ERAPEUTICS FOR THE CLINICIAN

Adalimumab in the Management of
Cutaneous and Oral Lichen Planus

Tomas J. Chao, MPAS, PA-C

Lichen planus (LP) is a common, chronic, inflam-
matory dermatosis that may involve the skin as
well as oral and genital mucosa. Characterized by
distinctive purplish papules often featuring white
reticular scale, LP commonly is resistant to treat-
ment. My patient presented with extensive, viola-
ceous, and lacelike whitish lesions on the distal
extremities, including the hands and feet, and
the vulva. Approximately 10% to 12% of her body
surface area (BSA) was involved, and her condi-
tion became progressively worse over time, with
thick plaques developing on the buccal mucosa
and tongue. After several conventional therapies
failed, the patient underwent treatment with adalim-
umab, a tumor necrosis factor (TNF) antagonist.
An almost clear response was noted by week 6,
and the patient’s lesions remained almost fully
resolved after week 22. Additional studies are
warranted to investigate the efficacy and safety
of adalimumab for the treatment of LP.
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ichen planus (LP) is a relatively common
inflammatory disease of the skin and mucous
membranes that displays a heterogeneous clini-
cal presentation. Cutaneous lesions of LP typically
present as flat, pruritic, reddish purple papules often
covered by a white reticular scale.! Oral LP is mani-
fested by asymptomatic, white, reticular lesions that
may be accompanied by erythematous, erosive, and
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ulcerated lesions that can be extremely painful. The
most frequent sites of oral LP involvement are the
posterior aspect of the buccal mucosa, tongue, and
gingiva.? There is no standard therapeutic approach
to the management of LP, though a number of treat-
ment options are available.

Although the cause of LP is unknown, it has
been suggested that tumor necrosis factor (TNF), a
proinflammatory cytokine, may mediate the patho-
genesis of LP.> Adalimumab, a fully human IgG1
anti-TNF monoclonal antibody, binds to soluble
and membrane-bound TNE, thereby blocking TNF
activity. We describe a patient with moderate to
severe LP who was successfully treated with adalim-
umab after conventional therapy did not result in
disease clearance.

Case Report
A 52-year-old black woman presented at another
dermatology clinic in December 2002 with violaceous
papules on the hands and feet, and then developed
oral and vaginal lesions approximately 2 months later.
She did not report notable pruritus of the cutaneous
or oral lesions; however, the lesions in the vaginal
area did cause itching. The most aggravating symp-
toms included thick, violaceous, white plaques on the
proximal aspect of the tongue that made swallowing
difficult, often triggering a pharyngeal reflex. Further-
more, stress exacerbated the lesions. The estimated
body surface area (BSA) involved was 10% to 12%.
Skin biopsy results confirmed the diagnosis of LP.
The patient was treated at the other derma-
tology clinic for the next 4 years before coming
to my office. During that time, she frequently
received systemic corticosteroids (prednisone 40 mg
once daily), which was the only treatment that
improved the severity of the thick LP lesions on
the tongue that caused dysphagia and triggered the
pharyngeal reflex. On many occasions she was given
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betamethasone suspension intramuscular injections
with 15-day steroid tapers or triamcinolone ace-
tonide intramuscular injections to quickly resolve
flares of the oral lesions. Triamcinolone acetonide
in dental paste proved partially effective in treat-
ing the vaginal lesions and the ulcerated lesions
on the buccal mucosa. The cutaneous lesions on
the distal extremities were treated with several
different Class 1 and Class Il topical steroids and
intralesional injections of triamcinolone acetonide
(5 mg/mL). These lesions responded favorably but
would quickly reflare, making treatment frustrat-
ing and difficult for the patient. Oral methotrexate
therapy also was attempted, beginning with tablets
of 7.5 mg weekly. Only slight improvement in the
cutaneous lesions was observed and methotrexate
treatment was discontinued after 5 months of use
(3 months on a 22.5-mg weekly dosage).

