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The risk of the

re-occurrence of

a systemic reac-

tion (SR) after

stopping venom

immunotherapy

(VIT) is eleva-

ted in adult age,

honeybee ve-

nom allergy,

patients with

severe pretreatment SR, SR during VIT

to treatment injections or restings, ele-

vated basal serum tryptase and masto-

cytosis (1).

We report a case of anoxic encephal-

opathy secondary to a yellow-jacket

sting-induced anaphylactic shock in a

young patient who had previously re-

ceived more than 5 years of VIT.

The patient was 34-year old when he

had an anaphylactic shock in August 1993

after a yellow-jacket (YJ) sting. He was

found to be sensitive to honey bee and YJ

venoms, while skin tests were negative to

wasp venom. The Pharmacia CAP-Sys-

tem was positive to bee (class 2) and YJ

(class 2) venoms, negative to wasp venom.

In December 1993, the patient began

YJ immunotherapy, reached a mainten-

ance dose of 100 mcg, with no SR.

Maintenance injections were given pro-

gressively at regular 4–6–8 week intervals

over time, without any SR. During

immunotherapy the patient tolerated

three Vespid stings.

In June 1999, an intradermal skin test

with YJ venom was doubtful (1 mcg/ml),

while the Pharmacia CAP-System was

negative. Skin and serological tests were

negative to honey bee and wasp venoms;

VIT was stopped in July 1999.

The patient was, nevertheless, advised

to carry a self-administered epinephrine

kit with him at all times.

He tolerated a new YJ sting after

stopping VIT. In April 2000, intradermal

YJ and wasp venom skin tests were

negative, the CAP-System likewise was

negative. In July 2001 the patient was re-

stung by an YJ while out jogging, he did

not have his epinephrine kit at hand and

there was no emergency room nearby. He

developed a severe anaphylactic shock

with subsequent ischemic encephalopa-

thy, resulting in permanent physical and

mental disability. The patient’s family

refused to consent to medical tests (e.g.

hematic blood samples to measure speci-

fic IgE and tryptase levels) except a

nonbioptic dermatological examination,

which ruled out urticaria pigmentosa.

Literature reports a few patients who

had previously experienced anaphylactic

shock, some of whom had negative skin

and/or serological tests after several years

of VIT and later developed SR, even

fatal, to subsequent stings after VIT

discontinuation (2–4).

To the best of our knowledge this is the

first case of a near fatal insect sting

reaction with ischemic encephalopathy,

resulting in permanent physical and

mental disability, occurring in a young

healthy patient after stopping VIT, which

had run for more than 5 years. Indolent

systemic mastocytosis or urticaria pig-

mentosa cannot be completely ruled out,

as neither bone marrow nor skin biopsies

were performed and serum tryptase levels

evaluated. Indeed, the literature reports

two fatal cases of insect sting anaphylaxis

in females with mastocytosis where VIT

had been discontinued (2). A recent

report describes the significant associ-

ation between a reaction to the sting

challenge during VIT and an elevated

basal serum tryptase in Vespula, but not

in bee venom-allergic patients (5). Even

the patient in question had presented

indolent systemic mastocytosis or eleva-

ted basal tryptase levels, he received

several tolerated in-field stings both dur-

ing VIT and the first year after its

discontinuation. Data of this kind sug-

gests that baseline serum tryptase con-

centration should be determined in all

patients with a history of severe reactions

and that VIT should probably be con-

tinued indefinitely in these patients (6),

irrespective of insect type, even in the

young. Progressively prolonging the

intervals between injections should be

considered. Nevertheless, after VIT has

ceased it is strongly advisable that the

patients carry epinephrine, especially

when isolated from medical facilities,

even though a re-sting has been tolerated.

*Allergy Unit

Department of Internal Medicine,

Immunology, Allergy and Respiratory

Diseases

Ancona

Italy

Tel: +39 71 596 3804

Fax: +39 71 596 3253

E-mail: b.bilo@ao-umbertoprimo.marche.it;

mbeatricebilo@libero.it

Accepted for publication 22 July 2005

Allergy 2006: 61:268–269

Copyright � Blackwell Munksgaard 2006

DOI: 10.1111/j.1398-9995.2006.00973.x

References
1. Muller UR. New developments in the

diagnosis and treatment of hymenoptera

venom allergy. Int Arch Allergy Immunol

2001;124:447–453.

2. Oude-Elberink J, Demonchy J, Kors J,

Vandoormaal J, Dubois AEJ. Fatal

anaphylaxis after a yellow jacket sting

despite venom immunotherapy in two

patients with mastocytosis. J Allergy Clin

Immunol 1997;99:153–154.

