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Case report

Raised serum alkaline phosphatase and aspartate
transaminase levels in two rheumatoid patients
treated with sulphasalazine
M FARR, D P M SYMMONS, AND P A BACON

From the Department ofRheumatology, University of Birmingham, Birmingham B15 2TJ

SUMMARY Hepatotoxicity is a rare complication of sulphasalazine therapy in ulcerative colitis.
This report describes two rheumatoid patients in whom raised serum levels of liver enzymes
occurred soon after starting sulphasalazine treatment for their arthritis. In both cases the serum
enzyme levels returned to normal after stopping the drug. Drug-induced hepatotoxicity should be
considered in patients with rheumatoid arthritis (RA) who develop raised serum levels of liver
enzymes while taking sulphasalazine.
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Sulphasalazine (SASP) is a well established drug in
the treatment of inflammatory bowel disease. Dur-
ing the last 10 years it has also been found to be an
effective second-line drug in rheumatoid arthritis. l-5
It has recently been described as a safe alternative to
gold therapy, with a much lower incidence of
toxicity. Several adverse reactions have been
associated with sulphasalazine and are almost al-
ways reversible with discontinuation of the drug.7
Hepatotoxicity has not previously been described in
RA patients receiving SASP. This report describes
hepatotoxicity, as indicated by raised serum alkaline
phosphatase and aspartate transaminase levels, in
two patients with RA treated with sulphasalazine.

Case reports

CASE 1
A 72-year-old lady with a three-year history of
seropositive erosive rheumatoid arthritis was started
on enteric-coated sulphasalazine because she had
persistent active arthritis. She had not previously
received a second-line agent or steroids. She had
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been taking piroxicam for four months before
starting SASP and this was continued unchanged.
Five days after commencing SASP (500 mg daily)
she developed epigastric pain, nausea, flatulence,
and vomiting. This rapidly settled when the drug
was stopped. She was advised to modify the drug
regimen by taking it on alternate days. However,
she failed to do this and reverted to the daily dose of
500 mg. After a further five days the same symptoms
recurred. She stopped the SASP but continued
piroxicam. When her condition was reviewed a
month after commencing sulphasalazine her gas-
trointestinal problems had completely subsided,
general clinical examination was normal, and her
arthritis had improved. Serial blood tests are shown
in Table 1. Alkaline phosphatase had risen from 327
to > 2000 U/l and aspartate transaminase from 14 to
130 U/l since starting SASP. Electrophoresis of
alkaline phosphatase isoenzymes showed the rise to
be due to the liver isoenzyme only. Hepatitis B
surface antigen (HBsAg) was negative by radioim-
munoassay. The rise in liver enzymes was not
associated with jaundice, fever, or any other abnor-
mal signs or symptoms, and at this stage she felt well
and her arthritis had improved. During the next
month her serum alkaline phosphatase level fell to
723 U/l and aspartate transferase to 18 U/l. After 3½/2
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months the alkaline phosphatase had fallen to 384
U/i and aspartate transferase to 13 U/I; she re-
mained well.

CASE 2

A 71-year-old lady with a 10-year history of sero-

positive erosive rheumatoid arthritis was started on

sulphasalazine to control her active joint disease.
Previously she had received gold in 1977 and 1981
but had developed a rash on both occasions. She had
not received any other second-line antirheumatic
drugs and was currently taking naproxen 50() mg

twice daily, indomethacin suppository 100 mg at
night, and temazepam 10 mg at night. Her general
health was good.
Two days after starting enteric-coated sulphasala-

zine at a dose of 500 mg daily her alkaline
phosphatase st'arted to rise (Table 1). In line with
our routine clinical practice the dose of sulphasala-
zine was increased to 1000 mg daily, one week after
therapy was started. The alkaline phosphatase
continued to rise until the drug was stopped one

week later and then fell again over the next two
weeks. Electrophoresis of the isoenzymes of alka-
line phosphatase showed the rise to be due to the
liver isoenzyme only. The patient remained well
during this time and did not have any jaundice,
fever, or hepatomegaly, though she did have an

asymptomatic Escherichia coli urinary tract infec-
tion. An ultrasound of the liver and gall bladder
showed no abnormality. None of her other medica-
tions were changed immediately before the rise in

alkaline phosphatase and only the sulphasalazine
was stopped.

Discussion

Hepatotoxicity associated with sulphasalazine when
used to treat ulcerative colitis has been reported
infrequently. The Committee on Safety of Medi-
cines has received 323 adverse reaction reports due
to SASP therapy in inflammatory bowel disease
since 1964, only 11 of which involved liver disorders.
Hepatotoxicity has not been previously reported
with SASP used in the treatment of rheumatoid
arthritis. It has, however, been associated with other
second-line antirheumatic drugs, e.g., penicil-
lamine8 and gold.9

Abnormalities of liver enzymes have been re-

ported in active rheumatoid disease. Kendall et al. in

1970") found that alkaline phosphatase was raised in

26% of rheumatoid patients and that it was also
higher in more active disease. Aspartate transami-
nase has also been reported to be raised in some RA
patients." Although both the patients in this report
had active rheumatoid disease, with liver enzymes in

the upper part of the normal range before treat-
ment, there is no doubt that the enzyme levels
markedly increased after SASP therapy and fell
again when the drug was withdrawn. The rise was

not associated with an exacerbation of their arthri-
tis. The rise in liver enzymes occurred within a

month of starting SASP in both cases. This pattern
is consistent with reports of hepatic complications
due to SASP treatment in ulcerative colitis which
usually occur within 14 days of starting
treatment.'2 13 There have, however, been isolated
reports of late onset hepatotoxicity associated with
this drug.'4 The rise in liver enzyme levels in our
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patients was detected early and fell again after
withdrawal of the drug. but hepatotoxicity may
progress to acute focal hepatocellular necrosis' or
chronic granulomatous hepatitis. 16 The nausea,
vomiting, flatulence, and abdominal pain experi-
enced by patient 1 are well recognised early side
effects of SASP due to the sulphonamide compo-
nent and may not be directly associated with the rise
in liver enzymes.
The mechanism of SASP associated reactions in

these two patients is probably due to a hypersensi-
tivity reaction resulting from the sulphapyridine
moiety of SASP.'2 6 and it may progress to
cholestatic jaundice and hepatic injury. Thus early
hepatotoxicity should be added to the list of possible
complications of SASP thlerapy in RA. It is impor-
tant to monitor liver function to detect and reverse
this adverse reaction promptly.

We airc grateful to Dr Lindia Blcc1cv and Miss R Laswrcncc foi- their
help. MF receives financial support l'f-omii the Arthritis and
Rheumatism Council foi- Rcsearch.
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Clinical vignette

Knee pain

Otherwise inexplicable knee pain is often associated with exquisite tenderness over the lower pole of the medial ligament
and responds well to regular knee-bend exercises of the pre-ski variety. If the feet are flat, intrinsic foot exercises should
be practised as well.

MARY CORBEIT

(Readers are invited to submit brief accounts of new or little known physical signs in rheumatic diseases-Editor.)
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