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Sulphasalazine--induced 
pseudornernbranous colitis 
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HJ FREEMAN, UP STEINBRECHER, WCP KWAN, S ENSWORTH. Sulpha
!oalazine-induced pscudomcmbranous colitis. Can J Gastroenterol 1991 ;5 (5): 
167- 170. An 18-ycar-oLJ female with ankylosing spon<lylitis developed fever, 
abJominal pain and diarrhea on two occasions after staning sulphasa lazinc 
rhempy. Flex ihle sigmoidoscopy revealed pseuJomembranous colitis; fecal cul
tures were posit ive for Clostridium difficile; and C difficile toxin assay was positive. 
De5prtc the frequent use of sulphasalazine in the management of inflammarory 
howcl Jisea~c. this complication has been apparently rare. C linicians should be 
~ary of the onset of J iarrhea in pat ients receiving :,ulphasalazine, whether for 
mflammatory bowel Jisease or other condit ions. 
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Colite pseudomembraneuse induite par la sulfasalazine 

RESUME: Une patience agee <le 18 ans et atteinte J 'une spondylarthrite 
ankylosante a souffert de fievre, J e douleurs ab<lomina les ct de <l iarrhee en J eux 
ucca~ions, aprcs avoir entamc un t ra ite ment pa r la sulfasalazine. Une 
\1gmoidoscopic a revelc une colite pscudomcmbrancuse. Le diagnostic a etc 
confi rrne par unc coproculture a la rechcrchc de Clostriclium difficile et la misc en 
ernlcncc Jc sa toxine. Malgre le recours frequent a la :.ulfasalazine <lans le 
trn1tcrncnt des mala<lies inflammatoires de l' intest in , cettc complicat ion est 
arrarcmmcnt rare. Les cl inicicns devraient erre a ttentifs a !'apparition de 
Jiarrhcc chez lcs patients traites sous sulfasalazine, qu 'ils soient porteurs d 'une 
maladie inllammaroire de l' intcstin ou d 'une affection autrc. 
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FOLLOWINU Tl IF DISCOVERY Tl IAT 

~ulphonami<les pm,scsseJ ant1bac-
1erial action, they were commonly uscJ 
in the treatment of many inflammatory 
diseases. Svanz (1,2) initial ly used 
sul fapyridine with salicylic acid for 
treatment of rheum.itord arth rnrs, 
which even I ual ly led to the develop
ment of sulphasal,mne, a 5-amrno
sa licylic acid ,md sul fapymline linked 
hy an aw honJ (Pharmaci.r Inc, 
SweJcn), for ulcera1ive colnb. Subse
quent invest igations suggesteJ that 5-
amin,)sal icy l ic .icid wa~ the thera
peut ical ly acuvc moiety (3-5). More 
recen1 ly, \econJ generation' agents 
have heen Jcvelopcd to circumvent 
mle ctlccrs attributec.l to su lphasalazine, 
particu larly the sulfapyridi ne com
ponent. Despite reported adven,e ef
fccLS, su lphasalazine remains useful in 
the management of patients wnh in
fl ammatory howcl d isease, anJ recent 
studies have suggested efficacy of thb 
agent in some rhcunrntic <li~ordcrs, cg, 
rheumatoid arth ri tb (6,7). 

A number of ga~t rointestinal com
plicat ions of :.u lphasalazine have heen 
recognrzeJ. Commonly described siJe 
effects are nausea, vom iting, anorexia 
anJ alxlomin,,l p,1111, while others in-
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elude pancreatitis, hepatitis, and skin 
and mucous membrnnc involveme nt 
(ie, Stevens-Johnson syndrome) (8 ). In 
recent years, sulphasala: ine-induced 
exacerhations nf colitis and diarrhe;i 
have hcen recorded in a number of 
patients (9- 12). While most antibiotics 
have heen implicated in the patho
genesis of pseudomembranous colitis, 
only limited information is avai lable on 
the potential role of sulphonamides, 
suc h as sulphasalnzinc. This seem~ 
surprising given their widespread use, 
partic ula rly in pat ients with inflam
matory bowel disease. 

