
GASTROENTEROLOGY IN THE '90s 

Role of 5--ASA in IBD therapy 
5 •AMINOSALICYLIC ACID (5-ASA) IS THE ACTIVE PRINCIPAL OF THE 

drug sulphasalazine (SAS). 5-ASA is available in carrier-med iated 
forms; the prodrug is delivered to the large intestine, where bacterial 
reaction breaks an azo-bond and releases the active principal. For 
SAS, the release is of the active principal, 5-ASA, and inactive sul
phapyridine. For o lsalazine (Dipentum, Pharmacia), splitting the 
azo-bond releases two molecules of 5-ASA. O ther prod rugs, balsalazide 
and ipsalazide, are no t avai lable in Canada. Enteric-coated, s low
release, pH-dependent fo rms of 5-ASA are available in North Amer
ica: Asacol (Procter & Gamble), Salofalk (Axcan Canada), Rowasa 
(Solvay, Georgia). These preparations avoid excessive upper intes
tinal absorpt ion, and theoretical renal damage. Salofalk and Rowasa 
are released in the distal ileum, Asacol in the right colon. Another 
preparation, Penrasa (Nordic), is a fonnulation of 5-ASA granules 
covered with ethyl cellulose, which allows slow release starting in 
the proximal small bowel. 

5-ASA acts on soluble mediator production. It is a weak 5-lipoxy
genase inhibitor and i.t modulates leukocyte function. It inhibits pros
tagland ins, thromboxanes, platelet-act ivating factor, tumour 
necrosis factor, interleukin- ! , intestinal mast cell and basophil 
stimulated histamine release. It is an effective scavenger ofoxygen free 
radicals. T he relative importance of these actions is not known. 

The prodrug SAS is associated with an approximately 30% inci 
dence of side effects, predominantly related to the sulphapyridine 
component. Desensitization is helpful for some, but not for hypersen
sitivity reactions such as agranulocytosis, hemolysis o r aplastic ane
mia. Other rare side effects include male infe rti li ty and fo late 
deficiency. Side effects associated with 5-ASA tend co be dose-related 
and infrequent - headache, nausea, epigascric distress and diarrhea 
arc common. Rare comp I icaLions of 5-ASA include acute pancreatitis, 
pericarditis, chrombocycopenial and renal tubular damage. 

5-ASA is effective in treating inflammatory bowel disease (IBD). 
Its exact efficacy is d ifficult to ascertain , despite careful li terature 
review, due to: lack of accurate definitions of remission versus 
improvement; fai lure to define the exact type or extent of IBD; 
differing results depending on whether placebo o r active drugs are 
used for controls; different end-points; d ifferent scoring systems; 
varying doses; differen c treatment periods; and the absence of power 
calculations fo r accurate estimates of number of patients required. 
Placebo responses in acute ulcerative coli tis (UC) range from 5 to 
38%, and active drug dose responses from 24 to 63%, using doses up 
to 4.8 g over three to eight weeks. Using the same dose for d iffe rent 
t ime periods shows a tendency for increased efficacy in clinical 
response, but not in e ndoscopic response. ln maintenance therapy 
for UC, comparisons of SAS versus placebo over six to L2 months 
reveal a therapeutic gain of 43 to 50%, with a therapeutic gain of 
24% using increasing doses of SAS. There are many stud ies showing 
equal efficacy in ma intaining remission bet\veen SAS and another 
prodrug, Dipentum, as we ll as between SAS and enteric-coated 5-ASA. 
Mera-analyses have shown that 5-ASA is equivalent to SAS in milJ to 
moderate acute UC and in maintenance therapy. S imilarly, the use 
of topical 5-ASA in UC is very effective for enemas, 85 to 90% using 
4 g at night-time for four Lo l 2 weeks, and for suppositories, similar 
efficacy using either 500 mg bid o r tid for six weeks. For maintenance 
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therapy, l g at night-t ime for enemas, and 0.5 g every second night 
for suppositories, are effective treatments. Recent meta-an alysis of 
topical 5-ASA in UC confirms significan t benefits over placebo for both 
active d isease and maintenance therapy. 

5-ASA is effective in active C rohn's disease (CD). There is a 32% 
therapeut ic gain with SAS 3 g/day compared with placebo over a 
four-mouth period. T h is was later confirmed in the National Coop
erative Crohn 's Disease S tudy where a subgroup with colitis re
sponded better. ln a recent study, a 24% therapeutic gain of Pentasa 
over placebo was seen in 310 patients randomized to various doses 
over 16 weeks. There was no d ifference between p lacebo, l or 2 g in 
this study. In maintenance therapy, Pentasa is beneficia l, compared 
with placebo, in a subgroup of patients who had relapsed within three 
months before enrolment. O ther, smaller stud ies have shown no 
effect when either Pentasa or SAS was compared with placebo. 
However, in a large group of patients treated with SAS followed for 
up to two years, there was a therapeutic gain of25%, and in another 
study of 12 months' duration , patients randomized co Mesasal 
(SmithKline Beecham) experienced a 24% therapeutic gain over 
chose randomized co placebo. Patients with CD on placebo had 
remission rates varying from 35 co 54%, compared with 60% on SAS 
and 78% on Mesasal over 12 months. These findings were confirmed 
in a recent meta-analysis where maintenance therapy with 5-ASA or 
SAS reduced the likelihood of clinical relapse at one year. 

5-ASA is a well coleraced medication with few sic.le effects, allowing 
increases in effective dose. It is recommended char 5-ASA 4 g be given 
orally for active 180, with increases as necessary. It is uncertain whether 
continuous active treannent should be adv iscd for ma imenance therapy, 
ie, 4 g/day o r the standard dose of2 g/day. Different preparations can 
be used co target the site of d isease, and when given o rally, appear to 
be as effective as SAS in maintaining remission. However, SAS is much 
less expensive, and when tolerated, is effective therapy. 5-ASA given co 
SAS-intolerant patients is of therapeutic benefi t in most, with the caveat 
of occasional allergic reaction to 5-ASA. 
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