Treatment of Severe Cutaneous
Ulcerative Lichen Planus With
Low Molecular Weight Heparin in
a Patient With Hepatitis C
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The ulcerative variant of lichen planus (LP) com-
monly involves the oral mucosa but is uncommon
and difficult to treat when located on other areas.
We describe an unusual case of ulcerative LP
involving several surfaces, including the palms
and scrotum, in a 50-year-old man with hepatitis C.
The patient was recalcitrant to treatment with
conventional therapy but obtained clearance with
a sustained response using low molecular weight
heparin (LMWH). This treatment is an option for
patients with LP who are not ideal candidates for
standard therapy.
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Icerative, or erosive, lichen planus (LP) is a

common variant of LP when the oral mucosa

is involved but is uncommon on other cutane-
ous surfaces. On acral surfaces, ulcerative LP usually
is found on the soles and rarely on the palms. In
these locations, ulcerative LP typically presents as
chronic, painful, cicatricial bullae and ulceration of
the cutaneous surface.! Such involvement often is
associated with nail changes and scarring alopecia.?
The association between oral erosive LP and genital
erosions in males is only rarely reported and, when
genital lesions are present, the glans penis is the usual
site of involvement. Genital involvement in females
occurs more commonly, with one study demonstrating
vulvar and vaginal involvement in 25% of females

with oral LP.3#
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LP rarely can be a cause of cicatricial conjuncti-
vitis, necessitating early treatment to prevent scar-
ring.’ Nail involvement, including thinning, ridging,
and distal splitting of the nail (onychoschizia),
often occurs in patients with cutaneous disease.
The patient also can be affected by onychomadesis,
pterygium formation, longitudinal striation (ony-
chorrhexis), and absence of the nails (anonychia).

We report the case of a patient with hepatitis C
who developed ulcerative LP on several cutaneous
surfaces, including his palm and scrotum, recalcitrant
to treatment with standard therapy. The patient had
clearance of the erosions using low molecular weight

heparin (LMWH).

Case Report
A 50-year-old white man with a history of oral
LP presented to our clinic with a 1-year history of
painful ulcerations on the palm of the right hand
and scrotum. Three years prior, he was diagnosed
with histopathologically confirmed oral LP; direct
immunofluorescence was negative for immuno-
globulin (Ig) G, IgA, IgM, and complement 3. Top-
ical corticosteroids produced resolution of the oral
erosions and remission of his disease until an ulcer
on the palm of the right hand developed. Despite
60 mg of oral prednisone, there was no remission
of the ulcerative hand lesion. One month later,
while the patient was on prednisone, he developed
new scrotal and oral erosions. The patient also had
a history of recurrent conjunctivitis and reported
shedding of several fingernails and toenails. The
pain associated with the ulcerations was debilitat-
ing, requiring narcotic analgesics and inhibiting his
work in construction.

Physical examination revealed a 7X4-cm ulcer-
ative plaque on the right palm with tense bullae at
the periphery (Figure 1). Examination of the oral
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mucosa showed healing erosions with a reticulate
white plaque on the right buccal mucosa. The
left conjunctiva was injected. Several fingernails
and toenails showed pachyonychia with yellowish
discoloration and onychomadesis with proximal
pterygium formation on one fingernail. No scarring
alopecia was noted on the scalp. The scrotum had
extensive erosions (Figure 2).

One month prior to presenting to our clinic,
tests for human immunodeficiency virus and syphi-
lis were negative. Additional studies revealed a
negative herpes simplex virus culture from the
scrotum, mildly elevated aspartate aminotransfer-
ase at 58 U/L (reference range, 0—36 U/L) and ala-
nine aminotransferase at 58 U/L (reference range,
5—35 UJL), and positive hepatitis C antibody.
The patient had a history of consuming significant
quantities of alcoholic beverages.

A punch biopsy from the right palm showed
irregular epidermal hyperplasia with hyperkerato-
sis, hypergranulosis, and interface changes, with a
bandlike infiltrate composed of lymphocytes and
histiocytes in the papillary dermis (Figure 3).

