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Sulphasalazine induced hepatitis in juvenile
rheumatoid arthritis

D Caspi, D Fuchs, M Yaron

Abstract
Two 19 year old patients with juvenile chronic
arthritis developed liver toxicity during treat-
ment with sulphasalazine. A significant
increase in the levels of liver enzymes in serum
samples was noticed in relation to the initiation
of treatment in one patient and to the increase
in dose in the second. The enzymes returned
to normal levels 14 days after the drug had
been stopped. A rechalienge in one of the
patients caused re-exacerbation. This is the
first report of liver toxicity induced by sul-
phasalazine in juvenile chronic arthritis. As
spontaneous liver involvement in juvenile
chronic arthritis is not rare, the possibility of
drug induced hepatitis should be recognised
in these patients.

Sulphasalazine, a drug used for many years in
the treatment of inflammatory bowel disease,
has played an increasingly important part in the
treatment of rheumatic diseases. The drug has
proved its efficacy in the treatment of adult
rheumatoid arthritis"3 and in other seronegative
arthritides.4 5 Sulphasalazine is also effective in
juvenile chronic arthritis."8

Hepatic toxicity to sulphasalazine is not
common and was reported in 2-5% of 200 adult
patients with rheumatoid arthritis.3 Until now,
no hepatotoxicity has been reported in juvenile
arthritis,9 although it has been described in the
treatment of childhood inflammatory bowel
disease.'0 We present here two young adult
patients with juvenile chronic arthritis who
developed hepatitis following treatment with
sulphasalazine.

Department of
Rheumatology,
Ichilov Hospital,
Tel Aviv Medical Center
and the Tel Aviv
University Sackler
Faculty of Medicine,
Tel Aviv,
Israel
D Caspi
D Fuchs
M Yaron
Correspondence to:
Dr D Caspi,
Department of
Rheumatology,
Ichilov Hospital,
6 Weizmann Street,
Tel Aviv,
Israel 64239.

Accepted for publication
2 April 1991

Case reports
CASE 1

A 13 year old girl had a systemic onset juvenile
chronic arthritis, characterised by a prolonged
spikey fever, evanescent rash, lymphadeno-
pathy, splenomegaly, polyarthritis, leucocytosis
and hyperglobulinaemia. Rheumatoid factor
was negative but a positive low titre of anti-
nuclear antibodies was present with normal
antibodies to DNA. She developed chronic
deforming arthritis, mainly in her wrists,
proximal interphalangeal joints, and knees. At
the age of 14, while receiving diclofenac, she
had hepatitis with a marked increase of trans-
aminase, alkaline phosphatase, and bilirubin
concentrations. Serolgical tests for cytomegalo-
virus, Epstein-Barr virus, and hepatitis B virus
were negative. A needle biopsy of the liver
suggested toxic hepatitis. The drug was stopped
and liver tests returned to normal values.

At the age of 19 years, treatment with
sulphasalazine EN was started due to a persis-
tently active arthritis. Three weeks later, while
receiving 15 g per day sulphasalazine, she
developed chills, high fever, headache, vomit-
ing, and a mild erythematous rash on her arms
and chest. On physical examination she was
febrile without jaundice, the liver was mildly
enlarged without tenderness, and her spleen
was palpable within its usual size of three
centimetres below the costal margin.

Laboratory tests showed increased levels of
transaminase and alkaline phosphatase (table).
Serological tests for cytomegalovirus, Epstein-
Barr virus, and hepatitis B virus were negative.
Sulphasalazine was stopped and the liver
enzymes in serum samples returned to normal
levels within two weeks. At that stage a rechal-
lenge with a single 0-5 g dose of sulphasalazine
produced chills, vomiting, fever and general
malaise within 24 hours. Prednisone (15 mg)
was given with a marked improvement within
four days. Prednisone was stopped after one
week.

CASE 2
This 19 year old woman has been followed up
by our department since the age of three years
when she was found to have pauciarticular
juvenile chronic arthritis with recurrent uveitis,
antinuclear antibodies, and negative antibodies
to DNA. The course of her disease was charac-
terised by spontaneous remissions and exacer-
bations until the age of 15 years when a gradual
increase in the number of joints affected was
noticed. Symmetrical synovitis affecting the
temporal bone and mandible, wrists, knees, and
ankles developed. Rheumatoid factor remained
negative! , She responded partially to non-
steroidal anti-inflammatory drugs (NSAIDs)
but two years later an exacerbation occurred.

