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Topical Tacrolimus and 50% Zinc Oxide Paste for Hailey-Hailey Disease: Less is More
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Hailey-Hailey disease (HHD) is an autosomal dominant
condition characterized histologically by suprabasal
acantholysis, resulting in oozing erosions in the flexures.
Itis particularly difficult to control during the hot summer
months when sweat and friction aggravate the eruption.
We report here a half-side treatment comparison between
50% zinc oxide paste (ZnOP) alone versus tacrolimus
with 50% ZnOP on top of tacrolimus in a case of HHD.
Almost complete remission was observed using 50%
ZnOP alone. This case suggests that tacrolimus should
be used with caution in patients with HHD.

CASE REPORT

A 64-year-old man, who was otherwise healthy, and was
a farmer, was referred for treatment of an exacerbation
of HHD (Fig. 1 a, b). The lesions had started in the
second decade of life in the axillae, and had waxed and
waned over the years. His father has the same disease,
with groin, neck, and axillae involvement. Skin biopsy
performed at the onset of the disease was consistent
with HHD, and anti-desmoglein-1 and -3 antibodies
were negative. He had been treated previously with
10 mg/day and 25 mg/day acitretin, topical calcitriol
and 2% eosin solution without improvement, and with
oral corticosteroid (prednisone 25mg/day) for severe
relapses. For minor flare-ups he found only betametha-
sone 0.1% plus gentamicin 0.1% cream and antiseptics
(potassium permanganate) to be valuable and practical.
This time his usual topical treatment was not effective,
despite the fact that his general practitioner added a
course of parenteral piperacillin sodium 2 g plus 0.25
g/day tazobactam for 10 days on an empirical basis
and replaced topical betamethasone with various other
corticosteroids (0.1% methylprednisolone aceponate,
clobetasol propionate 0.05%, prednicarbate 0.1%).

The patient refused treatment with CO, laser ablation
and botulinum toxin type A. He stated his preference
for topical treatment, avoiding oral or intralesional
corticosteroids, because he would then be allowed to
self-manage HHD without the need for repeated clinical
follow-ups.

Topical tacrolimus has been reported to be effective
in the treatment of HHD (1, 2). The patient reported
that friction and excessive sweat production aggravated
his symptoms, which worsened during the summer.
Therefore, 50% ZnOP in olive oil, because of its drying
and protective properties, was added to the tacrolimus
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treatment and used as the internal control (3) in order to
establish the possible therapeutic effect of tacrolimus.

His right axilla was treated with tacrolimus ointment
0.1% and 50% ZnOP on top of tacrolimus, applied twice
daily, and his left axilla was treated with 50% ZnOP alone,
applied twice daily.

After 3 months, the axilla treated with ZnOP alone had
a better outcome (Fig. 1c, d). The patient experienced
no side-effects or burning sensation. He is currently
treating each relapse with 50% ZnOP, sufficient to
prevent further lesions developing.

DISCUSSION

Although this treatment regimen is not definitively
curative, it has no side-effects, is inexpensive, and
allows the patient to self-manage his condition with-
out medical supervision. Moreover, the patient was
pleased to observe the complete re-epithelialization
of a large fissured area that was hitherto unresponsive
to treatment.

In the present case, excessive sweat production with
maceration, promoting bacterial and fungal overgrowth,
represented the main aggravating factor. In another case
of recalcitrant HHD, cadexomer iodine powder was
used effectively for its capability of absorbing wound
exudates (4). The 50% ZnOP we used consisted of two
immiscible components with comparable absorptive

Fig. 1. (a, b) Patient with Hailey-Hailey disease before treatment. (c) After
3 months of tacrolimus plus 50% zinc oxide paste (ZnOP), twice daily. (d)
After 50% ZnOP only, twice daily.
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features that acted to protect the skin against aggres-
sive body exudates, friction, and humidity (5). It is
more cost-effective and easier to apply than cadexomer
iodine powder.

Side-by-side comparison clearly showed that adding
tacrolimus to 50% ZnOP delayed improvement, sugges-
ting that tacrolimus in this case was not only ineffective,
but it probably hampered the positive effect of 50%
ZnOP on skin lesions. On reviewing the literature, we
were able to find only one case of HHD being worsened
by tacrolimus (6), due either to an irritant dermatitis or
to Staphylococcus aureus infection.

The mechanism of action of 50% ZnOP in HHD is
not known. Zinc oxide has recently been reported to
increase in vitro levels of resting intracellular calcium
(7), perhaps compensating for the failure of calcium-
transporting ATPase type 2C member 1 encoded by the
ATP2C1 gene in HHD (8).
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