
The union to specific IgE and the conse-

quent release of mediators, takes place

when there are at least two quaternary ion

ammonium groups. Hyoscine butylbro-

mide has only one quaternary ion ammo-

nium group in its molecule. For this

reason, other antigenic structuresmight be

implicated in the origin of the reaction.

Among antispasmodic agents with

anticholinergic action, there are com-

pounds with quaternary ion ammonium

structure, as hyoscine butylbromide and

compounds with tertiary amine structure,

like mebeverine. The tolerance of mebe-

verine could rule out the existence of

in vivo cross-reactivity between both

drugs.

In conclusion, we describe a rare case

of urticaria due to hyoscine butylbro-

mide. Positive SPT and oral provocation

with this drug suggest an allergic IgE-

mediated mechanism. However, more

evidences are necessary to corroborate

such mechanism.
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Bartter’s syndrome is a group of inherited

diseases, because of a defective salt reab-

sorption in the thick ascending limb of the

Henle’s loop. It

is also called

hyperprosta-

glandin E

syndrome,

because of

excessive renal

and systemic

production of prostaglandin E2 (1).

Nonsteroidal anti-inflammatory drugs

(NSAIDs) are known to be useful in the

management of Bartter’s syndrome be-

cause of their inhibiting action on cyclo-

oxygenase (COX), with consequent

decrease in prostaglandins synthesis. A

long-term therapy with a nonselective

NSAID, such as indomethacin, is often

associated with the occurrence of

important side effects (such as gastric

ulcers and prolonged bleeding time). As

renal induction of COX-2 seems to play

an important role in the Bartter’s syn-

drome pathogenesis, selective COX II-

inhibitors are particularly effective. We

report the case of a 28-year-old woman

with Bartter’s syndrome and multiple

drug intolerance, who experienced ad-

verse reactions (generalized erythema and

itching) to rofecoxib despite a preventive

antireactive therapy (loratadine 10 mg,

cromolyn sodium 500 mg). Avoidance of

NSAIDs was recommended. As rofecoxib

resulted particularly suitable for the

management of our patient, after a pre-

liminary evaluation (negative prick and

patch tests), we attempted a desensitiza-

tion to rofecoxib, according to a new

original protocol, on the basis of our

encouraging previous experiences with

tolerance induction to other drugs (hep-

arin, cotrimoxazole, spiramycin, etc) (2–

4). Oral 8-day desensitizing treatment was

performed with increasing doses of ro-

fecoxib, starting with 1 ml of a rofecoxib

solution (2.5 mg/ml) diluted 1 : 105 and

reaching the final daily dose of 50 mg

(Table 1). Antihistamine medication

(loratadine 10 mg/day) was administered

during the treatment. After the rush

phase, our patient perfectly tolerated

rofecoxib (50 mg/day). A personal his-

tory of adverse reactions to a drug can

preclude its use, but if it is necessary for

the management of a patient, tolerance

induction can represent an useful tool.

Our results confirm desensitization safety

and effectiveness: it was well tolerated,

rapidly reaching the therapeutic daily

dose.
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Università Cattolica del Sacro Cuore

Policlinico �A. Gemelli�

Largo F. Vito, 1 – 00168 Rome

Italy

Fax: +39 06 3051343

E-mail: allergologia@hotmail.com

Accepted for publication 24 September 2003

Allergy 2004: 59:788–789

Copyright � Blackwell Munksgaard 2004

Patient became
clinically tolerant to
rofecoxib.

Table 1. Protocol of tolerance induction to rofecoxib

Rofecoxib Days Dilution Final dose (ml) Final daily amount (mg)

Solution (2.5 mg/ml) 1 10)5 10 2.5 · 10)4

2 10)4 10 2.5 · 10)3

3 10)3 10 2.5 · 10)2

4 10)2 10 2.5 · 10)1

5 10)1 10 2.5
6 Pure solution 10 25

Tablet (1 ¼ 25 mg) 7 – 1 + 1/2 37.5
8 – 2 50
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A 40-year-old nonatopic woman presen-

ted with generalized pruritic and erythe-

matous hives

without angi-

oedema, 7 days

after initiating a

therapy with

Nolotil� (Boeh-

ringer Ingelheim

GmbH,

Ingelheim am Rhein, Germany) and

Proctolog� (Juste, Madrid, Spain) cream

for hemorroids.

Nolotil� and Proctolog� cream were

stopped and the patient was successfully

treated with intramuscular corticosteroid

(6-Metil-prednisolone).

Proctolog� cream contains trimebutine

and ruscogenin.

We present a case of delayed reaction

urticaria induced by trimebutin.

Patch tests were performed on the

upper back with the European Standard

Series, Proctolog� cream and its compo-

nents (trimebutine and ruscogenin).

Oral provocation tests were realized

with Nolotil� and trimebutine

European Standard Series were all

negative, but the patch tests with Proc-

tolog� cream and trimebutine were pos-

itive at 48 (++) and 96 h (+++)

(Fig. 1). Twenty controls were entirely

negative.

Seventy-two hours after oral provoca-

tion test with trimebutine the patient

presented generalized urticaria. Oral

provocation test with Nolotil� was

negative

Trimebutine [2-dimethylamino-2-phe-

nylbutyl 3,4,5-trimethoxybenzoic acid], is

an antispasmodic used orally to treat

functional bowel disorders (1), and rec-

tally and topically for anal fissures and

hemorrhoids (2).

The first adverse effects from topical

applicationwere reported byMaffioli et al.

in 1975 (3) andChebanon in 1976 (4), both

reports being erythema and/or burning.

There is only one article published in the

literature about contact allergic dermatitis

caused by trimebutine (5).

To our knowledge, delayed-type

hypersensitivity urticaria from trimebu-

tine has not previously been reported.

The patch test has been demonstrated as

a good way for the diagnostic of a type

IV hypersensitivity reaction to trimebu-

tine.

We would like to thank our nurse

Ms Rosa Garcı́a for her valuable

collaboration.
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Urticaria reaction due
to trimebutine
confirmed by patch and
oral provocation test.

Figure 1. A positive result was found with Polibutin� cream.
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