
g g  A 
ALLERGY 1996: 51: 755-759 COPYRIGHT 0 M U N K S G A A R D  1996 ISSN 0105-4538 ALL RIGHTS RESERVED 

INCE 1988, very few observations of allergic or S irritative contact dermatitis caused by Zovirax@ 
cream have been reported. We report a new case to 
emphasize the importance of allergologic study 
to determine precisely the responsible substance. 
Indeed, the oral and intravenous use of acyclovir 
might be influenced by whether the drug itself or 
vehicles present in topical preparations cause clin- 
ical reactions. 

A 38-year-old woman with a history of atopy 
(asthma, rhinitis) had recurrent herpes simplex 

labial infection, 
which had already 
been treated with Patch tests were 

positive to the vehicle acyclovir cream with 
no secondary effects. 

not to acyclovir. herpetic eruption 
which was treated 
with 5% acyclovir 

cream (five times a day) and acyclovir tablets 
(5t/day during 7 days and then 20tJday during 3 
days). Ten days after application of Zovirax cream, 
the condition worsened, and the patient developed 
itchy vesicular eczematous eruption at the upper 
labial area and a burning sensation. When treatment 
was discontinued and topicaltherapy introduced 
(desonide and fucidic acid), the eczema cleared in 

Propyzene g1ycoZ~ but She presented a new 

Table 1. Reported observations of positive patch tests with acyclovir and propylene glycol 

a few days. Patch tests with ICDRG (International 
Contact Dermatitis Research Group) standard 
series, Zovirax cream, and its components were 
performed with readings at 48 h and 72 h. 
Sensitization to Zovirax cream, propylene glycol 
(PG) ( Wellcome@), and PG ( kindly supplied by 
Prof. Oleffe) 10% aqueous (aq.) preparation was 
observed. However, patch tests with acyclovir 5% 
petrolatum (pet), PG 10% aq. (University Hospital, 
BesanGon, France), and other vehicle constituents 
were negative. 

Allergic contact dermatitis caused by acyclovir 
is rare. To our knowledge, only four observations 
(1-4) have been reported (Table 1) .  In two cases 
(1 ,  2), positivity to acyclovir 5%0 aq. was observed, 
while in the two other cases ( 3 ,  4),  there was 
sensitivity to acyclovir I%, 3%, and 5% pet. In our 
observation, a negative patch test to acyclovir 5% 
pet was demonstrated, as previously reported ( 5 ,  
6) .  Most sensitization to Zovirax cream is due to 
vehicle constituents, i.e., sodium lauryl sulfate and 
especially PG. It is interesting to note that the 
Zovirax cream used in the USA does not contain 
PG but instead polyethylene glycol. Distinguishing 
between allergic or irritant reactions to these sub- 
stances is sometimes difficult, especially for PG, 
which is widely used in cosmetic preparations, oral 
and parenteral medications, and food products. 

The irritation threshold and the optimal standard 
concentration of PG in the patch test is still not 
well established. Angelini & Meneghini (7)  have 
tested 400 subjects with eczematous contact derma- 
titis with PG 20% in water. In six patients, the 
authors observed a positive reaction. No irritant 

Authors Observation Latent period Acyclovir PG 

Camarasa & Serra-Baldrich (2) (1 988) 

Gola et al. (5) (1989) 

Valsecchi et al (8) (1990) 

Goday et al. (4) (1991) 

Kim & Kim (6) (1994) 

Bourezane et al. (1996) 

66-year-old woman: eczema of 

19-year-old woman: eczema of hands; 

