Two Cases of Interdigital Psoriasis Successfully
Treated with Pimecrolimus Cream 1%
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Psoriasis alba (Interdigital psoriasis), first introduced by Waisman1 in 1961, is an atypical
form of psoriasis which has an outstanding clinical picture of a white, sodden appearance.
Too often the lesions are erroneously presumed to be of fungal origin, inspiring the diagnosis
of macerated dermatophytosis or candidiasis, but the lesions fail to demonstrate the fungal
element and are therefore resistant to topical and oral anti-fungal agents. The treatment of
psoriasis alba is the same as for other forms of intertriginous psoriasis, of which topical
corticosteroids and calcipotriene are commonly used. However, psoriasis alba may be resistant
to these therapies and shows fast relapse after cessation of treatment, as in other forms of
intertriginous psoriasis"’. Pimecrolimus cream 1% (Elidel®); Novartis Pharmaceuticals, East
Hanover, NJ) is a nonsteroid, skin selective, topical inflammatory cytokine inhibitor which
is specifically developed for the treatment of inflammatory skin diseases’. Herein, we present
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2 cases of psoriasis alba successfully treated with pimecrolimus cream 1%.

(Ann Dermatol 17(2) 65~70, 2005)
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INTRODUCTION

Psoriasis alba (interdigital psoriasis) is a type of
intertriginous psoriasis which presents as a distinctive
opaque interdigital plaque, and whose psoriatic
derivation is difficult to perceive when it occurs
alone'. It mimics fungal infection by its appearance
but is resistant to anti-fungal therapy and as a result,
patients with psoriasis alba complain of a persistent
dermatosis of the feet.

The location of psoriasis in intertriginous areas,
including the interdigital spaces, where the skin is
thinner and more sensitive to local side effects, poses
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a unique challenge to treatment™’. Currently, topical
steroids are most commonly prescribed, but local side
effects such as atrophy of the skin and recurrence
after cessation of treatment limit its usage'. Calcipo-
triene can be used as an alternative treatment, but
due to skin irritation, dilution of the agent is
required. Pimecrolimus cream 1% (Elidel®; Novartis
Pharmaceuticals, East Hanover, NJ) is a nonsteroid,
topical inflammatory cytokine inhibitor whose effi-
cacy and safety have been demonstrated in patients
with intertriginous psoriasis6 and in psoriasis of the
glans penis'.

Herein, we report two cases of psoriasis alba
successfully treated with pimecrolimus cream 1%. No
significant side effects or signs of relapse have been
observed to date.

CASE REPORT

Case 1

A 57-year-old man presented with a [5-year
history of a slightly pruritic, white plaque in the 3™
interdigital space of the left. foot. Topical and oral
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Fig. 1. (A) A whitish patch with a macerated and sodden appearance between the 39 and 4™ digit of the
left. foot in patient 1. (B) A concomitant psoriatic scaly plaque on the elbow. (C) Near total disappearance

of the lesion after 3 months of treatment in patient 1.

antimycotics were prescribed in adequate doses over
several years due to the impression of an interdigital
fungal infection, but the lesion had been resistant
to therapy.

On physical examination, we noticed a whitish
patch with a macerated and sodden appearance
between the 3" and 4™ digit of the left Foot (Fig.
1A). No particular odor was detected from the lesion
and to our surprise, the lesional skin was quite firm,
leathery and pliant. On whole body inspection,
multiple, well demarcated, erythematous plaques
with adherent thick and silvery white scales were
observed on the elbows and buttocks, which had
developed 5 years previously (Fig. 1B). The patient
had been diagnosed as having psoriasis in another
hospital but did not take any oral or topical
medication. The KOH examination and fungal cul-
ture results from the interdigital space were negative.

