Letters to the Editor

Therapy Letter

Aggressive erosive lichen planus

associated with hepatitis C responding to

sofosbuvir/ledipasvir treatment

Sir,

Hepatitis C virus infection can induce several extrahepatic
manifestations including dermatologic conditions such as
lichen planus, porphyria cutanea tarda and cryoglobulinemia.'
Here we present a patient with chronic hepatitis C virus
infection who developed an aggressive form of lichen
planus and achieved clinical resolution after therapy with
direct-acting antivirals.

A woman in her 80s presented with painful ulcers in her
mouth, legs, feet and genitalia [Figure la] of 8 weeks
duration. Severe paronychia with erosions leading to loss
of her first, second and third toenails was also observed
since 4 weeks [Figure 1b]. She had well-controlled type 2
diabetes mellitus with chronic renal failure and was on
insulin glargine therapy. The patient also suffered from
chronic hepatitis C virus infection which she developed
secondary to a transfusion performed 60 years previously.
Histologic examination of a punch biopsy from the ulcer
on the right foot showed acanthosis with hyperkeratosis,
hypergranulosis, saw-tooth appearance and subepidermal
clefting. A band-like inflammatory infiltrate and vacuolar
basal layer degeneration was observed in the superficial
dermis.  Direct  immunofluorescence  examination
revealed shaggy linear basement membrane deposition
of fibrinogen and abundant colloid bodies in the papillary
dermis (IgM) [Figure 2]. These findings ruled out an
autoimmune blistering disease and inflammatory dermatoses

Figure 1a: Multiple erosions in lips, tongue and oral mucosa

such as parakeratosis pustulosa, acrodermatitis continua of
Hallopeau and necrolytic acral erythema. On the basis of
the clinical and pathological features, a diagnosis of erosive
lichen planus was made. Considering the co-existing diabetes
and chronic renal failure, oral corticosteroids or cyclosporine
were not prescribed and the patient was also reluctant to take
hydroxychloroquine. Though mycophenolate mofetil tablets
were initiated in a dose of 500 mg twice daily with mild
clinical response, it had to be discontinued subsequently
due to pancytopenia. Laboratory work-up revealed
transaminitis (y-glutamyl transpeptidase 233 U/L, aspartate
aminotransferase 53 U/L; reference value 540 U/L), reactive
hepatitis C virus antibodies and a hepatitis C virus viral load
of 1,053,000 copies/mL. Hepatitis C virus genotype was
1b. Serologies ruled out hepatitis B viral infection and HIV.
Zinc levels were not measured as the patient did not seem to
be at increased risk for nutritional deficiency (alcoholism,
poor diet, malabsorptive disorders or malignancies).
As we suspected that the hepatitis C viral infection was
contributing to aggressive course of her disease, the
patient was sent to Hepatology Department, where hepatic
cirrhosis was confirmed by ultrasonography. Direct-acting
antiviral therapy with sofosbuvir 90 mg/day and ledipasvir
400 mg/day for 24 weeks was initiated. No treatment with
oral or topical corticosteroids or immunosuppressants
was given at this point. Four weeks later, transaminases
had normalized and she had an undetectable viral load
and cutaneous and mucosal lesions started to heal. There

Figure 1b: Multiple skin erosions in both feet with loss of toenails from the
first, second and third toes were observed in the following 4 weeks
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was complete resolution of the cutaneous, oral and genital
mucosal erosions in the following 2 months [Figure 3]. The
patient remained asymptomatic, maintained an undetectable
viral load and achieved sustained virological response
24 weeks (SVR24) after completion of antiviral therapy.
Hepatitis C virus infection was declared cured and the
patient has been asymptomatic with no mucocutaneous
lesions at 12 months follow-up after direct-acting antiviral
withdrawal.

Studies have shown that introduction of direct-acting antiviral
agents has dramatically improved the management of
hepatitis C virus infection with sustained virologic response
in more than 90% of cases.*?

The etiology of lichen planus is not fully understood.
Lichen planus is an autoimmune disease that can affect the
oral and genital mucosa, skin, scalp and nails. Hepatitis C
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virus-associated lichen planus tends to be chronic and is
characterized by a higher prevalence of erosive-ulcerative
lesions and poorer treatment outcomes compared to idiopathic
lichen planus.'

Another dermatosis that has been associated with hepatitis
C virus infection is necrolytic acral erythema, and is a
differential diagnosis to consider in this scenario. Necrolytic
acral erythema is characterized by erythematous plaques and
papules most commonly affecting the dorsal aspect of the
feet and hands. It also occurs on the shins. Necrolytic acral
erythema does not affect the nail bed, nail plate or mucous
membranes.*¢ Our patient presented with lesions on mucous
membranes (oral, genital and anal), cutaneous lesions on the
legs and severe nail involvement. Furthermore, histologic
findings reported in necrolytic acral erythema are epidermal
pallor, necrotic keratinocytes and pigment incontinence,
among others*® while the histologic findings and direct

Figure 2a: The epidermis shows a serous crust, together with acanthosis,
hyperkeratosis, hypergranulosis, saw-tooth appearance and subepidermal
clefting. A band-like inflammatory infiltrate is observed in the superficial
dermis (hematoxylin and eosin, x40)