The present report describes a pa
rienr with ankylosing spondylitis who 
developed ahdom inal pain, fever a nd 
di a rrhea following su I phasa lazi n c 
administration. Subsequent investiga 
tions failed to disclose a cause for her 
symptoms, but soon after re-introduc
tion of sulphasalazine for a rheumato
logical disorde r , diarrhea rec urred, 
sigmoidnscopy showed the presence of 
pseudnmembranouscoliris, and stools were 
positive for Clostridi11m difficile cytotoxin. 

CASE PRESENTATION 
An 18-year-nlJ female with a three 

year histo ry of ankylosing sponJylitis 
was referred for e va luation of abdom
inal pa in and diarrhea for ar least four 
weeks. Her spondylitis had fai led co 
respond to standard nonsteroidal ami
inflammarory medications, and requir
ed treatment with prednistme LO mg 
daily and phenylbutazonc I 00 mg tid. A 
trial of thernpy with sulphasalazine 
rcsulte<l in epigastric pain, fever and 
watery diarrhea th rec days fol lowing in
itiation of a 500 mg daily dose. Because 
abdominal pain a nd diarrhea persisted 
after discontinuation of the sulpha
salazine, the patient was admitted eight 
days later to her community h ospital for 
investigation. 

Physical exam inarion revealed a 
temperature of 38°C and a diffusely 
tender abdomen . Hemoglobin was l 00 
g/L with a white blood cell count of 
12,800/mm3. Blood rests inc luding 
serum amylase 11ml liver chemistry tests 
(serum bilirubin, alkaline phosphatase 
and aminotransferascs) were nonnal. 
Abdominal radiographs a nd ultrasound 
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showed no abnormalities except for 
some free intrapelvic fluid. Gynecologi
ca l exa mination and lapa roscopy 
revea led a small mnouncoffree fluid but 
no intra -abdominal or gynecological 
abnormality; the appendix, small intes
tine and colon appeared normal. Sig
moidoscopy, fecal cu ltures and an upper 
gastrointestinal tract barium study with 
small bowel fo llow-through were nor
ma l. Rectal biopsy and fecal toxin assay 
forC difficile were not don e. All medica
tions were discontinued except pred 
nisnne, which was increased to 40 mg 
daily because of worsening back stiff
ness and pain. Over the next 20 days, 
the abdominal pain, fever and diarrhea 
reso lved , and the prednisone was 
tapered to LO mg daily with re- institu
tion of phcnylbutazone LOO mg tid. Be
ca use it was believed that the patient's 
<1bdominal pain was not explained, she 
was transferred to University Hospital 
for further evaluation. She had some 
mild epigastric discomfort. There was 
n\l previous personal o r family history of 
gastrointestinal disease; the patient's 
brother had ankylosing spondylitis. Ex
cept for spondylitis, physical examina
ti o n at the time of admission to 

University Hospital was norma l. 
Inves tigat ions revealed a hemo

globin of96 g/L with a white blood cell 
count of 16, 700/mm 3. Blood rests were 
normal, inc luding liver c hemis try 
(serum bilirubin, alkaline phosphatase 
and aminotransfcrases), scrum amylase, 
electrolytes, carotene, calcium, phos
phate , ferrit in, vitamin B12 and red cell 
fo latc. Urinalysis was normal. Rheuma
toid la tex test and antinuclear a nti
bodies were negative. Blood, urine and 
fecal cultures (campylobacter, salmon
e lla, shige lla, aeromonas, yersinia anJ C 
difficile) were negative. Fecal parasite 
studies were negative, as were latex ag
glutination and tissue cu lture assays for 
C difficile cytotoxin. Fibreoptic endo
scopic examination of the upper and 
lowe r gastrointestinal tract with biop
s ies of the stomac h, duodenum and 
colon were no rmal. Repeat barium 
radiographs of the esophagus, stomach 
and small intestine were normal. 