A skin biopsy specimen from the interdigital space
revealed confluent hyperkeratosis and parakeratosis
with perinuclear vacuolization. The stratum granu-
losum was slightly thinned and the epidermis showed
psoriasiform hyperplasia although not as regular as
in typical psoriasis (Fig. 2). In the superficial dermis,
quite a heavy perivascular infiltrate of lymphocytes
were present. The Periodic acid Schiff (PAS) stain-
ing was negative, deleting the possibility of a fungal

infection. No subcorneal micropustule (Kogoj) or
Munro abscess were present. Overall, the histological
findings suggested psoriasis, and with the patient's
clinical manifestation and a history of having been
diagnosed with psoriasis before, we made a diagnosis
of psoriasis alba.

Under such diagnosis, we treated the Batient with
a combination of acitretin (Neotigason"), clobeta-
sol-17-propionate ointment (Dermovate™) and calci-
potriol ointment (Diavonex®). The lesions were
treated successfully but with cessation of acitretin
(Neotigason®), recurrent relapses occurred. The
patient also complained of local skin irritation and
subjective feelings of skin atrophy which conse-
quently lowered compliance.

As an alternative, we tried topical application of
1% pimecrolimus cream. Significant improvement
with a rapid onset time was observed, leading to near
total disappearance of the lesion within 3 months
of treatment (Fig. 1C). Relapse did not occur and
side effects have not been observed.

Case 2

A 45 year-old male was referred to our outpatient
department with a 20-year history of persistent white
sodden plaques in the 3rd interdigital space of the
right foot (Fig. 3A). The patient was an occupational
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Fig. 2. (A, B) Confluent hyperkeratosis and atypical parakeratosis with perinuclear vacuolization is observed.
The epidermis shows psoriasiform hyperplasia, although not as regular as is typical for psoriasis, and the granular
layer is nearly intact. In the superficial dermis, a quite heavy perivascular infiltrate of lymphocytes is seen (H-E

X 40, X 400).

Fig. 3. (A) White sodden plaque in the 3" interdigital space of the right foot in patient 2. (B) Partial healing
of the lesion at the follow up visit, one month after the initiation of 1% pimecrolimus cream in patient 2.

soldier with a history of tinea pedis. Without much
doubt, the lesion was considered as an interdigital
fungal infection but did not respond to oral or topical
anti-fungal agents. The patient had no history of
associated illness and on general inspection, no
abnormality was found.

For proper diagnosis, a punch biopsy (2 mm) was
performed in the interdigital space. The histological
findings were very much similar to patient 1, showing
hyperkeratosis, atypical parakeratosis with vacuoliza-
tion, a slightly thin granular layer and significant
acanthosis. Special staining with PAS revealed no
fungal element, and KOH and fungus culture
findings were negative too. Due to the impression

of being psoriasis alba, we prescribed 1% pimecro-
limus cream for topical application at the lesion site,
two times a day. On the follow up visit (one month
later), the lesion had improved dramatically (80%)

_(Fig. 3B). The patient is still undergoing therapy but

so far, he has not experienced any irritation or signs
of relapse.

DISCUSSION

Occasionally, dermatologists are confronted by
patients with persistent interdigital dermatosis of the
feet, which clinically presents as thickened, scaly skin
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resembling a fungal infection but which shows nega-
tive KOH scrapings and is resrstant to antifungal
treatement. In 1961, Waisman' reported that a large
proportion of such persistent interdigital dermatosis
were in fact an atypical form of psoriasis, and termed
the lesion psoriasis alba (interdigital psoriasis). Pso-
riasis alba occurs mostly between the toes and has
an outstanding feature of a white sodden appear-
ance, which is firm and pliant to the touch. With
this sodden and macerated look, virtually every case
of psoriasis alba is mistaken for an interdigital fungal
infection and the patients have a long history of
anti-fungal therapy with limited response. Both of
our patients had been treated with antifungals for
over 10 years before visiting the outpatient clinic.
In many cases, there is concomitant involvement of
other areas of the body when the patient presents
with psoriasis alba’. Mommers et al.® suggested that
when psoriatic stigmata was observed, psoriasis alba
may be considered as an atypical form of intertrigin-
ous psoriasis. The patient in our first case had typical
psoriatic plaques with adherent white silvery scales
on both of his elbows and the buttocks, but our Vi
patient was clear from any psoriatic stigmata. Both
had a negative family history of psoriasis. There is
usually little or no itching in psoriasis alba"® which
was also observed in our patients. Psoriasis alba is
known to appear in equal frequency in both sexes,
but more severe, manifestations have been reported
in male patrents The majority of patients are said
to be in their 50s or 60s. A previous report® of pso-
riasis alba occurred in a 47-year-old man and our
patients were 57 and 45 years old respectively, so
the age range is similar. Unlike interdigital fungal
infection, psoriasis alba sometimes oceurs symmetri-
cally and the fetid odor is usually absent’, which was
notable in our patients too.

