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Successful Amelioration of Inflammatory Linear
Verrucous Epidermal Nevus with Topical Sirolimus

Nayankumar Patel, Jignaben Padhiyar, Ani Patel, Aseem Chhibber, Tejas Patel, Bhagirath Patel

Department of Dermatology, Venerealogy and Leprosy, GCS Medical College, Hospital and Research Centre, Ahmedabad, India

Dear Editor:

Inflammatory linear verrucous epidermal nevus (ILVEN) is
distinctive type of epidermal nevus characterized by in-
tensely pruritic linear confluent, scaly, erythematous pap-
ules and plaques. For diagnosis, Altman and Mehregan cli-
nical criteria is used which includes early age of onset, 4:1
female preponderance, frequent involvement of left lower
extremity, pruritus, inflammatory linear appearance fol-
lowing the lines of blaschko and persistent lesions show-
ing marked refractoriness to treatment. Similarly for histo-
logical diagnosis, Dupre and Cristol criteria mentioning
hypergranulosis and parakeratosis alternating with hypo-
granulosis and orthokeratosis is utilized. This entity is quite
resistant to various therapies including topical & intrale-
sional steroids, topical retinoids and cryotherapy'. Eighteen
years old female presented to department of dermatology
with complaint of skin lesion over right hand which had
been present since her infancy. Lesion has gradually de-
veloped significant redness and itching over a period of
last 8 years. On examination well defined erythematous,
dry, scaly plaque involving palmer aspect of right hand
with involvement of index finger, base of middle finger,
ring finger and little finger. Associated reducible Swan-Neck
flexure deformity of ring finger was also present (Fig. 1A,
2A; patient’s consent for publication of images was ob-
tained). Potassium hydroxide mount of skin scrapping was
negative for any fungal element. There was no associated
systemic finding. Skin biopsy from lesion revealed psor-
iasiform hyperplasia with alternating parakeratosis and or-
thokeratosis and focal hypogranulosis. Papillary dermis show-

ing dilated tortuous capillaries with band like lymphohis-
tocytic infiltrate (Fig. 2B, C).

Based on clinical and histological findings diagnosis of
ILVEN was made. Patient was not willing for any ablative
procedure; previous medical records showed poor respon-
se to topical steroid, retinoid and calcipotriol. Patient was
offered off label use of topical sirolimus after written con-

Fig. 1. (A) Inflammatory linear verrucous epidermal nevus invol-
ving right palm with reducible ‘Swan-neck’ deformity of ring
finger. (B) Remarkable amelioration of skin lesion 3 months post
starting topical sirolimus.
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Fig. 2. (A) X-ray of involved hand ruling out underlying bone or joint involvement. (B, C) Findings of skin biopsy showing characteristic
feature of inflammatory linear verrucous epidermal nevus (B: H&E, x4; C: H&E, x10).

sent for off label use. Based on previously published re-
ports, topical sirolimus 0.4% was prepared by mixing 40
crushed tablets of 1 mg sirolimus with 10 g white petrola-
tum ointment’. Patient was advised to apply 1 finger tip
unit uniformly over lesion once in the evening at least 3
hours before retiring to bed and to be kept overnight.
Patient was advised to avoid any work from affected hand
for at least 3 hours after application. Four weeks post ini-
tiation of topical sirolimus patient achieved significant im-
provement in itching and skin lesion. There was remark-
able amelioration of itching and skin lesion 3 months post
starting topical sirolimus (Fig. 1B). At the time of writing of
this report patient is under regular monthly follow-up, fre-
quency of application of topical sirolmus has been reduced
to twice a week after initial 3 months and she is maintain-
ing clinical remission. Patient had no local or systemic ad-
verse event throughout treatment and follow up period.
Sirolimus is inhibitor of mammalian target of rapamycin
protein which has antiproliferative, antiangiogenic and im-
munosuppressive action’. Sirolimus down regulates T cell
proliferation and thereby various cytokine production. There
is evidence of role of interleukin (IL)-1,6 and tumor ne-
crosis factor (TNF) alpha in ILVEN®. Of late topical siroli-
mus is increasingly being tried in infantile haemangio-
mas’, epidermal nevus® and genodermatoses like facial
angiofibromas of tuberous sclerosis’, plantar keratoderma
of pachyonychia congenita. Antiproliferative, down regu-
lation of T cell proliferation and resultant decrease in pro-
inflammatory cytokines (IL-1,6 and TNF-«) could be me-
chanism behind excellent response of topical sirolimus in
our patient. Topical sirolimus has opened up a new ave-
nue in management of difficult to treat dermatological dis-
orders and further detailed study can provide promising
future treatment option for ILVEN. Limited published liter-
ature is available for effect of sirolimus on ILVEN, our ex-
perience is based on single case report, large case series
or randomized controlled study is required to draw more
robust scientific inference.
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Comments on “Unusual Presentation of Subcutaneous
Phaeohyphomycosis by Alternaria alternate” by Lee et al.

Jong Bin Park, Kee Suck Suh, Min Soo Jang

Department of Dermatology, Kosin University College of Medicine, Busan, Korea

Dear Editor:

Lee et al.' recently reported an interesting case entitled,
“Unusual presentation of subcutaneous phaeohyphomy-
cosis by Alternaria alternate.”

Phaeohyphomycosis is the general term used to describe
infections due to dematiaceous or darkly pigmented fungi.
This is histologic definition of a disease process that can
be caused by many different organisms and can have mul-
tiple different clinical presentations®. Over 100 species
and 60 genera of dematiaceous fungi have been impli-
cated in human diseases. Bipolaris, Phialophora, Alternaria,
and Exophiala are the fungi responsible for phaeohypho-
mycosis’. The distinguishing feature of these species is
presence of melanin in Athe cell walls, which imparts the
dark color to their conidia or spores and hyphae. In addi-
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tion, the colonies are typically brown to black in color.
The diagnosis of phaeohyphomycosis is confirmed by his-
topathological examination of clinical specimens and care-
ful gross and microscopic examination of cultures’®. In this
case report, gross and microscopic findings of culture
were not described. To diagnose phaeohyphomycosis by
histological examination, it is necessary to identify the
presence of melanin in the fungal wall. However, Fig. 2A,
B do not show any pigmented hyphae or spores in Hema-
toxylin and Eosin (H&E)-stained sections. In Fig. 2D, the
presence of melanin pigment in the fungal wall is identi-
fied only by Fontana-Masson staining. The authors have
stated, “A specific melanin stain such as Fontana-Masson
can be used to identify the dark pigmented fungi accurately.”
We would like to comment that use of Fontana-Masson
melanin stain is not recommended to identify dematia-
ceous fungi'.

The production of melanin is not unique to dematiaceous
fungi. West et al.* used Fontana-Masson stain in tissue sec-
tions of 132 cases of culture-proven mycoses to classify
the staining patterns of common fungal pathogens. Many
non-dematiaceous organisms, including Zygomycetes, Asper-
gillus, and Fusarium in addition to Cryptococcus, showed
positive results. Interestingly, only 63% cases diagnosed
with dematiaceous fungi stained positive with Fontana-
Masson. The authors suggested that Fontana-Masson stain-
ing should not be relied upon as proof that an organism is
dematiaceous. Elston’ stated, “Pigment can sometimes be
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