When the patient presented at my clinic in
August 2006, she had steroid facies and truncal
obesity, classic symptoms of chronic systemic steroid
use. She was concerned about the sequelae of long-
term systemic steroid use and wanted to explore
other treatment options.

The patient’s concurrent medical conditions
included hypercholesterolemia, type 2 diabetes mel-
litus, and depression treated with atorvastatin cal-
cium, metformin hydrochloride, and venlafaxine
hydrochloride, respectively. Results of laboratory
evaluations including complete blood cell count,
comprehensive metabolic panel, thyrotropin, free
thyroxine (FT,), C-reactive protein, and erythro-
cyte sedimentation rate were within reference range.
An antinuclear antibody titer was negative.

Use of systemic steroids was tapered and then
discontinued, followed by treatment with acitretin
(25 mg once daily) for 2 months, but the LP lesions
did not respond. Treatment was then initiated with
isotretinoin (40 mg once daily) along with topi-
cal steroids, triamcinolone acetonide intralesional
injections for the cutaneous lesions, and triamcino-
lone acetonide dental paste for the lesions of the
oral and genital mucosa. No systemic steroids were
administered during this time. After 2 months at
40 mg once daily, the isotretinoin dosage was
increased to 80 mg once daily. During 5 months
of this regimen, the patient noted a progressive
improvement in the LP lesions but not full resolu-
tion. Importantly, she was able to swallow without
difficulty during this time and had no problems with
pharyngeal reflex. However, on developing elevated
concentrations of liver enzymes, the patient was dis-
continued from isotretinoin treatment and remained
solely on topical therapies. Within 2 or 3 weeks,
the patient experienced flares of LP lesions on her

326 CUTIS®

distal extremities and in her oral cavity and vaginal
area. After 4 to 5 weeks, the severe lesion on the
proximal aspect of the tongue reappeared and
required systemic steroid treatment (triamcinolone
acetonide intramuscular injections and oral predni-
sone [40 mg once daily]), which proved effective.

Desiring an alternative, steroid-sparing therapy,
I initiated adalimumab subcutaneous injections
at 40 mg every other week. Because no standard-
ized methods exist for evaluation of severity and
improvement of LP,* I measured my patient’s prog-
ress using the physician global assessment, a tool
used in psoriasis to measure the severity of dis-
ease on a scale ranging from clear (no disease) to
very severe.

The patient noticed improvement of her LP
after 2 weeks of adalimumab treatment. Lesions on
the extremities and the buccal mucosa improved in
appearance, and the pruritic vulvar lesions resolved.
The severe lesions on the proximal aspect of the
tongue began to thin and clear, making it easier
for her to swallow without a gagging sensation. By
week 4, the patient demonstrated a 50% reduction
in BSA involvement as well as oral lesions. An
almost clear response was noted by week 6, and com-
plete clearance including lesions of the oral mucosa
was observed at week 8.

The patient experienced 3 minor mucocutaneous
flares (weeks 14, 18, and 22) that were stabilized
with low-dosage oral steroids, betamethasone sus-
pension intramuscular injections, and topical medi-
cations. The flares occurred during times of severe
mental and emotional stress and once when she cut
her tongue. In these instances, the number of lesions
on the distal extremities increased and the lesions
on the proximal aspect of the tongue re-emerged.
However, the lesions resolved and the patient
achieved an almost clear response after each flare.
Adalimumab treatment helped to maintain control
of her LP better than any prior therapy.

The treatment benefit of adalimumab reached
a plateau with an almost clear response at
week 22. The patient’s LP had almost fully cleared
and affected BSA was 2% to 3%. The vulvar lesions
completely resolved and the number of lesions on
the distal extremities had substantially decreased.
The lesions on the oral mucosa resolved almost
completely and at times were fully resolved. The
patient maintained an almost clear response of both
cutaneous and oral LP lesions through and beyond
week 50 of adalimumab therapy.

No adverse events were noted during adalim-
umab treatment. The patient has not experienced
serious infections, tuberculosis, congestive heart
failure, lymphomas, skin cancers, or solid tumors.



