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ABSTRACT: A 33-year-old female with a 15 year history of ulcerative coliris 
presented with worsening dia rrhea followi ng colectomy an d ileorectal a nastom o­
sis six months previously. Fo llowing ad ministration ofS-A SA enemas (Salofalk). 
the patient developed abdominal cramps. na usea and vomiting. and se vere dia r­
rhea resulting in hypotcnsion. Sym ptoms a b a ted quickly whe n the 5 -ASA e ne­
ma:, were d iscontinued. Although diarrhea and abdominal cramps have been 
described previously as side effects of oral sulfasalazine. o ral 5-A SA and sulfasalazine 
enemas, this is che first report of these symptom s occu rring follm,..ing adm inistra­
tion of 5-ASA enemas. Can J Gastroenterol 1989;3(2):50-52 

K ey W ords: 5-A minosalicylic acid (5-ASAJ. Dnig induced colitis 

L'exacerbatio n d e la colite ulce r eu se suite a l 'administration 
d e lavem e nts au 5-ASA 

R ESUME: U ne patience agee de 33 ans et attemte de colice ulcercuse d e p u is 15 
annees a souffer c de diarrhec aggravee a pres une colectom ie e t une an ascom ose 
tlco-rcccale cffcccuees six mois plus tot. Suite a l'injecrion de lavemencs d e 5-ASA 
(Salofalk; lnce rfa lk ), elle a ere prise de c rampes abdomi nales, de nau sees et d e 
vomisscments e t d'u ne diarrhee severe res ultan t e n une hy po ce n sion . Les 
sympcomcs one rapid emcn r d im in uc aprcs l'arre tdes lave mencs de 5-ASA. Bien 
quc la diarrhcc cc lcs crampcs abdominales aienc ere d ecrites aupara vant comme 
appartcnan t aux cffcrs secondaires de la sulfasalazine e t du 5-ASA pris par voie 
buccale. cc aux lavcmcnrs de sulfasalazine. ce rapport est le p rem ier q ui re lie les 
sympromcs a ux lavements de 5-ASA. 
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S l LI ·\~Al ·\/INL 1, t\l'- ll-HC f I\ l: 
agcnr tn the mnnagcmeni of ulccr­

auvc col1t1s. There 1s accumulating elm 
1cal evidence chat the saltcylace moiew 
5-amano,,nl1cvlic acid ( 5-ASA ). I'> thl' 
active component while ,;ulfop\ ndmc> 
acts as a cnrnN molecule.' 11-11 In th,: 
cohm. th1: Jia:<, honJ whKh Join-, Lhe 

two m1,l..:culc-, 1s .:lt:.1vcJ. rdcasing 
5-ASA which acts locally w dc::crea::,e 
inflammation lJnfortunatclv. the U'.->C ol 
sulfasala:inc may be limited due co mt0l­
crancc or allergic reactions. lt 1s estimated 
chat up re, 20'';, ot patients may develop 
adverse rcacti(111s to sulfasala:me includ­
ing nausea, vomiring. hcaJ achc. fever, 
rash, hcpanc and pu lmonmy Jy,;tunc­
rion. and b lood Jyscra:. i,1s ( 4. 5) Mosu,( 
rhe::,c renctions ,1ppear to he due to the 
s u lph,1 moicry (6) Thu:-.. new 5-ASA 
preparations have rcccndy become avriil­
ablc wh ich mav he colcratcd bv patients 
who had nd verse rcacuons co :,u lfasala­
:mc: However, there a rc a few reports of 
p:rnc:>nts who have expcn enccJ sirmlar 
reactions whale taking oral 5-ASA (7-9) 

A patient w11h ulccrauve colitts whl, 
Jcv,:lclpcJ advc:r,c: rcacuon" lO .,uJfasala­
:i rw and 5-ASA. hrnh or.1l ly (A~acol, 



~onv1ch EalOn) and recrnlly (Salofalk. 
lncerfalk I is reported 

CASE PRESENTATION 
A 3 3-year-old female was ad m ined to 

the Toronrc, General Hospital m Ocw­
ber 1987 with a LS year history of ulcer­
mive colins In L972. the patient rre­
:;enced with diarrhea, nausea and vomit­
ing m::tl:w,t' ,md weighr loss. Banum 
enema and s1gmoidoscopy were b0th 
normal S1x mo11Lh:, larcr the paciem pre­
sented complain ing of approximately LO 
bloody howcl movements per day Sig­
mo1dosco py and banum enema were 
consistent with panukeranvc coitus. The 
patient wa, ,carted on sulfasala:ine 
1 g!da~ Within rwo days. nausca and 
concinunu ... vomiting developc..'d and 
diarrhe:1 worsened The symptom:-. re· 
-,nlved w1rhm ht1ur:,0f discnnunumg rhc 
sulfasala2inc. The patient wa-. then suc­
cessfully created w1th prednisonc..• and 
rem;imcd symptom-free for five..· vcan, 