Histopathological findings in interdigital psoriasis
are in line with those found in the classical structure
of psoriasis, but with variable alteration'. Hyper-
keratosis and acanthosis are common and are usually
accompanied by an atypical form of parakeratosis
where perinuclear vacuolization of cells is commonly
observed. But thinning of stratum granulosum' is
rare and the Munro abscesses are sparse in psoriasis
alba. From cases reported to date, only the one
reported by Mommers® presented with a subcorneal
micropustule. Although it is said that the spongi-
form pustules of Kogoj and Munro microabscesses
are truly diagnostic of psoriasis’, this may not be

relevant in cases of psoriasis alba. In our patients,
hyperkeratosis, atypical parakeratois, acanthosis and
dermal inflammatory infiltrations through the rete
were observed, along with a slightly thinned, granu-
lar layer. As stated above, the spongiform pustules
of Munro and Kogoj were not found. A secondary
fungal infection is possible in psoriasis alba but none
of the reported cases including ours, stained positive
with PAS"

The treatment of psoriasis alba is the same as for
other forms of intertriginous psoriasis. Intertriginous
psoriasis is difficult to treat due to side effects and
recurrent relapses with traditional topical ther-
apies”*®. At present, topical steroids are the main-
stay in the treatment of interdigital psoriasis but are
commonly associated with skin atrophy and the
formation of striae, since penetration of the steroid
is much easier in the areas where the skin is much
thinner’. Calcipotriene, an alternative treatment for
intertriginous psoriasis, is assoc1ated wrth local skin
irritation, often requlrmg dilution™". Pimecrolimus
cream 1% (Ehdel ); Novartis Pharmaceutrcals, East
Hanover, NJ) is a nonsteroid, topical inflammatory
cytokine inhibitor which is wrdely used in a number
of inflammatory skin diseases’. The effectiveness of
pimecrolimus cream 1% is comparable to that of
clobestasol propionate 0.05% ointment'” but in con-
trast with such mid to high potency topical steroids,
pimecrolimus does not induce skin atrophy and has
minimal side effects”. We initially prescribed a com-
bination of clobetasol-17-propionate ointment (Der-
movate®) and calcipotriol ointment (Diavonex™) to
patient 1. Although improvement was observed, the
patient complained of local skin irritation and sub-
jective feelings of skin atrophy, which consequently
led to lower compliance. Pimecrolimus cream 1%
was tried as an alternative, and significant clearance
of lesions was observed after 3 months. The cream
did not cause any significant side effects and the
patient did not suffer any relapse, which had been
a major issue with terminating steroid. Pimecrolimus
cream 1% was initially given to our second patient
and an improvement was noted at the follow up visit
after 1 month. So far, we have not noticed any side
effects or signs of relapse.

In conclusion, the use of 1% pimecrolimus cream
in our two cases demonstrates that topical applica-
tion of pimecrolimus may be a safe and effective
therapeutic option for psoriasis alba. Aside from the
rapid clinical improvement, pimecrolimus cream 1%
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was well tolerated in our patients, and no associated
local irritation or skin atrophy was observed. In this
paper, we present an overlooked clinical entity which
has never been reported in Korea, and the appro-
priate treatment strategy.
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