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Voriconazole-induced )
lentiginosis in a child: a
phototoxicity warning sign

Dear Editor,

Voriconazole, a triazole antifungal, is widely used in chil-
dren with invasive fungal infections, especially in the
context of hematologic malignancies and transplantation.
Despite its efficacy, long-term therapy has been increas-
ingly associated with phototoxic reactions, lentiginosis,
and accelerated Non-melanoma Skin Cancer (NMSC) and
melanoma.’* Because the skin is one of the main target
organs for the adverse effects of this drug, we present a case
that illustrates one of these manifestations and illustrates
the importance of early recognition.

A 7-year-old boy with acute lymphoblastic leukemia,
atopic dermatitis, and autism spectrum disorder was started
on oral voriconazole in August 2023 for an angioinvasive fun-
gal infection. After several months of therapy, he developed
multiple, asymptomatic, well-demarcated hyperpigmented

macules (2-5mm) symmetrically distributed on the cheeks,
nasal dorsum, and frontal region (Figs. 1A-B). No mucosal,
palmar, or plantar involvement was present. There was
no family history of lentiginosis or syndromic associations.
A diagnosis of chronic voriconazole-induced phototoxic-
ity was made. Because antifungal substitution was not
feasible, strict photoprotection (SPF 50+, hat, protective
clothing) was recommended. At the 6-month follow-up, the
lesions persisted without progression or development of new
lesions.

Voriconazole-induced phototoxicity occurs in 17%-36% of
children, particularly with cumulative exposure or long-term
use."? Manifestations range from erythema and lentiginosis
to premalignant lesions and aggressive Squamous Cell Car-
cinoma (SCC).® The persistence of lentiginous macules, as
in this case, is a marker of chronic UV-induced damage and
may represent a potential precursor to malignant transfor-
mation. It’s also important to make an adequate differential
diagnosis of lentigines localized on the head, neck, and
acral to exclude conditions such as Peutz-Jeghers syndrome,
Laugier-Hunziker syndrome, Cowden syndrome, centrofacial
lentigines, and inherited patterned lentigines (Table 1).4°

Figure 1
cheeks, nasal dorsum, and frontal region.
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(A and B) 7-year-old boy with multiple well-demarcated hyperpigmented macules symmetrically distributed on the
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Table 1
lentiginosis.

Differential diagnosis of localized multiple

Head and neck involvement Other localizations

Genital involvement:
Bannayan-Riley-Ruvalcaba
syndrome
Photodistribution:
Xeroderma pigmentosum
Segmental: Partial
unilateral lentiginosis

Peutz-Jeghers syndrome

Laugier-Hunziker syndrome
Cowden disease

Centrofacial lentiginosis

Inherited patterned
lentiginosis

Pathogenesis remains incompletely understood. Pro-
posed mechanisms include the UVA-absorbing properties of
voriconazole’s N-oxide metabolite, generating reactive oxy-
gen species that induce oxidative DNA injury.® Additionally,
a retinoid-like effect mediated by disrupted retinoic acid
metabolism has been hypothesized to contribute to both
phototoxicity and keratinocyte changes.®

Children represent a particularly vulnerable population
due to their prolonged life expectancy, frequent expo-
sure to immunosuppressive regimens, and the need for
extended antifungal prophylaxis. Several reports have docu-
mented the rapid development of SCC in pediatric transplant
recipients under chronic voriconazole therapy.>’ Recent
pharmacovigilance analyses by regulatory agencies reaf-
firmed the importance of phototoxicity surveillance in
children treated with voriconazole.?

Management includes early dermatologic evaluation,
patient and caregiver counseling on rigorous photoprotec-
tion, and long-term cutaneous follow-up. Substitution with
alternative antifungals such as posaconazole or isavucona-
zole may be considered in cases of recurrent or severe
toxicity, although clinical circumstances may limit this
option.

Voriconazole can induce chronic phototoxicity and lentig-
inosis in children receiving prolonged therapy. It is important
for the dermatologist to be familiar with the adverse effect
profile of this drug in order to make an adequate differen-
tial diagnosis and establish appropriate management, which
should include photoprotection and follow-up to identify
potential skin neoplasms early.
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