Figure 2c¢: Direct immunofluorescence: Shaggy linear basement membrane
deposition (fibrinogen, x100)

Figure 2b: Subepidermal clefting and apoptotic keratinocytes can be seen at
higher magnification (hematoxylin and eosin, x200)

Figure 2d: Direct immunofluorescence: Abundant colloid bodies in the
papillary dermis (IgM, x100)
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Table 1: Summary of patients with chronic hepatitis C virus infection and resolution or improvement of lichen planus after direct
acting antiviral therapy

Author, year Age/sex Variant of LP HCV  Treatment and duration Outcome
genotype
Yoshikawa et al., 53/Male  Erosive oral LP 2a Sofosbuvir/ribavirin for 12 weeks SVR24. Complete resolution of oral erosions
20178
Ansari ef al., 2017°  55/Male  Cutaneous LP NS Ledipasvir/sofosbuvir for 12 weeks ~SVR12. Complete resolution of cutaneous
lesions for 4 months after completion of
antiviral therapy. Subsequently, the patient
presented a flare of cutaneous lesions of LP
after treatment with colchicine
Nagao et al., 20167 72/Female Erosive oral LP 1b Daclatasvir/asunaprevir for 24 weeks SVR24. Complete resolution of oral erosions
Nagao et al., 2016 59/Male Erosive oral LP 1b Daclatasvir/asunaprevir for 24 weeks SVR24. Improvement of oral erosions
Nagao et al., 20167 76/Male Reticular oral LP 1b Daclatasvir/asunaprevir for 24 weeks SVR24. Complete resolution of oral LP
Nagao et al., 20167 72/Female Reticular oral LP 1b Daclatasvir/asunaprevir for 24 weeks SVR24. Improvement of oral LP
Nagao et al., 2016” 84/Male Reticular oral LP 1b Daclatasvir/asunaprevir for 24 weeks SVR24. Complete resolution of oral LP
Nagao et al., 20167 77/Female Erosive oral LP 1b Daclatasvir/asunaprevir for 24 weeks SVR24. Complete resolution of oral erosions
Nagao et al., 2016”7 77/Male Erosive oral LP 1b Daclatasvir/asunaprevir for 24 weeks SVR24. Improvement of oral erosions
Current report 80/Female Erosive oral, genital, 1b Sofosbuvir/ledipasvir for 24 weeks ~ SVR24. Complete resolution of LP

nail and cutaneous LP

LP: Lichen planus, HCV: Hepatitis C virus, SVR24: Sustained viral response 24 weeks after completion of antiviral therapy, SVR12: Sustained viral response

12 weeks after completion of antiviral therapy, NS: Not specified

Figure 3: Resolution of cutaneous erosions in feet after treatment of hepatitis
C viral infection with sofosbuvir/ledipasvir

immunofluorescence findings from our patient were highly
consistent with lichen planus.

Improvement of skin disorders associated with hepatitis C
virus after successful treatment with direct-acting antiviral
has been recently reported. Nagao et al. described a series of
seven patients diagnosed with oral lichen planus treated with
daclatasvir/asunaprevir with complete clinical resolution in
four patients and improvement in the other three [Table 1].
In addition, two patients (one case with cutaneous lichen
planus and another with erosive oral lichen planus) who had
complete resolution of their cutaneous or oral lesions after
direct-acting antiviral therapy have recently been described.®?
However, there is also a report of a 55-year-old male with
hepatitis C virus and a 30-year history of oral lichen planus

developing widespread cutaneous lichen planus lesions
following treatment with ledipasvir/sofosbuvir though the
treatment had cured the Hepatitis C.'° To date, there are no
reported cases of patients with severe nail lichen planus and
hepatitis C virus healing with direct-acting antiviral agents.

Other dermatoses associated with hepatitis C virus have also
benefited from direct-acting antiviral therapy: remission
of porphyria cutanea tarda secondary to hepatitis C virus
infection was observed in 16 patients after treatment with
direct-acting antiviral agents.!" In a study of 35 patients with
symptomatic cryoglobulinemia where 23 of them presented
as cutaneous purpura, more than 90% achieved clinical
remission after treatment with different combinations of
direct-acting antiviral agents.>

Multiple studies have reported an association between diabetes
mellitus and lichen planus,'? although it is not well established
if poor glycemic control can lead to a more aggressive course
of lichen planus." In our case, it is unlikely that diabetes
mellitus had played a role in the aggressive course of lichen
planus, since the patient presented with good glycemic control.

We have presented a case where a direct-acting antiviral
regime, with no concomitant use of corticosteroids or
immunosuppressants, has cured an aggressive cutaneous
variant of lichen planus. Direct-acting antivirals are safe and
highly effective against hepatitis C virus infection and could
lead to remission of hepatitis C virus-associated dermatologic
conditions. Lichen planus is a common dermatosis; we
recommend screening for hepatitis C virus in all cases of
severe or refractory lichen planus and initiating treatment
with direct-acting antiviral agents in patients with associated
hepatitis C virus infection.
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