
Another important point relates to any assump-
tions that trials published before the 1996 CONSORT
statement are more likely to be of poorer quality than
those published after it.3 The CONSORT statement
contains several methodological elements that should
be followed to eliminate biased results. The intention of
this statement was to improve the conduct, integrity,
and reporting of randomised controlled trials.3 Our
results show that studies conducted by the Radiation
Therapy Oncology Group were of high quality even
before publication of the CONSORT statement. It was
the reports of the randomised controlled trials that
showed deficiencies in their description of the methods
used in the trials, not the trials themselves. Our findings
indicate that although researchers in the Radiation
Therapy Oncology Group were cognisant of key
features in the design and conduct of good quality
trials, they were less aware of the need to report these
to a standard that would meet contemporary
(CONSORT) requirements.

It is still appropriate to expect that the CONSORT
statement will contribute to the conduct of higher
quality randomised controlled trials in the future, since
it incorporates and highlights many of the elements
needed to perform a trial adequately. We agree with the
call for all journals to adopt the policy of only publish-
ing the report of a randomised controlled trial if it fol-
lows the CONSORT requirements. This is supported
by empirical data that are now emerging about the
usefulness of the CONSORT statement. For example,
one study compared the quality of reports of trials
before and after the CONSORT statement and found
that the statement was associated with an improvement
in the quality of reports.12 Further improvements in the
quality of the conduct and reporting of clinical
research would arise with the publication of research
protocols.4
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Commentary: The quality of randomised controlled trials may be
better than assumed
Auro del Giglio, Luciano Jose Costa

As readers of published articles, it is reassuring to know
that the quality of published data is probably better
than expected from the reporting of the methods.
Soares and colleagues have addressed the discrepan-
cies between the proposed methods in original
research protocols and those reported in the final arti-
cle for all 56 randomised controlled trials conducted
by the Radiation Therapy Oncology Group since its

creation in 1968. Good quality experimental designs
were more often adhered to during the conduct of the
studies than suggested by the final reports.

As readers of systematic reviews, however, we may
have underestimated the quality of experimental
methods, especially if reviewers had not checked the
original protocols. This may have led to the exclusion of
some potentially good quality papers from systematic
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Poor reporting of methods in randomised
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themselves

Evaluation of research protocols and contacting
trialists should be integral to assessing the quality
of such trials
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reviews.1 This would also affect the scoring of quality of
papers as a part of a meta-analysis.2 3 Soares and
colleagues suggest that this problem can be avoided by
accessing the original protocols and contacting trialists
to check the accuracy of reported methods. Authors
should also adhere to the Consolidated Standards of
Reporting of Trials (CONSORT) statement.4

In the near future, papers may be accompanied by
internet links to their original protocol and data, allow-
ing researchers to download crude data for meta-
analysis. Until that time, it should be borne in mind that
although papers fail to report important design and
methodological features, they were probably done,
especially if the papers are authored by a body such as
the Radiation Therapy Oncology Group, the protocols
of which undergo rigorous review.
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Drug points

Rash and acute nephritic syndrome due to
candesartan
Adam Morton, James Muir, Davin Lim

A 73 year old man presented with a two day history of a
pruritic rash and oedema affecting both lower legs. He had
had hypertension for three years, for which he had been
taking candesartan, an angiotensin II receptor antagonist,
for the past two years. He was not taking any other medica-
tions or preparations. He had no infective, gastrointestinal,
or respiratory symptoms and no arthralgias.

Examination showed non-palpable, non-tender pur-
pura affecting both legs, with pitting oedema, and
urticarial lesions on the left knee and anterior chest. Test-
ing of urine was positive for protein and blood. Urine
microscopy showed > 100 erythrocytes per 106/l; the
urine protein:creatinine ratio was 0.15 (normal range
< 0.04), serum creatinine was 90 �mol/l (70-120 �mol/l),
C reactive protein was 117 mg/l (0-6 mg/l), and the eryth-
rocyte sedimentation rate was 32 mm/hour (1-20
mm/hour). A provisional diagnosis of Schönlein-Henoch
purpura due to candesartan was made, and the
medication was stopped. Serum immunoglobulin A
concentration, however, was normal. The results of an
autoantibody screen and testing for antineutrophil
cytoplasmic antibodies were negative, complements were
normal, and cryoglobulins were not detected. A skin
biopsy showed lymphocytic vasculitis involving vessels in
the papillary and mid-dermis, as well as spongiosis and
moderate orthokeratosis. We believed the features to be
consistent with a drug reaction. The rash and microscopic
haematuria resolved completely within a week of stopping
candesartan and C reactive protein concentration became
normal three weeks after presentation, though proteinuria
took 10 weeks to resolve.

Irbesartan, another angiotensin II receptor antagonist,
was the highest volume drug prescribed for hypertension in
Australia on the pharmaceutical benefits scheme for the
year ending December 2002. A major reason for the popu-
larity of this class of drugs is their side effect profile, shown
to be similar to that of placebo in double blind studies.1

Major side effects published in the literature, however,
include hepatotoxicity, pancreatitis, angio-oedema, acute
deterioration in renal function, and dysgeusia. Two cases of
Schönlein-Henoch purpura have been described as being
associated with therapy with losartan.2 3 Both had a similar
presentation to the case described above, with purpuric
rash, pedal oedema, microscopic haematuria, proteinuria,

raised C reactive protein concentration, and rapid
resolution when the drug was stopped. Both cases, however,
were associated with raised serum IgA concentration and
deposits in the dermal vessel walls on histology.

From 1999 until November 2002, seven cases of rash
were reported to the Adverse Drug Reaction Advisory
Committee in Australia, in which candesartan was the sole
possible agent responsible. No cases of nephritis have
been reported to the committee to date. Similarly, the
manufacturer of candesartan (AstraZeneca) has not
received any reported cases of nephritis with candesartan.
In conclusion, the angiotensin II receptor antagonists are
a very well tolerated group of antihypertensive drugs, but
they should be considered to be a potential cause of rash
or acute nephritic syndrome in any patients presenting
with those symptoms, regardless of how long they have
been taking the drug.
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Endpiece

Students at Guy’s and
St Thomas’s, 1819
I must be permitted to caution you against blindly
adopting any system of opinion and practice which
may be taught in the schools to which you may be
. . . attached; this could be to degrade you to the
ranks of empiricism. Think for yourselves.

Aesculapius. The hospital pupil’s guide at
St Thomas’s and Guy’s Hospitals.

Lond Med Repository 1819;11:128-30
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