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Multiple Asymptomatic Hypopigmented Macules in a Child

A 15-year-old boy presented to our
outpatient department with asymptomatic
hypopigmented lesions over trunk and
extremities for the past 5 years. There was no
history of any preceding skin lesion, systemic
complaints, loss of sensation, or swellings
elsewhere in the body. On examination, there
were multiple hypopigmented macules of
varying size on the trunk, upper limbs and
thighs [Figure 1]. Few lesions had overlying
erythema. Peripheral nerves were not
enlarged. General and systemic examinations
were normal and there was no evidence of
any lymphadenopathy or hepatosplenomegaly.

Routine laboratory screening including a
complete hemogram with peripheral smear
for atypical lymphocytes and Sezary cells,
liver and kidney function tests, serum LDH,
chest X-ray, abdominal USG, CT scan of
chest and abdomen flow cytometry were
within normal limits. Skin biopsy done
from the hypopigmented macule revealed
mild orthokeratotic and focal parakeratotic
hyperkeratosis, psoriasiform acanthosis and
occasional basal apoptotic  keratinocyte.
Lymphocytes were seen tagged along
with the basal layer and extending into
lower epidermis [Figure 2]. Intraepidermal
lymphocytes had a perinuclear halo and few
had irregular enlarged nucleus. Perivascular and
interstitial lymphocytic infiltrate in papillary
dermis with mild wiry papillary dermal
fibrosis were seen. Immunohistochemistry
showed CD3+ epidermotropic and dermal
T lymphocytic infiltrate with CD8+ cells
constituting approximately 70% of lymphocytic
population [Figure 3]; CD4+ was expressed in
60% cells in dermal infiltrate with most of the
intraepidermal cells CD8+ve. 30% cells were
CD7+ and 60% were CD2+. There was no
loss of CDS.

Question

what is your diagnosis?
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Figure 1: Multiple hypopigmented macules of varying
size on the trunk and upper limbs with few lesions
showing overlying erythema

Figure 2: Epidermotropic lymphocytes are seen tagged
along with the basal layer and extending into lower
epidermis. Intraepidermal lymphocytes have perinuclear
halo and few have an irregular enlarged nucleus. Mild
wiry papillary dermal fibrosis in noted [H and E, x20]

Figure 3: CD8 stains most of the epidermotropic
lymphocytes and a major proportion of dermal
lymphocytic infiltrate [IHC, x10]
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Answer

Hypopigmented mycosis fungoides.

Discussion

Mycosis fungoides (MF) is the most common primary
cutaneous T cell lymphoma. Hypopigmented MF is an
uncommon variant mostly seen in dark-skinned individuals
and in children!! with a median age of onset in children
of around 10-12 years. The condition presents as
hypopigmented macules that are asymptomatic, ill-defined
with a slightly dry surface and may resemble other
dermatological conditions like vitiligo, leprosy, pityriasis
alba, pityriasis versicolor, pityriasis lichenoids chronica,
progressive macular hypomelanosis, and postinflammatory
hypopigmentation.'3]  There are several theories that
have been proposed for the depigmentation occurring in
HMEF, which include the destruction of melanocyte by the
cytotoxic CD8+ T lymphocytes, abnormal melanogenesis
and defective melanosome transfer from melanocytes to
keratinocytes.’) CD117, a stem cell factor receptor, that is
present on epidermal melanocytes, has been found to be
decreased in hypopigmented MF.B!

Hypopigmented MF can be misdiagnosed as vitiligo or
Hansen’s disease. However, the lesions of vitiligo are
depigmented and occur more frequently on exposed areas
unlike MF. Leprosy was ruled out due to the absence
hypoaesthesia and peripheral nerve thickening.

The histopathological and immunohistochemical
analysis of HMF and classical MF may reveal peculiar
features which may be helpful in differentiating them.
Hypopigmented MF shows intense epidermotropism with
haloed, large and atypical lymphocytes with convoluted
nuclei, whereas Pautrier’s microabscesses are rarely seen.P!
Immunophenotyping of HMF shows a CD8+ T lymphocytic
predominance in contrast to classical MF (which shows
a CD4+ T cell epidermotropism) as seen in our case.
CD8+ cytotoxic T cells have a protective role as they
prevent the shift from Thl to Th2 and hence prevent the
evolution from patches to plaques.'** However, these
findings are not always the rule and sometimes it may
be impossible to distinguish HMF from classical MF
and other benign inflammatory conditions including
vitiligo.["¥ In such cases, serial biopsies may be needed
and PCR to look for monoclonal rearrangement of TCR
can be helpful.l"¥ Hence, a high index of suspicion
and well-organized diagnostic investigations including

serial biopsies, IHC, PCR for clonality, peripheral
blood examination, quantification of Sézary cells and T
lymphocytes using flow cytometry, physical examination
and biopsy of peripheral lymph nodes, and imaging studies
to exclude visceral impairment are the key to diagnosis.

Even though HMF carries an excellent prognosis, it should
always be treated as a malignant condition and a regular
follow-up is needed as the disease can recur months or
years after the treatment and long-term survival data are
currently not available.®! Hypopigmented MF in adults
and children shows a response to treatment with topical
corticosteroids, UVB, PUVA, topical nitrogen mustard,
or topical carmustine.”) Our patient was treated with
narrow-band UVB and showed partial repigmentation
after 3 months. Complete repigmentation correlates with
the clinical and histopathological resolution, whereas new
hypopigmented lesions during remission suggest relapse.
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