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Abstract

Hepatitis C virus (HCV) chronically infects 0.5-3% of the world population. A large group of
patients develop cirrhosis and its complications. Since 2011, telaprevir and boceprevir are
used, improving the disease evolution. One of the main side effects of these drugs is skin
eruption. We report a 53-year-old patient with cirrhosis due to HCV who started the classic
treatment associated with telaprevir. In the ninth week, he presented a severe rash that re-
quired the interruption of this drug. We emphasize the importance of early recognition and

appropriate management of adverse skin reaction. © 2015 The Author(s)
Published by S. Karger AG, Basel

Introduction

Hepatitis C virus (HCV) chronically infects 0.5-3% of the world population [1]. Acute in-
fections are usually asymptomatic, and, after contact, about 80% of patients develop chronic
hepatitis with a significant group developing cirrhosis and its complications [1, 2].

In recent years, new drugs have been developed, allowing an improved response to the
treatment. Telaprevir and boceprevir are inhibitors of the serum protease HCV NS3/4A and
are commercially available since 2011 in several countries for the treatment of chronic infec-
tions by genotype 1 HCV [3, 4], which is the most prevalent. One of the main side effects
caused by these drugs is skin eruption, usually mild or moderate [5].
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Case Report

A 53-year-old male patient with genotype 1 HCV cirrhosis (Child-Pugh A5), who had
never undergone previous treatment for the disease, was treated with alfa-Peg-interferon in
a single 180-pg subcutaneous weekly dose associated to 1,250 mg oral ribavirin per day and
750 mg oral telaprevir 3 times daily.

After 4 weeks of treatment, a non-pruriginous erythematous macule was observed in
the right inframammary region, which was treated with dexamethasone cream with im-
provement after 10 days.

In the ninth week, the patient presented nausea, associated to confluent pruriginous
maculopapular eruption, affecting more than 50% of the body surface (fig. 1, fig. 2), showing
lesions resembling a target on the trunk and limbs, enanthem and ulcers on the oral mucosa
(fig. 3), as well as purpuric lesions on the legs (fig. 4). Clinical examination did not demon-
strate other alterations.

A target lesion on the trunk and a purpuric lesion on the leg were submitted to biopsy,
and the histopathological study evidenced lymphocytic perivascular infiltrate, with intense
extravasation of red blood cells and endothelial hyperplasia, compatible with drug reaction
(fig. 5, fig. 6).

Telaprevir was interrupted with maintenance of alfa-Peg-interferon and ribavirin until
the end of the proposed treatment (48 weeks). Orobase triamcinolone was applied to the
lesions of the oral mucosa and clobetasol cream to the cutaneous lesions with resolution of
the eruption after 15 days without evidence of unbalance of the hepatic cirrhosis.

Twelve to 24 weeks after the end of the treatment, PCR-HCV remained negative and the
patient did not present recurrence of the cutaneous lesions.

Discussion

Until recently, hepatitis C treatment was restricted to the use of alfa-Peg-interferon as-
sociated to ribavirin [6]. Treatment success is measured by the sustained virologic response,
defined as an undetectable viral load 24 weeks after the end of the treatment [7]. This drug
combination, applied for the period of 24-48 weeks, presents a sustained virologic response
of around 40% in patients with genotype 1 virus [8].

Telaprevir and boceprevir began to be used commercially in several countries in associ-
ation to the conventional treatment (alfa-Peg-interferon and ribavirin) for patients infected
with genotype 1 HVC. They act as NS 3/4A protease inhibitors, increasing the sustained viro-
logic response up to approximately 70%, depending on the viral and host characteristics [9].

However, these medications present several adverse effects, such as cutaneous eruption,
anemia, and anal pruritus, among others [10].

Cutaneous eruptions have already been reported in the treatment with pegylated inter-
ferons and ribavirin, but the occurrence increases when inhibitors of the protease NS3/4A
(telaprevir or boceprevir) are included in the therapeutic regimen [11-13]. Usually, the sec-
ondary cutaneous eruption to these medications presents as a pruriginous, erythematous
macule and papule, with fine desquamation, affecting extensor surfaces of members and
trunk [13]. There are reports of drug reaction with eosinophilia and systemic symptoms
(DRESS), toxic epidermal necrolysis (TEN) and Stevens-Johnson syndrome (S]S) [5, 14-16].

The intensity of eruption is classified as follows: (1) mild, when the cutaneous involve-
ment is localized, (2) moderate, when eruption is diffuse but affects less than 50% of the
body surface and/or there is mucosal commitment without ulcers, and (3) severe, when
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affecting over 50% of the body surface and/or presenting blisters, epidermal detachment,
mucosal ulcers, target lesions or palpable purpura. [13].

In mild or moderate cases, treatment should be carried out with topic corticosteroids
and antihistamines for control of the pruritus. It is necessary to discontinue telaprevir or
boceprevir in severe cases, and it is important to carry out a strict clinical follow-up of the
patient. When there is no improvement, interruption of the remaining drugs should be as-
sessed (fig. 7) [17].

In patients with a rapid progression of the lesions, facial edema, vesicles or bulla, muco-
sal ulcers in more than one location, eosinophilia, high levels of transaminases or persistent
fever, the diagnosis of DRESS or SS] should be considered. The need for hospitalization
should also be considered and the three drugs should be immediately discontinued [13, 14].

There are no specific characteristics described for eruption due to telaprevir. Other
causes related or not to medication should also always be investigated for the skin lesions.
Some diseases such as cryoglobulinemia, polyarteritis nodosa and erythema multiformis are
commonly seen in association with hepatitis C [10]. Skin biopsy is also not specific, but it is
important for the differential diagnosis with other causes of vasculitis, infectious exanthe-
mas or autoimmune diseases [15].

New medications for the treatment of chronic hepatitis C are already available in some
countries and present fewer side effects, besides providing a sustainable virologic response,
superior to the treatment with protease NS3/4A inhibitors [18, 19].

Conclusion

Despite the development of new drugs, telaprevir and boceprevir continue to be alterna-
tives for treatment of hepatitis C in many health units in Brazil. Multidisciplinary follow-up is
important, enabling the recognition and early handling of side effects, especially adverse
dermatological events that might put the patient’s life at risk.
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Fig. 1. Skin lesions on the back.
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Fig. 2. Skin lesions on the chest.
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Fig. 3. Ulcers on the lower lip.
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Fig. 4. Skin lesions on the legs.
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Fig. 5. Perivascular lymphocytic infiltrate, intense extravasation of red blood cells and endothelial hyper-
plasia, compatible with drug eruption. HE. Original magnification. x100.

Fig. 6. Perivascular infiltrate at a higher magnification. HE. Original magnification. x100.
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Fig. 7. Skin adverse reaction to telaprevir: classification and management. Adapted from Cacoub et al.
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