freckles. Taken together, these observations underline
the potential role of severe sunburn in a child with fair
complexion in the pathogenesis.

To the best of our knowledge, this is the first report of
a malignant melanoma arising from an acquired agmi-
nated naevus with the histological features of a common
compound melanocytic naevus. There is only one article
reporting the apparent development of melanoma in an
agminated naevus in a patient with dysplastic naevus
syndrome (9). Our clinical observation, together with
the lack of knowledge about the biological behaviour
of agminated melanocytic naevi, suggests a strict
follow-up of this unusual entity.

REFERENCES

1. Martin JM, Pinzo MI, Monteagudo C, Garcia L, Jorda LE.
Congenital agminated nevi on the trunk. Int J Dermatol
2003; 42: 942-943,

- Monteagudo B, Leon A, Garcia-Prieto W, Rodriguez-Blanco
[, Garcia-Rego JA, de las Heras C, Cacharron JM. Agmina-
ted acquired melanocytic nevi. Actas Dermosifiliogr 2005;

bt

Letters to the Editor 433

96: 405-406.

3. Bragg JW, Swindle L, Halpern AC, Marghoob AA. Agmina-
ted acquired melanocytic nevi of the common and dysplastic
type. ] Am Acad Dermatol 2005; 52: 67-73.

4. Pariser RJ, Bluemink GG. Acquired linear dermal melano-
cytosis. Arch Dermatol 1982; 118: 125-128.

5. Sterry W, Christophers E. Quadrant distribution of dysplastic
nevus syndrome. Arch Dermatol 1988; 124: 926-929,

6. Effendy T, Happle R. Linear arrangement of multiple con-
genital melanocytic nevi. J Am Acad Dermatol 1992; 27:
853-854.

7. Nachbar F, Merkle T, Ruzicka T. Congenital junctional
nevi following Blaschko’s lines. Eur J Dermatol 1993; 3;
478-479.

8. Brunner M, Vardarman E, Megahed M, Ruzicka T. Conge-
nital agminated segmental naevi. Br J Dermatol 1995; 133;
315-316.

9. Marghoob AA, Blum R, Nossa R, Busam KJ, Sachs D,
Halpern A. Agminated atypical (dysplastic) nevi: case
report and review of the literature. Arch Dermatol 2001;
137: 917-920.

10. Marrero MD, Nagore E, Ramos-Niguez JA, Castejon P.
Melanocytic agminated naevue on the sole. Br ] Dermatol
2002; 146: 154.

I'1. Happle R. Segmental lesions are not always agminated.
Arch Dermatol 2002; 138: 838.

Bullous Lesions at Polyethylene Glycol Interferon-alpha-2a Inoculation Site in a Hepatitis C

Virus-infected Subject

M. Antonietta Montesu, Valentina Siddi, Rosanna Satta, Caterina Pirodda and Francesca Cottoni
Department of Dermatology, University of Sassari, IT-07100 Sassari, Italy. E-mail: feottoni@uniss. it

Accepred February 5, 2007.

Sir,
The recent introduction of polyethylene glycol interferon
(PEG-IFN) for treatment of hepatitis C virus (HCV) has
led to reports of both widespread and localized derma-
tological manifestations as side-effects. Widespread
manifestations comprise hair loss, pruritus, generalized
eczema, hyperpigmentation tongue, vitiligo and cuta-
neous sarcoidosis (1-4). Localized manifestations include
cutaneous ulcerations and cutaneous local necrosis at the
inoculation site, with both non-pegylated IFN (5) and
PEG-IFN-a-2b (6, 7).

We report here a case of bullous lesion at the ino-
culation site of PEG-1FN-a-2a in a patient with chronic
HCV-correlated hepatopathy.

CASE REPORT

The patient, a 53-year-old woman, was diagnosed with
chronic HCV in February 1998. From April 2004, she
had undergone PEG-IFN-a-2a treatment by injection
with weekly doses of 180 pg. The patient was also
given ribavirin orally at 1200 mg daily. In July of the
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same year, the patient presented with rounded, slightly
infiltrated erythematous patches, approximately 3 cm in
diameter, at the PEG-IFN-a-2a inoculation site, at the
subdeltoid level on both arms. After a few days these
manifested bullous detachment (Fig. 1). The lesions

Fig. 1. Intensely erythematous lesion with an appreciable violet peripheral
border and bullous detachment.
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were asymptomatic and the patient presented no other
skin manifestations. Skin biopsy showed a subepidermic
bulla with fibrinous content, oedema and lymphocytic
and neutrophilic infiltrates in the papillar derma (Fig.
2). PEG-IFN-a-2a treatment was suspended and topical
mometasone furoate treatment initiated. Clinical im-
provement was achieved after a few weeks and complete
regression of the erythemato-bullous manifestations
occurred after approximately one month.

DISCUSSION

Combination therapy with interferon and ribavirin for
chronic hepatitis C has become increasingly effective,
and the introduction of PEG-IFN-a in the treatment of
chronic HCV has determined an increase in the phar-
macokinetic properties of IFN and, consequently, in
its antiviral activity.

There are two forms of PEG-IFN-a: PEG-1FN-a-
2a and PEG-IFN-a-2b. Peg-1FN-alfa-2a is a bulky
branched molecule with a molecular mass of 40kD as
compared with Peg-IFN-alfa-2b wich is a linear mole-
cule with a molecular mass of 12kD. As a consequence,
PEG-IFN-a-2a possesses a greater hemilife and sustains
therapeutic levels in the plasma for prolonged periods.
This means that PEG-IFN-a-2a alone, or in combi-
nation with ribavirin, improves sustained virological
responses. Furthermore, therapy with PEG-IFN-a-2a
plus ribavirin is associated with better health-related
quality of life, because it is associated with significantly
less bodily pain, more energy, less disabling fatigue,
and fewer limitations in social functioning during the
treatment (8).

Dermatological side-effects of PEG-IFN-a-2a re-
ported in the literature comprise only 2 cases of wi-
despread cutaneous manifestation, associated with a
localized reaction, and characterized by oedematous

Fig. 2. Subepidermal bulla with fibrin accumulation and lymphocytic and
neutrophilic granulocytic inflammatory infiltrate.
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erythematous plaques, which were highly exudative,
at the injection site (9, 10).

Our case, on the other hand, presented erythematous
infiltrated lesions at the injection site, with successive
bullous evolution and no other cutaneous manifestations
elsewhere on the body. These clinical characteristics,
associated with the histology, which revealed a subepi-
dermic bulla and dermopapillary lymphogranulocytic
infiltrate without necrosis, vasculitis or vascular mi-
crothrombi, leads us to suggest direct toxic action as
the cause of the manifestation.

This case is of interest because it is the first to be
reported of solely localized cutaneous manifestation
with PEG-IFN-a-2a. Its histological characteristics dif-
fer from those reported for PEG-IFN-a-2b, in that no
vasculitic or necrotic aspects were present. To conclude,
it would seem that pegylated IFN determines a wide
range of clinical and histological manifestations, which,
as yet, are not fully characterized.
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