During the next week in hospital, 
the symptoms of the patient's spon
dylitis remained unchanged despite dis-

continuatitm of prednistme. ln an cffmt 
to reduce reliance on phenylhutazonc, 
sulphasa lazine 500 mg daily was re-in· 
stituted; rec urrent abdominal parn and 
dia rrhea developed approx imately 2 h 
after ingestion of the fourth 500 mg 
tablet. Flex ible sigmo idoscopy was 
repeated the fo llowing Jay and rcvealt'J 
multiple pseudomembrnnes fmm 5 tll 
2 5 c m; biopsies confirmed pscudomem
branous colitis. Repeat feca l cultures 
were negative except for detection o(C 
difficile; fecal C difficile cytmnxin 1 issue 
culture assay was now positive at a titre 
of greater than I : 1000. An indium
labe lled white blood cell scan revealed 
increased diffuse activity wrthm the 
large bowel. Oral vancomycin 500 mg 
qid was instituted , but abdnminal pam 
and diarrhea pers isted, nnd fever over 
39t1C developed. Abdomin,11 film~ re
vealed dilated small and large bowel hut 
no free ai r in the pcrilt)neal cavity. In
travenous metronidazolc 500 mg every 
l 2 h was added afte r two days, along 
with central venous total parenteral 
nutrition . Over the next two weeks, the 
patient's symptoms gradually resolved, 
permitting re-institution of ora l imakc 
and discontinuation of medicat ion,. 
Repea t flexible sigmoidoscopy with 
hiopsy was normal, and fecal C difficile 
cytotox in assays were negative. 

DISCUSSION 
The present patient was referred he

cause of fever, abdominal pain and 
watery diarrhea following ,1Jministra
tion of cnceric-coated sulphasalazine 
(Salazopyrin; Pharmacia Inc, Sweden). 
Initial investi.gations prior to re-intro
duct ion of sulphasa lazine , including 
fecal cultures, tox in assays, endoscopy 
and contrast radiographs of the gastro
intestinal trac t, were norma l. The 
pa tient'~ symptoms reso lved sptin
taneously, but recurred promptly after 
c hallenge with sulphasalazine. Suh
sequent studies revealed histologically 
confirmed pseudomembranous colitis 
associated with C difficile cycotoxin. 
While this agent has been widely used 
in the past for the treatment of inflam
matory bowel disease, the patient 
descrihed in the c urrent report wai 
treated with sulphasalazinc in an effort 
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10 control sympwms associated with 
ankylosing spon<lyl itis. Although there 
is one prior rcpon of pseudo
memhranous colitis attributed directly 
to sulphasalazine treatment, this occur
red in a patil'nt with pre -ex ist ing 
Crohn's disease (13). The present 
patient had no history suggesting a pre
existing primary gastrointestinal disor
der, and investigations of the 
gastrointestinal tracr perfnrmeJ only a 
short time prior t11 rl.'-introduction of 
sulphasalazinc for spondyli tis were nor
mal. The observations in the prcsen1 
ratienr provide strong evidence char C 
difficile-associated diarrhea and pseudo
membranous co litis may develop in 
patients treated with sulphasalazine. To 
Jatc, this complicat ion has not been 
reported with other 5-aminosalicylic 
acid-containing products. 

Prior reports have documcnteJ a 

number of adverse gas1rnintcs1inal -
specifica ll y colonic - effects after 
sulphasalazine administration. Werlin 
.md Grand (9) dcscribcJ two children 
with ulcerative colitis and bloody diar
rhea fo llowing sulphasalazine adminis
tration; sympr,ims abo recurred with 
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from patients with well established 111-
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threatening disorder, pse udomcm
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should be very wary of the onset of 
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for di,order~ other than inflammatory 
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