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Rapid systemic valaciclovir reaction subsequent to aciclovir contact allergy
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Case Report
A 44-year-old woman used aciclovir cream for 2 weeks
on her 1st attack of genital herpes without any improve-
ment. Oral valaciclovir (500 mg 2¿ daily) was started.
After the 1st 2 tablets, an itchy, symmetrical exanthem
appeared on the face, trunk and extremities. Valaciclovir
was stopped, she received oral antihistamines and the
eruption healed in 2 weeks. 1 month later, the patient
developed a labial herpes infection. She used aciclovir
cream and vesicobullous lesions with erythema appeared
in the labial and perioral skin, with an exanthem on the
upper trunk and extremities.

2 months later, patch tests were carried out with the
standard series, aciclovir, valaciclovir, ganciclovir and
famciclovir (Table 1). The patient reacted to cetearyl al-
cohol in the standard series, concentrations down to 1%
of aciclovir and valaciclovir, and 20% ganciclovir. There
was no reaction to famciclovir. Oral challenge was car-
ried out with famciclovir. Itchy erythemathous patches

Table 1. Positive patch tests

Patch testConcentration Prick
Allergen (%) pet. aq. test aq.

cetearyl alcohol 20 ππ
10 ππ
5 π

aciclovir as is π π ª
20 π π ª
10 π π ª
1 ª π NT

valaciclovir as is ππ ππ ª
20 ππ ππ ª
10 ππ ππ ª
1 π π NT

ganciclovir as is π π ª
20 ª π ª

famciclovir as is ª ª ª
20 ª ª ª

appeared on the upper lip and upper trunk after 325 mg
famciclovir given in 3 doses over 2 days.

Discussion
Valaciclovir is the L-valine ester of aciclovir and is al-
most completely converted to aciclovir after oral admin-
istration, increasing oral bioavailability 3 to 5¿ (1, 2). In
our patient, contact sensitization had initially developed
from using topical aciclovir (3–6). Its prodrug valaciclo-
vir subsequently elicited rapid-onset systemic contact
dermatitis. We had hoped that the patch-test-negative
famciclovir might be an alternative choice of treatment
for this patient, as previously suggested (7). Oral provo-
cation with minor doses, however, soon elicited the same
skin reaction.

Our patient had simultaneous contact allergy to cetea-
ryl alcohol, present in aciclovir cream. Simultaneous
sensitization to propylene glycol in topical acyclovir has
previously been reported (4, 7).

References
1. Weller S, Blum M R, Doucette M, Burnette T, Cederberg

D M, De Miranda P, Smiley M L. Pharmacokinetics of the
aciclovir pro-drug valaciclovir after escalating single and
multiple-dose administration to normal volunteers. Clin
Pharmacol Ther 1993: 54: 595–605.

2. Tyrning S K, Douglas J M, Lawrence C, Spotswood L S,
Esmann J. A randomized, placebo-controlled comparison
of oral valaciclovir and aciclovir in immunocompetent pa-
tients with recurrent genital herpes infections. Arch Derma-
tol 1998: 134: 185–191.

3. Camarasa J G, Serra-Baldrich E. Allergic contact derma-
titis from aciclovir. Contact Dermatitis 1988: 19: 235–236.

4. Gola M, Francalanci S, Brussi C, Lombardi B, Sertoli A.
Contact sensitization to aciclovir. Contact Dermatitis 1989:
20: 394–395.

5. Valsecchi R, Imberti G, Canelli T. Contact allergy to acy-
clovir. Contact Dermatitis 1990: 23: 372–373.

6. Bourezane Y, Girardin P, Audin F, Vigan M, Adessi B,
Humbert P, Laurent R. Allergy 1996: 51: 755–756.

7. Bayrou O, Gaouar H, Leynadier F. Famciclovir as a poss-
ible alternative treatment in some cases of allergy to acyclo-
vir. Contact Dermatitis 2000: 42: 42.


