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Rheumatoid arthritis and type 1
diabetes mellitus

SIR, I read with interest the letter from Dr Rudge.' We had
reported a study2 in which we demonstrated an increased
prevalence of type 1 diabetes and autoimmune thyroid dis-
ease in close relatives of patients with classical or definite
rheumatoid arthritis. The rheumatoid patients demon-
strated an increased prevalence of organ specific auto-
antibodies when compared to a control group with
degenerative joint disease. We also included several pedi-
grees demonstrating the close relationship between
rheumatoid arthritis and type 1 diabetes within some
families. Dr Rudge's study was carried out at Nottingham
along similar lines, but her study did not confirm our find-
ings. It was mentioned by her that both the hospitals in
which our study was carried out have an interest in the
immunogenetics of these diseases and that this could attract
the sort of cases we were interested in. In fact both
rheumatology clinics service busy districts and there were

very few referrals from outside our catchment areas. I sus-

pect that this alone is not enough to explain the discrepancy.
Our original hypothesis was that the increased prevalence

of type 1 diabetes in close relatives of rheumatoid patients
could be predicted from the association both these diseases
have with HLA DR4. We mentioned in the concluding
paragraph of our paper that we would like to study HLA
genotypes in families where one sibling had rheumatoid
arthritis and another sibling had type 1 diabetes or other
autoimmune endocrine disease. Since our paper was pub-
lished we have studied some of the original families
reported and others not included in the study; we have also
studied some patients with coexistent type 1 diabetes and
rheumatoid arthritis. Although this work is at a preliminary
stage there is no clear association between these two dis-
eases and HLA DR4 in the families and individual patients
studied.
The pedigrees of families with coexistent rheumatoid

arthritis and type 1 diabetes suggest a relationship between
these two diseases, and we are confident that a mechanism
for the common genetic susceptibility will be identified.

St Bartholomew's Hospital,
West Smithfield,
London ECIA 7BE

D. J. B. THOMAS
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Fatal bronchiolitis obliterans
associated with chrysotherapy

SIR, In the 'Discussion' section of their report of a case of
fatal bronchiolitis obliterans (OB) associated with
chrysotherapy Dr Holness and others' state that a cystinuric
patient given penicillamine succumbed to OB. The
reference was to a letter of mine2 about penicillamine and
OB. I had carried out a postal inquiry after deaths from OB
had been reported3 among patients with rheumatoid arth-
ritis, some of whom had also been given penicillamine. In
fact I failed to discover any further penicilamine-associated
deaths from definite OB. One cystinuric patient had died
from unspecified pulmonary disease which, in retrospect
but without histological data, the reporting clinician thought
might have been OB. I categorised this diagnosis as 'uncer-
tain'. To the best of my knowledge this extremely doubtful
case represents the only published reference to OB as a
complication of cystinuria or its treatment. Dr Holness, by
omitting my qualifying comment that the diagnosis ofOB in
this instance was unlikely to have been correct quite unjusti-
fiably made concrete what was insubstantial. The 'fact' that
OB has been associated with penicillamine treatment of
cystinuria may now (and probably will) seep further into the
literature and become part of received opinion. The 'fact',
Sir, is no fact, and I write in the faint hope that its transfor-
mation into undying myth may be aborted.

7 Astley Close,
Leamington Spa CV32 6PT

W. H. LYLE
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Salicylate-NSAID interactions

SIR, We were interested in the paper of Garrett and co-
workers' concerning interactions between salicylates and
other NSAIDs using a rat model of inflammation. The
authors found a lack of additive effect or antagonism be-
tween salicylates and most of the other NSAIDs tested,
although they did not show whether this was likely to repre-
sent a pharmacokinetic or pharmacodynamic interaction.

In the previous study in patients with rheumatoid arthritis
quoted by Garrettet al. there was no additive effect between
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Table 1 Effects ofsalicylate on in-vitro albumin binding of
ibuprofen

Salicylate Ibuprofen concentration
concentration
(mg t1) Total (mg t1) ft* (%)

0 2 1-25
100 2 1-54
200 2 2-33

0 50 1-64
100 50 2-11
200 50 3-28

fu = fraction of ibuprofen non-protein bound.

low-dose combinations of aspirin and ibuprofen and a weak
additive effect only (probably infra-additive, i.e., less than
the effect of equivalent dosages of either drug given alone)
between high-dose combinations of the 2 drugs.2 Plasma
ibuprofen levels were approximately halved by concurrent
salicylate therapy in both high- and low-dose combinations
and probably contributed to the poor therapeutic perfor-
mance of the drug combinations. The mechanism for this
pharmacokinetic interaction has been studied subsequently,
and the effects of salicylate on in-vitro albumin binding of
ibuprofen are shown in Table 1. The results show a doubling
of the unbound ibuprofen fraction by the higher concentra-
tions of salicylate. Similar in-vitro results have been

obtained by others.3 It seems likely that displacement of
ibuprofen from protein binding by salicylate contributes to
the pharmacokinetic interaction between the 2 drugs in
vivo. A similar mechanism may occur when salicylates are
prescribed with other NSAIDs and is a factor to be remem-
bered before prescribing such combinations in clinical
practice.
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Notes
Immunological concepts
A Symposium on Current Immunological Concepts in
Rheumatology (immunopathology, genetics, and therapy)
will be held on 26-28 September 1984 at the Semmelweis
Medical School, Budapest, Hungary. Details from
MOTESZ Congress Bureau, PO Box 32 Budapest, H-1361
Hungary.

Mediterranean congress

The 5th Giornate Mediterranee di Rheumatologia will be
held in Naples on 14-15 June 1984. Further information
from Professor Mario Giordano, Universita di Napoli, I

Facolta di Medicina e Chirurgia, Istituto di Clinica Medica
Generale e Terapia Medica, 80131 Napoli, Italy.

International course
on spinal disorders
The diagnosis, treatment, and rehabilitation of common

disorders, including trauma, of the whole spine, will be the
principal themes of a course to be held in Gothenburg,
Sweden, on 24-29 June 1984. Registration fee (due before
May) $600. Further information from Spinal Disorders 1984,
c/o Dr Alf L. Nachemson, Department of Orthopaedic
Surgery I, Sahlgren Hospital, S-413 45 Gothenburg,
Sweden.

Prague symposium
The Third Prague Symposium on Rheumatology, spon-
sored by the World Health Organisation under the auspices
of EULAR, will be held on 27-30 June 1984. Details from
Dr J. E. Purkyne, Czechoslovak Medical Society, III Prague
Symposium on Rheumatology, Vitezneho unora 31, 120 26
Prague, Czechoslovakia.

Bone, joint, and connective tissue
pathology meeting
Advance notice is given of a meeting to be held in the
Medical School of the University of Manchester on 5-7
September 1984. The meeting is intended to provide those
working for the final MRC Path., and consultants seeking a
contemporary review of diagnostic techniques and prob-
lems, with a theoretical and practical review of the field of
osteoarticular and connective tissue pathology. A maximum
of 36 participants can be accepted. Registration fee £50.
Accommodation, at additional charge, will be available in
Ashburne Hall, a university hall of residence. The course is
sponsored by the Arthritis and Rheumatism Council for
Research, and approved by the Royal College of Patho-
logists and by the University of Manchester Department
of Postgraduate Medical Studies. Details from Course
Secretary, Department of Postgraduate Medical Studies,
Gateway House, Piccadilly South, Manchester M60 7LP.
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