52-year-old man: eczema of thighs 

51-year-old woman. eczema of face 

52-year-old man. eczema 

38-year-old woman: eczema 

buttocks 

urticaria 

99 days 

1 week 

10 days 

3 days 

A few days 

5% aq 
+ 
1, 3, and 5% pet 
+ 
1. 3, 5% pet 
+ 
5% aq 
+ 
1% aq 

10% pet 

10% aq 

10% aq 

5% aq 

~ 

+ 
- 

1% aq 
+ 

10 days 5% pet 10% aq 
+ - 

PG propylene glycol, pet petrolatum, aq aqueous preparation 
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reaction was seen. Funk & Maibach (8) have pro- 
posed to classify skin reactions to PG into four 
types: irritant contact dermatitis (most frequent), 
allergic contact dermatitis, nonimmunologic contact 
urticaria, and subjective irritation. They concluded 
that exploration of PG dermatitis should include 
repeated patch tests with serial dose dilutions 
( 1-10% in water), repeated open application tests, 
oral challenge tests, and biopsies. 

In our patient, we tested three preparations of 
PG: PG 10% in water prepared by our institution 
was negative, PG 10% in water supplied (by Prof. 
Oleffe, Erasme Hospital, Belgium) was positive, and 
PG (concentration unknown) supplied by Wellcome 
Laboratory was positive. The clinical history and 
the results of patch tests to PG (erythema plus 
edema) are consistent with an allergic reaction. 
However, an oral provocative challenge to PG may 
be useful to confirm allergic reaction to PG, as 
suggested by Hannuksela & Forstrom (9), who 
found a correlation between patch tests and oral 
provocative tests with PG. Our study rejects the 
hypothesis that acyclovir is a sensitizing agent and 
allows its future use in the systemic form if required. 
Moreover, the use of other drugs or topical medica- 
tions containing PG should be considered with 
caution in such patients. Indeed, observations of 
cutaneous reactions ( 10) have been reported after 
oral ingestion of PG or intravenous injection of 
drugs with PG as vehicle (diazepam). 
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RUITS AND vegetables are commonly implicated F in food allergy. In Spain, fresh fruits are the 
most frequent cause of food allergy (30% global 
frequency) (1 ), and fruits belonging to the Rosaceae 
family are the most frequently implicated (2). 
Nevertheless, clinical manifestations due to sensiti- 
zation to cherry (Prunus avium, Rosaceae) are rarely 
described, and most cases fit the so-called oral 
allergy syndrome. In their survey, Garcia-Ortiz et al. 
(3) reported that only 1.5% of patients with pol- 
linosis had symptoms related to the intake of cherry. 

In this paper, we report on an anaphylactic 
reaction caused by cherry ingestion. 

H A 36-year-old man was referred to our depart- 
ment for allergologic investigation because, after 
eating cherries, he 
had immediately pre- 
sented vomiting, The allergenic cross- 

generalized edema, 
mainly of his lips, and fruits should always 
eyelids, and scrotum. be considered. 
Those symptoms 
wore off a few hours 
after urgent treatment. He had a clinical history of 
hay fever (pollinosis), but he had never had 
symptoms related to the ingestion of fruits or 
vegetables. 

Skin prick tests with commercial extracts 
(Laboratorios Leti@, Spain) of common pollens 
(grass pool, Cynodon, Phragmites, Olea, and 
Artemisiu) and fruits (apple, plum, peach, cherry, 
pear, and strawberry) were performed; all of them, 
exclusive of apple, peach, pear, and strawberry, 
were positive. In the same way, skin tests (by the 
prick-prick method) with fresh fruits (apple, plum, 
peach, cherry, pear, and strawberry) were also car- 
ried out, and elicited positive reactions, exclusive of 
apple, pear, peach, and strawberry. Both a positive 
(histamine 10 mg/ml) and a negative (saline solu- 
tion) control were included. Skin prick tests with 
the same commercial extracts and the same fresh 
fruits (prick-prick) were performed on five control 
healthy subjects. All of them were negative. 

Serum specific IgE to the same fruits was deter- 
mined (CAP System@, Pharmacia, Sweden) in our 
patient. High levels of serum specific IgE to all of 
the fruits tested were detected: peach, 15.0 kU/l; 
plum, 13.20 kU/l; strawberry, 9.81 kU/l; pear, 8.22 
kU/l; cherry, 8.0 kU/l; and apple, 6.90 kU/1. 
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