Treatment options were limited by the patient’s
recently diagnosed or confirmed seropositivity for
hepatitis C, alcohol consumption, and concomi-
tant elevated liver function tests. Prior to receiving
the histologic confirmation of LP, the patient was
started on topical tacrolimus, applied to the erosions
on the palm and scrotum with improvement but not
clearance of the erosions on the scrotum within one
month. Over the next month, he was treated with
clobetasol foam under occlusion to the palm in addi-
tion to topical tacrolimus, with no improvement of
this area. The patient continued on the topical ther-
apies and was started on LMWH. Because of con-
fusion with the dosage and difficulty dividing the
dosage in the prefilled syringe, the patient received
30 mg subcutaneously biweekly the first 2 weeks
and then continued on the prescribed dose of 3 mg
subcutaneously biweekly thereafter. After 2 weeks
of treatment, he experienced significant improve-
ment and stopped using topical medications; after
4 weeks, he had complete resolution of the lesions
on his palms, scrotum, and oral mucosa (Figures 4
and 5). LMWH subsequently was discontinued and
the patient was in remission for 18 months. He
developed a slight flare of LP on the palm, which
was controlled with topical clobetasol and tacro-
limus. His nails were unchanged. Treatment for
hepatitis C was never initiated.

Comment
Ulcerative LP rarely involves multiple cutane-
ous surfaces, as was the case in our patient who
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Figure 1. Ulcerative plaque on the right palm with tense
bullae at the periphery.

Figure 2. Erosions on the scrotum.

Figure 3. Irregular epidermal hyperplasia with hyper-
keratosis, hypergranulosis, and interface changes,
with a bandlike infiltrate composed of lymphocytes
and histiocytes in the papillary dermis (H&E, original
magnification xX10).



Figure 4. Resolution of the erosions on the scrotum
after treatment with topical tacrolimus and low molecular
weight heparin.

experienced involvement of the palm, scrotum, oral
mucosa, nails, and possibly the conjunctiva. The
patient had been followed by an ophthalmologist
for conjunctivitis and fortunately did not have the
cicatricial form of the disease.

Treatment for erosive LP often is difficult, but
reported systemic therapies include cyclosporine,
azathioprine, dapsone, thalidomide, and acitretin.”8
Topically applied corticosteroids and calcineurin
inhibitors, such as pimecrolimus and tacrolimus,
have been reported to improve oral ulcerations.’!!
Erosive LP involving the palms and soles has proven
more difficult to treat. Surgical excision and split-
thickness skin grafting was reported in several papers
as an effective method of treatment.’!? Prednisone
also has been used to treat LP but can increase hepa-
titis C viral load, decrease alanine aminotransferase
levels, and may increase morbidity.!>*

Treatment of cutaneous LP with LMWH may
be effective, as demonstrated in 3 studies, one of
which included a patient with palmoplantar LP.">17
The mechanism of action is unclear; however,
several theories are purported. First, LP may be a
type 4 hypersensitivity response to an unknown
antigen in the epithelium, and heparin, even at
low doses that provide no anticoagulant activity,
may inhibit this delayed-type hypersensitivity."®
Heparin may act as a competitive inhibitor of
heparanase, a component of the dermal extracellular
matrix, thought to enhance the ability of T lym-
phocytes to migrate to target tissue.'” By inhibiting
heparanase, patients may have a decreased inflam-
matory response and suppressed delayed-type hyper-
sensitivity. Heparin also may act through a different
mechanism by inhibiting the production of tumor
necrosis factor a.!® In one published study, 11 of

Figure 5. Resolution of the right palm ulceration after
treatment with low molecular weight heparin.

18 patients (61%) with cutaneous LP treated with
this modality had complete response.'® Heparin was
not as effective at treating oral erosive LP.®

Studies examining LMWH have used low doses
of this medication, 3 mg weekly, to mitigate the
risk of anticoagulation while providing an effec-
tive dose. With this regimen, response to treatment
occurred at 4 to 13 weeks.!>!® Because of confu-
sion with the dosage, our patient received a higher
dosage of 30 mg biweekly and responded within
2 weeks. These results suggest that increased dos-
ing and frequency of injection may lead to a more
rapid response, but these benefits must be weighed
against the risk of dose-dependent side effects
from anticoagulation.

The packaging of LMWH poses a challenge in
the administration of low dosages. The medication
comes in a prefilled syringe, with the smallest dose
being 30 mg in 0.3 mL of diluent. Given the small
volume, it was not possible to have the patient con-
sistently deliver 3 mg of the medication. To overcome
this obstacle, we diluted the LMWH in 10 mL of
sterile saline. The patient was given insulin syringes
and instructed on how to draw up and administer
1 mL (3 mg) of medication biweekly at home.

Although our patient received topical therapy,
it only somewhat helped. We feel the significant
resolution occurred with LMWH. In fact, topical
therapy was discontinued when L\WMH was work-
ing well, and the major improvement in the palmar
disease occurred without topicals.

This case demonstrated the possible effectiveness
of LMWH in the treatment of LP and this medica-
tion should be considered in treating patients with
chronic LP, especially those patients who are not
ideal candidates for standard therapy.
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