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PPE: Pruritic papular eruption of HIV
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INTRODUCTION
Pruritic papular eruption of HIV (PPE) represents

an intensely pruritic papular rash with greatest
severity on the extensor surfaces of extremities. It
is one of the most common cutaneous manifesta-
tions in HIV-infected individuals, in whom preva-
lence ranges between 11% and 46% depending on
geographic location.1-5 Persistent or recurrent PPE
despite effective antiretroviral therapy (ART) may
be associated with higher viral load at ART initia-
tion.6 Although pathogenesis is uncertain, an exag-
gerated immunologic reaction to arthropod bites
has been suggested because of geographical restric-
tion to the tropics, localization to the extremities,
similarity in histology, and increased peripheral
eosinophil counts.1 The optimum treatment path-
way is poorly defined because of lack of evidence
for different treatment modalities.

We report a case of recurrent PPE responding well
to oral thalidomide during a 3-month treatment
period.

CASE REPORT
A 44-year-old Zimbabwean woman living in the

United Kingdom since 1998 had HIV diagnosed in
2006. At the time of diagnosis, her CD4 count was
204 cells per cubic millimeter and viral load was
498,000 copies per milliliter. ART was started, which
resulted in a sustained suppression of HIV viremia
(viral load\40 copies/mL, CD4[600 cells per cubic
millimeter).

A year later a pruritic eruption developed starting
on the upper arms and spreading to the hands,
thighs, and back. Initial treatment with topical
betamethasone valerate 0.1% was effective, but a
relapse occurred 4 years later. On returning she
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described a 1-month history of an intensely pruritic
rash affecting the trunk, arms, and legs. Examination
found numerous monomorphic hyperpigmented
papules on the extensor surface of the limbs and
on the trunk (Fig 1). The face, hands, feet, and
mucous membranes were spared.

Histologic analysis found a dermal perivascular
lymphocytic infiltrate with scattered eosinophils (Fig
2). The patient had PPE diagnosed based on the
clinical findings and histology.

Initial management with clobetasol propionate
0.05% ointment applied daily and high dose oral
antihistamineswasminimally effective. Thirty narrow-
band ultraviolet B phototherapy treatments led to
significant improvement, but a relapse occurred 2
weeks after termination of therapy.

Dapsone was considered but precluded because
of glucose-6-phosphate dehydrogenase deficiency.
Based on its efficacy in HIV-infected patients with
prurigo nodularis, the patient was prescribed a trial
of thalidomide at a dose of 100 mg daily.7 Before
commencement of treatment, the patient was coun-
selled regarding the risks of peripheral neuropathy
and teratogenicity. Two forms of contraception,
condoms and an intrauterine device, were used
throughout the treatment period.

We measured baseline severity and response to
treatment using the Dermatology Life Quality Index
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Fig 2. Pruritic papular eruption. Histologic confirmation
of the diagnosis shows a perivascular lymphocytic infil-
trate to the dermis with scattered eosinophils. (Hematox-
ylin-eosin stain.)

Fig 3. Graph shows the reduction in DLQI during the
treatment period from 26 down to 2.

Fig 4. Graph shows the reduction in VAS pruritus score
from 7 down to 1.

Fig 1. Pruritic papular eruption. Baseline appearance of
the upper limb shows a papular rash affecting the extensor
surface.

JAAD CASE REPORTS

MAY 2015
110 Wernham, Vydianath, and Chua
(DLQI) and a 10-cm visual analogue score (VAS) for
pruritus. At the start of treatment, DLQI was 26/30
and VAS was 7/10. By 3 months of treatment, there
was almost complete resolution of symptoms with
a DLQI of 2/30 and VAS 1/10 (Figs 3 and 4).
Thalidomide was withheld at 3 months followed by
a 4-month remission. At the time of flare of the rash
and pruritus, thalidomide was recommenced at the
same daily dose, which led to similar improvement in
symptoms. Treatment was withheld by the patient at
5 months. She reported only few residual pruritic
papules, treated with topical betamethasone valerate
0.1% cream. PPE remains suppressed 5 months
after treatment discontinuation. There were no sig-
nificant adverse effects and no clinical evidence of
thalidomide-induced peripheral neuropathy during
either treatment period.

DISCUSSION
Differential diagnoses to consider in patients with

HIVand pruritus include PPE, prurigo nodularis, and
eosinophilic folliculitis. In our case, there was no
perifollicular inflammation on histology, which
would be expected with eosinophilic folliculitis. In
contrast to prurigo nodularis, the rash was papular
rather than nodular, and the histology lacked typical
features of compact orthohyperkeratosis, acanthosis,
hypergranulosis, and papillary dermal fibrosis with
vertical alignment of collagen fibers.8

Few studies have identified beneficial therapeutic
approaches for PPE, and these are primarily obser-
vational studies, case series, or case reports.
Currently, there are no randomized controlled trials
undertaken to study interventions for PPE. For
diagnosis before ART commencement, dramatic re-
sponses have been documented in response to ART
initiation, with one study reporting complete reso-
lution without recurrence in 86% of their cohort.9

Initial skin treatment in these circumstances may
involve potent topical corticosteroids and high-dose
oral antihistamines.10,11 Narrowband ultraviolet B
and psoralen and ultraviolet A have been reported to
be effective, although the period of remissionmay be
brief.12 Other systemic treatments reported to be
effective in observational studies are dapsone and
pentoxyfylline.11,13
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Oral thalidomide requires strict monitoring
for the development of peripheral neuropathy,
reported to occur in up to 55.6% of treated derma-
tologic patients.14 Compliance with pregnancy pre-
vention is important as exposure to the fetus can
lead to multiple birth defects, including phocomelia
and thumb absence/hypoplasia.15 The mechanism
for treating pruritic skin disease is not well charac-
terized but may involve a combination of actions.
Thalidomide acts as a central depressant with
sedative properties, which may be beneficial in
disrupting the itch-scratch cycle.16 In prurigo nod-
ularis, a local effect on proliferated neural tissue has
been suggested.17 Suppression of tumor necrosis
factor alfa and increased production of cytokines,
including interleukin-2 and interleukin-12 may also
play a role.18

Our decision to run a trial of thalidomide was
based on its efficacy and relative safety in a small
case series of patients with HIV and prurigo nod-
ularis and also its previously demonstrated efficacy
in other pruritic conditions. In the case series by
Maurer et al,7 all 8 subjects had a greater than 50%
reduction of pruritus over an average of 3.4 months,
and 7 of 8 patients had greater than 50% reduction in
clinical scoring. The treatment was generally well
tolerated without significant adverse effects,
although a reversible thalidomide-induced periph-
eral neuropathy developed in 3 of 8 patients. No
correlation was found between thalidomide and
reduction of CD4 count. Viral load was not
measured during thalidomide therapy.9 Our patient
had sustained virologic suppression throughout
both thalidomide treatment periods with viral load
less than 40 copies per milliliter and CD4 counts
between 600 and 800 cells per cubic millimeter.

We present a case of recurrent PPE responding to
oral thalidomide. Further studies are needed to
identify the optimum dosing regimen, efficacy, and
safety in this population.
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