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interpret and, not surprisingly, has varied con-
siderably in different communities around the
world. Our data on middle aged British men
suggest that alcohol is not a risk factor forischaemic
heart disease and that the apparent protective
effect of light, regular drinking reflects the many
advantageous characteristics of men who drink in
this fashion. In this British community there is no
convincing evidence of a protective effect directly
due to alcohol intake.
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Treatment of palindromic rheumatism with
chloroquine

SIR,-On the basis of chloroquine's effectiveness
in stopping episodic joint inflammation in three
patients suffering from palindromic rheumatism,
Drs M R Richardson and A M Zalin (21 March,
p 741) recommend the drug as a first line treatment
in patients with this condition. Palindromic
rheumatism is not a uniform clinical entity but a
term used to describe a heterogeneous group of
patients, including those with various episodic
arthritides and patients in whom the condition is
part of the symptom complex of rare systemic
diseases. A clearly defined set ofdiagnostic criteria
should therefore be determined before therapeutic
trials are begun. Furthermore, in most patients
palindromic rheumatism seems to precede chronic
erosive rheumatoid arthritis.' 2
We followed up 60 patients with palindromic

rheumatism for a total of 598 years from the onset
of symptoms (295 of them prospectively). Thirty
five patients went on to develop chronic arthritis.
In particular, patients with positive rheumatoid
serology, extra-articular attacks, and generalised
symptoms during episodes of joint inflammation
tended to develop chronic arthritis. Palindromic
rheumatism preceded systemic lupus erythe-
matosus in one patient, Wegener's granulomatosis
in one, and multiple myeloma in one. Eight of the
patients also fulfilled the diagnostic criteria for
fibromyalgia.3

Treatment with hydroxychloroquine 300 mg
daily was tried in 34 patients and was considered to
be effective if remission was induced in patients
with chronic arthritis or if palindromic attacks
were prevented in patients whose rheumatism had
remained palindromic.4 Hydroxychloroquine was
effective in only one of 19 patients with chronic
arthritis and in seven of 15 patients with palin-
dromic rheumatism. In four cases treatment was
withdrawn because of side effects and was judged
to have failed. Five of the responders also suffered
from fibromyalgia. By comparison, 50 patients
received intramuscular injections of sodium
aurothiomalate (gold) 10 mg, 20 mg, 30 mg, and
then 50 mg weekly up to a dose of 10-13 mg/kg
body weight and then 50 mg monthly. The
treatment was effective in 26 patients, but it was
stopped because ofside effects in 14 and because of
lack of response in six. At the time of writing the
effect could not be assessed in four patients. In
most patients the effect (and side effects) appeared
before a total dose of 500 mg had been given and

often before the patient had received a total dose of
100 mg.
The favourable results reported by Drs Richard-

son and Zalin with chloroquine treatment in
patients with palindromic rheumatism are similar
to those of previous uncontrolled trials with
penicillamine, chloroquine, and colchicine.'7
Until confirmed by larger scale studies the results
must be treated as at least equivocal.
The effect of gold in patients with palindromic

rheumatism is well documented,'2 and the side
effects may easily be controlled by scrupulous
follow up. In our experience, particularly if the
patient shows the prodromal symptoms of chronic
arthritis, gold remains the drug of choice in the
treatment of palindromic rheumatism. Provided
that no underlying systemic disease is found, a trial
with chloroquine or with hydroxychloroquine may
be performed and should always be carried out
if the patient also suffers from concomitant
fibromyalgia.
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Ulcerogenicity of piroxicam: an analysis of
spontaneously reported data

SIR,-The letter by Messrs C P Armstrong and
A L Blower (21 March, p 772) is a disservice to
experts in gastroenterology and epidemiology and
contradicts the vast body ofdata recently reviewed
by major regulatory authorities. Though the
authors purport to summarise data from a case-
control study, the design of the study and the
handling of the material seem to be seriously
flawed. They do not describe a proper case-control
study but what resembles a case review series with
a comparison group added for convenience. We
would like to point out the more obvious flaws.

Firstly, Messrs Armstrong and Blower used a
"consecutive group" ofcontrols: an indiscriminate
group; controls should have the same potential for
exposure to the study drugs as cases. Secondly,
there was apparently no controlling for age or
sex in the design or analysis, and yet both are
confounding factors known to be powerful deter-
minants of peptic ulcer disease and exposure to
non-steroidal anti-inflammatory drugs. Therefore,
the comment on the proportion ofpiroxicam users
over the age of60 in the case group is meaningless.
Thirdly, the hospital controls are described as
being "without known peptic ulceration." It
is imperative that appropriate diagnostic measures
are used to exclude gastrointestinal disease.
Fourthly, it is extremely difficult and usually
misleading to extrapolate drug exposure statistics
from hospital patients to the community. Fifrhly,
there is no indication that the study was initially
designed to test whether one non-steroidal anti-
inflammatory drug's associated risk differed from
that ofothers, and no information about other such

drugs is provided. The crude estimate of the risk
associated with piroxicam is not an appropriate
epidemiological measure as it does not make use
of aH relevant data. Furthermore, in view of
the extensive experience reported by others,' a
properly designed study of this nature would
require many more cases.2
The authors refer to piroxicam's long half life

and altered pharmacokinetics in the elderly. There
is no evidence that a drug with a long half life is any
more toxic than one with a short half life.34 It
has been clearly shown that, though there may
be a small increase in steady state plasma con-
centrations of piroxicam with increasing age, this
is not related to the incidence or severity of
gastrointestinal or other adverse events (the same
has been shown for naproxen).4

In response to a petition by the Health Research
Group in the United States in January 1986 for a
restriction of piroxicam's use in patients over the
age of 60, the Food and Drug Administration
conducted an exhaustive review of data on clinical,
epidemiological, pharmacokinetic, and spon-
taneous adverse gastrointestinal events. The
petition was decisively rejected with the conclusion
that "piroxicam does not have gastrointestinal
adverse reactions and gastrointestinal fatality rates
that clearly separate it from other non-steroidal
anti-inflammatory drugs. The current Feldene
labelling [data sheet] adequately addresses risks of
gastrointestinal toxicity."' Piroxicam has also been
reviewed recently by other regulatory bodies,
including the Committee on Safety of Medicines
in Britain' and the regulating bodies in Germany
and Japan, all of which reached similar conclu-
sions.

It is disappointing that Messrs Armstrong
and Blower are either unaware of or have ignored
a wealth of published information on the gastro-
intestinal toxicity of piroxicam and other such
drugs, which confirms that piroxicam cannot
be distinguished from other, widely used non-
steroidal anti-inflammatory drugs with regard to
gastrointestinal toleration and toxic potential in
patients of all ages.2467
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SIR,-The report by Messrs C P Armstrong and
A L Blower (21 March, p 772) adds more confusion
to the issue of whether one non-steroidal anti-
inflammatory drug is or is not more toxic than the
others. They state that piroxicam was associated
with 23 out of 113 (20%/) ulcer complications
related to such drugs. By contrast, "only 11%
of the control patients who were taking non-
steroidal anti-inflammatory drugs" were receiving
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