Etanercept Therapy for Severe Plaque
Psoriasis in a Patient Who Underwent

a Liver Transplant

William David Hoover, MD

This case report describes the successful treat-
ment of severe plaque psoriasis with etanercept in
a patient who underwent a liver transplant. It also
addresses the concerns that arise in the treatment
of chronic inflammatory dermatologic disease
accompanied by multiple organ disorders.
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soriasis is a common chronic inflammatory

skin disease affecting approximately 2% of the

US and European population combined.! The
typical psoriatic lesion is a sharply demarcated ery-
thematous plaque covered by silvery white scales and
commonly appears on the elbows, knees, scalp, umbil-
icus, and lumbar area. Psoriasis is an incompletely
understood immune system disorder in which
activated T cells produce excess amounts of proin-
flammatory cytokines, particularly tumor necrosis
factor (TNF).? Etanercept is a fully human soluble
TNF receptor-Fc fusion protein that binds to TNE
thereby reducing its concentration in affected sites. [t
is approved by the US Food and Drug Administration
for the treatment of chronic moderate to severe
plaque psoriasis in adults (18 years and older) who
are candidates for systemic therapy or phototherapy.*
This article describes the effectiveness of etanercept
for the treatment of plaque psoriasis in a patient with
diabetes mellitus who underwent a liver transplant
and exhibited compromised kidney function.

Case Report
A 63-year-old white man with a history of long-standing
psoriasis, type 1 diabetes mellitus, and decreased renal
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function presented with a severe psoriatic flare involv-
ing 50% of his body surface area (BSA). Five years ear-
lier, he had received a liver transplant that resulted from
cryptogenic cirrhosis.

The patient’s psoriasis had not been treated for
approximately one year prior to presentation, but
various therapies were used for approximately 5 years
before treatment was suspended (Figure 1). Treat-
ments included topical steroids, oral methotrex-
ate (MTX), UV light, and oral acitretin, as well as
psoralen plus long-wavelength UVA (PUVA) radia-
tion combined with acitretin (Re-PUVA). Because
of its potential hepatotoxic effects, MTX was admin-
istered at a low dosage of 5 mg weekly. However,
despite the low dosage, MTX was not tolerated, as
manifested by worsening liver function test results.
PUVA therapy was discontinued after the patient
developed an outbreak of bullous pemphigoid, a
potentially life-threatening, blistering, autoimmune
disease reported to occasionally occur in patients
with psoriasis treated with PUVA therapy.>® Light
microscopy and positive direct immunofluorescence
biopsy results confirmed the presence of bullous
pemphigoid. With the cessation of PUVA therapy,
the bullous pemphigoid resolved, except for a single
blister occurring approximately once every 2 months
thereafter. After the discontinuation of PUVA
therapy, acitretin was continued until blood test
results detected elevated triglyceride levels and a
liver biopsy result revealed steatosis, though it could
not be confirmed that this medication was the sole
cause of the hepatic pathology.

At the time of presentation, the patient had
been on long-term therapy with oral tacrolimus
1 mg twice daily and oral sirolimus tablets 5 mg
once daily to prevent transplant rejection. Despite
immunosuppression induced by the combination
of tacrolimus and sirolimus, the patient’s psoriasis
worsened. Psoriatic plaques were confluent on the
anterior legs below the knees (Figure 2). Nail pits
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Figure 1. Treatment timeline for a patient with a severe psoriatic flare. MTX indicates methotrexate; LFTs, liver
function tests; bid, twice daily; qd, once daily; Re-PUVA, psoralen plus long-wavelength UVA combined with acitre-
tin; TG, triglycerides; BSA, body surface area; biw, twice weekly; SC, subcutaneously; gw, once weekly. Boxes indi-
cate therapies for psoriasis and antirejection medications. Reduction in height of boxes notes reduced dose. Broken
lines indicate dose adjustments over time. Open boxes indicate continuing treatments.

were present. Although the patient reported vague
joint pain and tenderness, no red swollen joints were
observed, and the diagnosis of psoriatic arthritis was
not established. Results of laboratory tests revealed
a 2+ proteinuria level, which was considered to
be secondary to the patient’s diabetes. In addition,
long-standing leukopenia (white blood cell count,
2200/uL [reference range, 4500—11,000/wL]) and
thrombocytopenia (platelet count, 51X 103/uL [ref-
erence range, 150—450Xx10%/uL]) were present and
thought to be caused by long-term immunosuppres-
sion from the antirejection medications tacrolimus
and sirolimus.

Severe psoriasis therapy that would not aggra-
vate the patient’s preexisting multiple organ system
pathology and not interfere with the tacrolimus and
sirolimus therapy was sought. In addition, the agent
had to be safe for this patient who was at heightened
risk for infection because of his iatrogenic immu-
nocompromised condition. Treatment with etan-
ercept was initiated based on its safety profile and
the lack of reported concomitant organ toxicity.’
The most common adverse events associated with
etanercept are injection site reactions, which abate
with time in most patients.* However, isolated seri-
ous infections have been reported (ie, cellulitis,
gastroenteritis, pneumonia, abscess, osteomyelitis),*
and the use of etanercept in patients with poorly
controlled diabetes could predispose them to
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infection. Nevertheless, because this patient’s diabe-
tes was controlled, the benefit-to-risk ratio appeared
favorable. After receiving approval from the trans-
plant surgeon, the patient was given etanercept
50 mg twice weekly subcutaneously. The topical
corticosteroid cream halobetasol propionate was
applied once daily as needed.

After 6 weeks of etanercept therapy, the patient’s
psoriasis had 20% BSA involvement, which was a
60% improvement in his disease burden. Further
improvement was seen after 6 months, with less
than 5% BSA involvement (Figure 2). The patient
then was prescribed a maintenance dosage of etan-
ercept 50 mg once weekly. After the reduction in
dosage, he was closely followed for 6 months and
did not have any worsening of his psoriasis. His
mood was greatly improved. At no time during
treatment did the patient experience infections,
injection site reactions, liver toxicity, or other
adverse events. Importantly, there were no signs of
liver rejection.

Comment

It is noteworthy that despite substantial immu-
nosuppression with both oral tacrolimus and oral
sirolimus to prevent liver transplant rejection, the
patient continued to have psoriasis, with 50% BSA
involvement. However, the addition of etanercept
at the recommended dosage resulted in near-total



Figure 2. Psoriatic plagues were confluent on the anterior legs below the knees (A and B). Less than 5% body surface
area involvement of psoriasis after 6 months’ treatment with etanercept 50 mg twice weekly subcutaneously (C and D).
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clearing of psoriasis without any signs of increased
immunosuppression, such as infection. Furthermore,
use of etanercept did not result in new or exacerbated
laboratory abnormalities in this patient, who already
had multiple medical problems and had not tolerated
other systemic psoriatic therapies in the past. Most
important, etanercept did not interfere with the anti-
rejection medications, which could have increased
the risk for liver transplant rejection.

Biologic agents such as etanercept are designed
to target specific cytokines that mediate the inflam-
matory response; therefore, they may deliver their
immune modulating benefit with fewer side effects
than traditional systemic therapies and photothera-
pies.'® Both the favorable safety profile and effec-
tiveness of etanercept in the treatment of severe
psoriasis in this severely compromised patient under-
scores the benefits of etanercept therapy.
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