AL LERGY 2 0 0 6 : 6 1 : 2 6 8 – 2 7 1 • COPYRIGHT ª 2006 BLACKWELL MUNKSGAARD • ALL R IGHTS RESERVED

• CONTRIBUT IONS TO THIS SECT ION WILL NOT UNDERGO PEER REV IEW, BUT WILL BE REV IEWED BY THE ASSOCIATE ED ITORS •

Insect sting anoxic
encephalopathy in a
young patient who had
previously received
more than 5 years of
venom immunotheraphy.

268

ALLERGY Net



3. Golden DBK, Kwiterovich KA, Addison

BA, Kagey-Sobotka A, Lichtenstein LM.

Discontinuing venom immunotherapy:

extended observations. J Allergy Clin

Immunol 1998;101:298–305.

4. Light WC. Insect sting fatality 9 years after

venom treatment. J Allergy Clin Immunol

2001;107:925.

5. Haeberli G, Bronnimann M, Hunziker T,

Muller U. Elevated basal serum tryptase

and hymenoptera venom allergy: relation to

severity of sting reactions and to safety and

efficacy of venom immunotherapy. Clin

Exp Allergy 2003;33:1216–1220.

6. Golden DB. Fatal insect allergy after

discontinuation of venom immunotherapy.

J Allergy Clin Immunol 2001;107:925–926.

Urticaria-angioedema
reaction caused by
propafenone

C. Incorvaia*, C. Pravettoni, G. G. Riario-Sforza

Key words: drug allergy; propafenone; urticaria-
angioedema.

Hypersensitivity reactions to drugs

mainly involve the cutaneous, respirat-

ory, and cardiovascular systems, but the

rate and kind of reactions may widely

change according to the different drugs.

Propafenon is an

agent used in

cardiac arrhyth-

mias thus far

reported as

mainly respon-

sible of respirat-

ory reactions (1–4). Here we describe for

the first time a skin reaction with urtic-

aria-angioedema in a patient treated with

propafenone.

The patient was a 51-year-old woman

referred to our Allergy Unit for urticaria-

angioedema with daily manifestations.

Wheals were scattered in all the body but

more abundant in the trunk and arms,

and angioedema affected especially lips

and eyelids. The patient was under

treatment with enalapril 20 mg u.i.d.,

propafenone 150 mg b.i.d, and acetyl-

salicilic acid (ASA) 100 mg u.i.d. for

hypertension and extrasystolic arrhyth-

mia. The clinical history was negative for

atopy or previous hypersensitivity reac-

tions to drugs.

Considering the major role for ASA in

skin reactions and the current absence of

arrhythmia we discontinued the treat-

ment with ASA but no changes in

symptoms were observed. Also ACE-

inhibitors agents are frequently involved

in angioedema and thus enalapril was

substituted with the calcium antagonist

amlodipin for treating hypertension, but

also this measure did not have any effect

on symptoms. Since 6 weeks had elapsed

from their first presentation, standard

investigations for chronic urticaria, and

namely for allergic, physical, infectious

and (by means of autologous serum skin

test) autoimmune causes, were done, but

all the results were negative.

Finally, to rule out a responsibility of

propafenone, at first not considered

because of the absence of reports of

urticaria-angioedema reactions to such

agent, and following consultation with the

cardiologist, the drug was withdrawn.

After 48 h urticaria and angioedema

began to decrease in intensity, and a

complete resolution occurred in 1 week.

To achieve certainty, after 1 month the

drug was readministered with rapid reap-

pearance of wheals and angioedema of the

lips and a new resolution following the

definitive stopping of treatment.

It has been suggested that the asth-

mogenicity of propafenone is because of

its structural similarity to the beta-

blocker propanonol (2), and thus the

respiratory reactions seem caused more

by the drug’s mechanism of action than

by hypersensitivity. Regarding skin reac-

tions, only recently a case of exanthe-

matous pustulosis was reported (4), and

the present description adds a classical

picture of hypersensitivity with urticaria

and angioedema, which suggests to

reconsider propafenone as a possible

cause of allergic reactions.
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Although an IgE-dependent mechanism

was suggested for anaphylactic reactions

to ranitidine, the presence of serum

specific IgE anti-

bodies to raniti-

dine has not

been demonstra-

ted (1, 2). We

report a case of

severe anaphy-

laxis to raniti-

dine, in which specific IgE antibody was

demonstrated.

A 55-year-old asthmatic man was pre-

sented with skin rash with pruritus,

dyspnea, irritability, and syncope which

developed 30 min after taking one tablet

of ranitidine (150 mg, Zantac�; Glaxo-

SmithKline-Korea, Seoul, Korea). His

blood pressure (BP) was 60/40 mmHg,

and forced expiratory volume in 1 s

(FEV1), forced vital capacity (FVC), and

FEV1/FVC were 1.35 l (44% of predic-

ted), 3.16 l (81% of predicted), and 43%,

respectively. After treatments with epi-

nephrine, antihistamine, steroid, bron-

First urticaria-
angioedema reaction
to propafenone.

Our case suggests that
ranitidine could induce
an IgE-mediated
anaphylaxis.
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