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INTRODUCTION 

Sulphasalazine is a drug which is the therapeutic main- 
ly in the prevention of recurrence of ulcerative colitis 
and is also used in the treatment of active disease. It 

c?nsists of a sulphonamide (sulphapyridine) and a 

salicylate (5-amino salicylic acid) component with the 
'atter being the active moiety in colitis. However it was 

0riginally developed as a treatment for rheumatoid 
arthritis (1) and in the past 3 years there has been a 

renaissance both locally and nationally in its use by 
rheumatologists as a second line agent in the treatment 
?f rheumatoid arthritis (2,3) and to a lesser extent in 

ar>kylosing spondylitis. It is regarded as a safe drug when 
c?rnpared with the severe side effects reported with the 
other commonly used disease-modifying agents in 

rheumatoid arthritis such as gold and penicillamine. 
We would like to add a note of caution to this view of 

SlJlphasalazine by reporting three cases of severe neut- 
r?Penia in patients which occurred over a four month 
Period between 1983 and 1984 in the Bristol Royal Infir- 

mary in association with this drug. 

CASE 1 

^ 63 year old retired barmaid with active rheumatoid 

arthritis was treated with sulindac 400 mg daily, chlorme- 

Jarione 200 mg nocte and sulphasalazine 1g daily. 

L^ernoglobin was 11.2 g/dl and neutrophil count was 
^?3 X 10?/I. Seven weeks later she was admitted with 

er)tal and mouth sepsis and septicaemia. Blood cultures 
9rew a coliform organism and she was treated with 
r?ad spectrum antibiotics. Total white cell count on 

^mission was 0.5 x 109/l with no neutrophils. Sulphasa- a*ine was discontinued and one week later her neut- 
r?Phil count had risen to 1.3 x 109/l with clinical recovery. 

v CASE 2 

Se^ ^6ar ?'c' man Presented with a f?ur week history 
of 

vere bloody diarrhoea, weight loss and abdominal 

lQ'n. Haemoglobin was 12.6g/dl, white cell count 

Q "7 x T 09/l with 57% neutrophils, serum albumin 
29 g/l 

Qf 
Plasma viscosity was elevated at 1.91 cp. A diagnosis 

.ulcerative colitis was confirmed histologically and a 

Vv-r'Urn enema showed this to be total. He 
was treated 

s i 
0ral and rectal prednisolone and commenced on 

Phasalazine 4g daily eight days after admission. 
His 

an^rse was complicated by a transient 
ischaemic attack 

With11 arter'a' embolus to the 
left foot which improved 

h conservative measures. He was eventually dis- 

arged six weeks after admission taking a reducing 

Qs 
rse of oral prednisolone, prednisolone enemata, 

P'rin and sulphasalazine 3g daily. Six days later 
he 

s re-admitted with a gram negative septicaemia, se- 

vere oral candidiasis and a perianal abscess, incision of 
which failed to show pus. Total white cell count was 
1.0x109/l with no neutrophils. Despite treatment with 
antibiotics, granulocyte transfusion and withdrawal of 
sulphasalazine he died four days later. A postmortem 
showed quiescent ulcerative colitis. 

CASE 3 

A 76 year old woman was admitted with a sudden onset 

of bloody diarrhoea. Sigmoidoscopy revealed a florid 

proctitis and radiology and rectal biopsy confirmed the 
diagnosis of ulcerative colitis. Haemoglobin was 11.0 g/dl 
and white cell count was 4.5x109/l with 72% neut- 

rophils. Her condition improved with sulphasalazine 4g 
daily and prednisolone 10 mg daily on which she was 
discharged. She also continued her previous drug treat- 
ment of imipramine, benzhexol and trifluoroperaxine. 
She was re-admitted two weeks later with a haemoglo- 
bin of 8.7 g.dl, a neutrophil count of 1.1 x 109/l and 8.2% 
reticulocytes. Haemolysis continued with reticulocytes 
rising to 15% and a blood film showing nucleated red 
cells and spherocytes. A Coombs test was negative and 

glucose 6 phosphate dehydrogenase levels were within 
normal limits. Neutrophils fell to 0.25 x 109/l. Sulphasala- 
zine was discontinued six days after admission and 

haematological indices returned to normal. 

DISCUSSION 

Drug induced neutropenia is uncommon with an inci- 
dence in Sweden of 0.009%4. This systematic survey 
showed sulphonamides to be one of the most frequent 
offenders and responsible for five out of nine fatal cases. 
There are many reports of sulphasalazine associated 
agranulocytosis in the literature (5,6,7) but the occurr- 
ence of three cases together is highly unusual, although 
no common link among our patients is apparent. One of 
the cases also developed haemolysis which has been 
related to high sulphapyridine levels (8) and slow acety- 
lator status (9). Neutropenia is thought to be due to 

immunological rather than directly toxic mechanisms 
(10). 

In the treatment of ulcerative colitis new methods are 
being developed for the delivery of 5-aminosalicylic acid, 
the active moiety of sulphasalazine, to the colon (11,12) 
without the presence of the sulphonamide component. 
However the active component of sulphasalazine in 

rheumatoid arthritis is thought to be the sulphonamide 
moiety (13), so the newer agents developed for ulcera- 
tive colitis which exclude this component will be of no 
value in this condition. If sulphasalazine is to be com- 
monly used in rheumatoid arthritis than a widespread 
awareness of its potentially lethal side effects is essen- 
tial. A wise precaution would be to warn all patients to 
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Adverse Reaction to Sulphasalazine. (continued from page 73) 

rePort sore throats or other symptoms of infection im- 
^diately during treatment. 
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