Adalimumab therapy has led to a substantial reduc-
tion in her oral and topical steroid use. Her blood
glucose concentration is now well-controlled with
metformin hydrochloride, and her steroid facies and
truncal obesity have lessened. Furthermore, control
of LP with adalimumab has permitted her to resume
normal activities of daily living, and she has begun an
exercise program that has helped with weight loss.

Comment

Lichen planus is a common inflammatory disorder
affecting 1% to 2% of the adult population, with an
incidence approximately equal to diseases such as
psoriasis.>® Usually occurring in middle-aged adults,
LP affects women more frequently than men. As
many as two-thirds of patients who present with cuta-
neous LP are noted to have oral LP lesions.! A study
by Eisen? found that 20% of women with oral LP also
had lesions of the genital mucosa.

Lichen planus can be extremely difficult to treat,
and therapies for LP often are not curative; rather
the primary goal is to alleviate symptoms.* Rec-
ommended therapies for cutaneous LP are topical
antipruritics and corticosteroids administered topi-
cally, intralesionally, or systemically. Retinoids and
immunosuppressive agents such as cyclosporine and
methotrexate also have been reported to help clear
cutaneous LP.*7 Topical and systemic therapies used
for oral LP include corticosteroids and a variety of
immunosuppressive agents.>*’ Treatment of cutane-
ous LP can succeed in resolving lesions. Unfortu-
nately, therapies for oral LP yield variable results,
often with only transient improvement.!

Although the cause of LP is unknown, current
data support a T cell-mediated autoimmune mecha-
nism in the pathogenesis of this disease.® There is
a growing body of evidence implicating TNF as a
cytokine that plays a critical role in triggering LP.
Increased serum concentrations of TNF have been
found in patients with LP compared with healthy
volunteers.’ In a separate study involving immuno-
histochemical evaluation, 17 of 22 oral LP biopsy
specimens showed strong TNF protein expression.®
Several methods also have demonstrated signifi-
cantly increased concentrations of TNF receptors in
patients with cutaneous LP compared with healthy
volunteers (P<<.02).° Taken together, these data
support the hypothesis that TNF ligand-receptor
interactions play an important role in the induction
or perpetuation of the pathogenesis of LP.

Adalimumab is a fully human IgG1 monoclonal
antibody targeted against TNE It binds to soluble
and membrane-bound TNEF, thereby blocking TNF
activity. Adalimumab is approved for the treatment
of theumatoid arthritis, juvenile idiopathic arthritis,
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psoriatic arthritis, ankylosing spondylitis, Crohn
disease, and plaque psoriasis in the United States,
Europe, and elsewhere. Small case studies have
reported the off-label use of other TNF antagonists
or T cell-modulatory biologics in the treatment
of LP.1oM!

Patients with moderate to severe psoriasis who
underwent treatment with adalimumab for 16 weeks
reported significantly greater improvements in pain,
quality of life, vitality, social functioning, and mental
health than those receiving placebo (P<.001).!%1
Prior to adalimumab treatment, our patient with LP
had depression and frequently experienced dysphagia
and pharyngeal reflex because of the thick extensive
lesions on the buccal mucosa and the proximal aspect
of the tongue. Patients with oral LP are known to
exhibit greater degrees of anxiety and a greater inci-
dence of depression than the general population.'*

This case demonstrates that adalimumab was
effective for this patient with moderate to severe
LP. Her symptoms remained almost fully resolved
following more than 1 year of this TNF antagonist
therapy. Importantly, adalimumab has substantially
reduced her exposure to systemic steroids.

Adalimumab may be a promising biologic treat-
ment option for patients with LP who have failed
conventional therapies. | recognize that my patient’s
response is anecdotal and that her LP may have
improved spontaneously or because of prior therapies
she received. Additional studies involving multiple
patients are necessary to investigate the efficacy and
safety of adalimumab for the treatment of patients
with cutaneous, oral, and genital forms of LP.
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