F01lowmg the pancm's firsc prcgnancv 
m Marc h 1977. the disease activm m ­
crea::.e<l and predmsonc was restarted . 
An attempt was made t0 re-mrroducc 
sulfasala2ine bu 1 again extreme nausea 
and vnm1tmg precluded m, use From 
L977 until 1981. the disease fluctuaced 
but the patient was never completely weU 
despite sceroid therapy. The paocnt was 
rechallcnged with sulfasala:ine 250 
mg/day 111 1979 and enceric coated sulfa­
salazine in 1981. On both occasion:-. sim­
ilar severe symptoms developed which 
necc%itated admission co hosp1tal and 
rc:-... olved once the sulfasalazme was dis­
continued . As well, che patient became 
inmlcrant of prednisone, developing 
headaches and severe depression. 

Because of the drug intolcr;mces. the 
patient was started on azathioprine 
100 mg/day in 1983. Complete remb­
s1on was achieved and the pallcnt was 
weaned off all prednisone m 1984. The 
panent remained on a:ath1opnne, symp­
tom-free. uncil 1987 when liver cn::ymes 
were noted to bl' elevated and surgery 
wa:,, aJv1sl'd During chi-, time..' . Ill 1985, 
the patient was :,,tarted on Asacol hut 
developed the same sympwms of vom­
Hing. ~evere diarrhea and abdominal 
cramps within 4 co 6 h of caking one 400 
mg cablec. A second attempt two weeks 
lacer caused the same adverse reaction 

C ·\ :O.: 1 GA'-1 Rnl ,-.:Tl ROL \ ',,, I :,..Jt, ! A l'RII llJ~N 

In January 1987. because there was rel­
;Hive spanng of the rectum, the pauent 
underwent an abdominal colecmmy 
and ileorectal anastomosis. lnmally. the 
patient did well with approximately cwo 
co four bowel movements pcr day Hl,w· 
ever, in September 1987 the patient com­
plained of :m increased nu m her ~1f bowel 
movemenrs ranging from five co lo per 
day. Sigmoidoscopic examination re­
vealed moderate inflammanon of the rec­
tum and sht' was started on betamctha­
sone enemas ( Becncso l; Glaxo) and 
diphenoxylatc ( Lamoni. G .D Searle) . 
The parienc dc..·veloped headaches which 
were atcributed co the bctamcchasonc 
and abdominal bloating which rcsnlved 
once che diphenox) late was scopped 
The c..harrhea continued and rhe patient 
compla111ed of nausea. m:1la1se and 
weight los:-. and. therefore, was admit­
ted to hospital. 

On admission to hosp1tal. the pauent 
wa;, modc..•racely dehydrarcJ hut phvs1-
cal examination was otherwise normal 
The patient was rehydrated and kept ml 
bv mouth WhL·n frx,d wa::. re111rrodu.:ed. 
she was havmg six to eight bowcl move­
ments per d ~iy. Lt was dec,Jcd co try 
5-ASA enemas since the patient wa, 
incolcrant of all other med1cac1on 

The pauent received a 4 g . oO m L 
5-ASA enema 1Salofalk) at 10:00 At 
12:00 she..' hegan co feel nauseated. At 
14:00 she hegan t(1 vomit and have cc..,n­
rinuous e:-..plosivc. watery diarrhea result­
ing Ill a fall in blood pre:.sure from 
100/60 co 85/60 mm Hg and a tadwcar­
dia of 100/min The patient\\ as resusci­
tated w1th 1 L of normal saline over 
L h and then Ringers lactate w1th potas­
sium chloride 20 mEq/L ar 125 mUh. By 
19:00 the Jiarrhea anJ vom1tmg had 
abated . No m<,re enemas were given . 
1'n, days lmcr the patienr was fully recnv­
er<.!d and was discharged hnme Because 
of the persistent symptoms anJ her intol­
erance co medication. proctecromy and 
che pelvic pouch procedure were earned 
out in November 1987. 

