
J ALLERGY CLIN IMMUNOL Mira-Perceva l  et al. 85,5 
VOLUME 97, NUMBER 3 

tions. Oxford: Blackwell Scientific Publications, 1992: 
215-35. 

3. Romano A, Pietrantonio F, Garcovich A, et al. Delayed 
hypersensitivity to diltiazem in two patients. Ann Allergy 
1992;69:31-2. 

4. Sousa-basto A, Azenha A, Duarte ML, Oliveira F. Gener- 
alized cutaneous reaction to diltiazem. Contact Dermatitis 
1993;29:44-5. 

5. Barbaud A, Trechot P, Gillet-Trever MN, et al. Immuno- 
allergological studies in toxic skin eruptions caused by 
diltiazem (Tildiem 300 LP) [Letter, in French]. Therapie 
1993;48:499-500. 

6. Thomas SE, Wood ML. Photosensitivity associated with 
nifedipine. Br Med J 1986;292:992. 

7. Zenarola P, Gatti S, Lomuto M. Photodermatitis due to 
nifedipine: report of 2 cases. Dermatologica 1991;182:196-8. 

8. Collins P, Ferguson J. Photodistributed nifedipine-induced 
facial telangiectasia. Br J Dermatol 1993;129:630-3. 

9. Hashimoto M, Tanaka S, Horio T. Photosensitivity due to 
diltiazem hydrochloride. Acta Dermatol (Kyoto) 1979;74: 
181-4. 

10. Guarrera M, Parodi A, Rebora A. Is nifedipine photo- 
toxic? Photodermatol Photoimmunol Photomed 1990;7: 
25-7. 

11. Vargas F, Rivas C, Machado R, Miranda MA. Photodeg- 
radation of nalidixic acid and tiaprofenic acids and nifedi- 
pine in aerobic conditions. Photodermatol Photoimmunol 
Photomed 199t;8:218-21. 

Nizatidine anaphylaxis 
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Niza t id ine  is a powerfu l  specific H 2 r e c e p t o r  
an t agon i s t ?  Like  c imet id ine ,  ran i t id ine ,  and  famo-  
t id ine,  it  be longs  to the  g roup  o f  imidazo le  deriv-  
atives. 

W e  the re fo re  cons ide red  it in teres t ing  to r e p o r t  
the  case of  a f emale  pa t i en t  who  c o m p l a i n e d  of  a 
ser ies  of  clinical  signs suggest ing anaphylaxis ,  al- 
though  subsequen t  to l e rance  to o the r  an t i -H  2 
drugs  was good.  

CASE REPORT 
A 59-year-old woman, with a personal history of 

diabetes mellitus, gastroduodenal ulcer, and hiatal her- 
nia experienced acute urticaria, odynophagia, laryngeal 
stridor, dyspnea, angioedema of the lips and tongue, 
dizziness, and hypotension, 30 to 40 minutes after taking 
the first dose of nizatadine (Distaxid, 300 mg capsules). 
She required urgent medical treatment and was subse- 
quently referred to the emergency department of our 
hospital. 
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On arrival, she had a blood pressure of 160/80 mm Hg, 
normal lung auscultation, and clear improvement of 
laryngeal stridor, although a moderate residual urticaria 
persisted. 

METHODS 
The patient and 10 healthy control subjects were 

included in a double-blind skin prick test, which was 
done on the upper forearm with cimetidine (4 mg/ml), 
ranitidine (10 mg/ml), famotidine (10 mg/ml), and niza- 
tidine (10 mg/ml). All skin prick test results were nega- 
tive. Neither the patient nor any control subject was 
taking or had taken any medication that could interfere 
with the results of these tests. 

Intradermal skin tests were performed with nizatidine 
at various concentrations (1:100,000, 1:50,000, 1:10,000, 
and 1:1000), which were obtained by diluting nizatidine 
in saline solution (prepared on the day of testing). A 
positive intradermal reaction was observed in the patient 
at the concentrations of 1:10,000 and l:1000. This test 
result was negative in the control subjects. 

After obtaining the patient's written informed con- 
sent, we performed oral challenge tests with increasing 
doses of anti-He drugs, the excipients of the Distaxid 300 
mg capsule (starch powder, flee-flowing starch, povi- 
done 90, sodium carboxymethylcellulose, free-flowing 
silicone, and talc) and with the capsule emptied of the 
preparation, until the therapeutic dose was reached, 
according to a single-blind method. The doses were 
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increased at hourly intervals, with at least 24 hours 
between each challenge. Finally, the challenge with 
nizatidine was performed at a dose of 20 rag. 

RESULTS 

Results of the oral challenge tests with therapeu- 
tic doses of cimetidine, ranitidine, famotidine, 
excipients of the Distaxid capsule, and the empty 
capsule were negative. However, 15 minutes after 
the administration of 20 mg of nizatidine, the 
patient suddenly experienced laryngeal oppres- 
sion, dysphonia, dysphagia, dry mouth, moderate 
flushing, and generalized skin pruritus; no hypo- 
tension or bronchospasm was observed at any time. 
The symptoms disappeared after the injection of 
epinephrine (0.1% solution) and 12 mg of intra- 
muscular betamethasone. 

The guidelines contained in the Declaration of 
Helsinki of the World Medical Association were 
followed at all times. 

DISCUSSION 

Among the side effects frequently caused by 
Hz-receptor antagonists, the following have been 
recorded: a range of skin symptoms (e.g., sweating, 
urticaria and/or angioedema, rash, vasculitis, con- 
tact dermatitis, and exfoliative dermatitis), as well 
as fever, eosinophilia, diarrhea, dizziness, and 
mental confusion. Laryngeal edema, broncho- 
spasm, hepatitis, nephritis, encephalitis, myopathy, 
anaphylactoid reactions, 2-4 and systemic anaphy- 
laxis are much rarer. 5 

The immediate clinical symptoms presented by 
this patient, her positive skin test results, and the 
negative test results in the control subjects, with the 
positive oral challenge test result, indicate that niza- 
tidine is the cause of the clinical symptoms and suggest 
the existence of an IgE-mediated mechanism. 

On reviewing the literature, we did not find any 
case similar to ours. 

The ability of H 2 antagonists to increase serum 
histamine by displacing it from its receptors is well 
known, particularly after a rapid intravenous infu- 
sion. It has been postulated that a similar event 
may occur after oral administration of these drugs, 
which would account for the appearance of ana- 
phylactoid symptoms on some occasions. 

In our case, it is likely that this drug-induced 
mechanism does not form part of the symptoms 
because after administration of other compounds 
with the same activity on H2 receptors, no positive 
response was obtained. 

In short, in our patient we have  demonstrated 
that the drug involved in the symptoms described 
above is nizatidine and that the causative mecha- 
nisms could be mediated by IgE. It does not seem 
to be attributable to a drug-induced mechanism, 
and there is no cross-reactivity with ranitidine, 
cimetidine, or famotidine. We were unable to 
prove the existence of a cross-reactivity with nitro- 
furantoin because the patient refused to continue 
with the oral challenge tests. It is also worth 
pointing out that the appearance of the clinical 
symptoms after the first dose of the drug is rare. 
This is difficult to account for, unless the patient 
had unknowingly received a previous dose of the 
drug. 
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