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Sir,
Systemic reactions following treatment with intravenous 
acyclovir are very rare. To our knowledge only a few 
cases have been reported in the literature, each of them in 
patients with a history of contact dermatitis to ointments 
containing acyclovir. We report here a case of a systemic 
reaction to intravenous acyclovir and discuss alternative 
treatment options.

CASE REPORT

A 62-year-old woman presented at our department 10 
days after returning from a trip to Alaska. Over the 
previous 7 days she had developed headache, elevated 
temperature and disseminated erythematous vesicles. 
The only medication she was taking at this time was 
L-thyroxine 75 mg once daily for treatment of hypothy-
roidism. Her skin showed widespread vesicles on an 
erythematous base without palmar and plantar affec-
tion. There was no mucous membrane involvement. The 
patient was otherwise healthy. A diagnosis of dissemi-
nated herpes zoster infection was made subsequently, 
indicating the need for systemic antiviral treatment. A 
polymerase chain reaction (PCR) was performed and 
confirmed varicella zoster infection. According to the 
patient, she had formerly developed eczema to exter-
nal acyclovir and external betamethasone. Otherwise, 
her personal and family history was negative for skin 
diseases. Due to this medical history of a potential 
acyclovir sensitization a prick-test was performed, 
whose results were negative. Given the negative prick 
results, a test dose of 70 mg acyclovir (1 mg/kg body
weight), equivalent to 10% of the regular dose, was 
given intravenously. After 8 h, the patient developed 
a plain macular erythema with slight infiltration of 
the popliteal fossae and the trunk (Fig. 1). There was 
no other medication given at that point. The rash was 
topically treated with corticosteroids (betamethasone), 
leading to a complete remission of the exanthema 
within 2 days. The zoster infection also regressed with 
out any further treatment or any complications. There 
was no evidence for neurological involvement at any 
point. For further diagnostic work-up, we presented the 
patient to our allergy department, where prick-testing 
and epicutaneous testing for acyclovir (tablets), vala-
cyclovir (tablets) and a topical preparation (acyclovir, 

propylene glycol, natrium lauryl) were performed. 
Patch tests showed a pronounced eczematous reaction 
(++) at 48, 72 and 96 h for each of the 3 substances. 
Prick-testing remained negative, as did epicutaneous 
and prick-testing of corticosteroid series (Fig. 2).

DISCUSSION

Acyclovir is a guanine analogue antiviral drug, pri-
marily used for the treatment of herpes simplex virus 
infections (herpes labialis, genital herpes, ocular her-
pes) and varicella zoster virus infections. Acyclovir is 
considered a prodrug, which is selectively converted 
into a monophosphate by viral thymidine kinase. Sub-
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Fig. 1. Erythematous drug eruption of the popliteal fossae.
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sequently, cellular kinases convert the monophosphate 
form into the active triphosphate form, acyclo-guano-
sine tri-phosphatase (GTP). Acyclo–GTP is a highly 
potent inhibitor of viral DNA polymerase. The elimi
nation half-life of acyclovir is approximately 3 h. 
Most common adverse drug reactions associated with 
systemic acyclovir therapy include nephrotoxicity and 
neurological complications. Acyclovir is commonly 
marketed as tablets, topical cream, intravenous prepara
tions and ophthalmic ointment.

Systemic acyclovir reactions following intravenous 
application are very rare. To our knowledge, there are 
only 6 published cases, each of them in patients with a 
positive history of acyclovir contact dermatitis (1–3). 
Thus prick-testing, as in our case, is not helpful. Sen-
sitization to topical acyclovir preparations occur much 
more frequently due to the cream basic components 
(propylenglycol, natriumlauryl) than to the active agent 
acyclovir itself (4). 

As acyclovir (Zovirax), valacyclovir (Valtrex), 
ganciclovir (Cymeven) and famciclovir (Famvir) have 

a similar chemical structure, of a 2-aminopurine core, 
cross-reactions exist. Brivudin (Zostex) is a pyrimi-
dine and therefore has no purine core. Similarly, there 
is no such core in the non-nucleoside DNA polymerase 
inhibitors foscarnet (Foscavir) and cidovir (Vistide). 
Hence, it may be possible to use these agents as alterna-
tive treatments in patients with known acyclovir contact 
allergy (5). Accordingly, in epicutaneous testing these 
substances remained negative in our patient, indicating 
that these drugs may be safely used. For antibiotics, e.g. 
penicillin, drug desensitization protocols have proven 
useful in selected cases (6). Interestingly, there are also 
2 reports of successful desensitization to acyclovir. In 
these 2 cases, the patients displayed only a local allergic 
rash, but no systemic reactions (7, 8). 

In summary, this case illustrates that prior to acyclovir 
therapy, a history of previous skin reactions to acyclovir-
containing preparations should be taken. In case of a  
positive history and urgent therapeutic need, the use 
of structurally unrelated compounds, such as brivudin, 
foscarnet or cidovir, is strongly recommended.
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Fig. 2. Epicutaneous testing on valacyclovir (tablets), the topical preparation 
Zovirax (acyclovir, propylene glycol, natrium lauryl) and acyclovir (tablets). 
The patch test showed an intense positive result (++) at 48, 72 and 96 h for 
each of the 3 substances.


