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Exacerbation of ulcerative colitis
following administration of

5-ASA enemas
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ABSTRACT: A 33-year-old female with a 15 vear history of ulcerative colitis
presented with worsening diarrhea following colectomy and ileorectal anastomo-
sis six months previously. Following administration of 5-ASA enemas (Salofalk),
the patient developed abdominal cramps, nausea and vomiting, and severe diar-
rhea resulting in hypotension. Symptoms abated quickly when the 5-ASA ene-
mas were discontinued. Although diarrhea and abdominal cramps have been
described previously as side effects of oral sulfasalazine, oral 5-ASA and sulfasalazine
enemas, this is the first report of these symptoms occurring following administra-
tion of 5-ASA enemas. Can J Gastroenterol 1989;3(2):50-52
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I’exacerbation de la colite ulcéreuse suite a 'Tadministration
de lavements au 5-ASA

RESUME: Une patiente dgée de 33 ans et atteinte de colite ulcéreuse depuis 15
années a souffert de diarrhée aggravée aprés une colectomie et une anastomose
iléo-recrale effectuées six mois plus tot. Suite a l'injection de lavements de 5-ASA
(Salofalk; Interfalk), elle a été prise de crampes abdominales, de nausées et de
vomissements et d'une diarrhée sévére résultant en une hypotension. Les
symptomes ont rapidement diminué aprés l'arrét des lavements de 5-ASA. Bien
que la diarrhée et les crampes abdominales aient été décrites auparavant comme
appartenant aux effets secondaires de la sulfasalazine et du 5-ASA pris par voie
buccale, et aux lavements de sulfasalazine, ce rapport est le premier qui relie les
symptomes aux lavements de 5-ASA.
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S ULFASALAZINE IS AN EFFECTIVE
agent in the management of ulcer-
ative colitis. There is accumulating clin-
ical evidence thar the salicylate moiery,
S-aminosalicylic acid (5-ASA), is the
active component. while sulfapyridine
acts as a carrier molecule (1-3). In the
colon. the diazo bond which joins the
two molecules is cleaved, releasing
3-ASA which acrs locally to decrease
inflammation. Unfortunately. the use of
sulfasalazine may be limited due to intol-
erance or allergic reactions. It is estimated
that up to 20% of patients may develop
adverse reactions to sulfasalazine includ-
ing nausea, vomiting, headache, fever,
rash, heparic and pulmonary dysfunc-
rion, and blood dyscrasias (4,3). Most of
these reactions appear to be due to the
sulpha moiery (6). Thus, new 5-ASA
preparations have recently become avail-
able which may be twlerated by patients
who had adverse reactions to sulfasala-
zine. However, there are a few reports of
patients who have experienced similar
reactions while taking oral 5-ASA (7-9).

A patient with ulcerative colitis who
developed adverse reactions 1o sulfasala-
zine and 5-ASA, both orally (Asacol;
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Norwich Eaton) and recually (Salofalk;
Interfalk) is reporred.

CASE PRESENTATION

A 33-year-old female was admirted to
the Toronto General Hospital in Octo-
ber 1987 with a 15 year history of ulcer-
ative colitis. In 1972, the patient pre-
sented wirh diarrhea, nausea and vomit-
ing, malaise and weight loss, Barium
enema and sigmoidoscopy were both
normal. Six months later the patient pre-
sented complaining of approximately 10
bloody bowel movements per day. Sig-
moidoscopy and barium enema were
consistent with panulcerative colitis. The
patient was started on sulfasalazine
2 g/day Within two days, nausea and
continuous vomiting developed and
diarrhea worsened. The symptoms re-
solved within hours of discontinuing the
sulfasalazine. The patient was then suc-
cessfully treated with prednisone and
remained symptom-free for five years.

Following the patient’s first pregnancy
in March 1977, the disease activity in-
creased and prednisone was restarted.
An atrempt was made to re-introduce
sulfasalazine but again extreme nausea
and vomiting precluded its use. From
1977 until 1981, the disease fluctuated
but the patient was never completely well
despite steroid therapy. The patient was
rechallenged with sulfasalazine 250
mg/day in 1979 and enteric coated sulfa-
salazine in 1981. On both oceasions sim-
ilar severe symptoms developed which
necessitated admission to hospital and
resolved once the sulfasalazine was dis-
continued. As well, the patient became
intolerant of prednisone, developing
headaches and severe depression.