DISCUSSION 
Desr1te its effectivenc:.s 111 crcaung 

acute ulcerau,·c CClUlls. ,1dc: effecrs have 
been repl,rted in up to 10'~. of patients 
caking sulfasalnzine 14.5 ). These reacnon.., 
mav be dose related or idit.1syncratic Tht.· 

Exacerbation ot UC w1lh S·ASA enemas 

most common, but least severe. adverse 
reactions include nausea. vomning. 
anorexia and headache. Heartburn. cp1· 
gasmc distres..s and diarrhea arc uccasmn· 
ally seen Although scnous ad\'er-;(' reac­
tions may inv<>lve almost anv nrgan 
system, chey are rare. They mduJe skin 
eruption:.. hepatic anJ pulmonary dys­
function and ncurropenia . agrnnulocy­
ms1s and rhrombocyt0penia . a:, well a:, 

ocher hemacolog1ca.l abnormaline~. Gen· 
eralizcd nllcrgic reacnons w1rh fe\'cr. skin 
rash. archralgias and lymphadcnopnthv 
have ,ilso been rcpmted (61 

Because most oi the side ctfrn,. of 
,ulfa:--ala:ine have been attributed to the 
sulphapvndme m()it.'ry, the new 5-ASA 
preparation:. hc1,·e heen n t grc..'at \'alue 
in the managt'menc nf pauencs ,, nh 
ulccraci,·c coli us \\ ho ar..: inmlcrant ot 
sulfm,ala:inc Rcccntlv. however. there 
have been repnn:, dol.."umcnrinl! :-.1Je 
etfeccs 111 a small percentage of panents 
taking oral 5-ASA These include chest 
pam, ra,hc::.. fe,·cr. Ji:zme:,s headache 
anJ rencard1ns 17-9) In addmon , wors­
ening ,)f diarrhea and abJomm;1l rain 
i-.. an unusu.11 hut well documented reat·­
mm co hmh ora l and recral sulfasala:ine 
and rhc..•se effect:, ha\'C been rcrnrred fol­
lowmg the oral admmbtrarion ()( 5-ASA 
110-161 

Two r<.!ports described four pauenti. 
who Jevcloped an exnccrbauon ot their 
l1lcerattvc colitis wirh bmh sulfosala:mc 
.rnd ora l 'i -ASA (Asa..::ol) 115,16). The 
,;ymrmm:- mcluJcd nau:,ca. vom1ung. 
abdominal pain ;mJ severe profuse diar­
rhea which \\'a:. bloc.idy in one of the four 
panent::, As well, three o f four patit.·nt~ 
devdopcJ fever Each of the four patient~ 
was rechallenged one co three cimes with 
sulfosala:1nc and one to tW(> times with 
5-ASA In all pauents, the timt> to rhc 
Pnsc..'t nf -.ymptom" was shorter each nme 
the panc..'nt \\':h rechallengcd wnh ,-ulfa­
..,ala:1ne or 5-ASA Ln addmon. symptoms 
,..enled quickly tollc..,,\·mg withdrawal of 
the su If asala:me or 5-ASA . 

The presenr patient':.. course rl' ... embles 
the:,c paricnt:;, in that the s\ rnptc,m" were 
similar; nause.1 . vomiting, ;1hJc.,minal 
p:11n anJ diarrhea . Svmptoms \\'ec'rc 
cxpc..·ncnced on oral :-.ulfasala:me anJ 
'i-ASA as wdl as 5-ASA t' ncmas. \Vich 
rc..'ch.,llenge, the ~ymptllnh appeared 
mc,re qu1cklv -;(, chm ii 1llowing ad mmis-
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trat1on of 1hc.: 5-ASA enema, rhc pauen l 
bc.:carm.' :..ympcomatIC \\'llhm a few hourl>. 
Followint? withdra\\'al of 1he drug. svmp­

tom" quickly rc'>ol\'c.:J . The prc:..ent 
pam:nr-. cour:..e 1s ,;1milar co chm of a pre­

viow,ly reportc ... i p:men t \,\ ho developed 
nause:.1. vom1cmg and ahdornmal cramps 
2 h ahi'r a ,u lfosala::111,: enema ( '>l"lt) mg 

in 24(1 ml of water), one-halt an hl,ur 
lacer warerv stoob de\·clorx·d, whu.:h '5( Km 

bc>G1tnl' hlnodv The nau:..eaand cramps 
lasrcJ 12 h I II ) 

5-ASA l'nemm, have been well t<>lc.'r­
ated during -,hon term adminisrracu.in 
for rwo to eight wccb.. as well a:.. long 
term adm in1strat1on up to l{l month:.. 
117.lM. There have heen 1:,<llarcJ reports 
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