Observation Letters

Carbamazepine-induced follicular mucinosis-like drug

eruption

Sir,

Drug eruptions caused by carbamazepine have been widely
reported and often present as drug reaction with eosinophilia
and systemic symptoms (DRESS), Stevens-Johnson syndrome,
toxic epidermal necrolysis and maculopapular rash.> Here,
we describe a case of drug eruption caused by carbamazepine
that showed histopathological features of follicular mucinosis.

A 70-year-old Chinese man presented with pruritic
follicular papules and erythema of the trunk and extremities
along with oedema and erythema of the face, lips and ears
of three days duration. Initially the lesions presented with
oedema and erythema of the head and face, followed by
follicular papules on the trunk and extremities. He had no
other symptoms. The rash appeared five days after starting
carbamazepine 100 mg twice a day orally for trigeminal
neuralgia. Carbamazepine was discontinued after the onset
of the rash. There was no history of recent infections,
comorbidities or any other drug intake.

On clinical examination, he was afebrile. Vitals were stable
with no significant lymphadenopathy. There was erythema
and oedema of the face, along with erythematous follicular
papules and plaques (some of them showing scaling) involving
the entire body [Figures la to c]. Laboratory examination
revealed leucocytosis (11000 cells/mm?), neutrophilia (9000
cells/mm?) and a normal eosinophil count (30 cells/mm?).
Peripheral blood smear, liver function tests, serology forhuman
immunodeficiency virus, chest radiography, transabdominal
colour doppler scanning, and electrocardiography showed
no abnormalities. Histopathology of a follicular papule on
the back showed focal spongiosis, obvious oedema of the
folliculus pili and sebaceous gland epithelium [Figure 2a]
along with lymphocytes and histiocytes infiltrating the hair
follicles and sebaceous glands and its surrounding areas
[Figure 2b]. Alcian blue staining showed mucin deposition in
the hair follicles [Figure 2¢]. Immunohistochemistry was not
performed as atypical lymphocytes were not observed in the
biopsy specimen.

The histopathology findings were consistent with the
diagnosis of follicular mucinosis. Review of his history
did not reveal any similar rash in the past. Suspecting a
carbamazepine-induced follicular mucinosis-like drug
reaction, methylprednisolone 48 mg/day was administered
intravenously with gradual tapering and stopped.

After 13 days of treatment, the lesions resolved with post-
inflammatory pigmentation [Figures 3a and b], supporting
the diagnosis of a drug reaction rather than primary follicular
mucinosis. There was no recurrence during the nine months
follow up period.

Follicular mucinosis is an epithelial reaction that follows
many inflammatory, infectious, and neoplastic conditions
and is characterised by the accumulation of mucin within
hair follicles*. There are three forms of follicular mucinosis.
Primary form with a short duration usually manifests in
children and young adults, with one or two lesions seen on
the head and neck regions. The lesions resolve spontaneously
within two months to two years without recurrences. Another
primary form with a prolonged course has been described,
which appears in older patients with numerous, sometimes
disseminated, lesions that mostly appear on the face, trunk
and extremities. Despite its chronic course with multiple
recurrences, it is a benign condition. The third form affects
those aged 4070 years and is characterised by generalised,
multiple infiltrated plaques. This variant is associated with
T-cell lymphomas, especially mycosis fungoides.*

In our case, the older age of onset, disseminated lesions and
shorter duration excluded the primary form of follicular
mucinosis. Although disseminated lesions were present, this
was unlikely to be a case of the primary disseminated form
with a prolonged course. Prompt resolution on withdrawal of
carbamazepine and administration of systemic corticosteroid,
a recurrence-free follow-up period of nine months and
older age of disease onset were the differentiating features.
Follicular mucinosis associated with lymphoma was unlikely
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Figure la: Erythema, oedema, erythematous

Figure 1c: A close-up view of the lesions on

papules and scaling involving the face follicular papules and plaques on the trunk and the back showing follicular papules and plaques
upper limbs with scaling
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Figure 2a: Mild hyperkeratosis of the epidermis, focal spongiosis, obvious Figure 2b: Lymphocytes and histiocytes infiltrating within and around the

oedema of the folliculus pili and sebaceous gland epithelium (H and E, x 40) hair follicles and sebaceous glands (H and E, x 400)

in view of the histopathological findings. In addition, there
was a reasonable temporal relationship between the drug
exposure and the eruption, and also the lesions resolved
with withdrawal of the drug. No alternative etiology,
including any disease or other medicines, was likely to be
responsible for this adverse event. According to the World
Health Organisation—Uppsala Monitoring Centre (WHO-
UMC) standardised case causality assessment criteria’, this
event would be considered a “probable” adverse reaction
to carbamazepine, so we eventually made a diagnosis of
carbamazepine-induced follicular mucinosis-like drug
eruption.

Carbamazepine inducing a rash that shows histopathology
of follicular mucinosis is extremely rare. In the literature, we
found two reported cases: one was a case of DRESS, in which
Figure 2¢: Mucin deposition in the hair follicles (Alcian blue, x 200) the skin biopsy revealed a lymphocytic infiltrate with atypical
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Figure 3a: Resolution of lesions on the face

lymphocytes, exocytosis and follicular mucinosis mimicking
mycosis fungoides,® and another case also resembling mycosis
fungoides with histopathology showing atypical intraepidermal
lymphocytes and follicular mucinosis.” Our case showed
only mucin deposition in the hair follicles and no atypical
lymphocytes, which was an obvious differentiating feature
from the previously published cases. He is under long-term
follow-up, since literature suggests that histopathology,
immunohistochemistry, and even T-cell gene rearrangement
studies may not always be able to distinguish lymphoma-
associated follicular mucinosis from benign variants.®

We report this case to draw the attention of the clinicians to
this rare form of drug eruption (follicular mucinosis-like)
induced by carbamazepine.
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Figure 3b: Post-inflammatory pigmentation on
the trunk after treatment
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