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Valsartan is in a class of drugs called

angiotensin II receptor antagonists that

prevents the constriction of blood vessels

(veins and arter-

ies). As a result,

valsartan may be

used alone or in

combination

with other anti-

hypertensive agents (e.g. hydrochlorothi-

azide) in treating essential hypertension.

Angioedema has been found to be the

result of both conventional angiotensin-

converting enzyme (ACE) inhibitors (1)

and, very rarely, with losartan, the other

currently marketed angiotensin II recep-

tor antagonist (2–6).

Valsartan allergy is extremely rare and

there are no well-documented reports

that demonstrate an allergic mechanism.

In fact, there is only one clinical report of

angioedema and a photosensitive pruritic

rash after 3 months of therapy with

valsartan without a complementary

allergic study (7).

A 65-year-old woman who suffered

from high blood pressure was referred to

our service for angioedema palpebral

after 2 weeks of therapy with valsartan

(DiovanR, Novartis Farmaceútica,

Barcelona, Spain) 80 mg once a day.

After discontinuing medication with

valsartan and treatment with diphen-

hydramine and intravenous methyl-

prednisolone, her symptoms resolved

completely. She had no other drug allergy

and she did not have history of familial

atopy. There were no previous episodes

of angioedema.

Skin prick test with common airbrone

and alimentary allergens was negative.

The total serum immunoglobulin E (IgE)

levels, the serum levels of complement

fractions (C2, C3, C4) and the absolute

levels and activity of C1-esterase inhibitor

were normal. An oral challenge test with

commercial valsartan was performed

showing an immediate response with

symptoms of angioedema involving lips

and tongue. The reaction was resolved

using subcutaneous epinephrine, antihis-

tamines and corticosteroids in 3 h.

We performed a double-blind oral

challenge test with other ACE inhibitors

(captopril, enalapril), b-blockers, and
calcium channel blockers, in order to find

an alternative treatment, but the patient

tolerated these drugs without problems.

As no other cause could be identified,

valsartan was probably the cause of

the angioedema. There were no further

episodes of angioedema in the patient

after the withdrawal of the involved

drug.

Until now, the pathogenic mechanism

of angioedema caused by angiotensin II

receptor antagonist has remained

unclear. To our knowledge, we report

the first case of angioedema caused by

valsartan, where the immediate response

in the challenge test suggest that valsar-

tan was the drug responsible for the

clinical reaction.
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Nimesulide (NI) is a sulfonanilide non-

steroidal anti-inflammatory drug

(NSAID) that

has been shown

to inhibit cyclo-

oxygenase 2

(COX-2) with a

high degree of

selectivity (1).

Therefore, NI

could be an alternative drug in patients

with cutaneous and/or respiratory intol-

erance to NSAIDs (2–5). The objective of

this study was to evaluate the tolerability
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Unfrequent allergy to
hypertensive drug.

Nimesulide is well
tolerated by 85% of the
patients with NSAIDs
intolerance.

**Grupo de Estudio de Tolerancia a Nimesulida

en pacientes Intolerantes a AINES. Study group

on tolerance of Nimesulide in patients with

intolerance to NSAIDs given in Appendix.
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of NI in adult patients with intolerance to

NSAIDs.

One hundred and seventy-one adult

patients (40.3 ± 14 years old, 63%

women) were included in the study.

Symptoms in their history of intolerance

were cutaneous (130 patients), respirat-

ory (58 patients) or both (17 patients).

The drugs most frequently involved in

intolerance reactions were aspirin (86%),

pyrazolones (61%) and diclofenac (30%).

All patients gave written informed

consent to participate in the study

which was approved by the ethics com-

mittee of the institutions involved in the

study.

A simple-blind placebo-controlled

oral challenge was performed on three

different days in all patients: first chal-

lenge, placebo–placebo; second chal-

lenge, NI 5 and 50 mg; and third

challenge, NI 50 and 150 mg. NI and

placebo were administered by the oral

route in the form of capsules. The

interval between doses was 1 h and the

time elapsing between the challenges

was 7–14 days.

Arterial blood pressure, heart rate and

peak expiratory flow (PEF) were meas-

ured at 0 (baseline) and 3 h after the

doses. In asthmatic patients the pulmon-

ary function was also analyzed by forced

expiratory volume in 1 s (FEV1) and PEF

monitoring for 24 h.

The tolerance test was considered

negative when urticaria, angioedema,

rhinitis, eye symptoms and/or a

decrease of 20% in FEV1 occurred.

If a delayed reaction occurred, the

patient was instructed to record the

symptoms in a specific form as adverse

reaction, and to report them to the

researcher. Patients with a positive

tolerance test (no symptoms) were

followed-up for 18 months.

In 25 patients (15%), the tolerance test

was negative. The most frequent intoler-

ance symptoms were: urticaria, angi-

oedema, asthma, rhinitis, and itching.

Twenty patients (80% of all NI-intoler-

ant patients) developed symptoms with

the highest dose (150 mg) of NI. These

symptoms were presented isolated or in

combination (Table 1).

Intolerance symptoms occurred within

the first 2 h after the administration of

the drug in 14 patients, within 3–6 h in

eight and after 6 h in four patients.

After 18 months of follow-up,

82 patients had used NI as anti-inflam-

matory treatment, 93% of them well-

tolerated the drug while 7% developed

urticaria and/or angioedema episodes

after several doses of NI. These symp-

toms were similar to those developed

after the administration of other

NSAIDs.

Our results show that NI is well-

tolerated in 85% of the patients, this

percentage is similar to data published by

other authors (2–5).

Nevertheless, a few studies have inclu-

ded a tolerance follow-up period. Quar-

antino et al. (6) performed a follow-up

lasting for 1–3 years in patients with

NSAIDs intolerance and NI tolerance,

and found that 94% of patients tolerated

treatment with NI, this percentage of

tolerance is similar to the one that we

observed (94%) in the 18 months follow-

up.

In conclusion, NI shows a good

tolerance profile in NSAIDs-intolerant

patients. Therefore, it can be used as a

safe alternative anti-inflammatory treat-

ment in these patients.
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Table 1. Intolerance symptoms after oral test with nimesulide

Nimesulide 150 mg

(20 patients)

Nimesulide 50 mg

(four patients)

Nimesulide 5 mg

(one patient)

Urticaria (7) Urticaria (2) Angioedema (1)

Angioedema (3) Asthma and rhinitis (1)

Itching (1) Asthma, urticaria and

Asthma (3) Angioedema (1)

Rhinitis (2)

Urticaria and Angioedema (2)

Rhinitis and Urticaria (2)
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Montoro J, Malet A. Nimesulida como

tratamiento alternativo en pacientes con

intolerancia a antiinflamatorios no esteroi-

deos. Rev Esp Alergol Inmunol Clı́n

1998;13:336–338.

5. Andri L, Senna GE, Beteli C, et al.

Tolerability of nimesulide in aspirin-sensi-

tive patients. Ann Allergy 1994;72:29–32.

6. Quarantino D, Romano A, Papa G, et al.

Long-term tolerability of nimesulide and

acetaminophen in non-steroidal anti-

inflammatory drug-intolerant patients. Ann

Allergy Asthma Immunol 1997;79:47–50.

369

ALLERGY Net