While receiving ibuprofen (200 mg three
times a day), which had been given for the
previous three months, sulphasalazine was pre-
scribed with gradual weekly increments of the
dose. The patient failed to follow the instructions
and continued a low dose of 0 5 mg twice daily
for the next three months, which she spent
abroad. On returning to this hospital the dose
was increased by a further 0 5 g a day each week
and routine liver laboratory tests were repeated.
Within a few days general malaise, upper
abdominal pain and nausea were noticed. The
patient, however, reported her symptoms only
two weeks later, when already receiving 2 g a
day of sulphasalazine. On physical examination
she appeared to be generally well and afebrile
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Results of laboratory tests of two patients with juvenile chronic arthritis with sulphasalazine
induced hepatitis

Laboratory tests* Patient No I Patient No 2
(2-0 g sulphasalazine) (1 0 g sulphasalazine)

Total bilirubin (<17 psmol/l) 13-7 30 8
Alkaline phosphatase (30-85 mU/ml) 212 249
Aspartate aminotransferase (7-40 mU/ml) 180 900
Alanine aminotransferase (<22 mU/ml) 69 520
Lactate dehydrogenase (160-320 mU/mi) ND 492
Cytomegalovirus Negative Negative
Hepatitis B surface antigen Negative Negative
Hepatitis B core antigen Negative Negative
Hepatitis A virus Negative Negative

'Normal values and units given in parentheses.
ND=not determined.

with mild jaundice. Tenderness was elicited in
her epigastrium. The liver span was normal and
no splenomegaly was found. Laboratory tests
showed hepatitis (table), which could be traced
retrospectively as a slight increase of liver
enzymes had been detected two weeks earlier.
The drugs were discontinued, and rapid clinical
improvement was noticed within three days
with a gradual decrease in the liver enzymes.
These returned to normal levels within 14 days.
Ibuprofen, prescribed again at a later stage, did
not cause hepatic disturbance.

Discussion
Two patients with juvenile chronic arthritis
with significant liver disturbance during treat-
ment with sulphasalazine have been discussed.
The first patient, who had previously had liver
toxicity resulting from treatment with diclofenac,
developed hepatitis after receiving sulphasala-
zine for three weeks, improving within two
weeks after the discontinuation of the drug and
re-exacerbating within 24 hours following a

rechallenge. The second patient, who had a

mild increase in liver enzymes while receiving
1 g of sulphasalazine a day, developed overt
liver toxicity following an increase of the sul-
phasalazine dose to 2 g a day, returning to
normal values within two weeks of stopping
treatment with the drug.

Sulphasalazine is used universally by gastro-
enterologists. The drug has played an important
part in the treatment of rheumatic diseases,
especially during the last decade.2 It is considered
to be relatively safe, the most important side
effects being blood dyscrasias, although the
most frequent side effects are gastrointestinal
and mucocutaneous symptoms. '

A variety of other side effects has been
reported. Instances of liver toxicity induced by
sulphasalazine have been noted in adult patients
with rheumatoid arthritis. Farr and co-workers

reported two patients with a reversible increase
of liver enzymes'2 and an overall 2 5% rate of
liver toxicity in 200 adult patients with rheuma-
toid arthritis receiving sulphasalazine.3 In an
overview of 774 patients from Birmingham,
Glasgow and Sheffield, Amos et al concluded
that liver toxicity is rare, leading to withdrawal
from sulphasalazine in only 0 3% of patients. '
The use of sulphasalazine in the treatment of

juvenile chronic arthritis was first described by
Ozdogan et al.6 Since then a few reports on the
use of sulphasalazine in treating children with
juvenile chronic arthritis have been pub-
lished,6-1 encompassing several dozen patients,
none of whom had liver toxicity.
The present report is the first on transient

liver damage as a result of treatment with
sulphasalazine in juvenile chronic arthritis.
Involvement of the liver as part of systemic
onset juvenile chronic arthritis is not rare.?3
Drugs, notoriously aspirin and some other
NSAIDs may also give rise to liver damage. 14 It
is thus of importance to recognise the possibility
of sulphasalazine induced hepatitis in these
patients.
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