Case Report

A Recalcitrant Acrodermatitis Continua of Hallopeau
Successfully Treated with Etanercept
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Acrodermatitis continua of Hallopeau (ACH) is considered as a localized form of pustular psoriasis that is usually
refractory to the treatment. The condition is characterized by sterile pustules, onychodystrophy, anonychia, and osteolysis of
distal phalanges. The authors report a case of recalcitrant ACH who previously failed to topical corticosteroid, methotrexate,
acitretin, and phototherapy and rapidly responded to etanercept in combination with acitretin. The primary varicella infection
occurred during the therapy. The patient was able to discontinue etanercept within four months after starting the treatment.
The lesion was then under-controlled by acitretin and topical clobetasol ointment with an 8-month clinical remission.
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Case Report

A 24-year-old patient was referred to the
department of Dermatology with a 5-year history of
persistent erythematous plaques with pustules on
distal phalanges of all fingers, some toes and both
palms (Fig. 1). All the fingernails and some of her
toenails had totally shed, causing a limitation in fine
movement. None of the lesions was detected at
other parts of the body. She was previously healthy
and denied tobacco smoking or alcohol consumption.
She had no family history of psoriasis. Gram’s stain
and potassium hydroxide (KOH) preparation from the
pustules showed no organism. Radiological examination
of the hands revealed periarticular osteoporosis of distal
interphalangeal (DIP) joint of both hands. Laboratory
investigation included complete blood count (CBC),
blood chemistry (liver function test, blood urea
nitrogen, creatinine), hepatitis B and C viruses, Anti-
HIV, chest x-ray and tuberculin skin test were within
normal limits or negative. Acrodermatitis continua of
Hallopeau was diagnosed. She was treated with various
treatment modalities including topical high potency
steroids, 3 months of methotrexate (15 mg/week),
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2 years of acitretin (0.7 mg/kg/day) and local PUVA
(psoralen and ultraviolet A) without significant
response. Because of the lacking of efficacy of
previous treatments, the symptoms were getting
worse. Eventually, the authors started etanercept
50 mg subcutaneous (SC) twice weekly combined
with daily acitretin 0.5 mg/kg for a week, and then
decreased etanercept to 25 mg SC twice weekly
combined with daily acitretin 0.5 mg/kg.

After the second doses of 50 mg etanercept,
the lesions and joint symptom were dramatically
improved. After six doses of etanercept, the lesions
were completely clear (Fig. 2). Simultaneously, the
patient developed generalized papulovesicular lesions
on the face, trunk, and arms without dermatomal
distribution. She also developed coryza and low-grade
fever. No mucosal lesion was detected. She had never
had chickenpox before. Tzanck’s smear form the
vesicle was positive for multinucleated giant cell.
Primary varicella infection was diagnosed and oral
acyclovir had been prescribed for a week. The authors
decided to discontinue etanercept and the pustules
on phalanges recurred. After one week, the varicella
lesions turned to small crusts and in two weeks, the
lesions had completely disappeared. After a 2-week
discontinuation, the authors restarted etanercept
50 mg weekly combined with 1 mg/kg/day of acitretin
without any problems. The disease responded well
within 4 weeks. During the course of therapy, no new
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Fig. 1  Before etanercept therapy

Fig. 2

After the 6" dose of etanercept, the lesion completely
subsided and there was regrowth of fingernails

lesion recurred. Hence, etanercept was discontinued
after four months of therapy. The authors continued
acitretin 0.7 mg/kg/day and topical clobetasol ointment
for controlling her lesions. During the 8-month follow-
up period, no disease recurrence and her nails started
to grow back.

Discussion

Acrodermatitis continua of Hallopeau (ACH)
is a localized form of pustular psoriasis that is usually
refractory to treatment. It is more common in middle-
aged women but can occur in any age group. Typically,
lesions contain pustules that coalesce to form lakes of
pus on a scaly erythematous base. The lesions start
from distal part of digits and can spread proximally
to hands and dorsum of forearms and feet. Lesions
on nail bed and nail matrix generally lead to
onychodystrophy and anonychia. The affected part
can cause osteolysis of distal phalanges, as seen in
x-ray). At present, management of ACH is a challenging
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problem. Systemic acitretin is considered as the first-
line treatment. Other therapies that have been used
include corticosteroids, methotrexate, phototherapy
(psoralen plus ultraviolet A, ultraviolet B), calcipotriol,
topical tacrolimus and thalidomide®>. However, these
treatments have been tried with uncertain results.

Etanercept (Enbrel®) is a recombinant human
receptor fusion protein that competitively inhibits
the interaction of TNF-a with cell surface receptor.
TNF-a is a pro-inflammatory cytokine involved in
pathogenesis of ACH and other forms of psoriasis. Its
concentration was detected in the joints and skin of
psoriasis patients®. In 2005, etanercept was initially
reported successful in ACH treatment”. Subsequently,
many reports demonstrated the benefits of this drug
in ACH, sometimes added to other therapies®®.
Nevertheless, few cases of ACH had been reported
failure to etanercept!®'V. In Table 1 the authors
summarize ACH cases treated with etanercept during
2005-2010. Duration varied from three months to
30 months. Overall etanercept was effective in ACH
except for the two studies. Etanercept was usually
combined with other treatments such as methotrexate
and acitretin. Other anti-TNF-q, including infliximab
and adalimumab, were reported as successful for
ACH"2Y)_The adverse effect of anti-TNF-a. is related
to reactivation of many infections such as tuberculosis,
fungi, and viruses due to immunomodulating properties.
Varicella zoster virus (VZV) infection (primary varicella,
recurrent varicella, herpes zoster infection) had been
increasingly reported in patients who received anti-
TNF-o'Y. Recently there was a report of recurrent
varicella infection in a psoriasis patient receiving
etanercept for one month. It was proposed that anti-
TNF-o agents might aggravate the VZV replication
and VZV antigen expression’”. The present patient
developed primary varicella infection during etanercept
possibly due to the change in the immune status.
However, she responded well to acyclovir treatment.

In conclusion, the authors demonstrated the
recalcitrant ACH patient who had a dramatic response
to etanercept combined with acitretin. The authors
recommend etanercept should be considered as an
option for recalcitrant ACH.
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Table 1. ACH cases treated with etanercept

Authors Yrs  Age/sex Dose of Combined Duration Results
etanercept treatment
Puig et al® 2010 78/F 50 mg twice Methotrexate 30 months  Effective but relapsed
weekly 10-15 mg/week after discontinuation,
switch to adalimumab
Gokdemir et al') 2009 47/M 50 mg twice - 3 months  Ineffective
weekly
Thielen et al® 2008 64/M 25 mg twice - 9 months  Effective
weekly
Adisen et al” 2007 40/M 25-50 mgtwice Topical steroid 3 months  Ineffective
weekly
Weisshaar and Diepgen'® 2007 50/M 25 mg twice - 9 months  Effective
weekly
Ahmad and Rogers® 2007 Not stated Not stated - Not stated  Effective
Bonish et al” 2006 76/M 50mg - Not stated  Effective
biweekly
Nikkels and Pierard® 2006 74 50 mg twice Acitretin 6 months  Effective
weekly 50 mg/day
Kazinski et al? 2005 65/M 25-50 mgtwice  Acitretin 3 months  Effective
weekly 75 mg/day
This patient 24/F 25-50 mgtwice  Acitretin 4 months  Effective
weekly 0.5-0.7 mg/kg/d
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