
Mucocutaneous involvement of the
genital and perianal skin during
isotretinoin therapy
To the Editor:We read with great interest the letter by
Cunningham et al,1 who drew attention to the effect
of isotretinoin therapy, which can lead to vulnera-
bility to injury from frictional forces and, consequen-
tially, effects on the genital and perianal areas.

Isotretinoin acts on the sebaceous glands, reducing
their activity; it promotes normalization of keratiniza-
tion and of tissue matrix metalloproteinase; and it
reduces inflammation and Cutibacterium acnes
growth.2 Cheilitis, dry skin, erythema, itching,peeling,
bruising, eczematous reactions, conjunctivitis, dry
eyes, and eyelid inflammation are the most common
adverse effects ([1/10).2 However, as reported by
Cunninghamet al,1wealsodescribe inour experience
the involvement of the genital region, although
patients voluntarily do not report such symptoms.1

Forty patients in treatment with only isotretinoin
(26 female and 14 male patients; mean age,
23.1 years) at our outpatient specific service for
acne from February to August 2020 were questioned
for the appearance of any effects on the genital area.
In particular, 10 of 26 (38%) of female patients
reported vulvar dryness, and 7 of 26 (27%) reported
dyspareunia. Meanwhile, only 4 of 14 male patients
(28%) reported genital dryness; in particular, 2
reported dryness and fissures in the genital area,
and 2 reported perianal dermatitis. We noticed that
the incidence of this adverse effect was greater in
women and in patients receiving therapy at a dosage
of 0.6 mg/kg/day for a period of at least of 3 months.

Therefore, we agree with Cunningham et al1 that it
wouldbeuseful to include anypreventativemeasures.

Based on clinical evidence, in a previous study,
we analyzed the potential capacity of a dietary
supplement, based on gamma linolenic acid, vitamin
E, vitamin C, beta-carotene, coenzymeQ10, and Vitis
vitifera, to reduce isotretinoin adverse effects, partic-
ularly dry skin, erythema, and desquamation.3

Gamma linolenic acid can increase �-defensin 2
expression by sebocytes, which can give stability to
the membrane. In addition, this fatty acid decreases
the in vitro expression of keratinocytic proinflamma-
tory cytokines (tumor necrosis factor �, interleukin
(IL) 8, and IL-1) and fibroblastic cytokines (IL-8) after
ultraviolet B exposure, decreasing dehydration and
erythema.3,4

Our data imply that the group of patients
receiving therapy with isotretinoin, associated with
a dietary supplement, had increased compliance
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without a reduction in the therapeutic effectiveness.
However, dietary interventions are difficult to prove.
Furthermore, there is a lack of consensus on labora-
tory monitoring for patients on isotretinoin.5

Considering the target age group (mainly adoles-
cent and young adults), we believe that is important
to preserve interpersonal interactions by eliminating
causes of discomfort. We think that the use of similar
supplements can be considered an useful strategy in
the treatment and prevention of dry skin to increase
the adherence to isotretinoin therapy.

In addition, the dryness of the mucosa is a topic of
extreme interest during the current COVID-19 era
because this virus attacks the airways.
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