on this messy affair, the ultimate victim of this
scandal will unfortunately be science itself.
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Tuberculosis and Adrenal Function
Chemotherapy has reduced the mortality due to tuberculosis but its prevalence
continues to be high in many developing countries, induding India.' Increasing
urbanization has led to pulmonary tuberculosis becoming a major disease in
our country." Tuberculosis can also involve the adrenal gland, identification
of which may have prognostic and therapeutic implications.

In developed countries tuberculosis was the most frequent cause of Addison's
disease but has been replaced by autoimmune adrenalitis. However, it remains
the major cause of Addison's disease in India."

Is the adrenal gland predisposed to tuberculous infection? The extent or
duration of infection are logical predisposing factors. Studies have shown that
the duration of illness is related to adrenal involvement+ but there is no
correlation with the extent or type of lesion. 5However, patients with adv~nced
disease have decreased diurnal changes in serum cortisol. 4 It is also possible
that associated immunosuppression renders the adrenal susceptible to
tuberculous infection. Reports on patients with the acquired immunodeficiency
syndrome (AIDS) have corroborated this-mycobacteria, especially atypical
mycobacteria, were present throughout the adrenal gland in 1% to 12% of
patients dying from AIDS.5 However, histological studies probably under-
estimate the true prevalence of adrenal involvement and cultures were not
done in most studies."

Is the immunosuppression in patients with tuberculosis independent of the
presence of AIDS? Although the latter was not specifically exduded, a recent
study has shown that patients with pulmonary tuberculosis had decreased
CD4 and increased CD8 counts. The CD4/CD8 ratio was reduced in the
peripheral blood showing thereby that T cells which mount a cellular immune
response are diminished, while simultaneously higher levels of suppressor T
cells are present. This ratio is reversed by antituberculous chemotherapy
implying that the immunosuppression is due to tuberculosis per se.' Other
factors could also immunocompromise patients with tuberculosis. Tuberculosis
has been shown to be associated with a high degree of undernutrition" which
in turn leads to impaired cell mediated immunity and cytokine production."
Immunosuppression renders the adrenal susceptible to tuberculosis and this
explains in part why it seems to be prone to tuberculous infection.


