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Conference proceedings

Sulphasalazine *

Sulphasalazine, an azo compound between salicylic
acid and sulphapyridine, was the most promising of
a number of salicylic acid-sulphonamide combina-
tions developed by Professor Nanna Svartz in
Sweden between 1938 and 1939 for the treatment of
arthritis.' After an apparently undistinguished
performance in early trials it was rejected by
rheumatologists but championed by gastroentero-
logists as a remission-maintaining agent in ulcerative
colitis. Recently McConkey and colleagues, noting
the efficacy of dapsone in rheumatoid arthritis and
its close structural similarity to sulphasalazine,2
have revived interest in the drug.
For this reason the 2nd Annual Day Conference

on 'Growing points in the treatment of rheumatic
diseases' in Harrogate was devoted to this drug. It
was held on 2 April 1981 in Harrogate and was
organised by Dr Howard Bird. It attracted a large
mixed audience of rheumatologists, gastroentero-
logists, and pharmacologists.

Sulphasalazine and the bowel

Dr D. Campbell (Uppsala, Sweden) reviewed the
basic pharmacology of sulphasalazine (SAS). Given
orally SAS remained intact in the stomach, from
which it was partially absorbed. The remainder was
cleaved in the gut to 5-amino salicylic acid (5-ASA)
and sulphapyridine. The latter was absorbed from
the gut, the former not. Metabolism was similar in
rats and man. Repeated daily dosing of 4 g/day in
man gave plasma levels of 10-40 ,g/ml for SAS,
30-60 ,g/ml for sulphapyridine, and undetectable
(<1 ,ug/ml) levels for 5-ASA. In animal models the
drug had an anti-inflammatory effect, an immuno-
suppressive effect, and antibacterial activity.
Dr S. Truelove (Oxford) reviewed the use of the

drug in gastroenterology. The drug was well estab-
lished in ulcerative colitis, where 2 g/day was
accepted as maintenance therapy. It was not so
effective as corticosteroids, however, in procuring a
remission. 5-ASA acting locally in the bowel was
probably the active moiety, but the presence of
sulphapyridine in the bowel was important and this

*Report prepared by H. A. Bird and V. Wright, Clinical
Pharmacology Unit, Royal Bath Hospital, Harrogate.

metabolite might act as a carrier. Toxic side effects
correlated best with plasma levels of sulphapyridine.
Slow acetylators of sulphapyridine appeared to be
more susceptible to side effects. The higher the dose
of SAS the lower the recurrence rate. Agranulocy-
tosis was a very rare side effect, and Dr Truelove
had seen only one example.
Dr Mary Cooke (Leeds), professor of micro-

biology, reviewed the role of the bowel flora in the
rheumatic diseases. She emphasised the many
factors that alter the bowel flora, all of which require
to be considered and carefully controlled before
implicating a particular microbial agent as a causative
agent for a rheumatic disease. Nevertheless some
rheumatic diseases, notably ankylosing spondylitis,
had been linked with certain bowel pathogens,
though these were often (as in the case of klebsiella)
seasonal commensals in a normal diet and popu-
lation. Much more detailed work would be required
before suggesting that an action on bowel flora was
relevant to the mode of action of SAS.

Other actions of sulphasalazine

The skin rashes sometimes seen in patients taking
SAS for ulcerative colitis could be overcome by
careful desensitisation if the patient needed to
remain on the drug, said Dr C. D. Holdsworth
(Sheffield). Serious impairment of male fertility
could occur with this drug, according to Dr G.
Birnie (Glasgow). In rats SAS-induced infertility
was reversible and the same appeared to be true
for the 70% of males taking SAS for inflammatory
bowel disease who developed this side effect.
Sulphapyridine seemed the most likely offender, and
the use of this drug as a male contraceptive pill had
still to be studied. Dr K. Grindulis (Birmingham)
discussed haematological aspects of the drug. SAS
caused macrocytosis and decreased haemaglobin
content of the blood in rheumatoid patients. The
same effect might occur when SAS was used in
ulcerative colitis but was less marked. It could be
reversed by folate supplements. SAS might affect
folate levels by: (a) reducing absorption of mono-
glutamyl folate; (b) inhibiting 3 enzymes in the
folate metabolic pathway; (c) causing some haemo-
lysis with some loss of erythrocyte folate.
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Suiphasalazine in rheumatoid arthritis

Dr B. McConkey (Birmingham) had noted that
dapsone caused a fall in ESR and C-reactive
protein (CRP) in patients with rheumatoid arthritis,
and a subsequent controlled trial showed it to be
effective.3 Dapsone proved relatively toxic for
routine use because of haemolytic anaemia, but the
overlapping role of dapsone and sulphasalazine in
conditions such as dermatitis herpetiformis prompted
an open trial of SAS in rheumatoid arthritis. In 76
patients the ESR and CRP fell towards normal.
There was a high drop-out rate because of gastro-
intestinal side effects, a problem partly overcome by
the use of an enteric-coated formulation. This drop-
out rate seemed to be greater than that in ulcerative
colitis.
Dr H. Bird (Harrogate) described the testing of

SAS in a human model test system in which 15
patients were comprehensively monitored bio-
chemically while receiving the drug for 6 months.4
Serial improvement had been seen in acute-phase
reactants, histidine, and immunoglobulins, changes
not observed when a comparable control group of
patients were treated with aspirin alone. On the
basis of this fast and inexpensive screen it seemed
worthwhile progressing to formal clinical trials of
the drug, and the preliminary results of such a 2-
centre controlled trial with randomised allocation

of SAS against D-penicillamine were promising,
according to Dr V. Neumann (Leeds).
The efficacy of SAS in ameliorating colitic

spondylitis or colitic arthritis was discussed. It was
the impression of the gastroenterologists that, when
systemic corticosteroids were used to induce a
remission of the colitis, the arthritis disappeared and
did not recur when the patient was transferred from
steroids to maintenance SAS. With the proviso that
SAS was therefore never put to the true test, they
had the impression that the peripheral arthritis
responded relatively well to SAS, while the spondy-
litis was completely refractory and on these grounds
might be regarded as a discrete disease entity.
Doubtless these issues will be further discussed in
the 1982 Conference on 'Do drugs alter the course
of rheumatoid arthritis?' to be held on 1 April.
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