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Background: Although hypersensitive subjects have been desensitized to oral Despite extensive evaluations, alter-
sulfasalazine, the feasibility of oral desensitization to the drug’s active moietynative causes for the cutaneous reac-
5-aminosalicylic acid has been questioned and never been reported.

Methods: We devised a 5-aminosalicylic acid desensitization protocol and ad-There was no evidence of food, viral,
ministered the drug to two hypersensitive subjects on three occasions.

Results: Both 5-aminosalicylic acid hypersensitive subjects were successfullyications were much less suspect and
desensitized without complications and were able to tolerate therapeutic doses. either the eruptions resolved despite

Conclusion: Despite changing the drug’s properties by crushing it for incremen-their continuation or failed to recur
tally increasing administration, we successfully desensitized two patients on thre@hen the medications were restarted

occasions with 5-aminosalicylic acid.
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INTRODUCTION

Sulfasalazine is a well established
treatment for inflammatory bowel dis-
ease. Unfortunately, largely due to the
sulfapyridine component, up to one-
third of patients experience some ad-
verse reaction that limits its usé Sul-
fasalazine-hypersensitive patients can
be successfully desensitize§ how-
ever, since 5-aminosalicylic acid (5-
ASA) is the drug’s active moiety, pure
oral 5-ASA preparations (olsalazine
and mesalamine) have become widely
used alternatives. Infrequently, hyper-
sensitivity to 5-ASA itself develops,
thus dramatically limiting a patient’s
treatment options. The feasibility of
oral desensitization to 5-ASA has been
the subject of controversy. We report
three successful oral desensitizations
in two patients.

CASE REPORTS
Our first case was a 75-year-old
woman with a 7-year history of ulcer-
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ative colitis. After initial intolerance to
sulfasalazine, she had done well with
up to 2.5 g of daily oral 5-ASA (ol-
salazine, Dipentum) for 6 years before
developing a rash. This generalized,
maculopapular rash persisted for 2
weeks; then resolved within 4 days of
stopping her olsalazine. Off olsalazine,
her colitis worsened and required hos-
pitalization for pain control, hydration,
and corticosteroids. Offered a colec-
tomy, she chose to resume olsalazine.
With the protocol on Table 1, she
again tolerated a 2-g dose of 5-ASA
without rash. However, one month af-
ter tolerating desensitization, she failed
to improve significantly and chose a
colectomy.

Case two, a 15-year-old female with
Crohn'’s disease needed desensitization
to oral 5-ASA twice. She had had gen-
eralized urticaria and angioedema after
using mesalamine (Asacol). Upon
stopping mesalamine, her rash re-
solved within a week. Using the same
protocol as in case one, she again tol-
erated the same dose of mesalamine
without hives or angioedema. At the
time of a surgical procedure, her me-
salamine was stopped and she contin-
ued to do well; however 2 years later
her Crohn’s disease recrudesced. We
implemented the same protocol and
she again proved tolerant of therapeu-
tic dosage.

tions could not be found in either case.

or other systemic triggers. Other med-

after the desensitization protocol. Cor-
ticosteroid bursts for colitis flares were
used during two of the three desensiti-
zations.

METHODS

With informed consent, we used the
regimen in Table 1 for desensitization.
The pharmacy crushed 250 mg me-
salamine (Pentasa) capsules. Each 2.15
mg of ground powder contained 1 mg
of 5-ASA. After weighing, we admin-
istered the doses as shown in Table 1.

RESULTS

These two patients had rashes typical
of 5-ASA reactions and no other ex-

planation could be found. In each case,
stopping the drug resulted in remission
of the eruptions. During the course of

desensitization, neither patient devel-
oped a rash, neither a maculopapular
rash for patient 1 nor an urticarial rash

per patient 2. Furthermore, after desen-
sitization, each patient tolerated a dos-
age that caused the previous eruption.

DISCUSSION

Our observations show that successful
desensitization with oral 5-ASA is pos-
sible. The term “graded-challenge”
may be more appropriate in these cases
that lack confirming rechallenge reac-
tions and a clear underlying IgE-medi-
ated mechanism. Drug rechallenge was
unadvisable in our patients and al-
though excipients are extremely un-
likely causes of reactions, Pentasa was
used in place of Dipentum or Asacol.
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Table 1. Oral 5-ASA
Desensitization Schedule

Dose Time Milligrams
1 (Day 1) 0:00 .025 (powder)
2 0:20 .05
3 0:40 .10
4 1:00 18
5 1:20 .37
6 1:40 .75
7 2:00 15
8 2:20 3.0
9 2:40 6.0
10 3:00 12.5
11 3:20 25
12 3:40 50
13 4:00 100
14 4:20 200
Day 2-6 AM 250 (tablet)
Day 7-11 AM 250
PM 250
Day 12-15 AM 500
PM 250
Day 16-20 AM 500
PM 500
Day 21+ Continue to increase as
needed

Others have contended that oral
5-ASA desensitization is not possi-
ble®® One published protocol has
called for 3 weeks of daily 5-ASA

enemas, before any oral dosihghe
authors reasoned that 5-ASA must
come into contact with the inflamed
bowel wall for desensitization to oc-
cur. When we crushed 5-ASA, how-
ever, it would have lost its delayed-
release properties and been almost
entirely absorbed in the upper gastro-
intestinal tract. For this reason, we in-
fer that systemic absorption via the
oral route may actually favor desensi-
tization, rather than hinder it. Regard-
less, the oral route clearly does work.
Further, we speculate that given a
choice, at least a few patients would
prefer desensitization orally rather than
rectally.
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