Adalimumab for the Treatment of
Pityriasis Rubra Pilaris: A Case Report
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Pityriasis rubra pilaris (PRP) is a chronic papu-
losquamous eruption of the skin characterized
by follicular hyperkeratosis, salmon pink scaly
plaques with islands of unaffected skin, and
palmoplantar keratoderma. Widely used oral sys-
temic and topical treatments are not greatly
effective. We present a 62-year-old man with
PRP of 2 years’ duration who used.routine topical
treatments, oral retinoids, and UV therapy without
improvement, but his symptoms greatly improved
with the initiation of adalimumab.
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ityriasis rubra pilaris (PRP) is a skin eruption
characterized by waxy keratoderma of the palms

and soles, follicular. hyperkeratosis, and salmon
pink 'scaly plaques with islands of ‘unaffected skin.
Patientsralso may experience thickened nail plates
with a yellowish brown discoloration and subungual
debris."? A classification system was developed to
characterize PRP based on the patient’s age, dura-
tion of disease, and extent of cutaneous involvement
(Table).* Pityriasis rubra pilaris may mimic psoriasis
with psoriasiform hyperplasia, but PRP lacks neutro-
philic abscesses in the epidermis and presents with
follicular hyperkeratosis and alternating vertical and
horizontal parakeratosis (Figure 1). Acantholysis and
focal acantholytic dyskeratosis are helpful in patho-
logically differentiating between PRP and psoriasis.>’
Methods for PRP treatment are inconsistent and
often unsuccessful.®” The first therapies for PRP were
oral doses of vitamin A; however, large dosage require-
ments rendered the treatment toxic. Isotretinoin
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1 to 1.5 mg/kg daily showed notable clearance
3 to 6 months following the initiation of treatment.
Methotrexate 10 to 25 mg weekly showed remark-
able improvements in patients with PRP within
3 to 6 months of initiating therapy; however, side
effects included hepatotoxicity and myelosuppression.
Severe cases of PRP have shown improvement with
combination therapies of methotrexate 5 to 30 mg
weekly and an oral retinoid.!’® Other treatments used
are vitamin D analogues, immunosuppressive agents,
and anabolicysteroids.| Although UV light therapies

Figure 1. Psoriasiform hyperplasia, orthokeratosis, and
parakeratosis consistent with pityriasis rubra pilaris
(H&E, original magnification x20).

WWW.CUTIS.COM

Copyright Cutis 2012. No part of this publication may be reproduced, stored, or transmitted without the prior written permission of the Publisher.



Classification of Pityriasis

Rubra Pilaris®®

Type

Description

Type |
(classic adult)

Affects >50% of PRP
patients; red-orange
plaques with islands of
unaffected skin; follicular
hyperkeratosis; waxy
palmoplantar keratoderma;
often resolves within

3 years

Type lI
(atypical adult)

Follicular keratosis;
ichthyosiform lesions
on legs; eczematous
dermatitis; keratoderma
with coarse lamellated
scalej generally lasts for
>20 years

Type lll
(classic juvenile)

Characteristically similar to
type |; onset at 1-2 years
of age; resolves in

1-3 years
Type IV Seen in prepubertal
(circumseribed children;‘islands of
juvenile) erythematous plaques
on elbows and knees;
erythema; sometimes with
palmoplantar keratoderma
Type V Familial PRP attributed

(atypical juvenile)

to this type; follicular
hyperkeratosis; erythema;
sclerodermalike hands
and feet

Type VI
(HIV associated)

Characteristically similar
to type | but more severe;
also may see acne
conglobata, hidradenitis
suppurativa, and lichen
spinulosus

Pitvriasis B Pilari

may exacerbate PRP at times, narrowband UVB,
UVAL, or psoralen plus UVA in conjunction with
oral steroids have shown improvement.’>$

Case Report
A 62-year-old man presented with a persistent rash
on his trunk, extremities, palms, and soles of 2 years’
duration. His medical history was notable for hyper-
cholesterolemia, which was being treated with fluva-
statin sodium. On examination, several scaly salmon
pink plaques on his back (Figure 2A); thick kera-
tosis on the dorsal aspect of the hands (Figure 2B),
palms, and soles; and dystrophic nails were observed.
The differential diagnosis based on examination was
psoriasis versus PRP. Skin biopsy results were sugges-
tive but not specific for PRP. There was psoriasiform
hyperplasia and follicular hyperkeratosis but no clas-
sic alternating vertical and horizontal parakerato-
sis; additionally, epidermal neutrophilic abscesses
were minimal.