Because of the drug intolerances, the
patient was started on azathioprine
100 mg/day in 1983. Complete remis-
sion was achieved and the patent was
weaned off all prednisone in 1984. The
patient remained on azathioprine, symp-
tom-free, until 1987 when liver enzymes
were noted to be elevated and surgery
was advised. During this nme, in 1985,
the patient was started on Asacol but
developed the same symptoms of vom-
iting, severe diarrhea and abdominal
cramps within 4 to 6 h of taking one 400
mg tablet. A second attempt two weeks
later caused the same adverse reaction.
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In January 1987, because there wasrel-
ative sparing of the rectum, the patient
underwent an abdominal colectomy
and ileorectal anastomosis, Initially, the
patient did well with approximarely two
to four bowel movements per day. How-
ever. in September 1987 the patient com-
plained of an increased number of bowel
movements ranging from five 1o 16 per
day. Sigmoidoscopic examination re-
vealed moderate inflammartion of the rec-
tum and she was started on betametha-
sone enemas (Betnesol; Glaxo) and
diphenoxylate (Lomotil; G.D. Searle).
The patient developed headaches which
were attributed to the betamethasone
and abdominal bloating which resolved
once the diphenoxylate was stopped.
The diarrhea continued and the patient
complained of nausea, malaise and
weight loss and, therefore, was admit-
ted to hospital.

On admission to hospital, the patient
was moderately dehydrated but physi-
cal examination was otherwise normal
The patient was rehydrated and kept nil
by mouth. When food was reintroduced.
she was having six to eight bowel move-
ments per day. It was decided to try
5-ASA enemas since the patient was
intolerant of all other medication.

The patient received a 4 g, 60 mL

5-ASA enema (Salofalk) ar 10:00. At
12:00 she began to feel nauseated. At
14:00 she began to vomit and have con-
tinuous explosive, watery diarrhea result-
ing in a fall in blood pressure from
100/60 10 85/60 mmHg and a tachycar-
dia of 100/min. The patient was resusci-
rated with 1L of normal saline over
lh and then Ringer's lactate with potas-
sium chloride 20 mEqg/L at 125 mL/h. By
19:00 the diarrhea and vomiting had
abated. No more enemas were given.
Two days later the patient was fully recov-
cred and was discharged home. Because
of the persistent symptoms and her intol-
erance to medication, proctectomy and
the pelvic pouch procedure were carried
out in November 1987.

DISCUSSION
Despite its effectiveness in rreating
acute ulcerative colitis, side effects have
been reported in up to 20% of patients
taking sulfasalazine (4.5). These reactions
may be dose related or idiosyncratic. The
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most common, but least severe. adverse
reactions include nausea, vomiting,
anorexia and headache. Heartburn, epi-
gastric distress and diarrhea are occasion-
ally seen. Although serious adverse reac-
tions may involve almost any organ
system, they are rare. They include skin
eruptions, hepatic and pulmonary dys-
function and neutropenia, agranulocy-
tosis and thrombocytopenia, as well as
other hematological abnormalities. Gen-
eralized allergic reactions with fever, skin
rash, arthralgias and lymphadenopathy
have also been reported (6)

Because most of the side etfects of
sulfasalazine have been attriburted to the
sulphapyridine moiery, the new 5-ASA
preparations have been of great value
in the management of patients with
ulceradve colitis who are inwlerant of
sulfasalazine. Recently, however. there
have been reports documennng side
effects in a small percentage of patients
taking oral 5-ASA. These include chest
pain, rashes, fever, dizziness, headache
and penicarditis (7-9). In additon, wors-
ening of diarrhea and abdominal pain
is an unusual bur well documented reac-
rion to both oral and rectal sulfasalazine
and these effects have been reported fol-
lowing the oral administration of 5-ASA
( 10-16)

Two reports described four patients
who developed an exacerbation of their
ulcerative coiitis with both sulfasalazine
and oral 5-ASA (Asacol) (15,16). The
symptoms included nausea, vomiting,
abdominal pain and severe profuse diar-
rhea which was bloody in one of the four
patients. As well, three of four patients
developed fever. Each of the four patients
was rechallenged one to three times with
sulfasalazine and one to two times with
5-ASA. In all patients, the time o the
onset of symptoms was shorter each time
the patient was rechallenged with sulfa-
salazine or 5-ASA. In additon, symptoms
sertled quickly following withdrawal of
the sulfasalazine or 3ASA.

The present patient’s course resembles
these patients, in that the symptoms were
similar; nausea. vomiting, abdominal
pain and diarrhea. Symproms were
experienced on oral sulfasalazine and
5-ASA as well as 3-ASA enemas. With
rechallenge, the symptoms appeared
more quickly so thar following adminis-
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tration of the 5-ASA enema, the patient
became sympromatic within a few hours.
Following withdrawal of the drug, symp-
toms quickly resolved. The present
patient’s course is similar to thatof a pre-
viously reported patient who developed
nausea, vomiting and abdominal cramps
2 h after a sulfasalazine enema (500 mg
in 240 mL of warter); one-half an hour
later warery stools developed, which soon
became bloody. The nausea and cramps
lasted 12 hill)

5-ASA enemas have been well toler-
ated during short rerm administration
for two o eight weeks, as well as long
term administration up to 16 months
(17.18). There have been isolated reports
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