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Rare Entity
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Abstract

Acrokeratosis verruciformis of Hopf (AKV) is a rare autosomal dominant genodermatosis of unknown etiology. Here we
present a case of a 20-year-female with multiple skin colored flat papules over dorsum of hands and feet interspersed
with multiple hypopigmented macular lesion of 5 years duration. No family member showed similar lesion. Presence of
classical AKV with absent family history and definite histopathology finding make this case an unusual and rare entity.
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Introduction

Acrokeratosis verruciformis of Hopf (AKV) is a rare
autosomal dominant genodermatosis of unknown
etiology. It is characterized by multiple flat topped,
keratotic papules resembling plane warts, present
mainly on the dorsum of hands and feet. It mostly
presents in early childhood, but onset may be delayed
as late as the fifth decade.! It affects both the sexes
with male to female ratio of 5:1.3.2Superficial ablation
is the treatment of choice along with other treatment
modalities including retinoic acid, cryotherapy and
CO, laser.?

Case report

Twenty year old unmarried, female presented with
multiple asymptomatic small firm skin colored eruption
over dorsum of hands and feet since 5 years. Initially
she noticed multiple small, discrete hypopigmented
macules and skin colored papules over dorsum of hand
and feet with gradual extension to bilateral forearms
and legs (FigurelA and 1B). No family members had
similar complaints. On examination, multiple discrete
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skin to brown colored, firm, flat topped papules
(approximately 0.5x0.5 cm) with multiple interspersed
hypopigmented macules (approximately 0.5x0.5cm)
were present over bilateral forearm, hands, ankle and
feet. No punctate keratosis on palms or nail involvement
was present. Hair, oral mucosa and seborrheic areas
of face and trunk were normal. No involvement of any
other body parts was seen. Systemic examination was
within normal limits. Routine blood investigations were
also normal. With typical clinical findings, diagnosis of
AKV was made. We kept the differential diagnosis of
plane warts, seborrheic keratosis, epidermodysplasia
verruciformis (EDV) and Darrier’s disease. Skin biopsy
showed hyperkeratosis, hypergranulosis, acanthosis,
papillomatosis with circumscribed elevation of
epidermis resembling “church spires” appearance with
absence of parakeratosis and dyskeratosis (Figure 2A
and 2B) confirmed the diagnosis of AKV. After taking
proper consent, we got her liver enzymes and lipid
profile tested. When her reports turned out normal,
we started her on Isotretinoin 40 mg in the dose of
1mg/kg/body weight. Patient was called for follow
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up and clinical improvement was seen as flattening of treatment after 8 weeks as patient complained
skin colored papules with persistent hypopigmented of amenorrhoea. We were also unable to explain
macules after a period of around 6 weeks (Figure presence of hypopigmented macules since they
3A and 3B). However, we had to discontinue the remain unchanged.

\&

Figure 1A and 1B: Multiple discrete skin to brown colored, firm, flat-topped papules with
interspersed hypopigmented macules over bilateral forearm, hands, ankle and feet.

Figure 2A and 2B: Section shows hyperkeratosis, hypergranulosis, papillomatosis with
circumscribed elevation of epidermis resembling “church spire” appearance (arrow) in
100X and 400X.
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Figure 3A and 3B: Post-treatment images with flattening of skin colored papules and
persistent hypopigmented macules over bilateral forearm, hands, ankle and feet.

Discussion

AKV was first described by Hopf in 1931.1 The probable
etiology is a mutation in the ATP2A2 gene located
on chromosome 12qg24, a heterozygous pro602Leu
mutation, the same gene affected in Darier disease
(DD).* This mutation has an autosomal dominant
pattern of inheritance but incomplete penetrance so
family history may not be always present.? Since this
is a dominant mutation, the disease follows a chronic
course without remission.® The lesions can rarely
undergo malignant transformation to squamous cell
carcinoma.!

Clinically, AKV often occurs in childhood as multiple
reddish-brown or skin colored, flat-topped papules
mainly on the dorsum of the hands and feet and may
involve knees, elbows, forearms or lower legs. The
palmar skin may be thickened with punctate keratosis
or punctiform breaks in dermatoglyphics. Nail changes
involve longitudinal splitting, striations and subungual
hyperkeratosis.

Classical AKV often occurs during childhood with typical
morphology on the dorsum of hands and feet. Sporadic
AKV has late age of onset and may affect other sites
like face, scalp and trunk. Positive family history with
nail changes and palmar pits are seen in classical AKV
but not in sporadic AKV.® Bang et al. found reported
six sporadic AKV cases having typical clinical and
histological finding with no positive family history.® This
may be due to incomplete penetrance of the mutated
gene. He noticed differences between familial AKV

and non-familial AKV. In classical AKV, Dhitavat et al.”
have reported novel P602 L mutation within the ATP
binding domain of ATP2A2 and Berk et al.® reported an
A698V codon change in ATP2A2 in sporadic AKV. In our
case, onset was in late adolescence with involvement
of dorsum of hand and feet suggestive of Classical AKV
but without involvement of nails and palms and an
absent family history supporting sporadic AKV.

The differential diagnosis plane wart, seborrheic
keratosis, Darier's disease and EDV clinically mimic
the lesions of AKV but are distinguished on histologic
features. Lesions can be cytologically evaluated to rule
out epidermodysplasia verruciformis. A family history
of similar lesion can be evaluated to determine if there
is any genetic component of Darier and AKV more
likely and plane wart and seborrheic keratosis less
likely.*? Ultimately, a biopsy and histological evaluation
be beneficial in diagnosing this condition.
Histopathologically, AKV shows hyperkeratosis,
hypergranulosis, acanthosis, papillomatosis with
circumscribed elevation of epidermis resembling
“church spires” appearance with some degree of
acantholysis, absence of pakeratosis, dyskeratosis or
basal layer change which is present in Darier’s disease.’
Hyperkeratosis, hypergranulosis with vacuolation and
koiliocytes with mild to moderate dysplasia in the
epidermis in EDV while the absence of squamous and
basaloid cells distinguish seborrheic keratosis. Though
biopsy is gold standard, Dermoscopy is also valuable to
differentiate these clinical entities (from verruca plana
and seborrheic keratosis). Dermoscopy of AKV show
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white homogenous areas, central white network,
peripheral cobble stone appearance with typical “Sun-
ray appearance” and regularly arranged brown dots in
the non-lesional skin.0

The effective treatment option for AKV is superficial
ablation.? Other options include topical retinoic acid,
cryotherapy or destructive lasers such as CO, or
Nd:YAG.? Oral retinoids showed variable results with
few cases which have been successfully treated with
oral isotretinoin.*?

Our case is unique with mixed variant of AKV in a
female gender with absent family history, no palmar
pits or nail changes associated with hypopigmented
macules. She was treated successfully with oral
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