Based.en clinical presentation, especially the
presence [of islands of sparing, salmon pink plaques,

Abbreviations: PRP, pityriasis rubra pilaris; HIV, human immuno-

deficiency virus.
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Figure 2. Salmon pink plagues on the back (A) and
thick keratosis on the dorsal aspect of the hands before
treatment (B).
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and waxy keratoderma, as well as histologic findings,
type I PRP was favored over psoriasis. He was
treated with potent topical steroids, UVB, psoralen
plus UVA, methotrexate, and vitamin D creams,
which were all minimally effective. He was especially
bothered by the foul smell of his hands and feet.
Finger webs became macerated and caused second-
ary infection, requiring treatment with topical and
oral antibiotics. Finally, the patient was treated with
adalimumab 40 mg subcutaneous injections biweekly.
Within 3 months, his condition had substantially
resolved (Figure 3).

Comment

Although biologic treatments currently are not
approved by the US Food and Drug Administration
for the treatment of PRP, favorable results have been
documented, particularly by Garcovich et al.’ Prior
case reports also have shown responses in patients who
were administered infliximab, etanercept, adalim-
umab, and efalizumab.">” Many. patients have

B

Figure 3. The back (A) and dorsal aspect of the hand
after 3 months of treatment with adalimumab (B).
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shown complete resolution of PRPS Adalimumab
specifically has demonstrated efficacy in the treat-
ment of PRP.! Adalimumab currently is approved by
the US Food and Drug Administration for the treat-
ment of rheumatoid arthritis, polyarticular juvenile
idiopathic arthritis, psoriatic arthritis, ankylosing
spondylitis, Crohn disease, ulcerative colitis, and
plaque psoriasis. Although no long-term research has
been performed on the biologics and their effect on
PRP, primarily due to a lack of patient population, the
continued individual success rates in patients warrant
further research.>®

Tumor necrosis factor (TNF) inhibitors are a class
of biologic response modifiers that target TNF, a pro-
inflammatory cytokine known to play a role in much
of the inflammation associated with dermatologic
diseases.!? Although individual TNF inhibitors are
known to overlap in their ability to treat certain con-
ditions, all TNF inhibitors therapeutically are not the
same. Because of their different structures, binding
profiles, and activity at the site of impact, switching
patients to different TNF inhibitors has proved effec-
tive in the treatmentof specific symptoms when other
TNF inhibitorsthave not been successful.!!!

Adalimumabis 'a recombinant human IgGl
monoclonal antibody that is subcutaneously injected,
usually in increments of 40 mg biweekly. Human
monoclonal _antibodies such as adalimumab have
been shown to form large complexes with TNF-a,
which has the possibility to lead to, antibody and
complementary dependent cellular toxicity. Because
human monoclonal ‘antibodies are‘much’ slower in
dissociating from TNF-a than' etanercept/(a human
soluble TNF receptor), it has been hypothesized that
human monoclonal antibodies such as adalimumab
may have a greater chance of neutralizing TNE
Adalimumab also can lead to cellular lysis, which is
not possible with the use of entanercept.!®!!

Based on our literature search using Google
Scholar and Wiley Online Library with the search
term pityriasis rubra pilaris biologics, there currently
are at least 2 reported cases of treatment of PRP
with adalimumab, 3 reported cases of treatment
with infliximab, and additional reports of treatment
with entanercept.!®"%121 Considering its similar
mechanism of action to infliximab with respect
to chemistry and binding, adalimumab would be
expected to have similar effects on PRP as infliximab;
however, few off-label uses for adalimumab have
been reported.'®

Conclusion

Although adalimumab would have been effective if
our patient had been diagnosed with psoriasis, adalim-
umab has not been widely tested for the treatment
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of PRP. Therefore, further evaluation of the efficacy
of adalimumab in the treatment of PRP is essen-
tial to provide patients with an additional biolo-
gic treatment.
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