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EPIDERMODYSPLASIA VERRUCIFORMIS WITH MULTIPLE
CUTANEOUS CARCINOMATA TREATED WITH ETRETINATE

Kader Naina Mohamed

A Chinese lady, fourth in a family of four unaffected brothers and six sisters
affected with epidermodysplasia verruciformis was treated with aromatic retinoid (Etretinatc)

when she dcveloped multiple recurrent squamous as well as basal

cell carcinomas.

Ctretinate was cffective in preventing the occurrence of cutaneous malignancies.
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Epidermodysplasia verruciformis (EV) is a
rare disorder of human papilloma virus (HPV),
first described by Lewandowsky and Lutz in
19221 Tt is characterized by generalised flat
wart-like lesions secen commonly on the face and
hands, and pityriasiform red warts (PRW) found
mostly on the trunk and legs resembling pity-
riasis versicolot-like macules or pigmented and
depigmented plaques.? Several HPV types such
as HPV 3,5, 8,9, 12, 14 and 15 have been isolated
from EV patients.” The lesions start in child-
hood and persist life-long, 1t is considered a
genodermatosis since 259%, of the reported cases
were familial with parental consanguinity sugges-
tive of autosomal recessive mode of inheritance.4:
X-linked recessive inheritance has also been
reported,® postulating the existence of two
different genetic loci in this disorder which is also
associated with reduced cell-mediated imniunity.”
About 20 to 30Y% of the EV lesions turn
malignant® to either Bowen’s disease, basal cell
carcinoma or squamous cell carcinoma. Viral
particles have been found in EV lesions™® but
never in the advanced malignancy arising from
them. By means of molecular hybridization
cxperiments and restrictive enzyme analysis, it
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has been shown that specific HPV types such as
HPVS5 have oncogenic potential? and that HPV
genomes were present in malignancies arising
from specific HPV-induced EV lesions.? This
paper describes a Chinese woman with EV who
was treated with ctretinate for recurrent and
multiple basal cell carcinomas (BCC) and squa-
mous cell carcinomas (SCC).

Case Report

A 35-ycar-old, unmarried Chinese lady,
fourth in a family with consanguinous marriage
was seen in May 1983 with numerous, tiny, warty
lesions over the chest, back and both the limbs
since the age of 7. Shc also had pityriasis
versicolor-type  of macules. Amidst these
lesions, there were a few small proliferative
growths over the lefi infraclavicular region and
right forearm. Her five other sisters were
affected with EV, whereas her three brothers
were not. The clinical features of this patient
when she was first seen in 1968, profiles of her

family members, the mode of inheritance, light

microscopy studies and
demonstration of viral particles had been
described elsewhere.” She was noted to have
BCC and SCC then, and subsequently, she
developed similar lesions from 1978 to 1983

electronmicroscopic
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which were either curetted, excised or treated with
59, 5-fluorouracil ointment. She developed a
SCC below the left axilla which required excision
and skin-grafting. In spite of these measures,
in 1985 she presented with small but multiple
BCCs and SCCs over the skin graft, chest, trunk
and back.

Investigations such as full blood picture,
urine analysis, blood sugar, liver function tests,
serum lipids, urea, calcium and phosphate were
within normal limits. She was informed about
etretinate and its complications especially that
of teratogenicity. After obtaining informed
consent, in January 1986 she was started with
etretinate (Tigason) 1mg/kg/day. During the
first month of etretinate 25 mg twice daily dose,
she noticed dryness of the lips and eyes. A few
warty lesions as well as cutaneous malignancies
appeared to have regressed. On the third month,
the dose was reduced to 35 mg daily. Pregnancy
test was done monthly before supplying the
medicine and she was taught to record her
menstrual cycle.  On the sixth month of therapy,
etretinate was reduced to 25 mg daily and main-
tained at this dosage till March 1987. During
the 15-month period of treatment and later,
carcinomas were not found. She is being
followed up and EV lesions have not relapsed
after withdrawal of the drug.

Comments

The impressive feature of etretinate was that
the skin lesions of EV which were predominantly
verrucous, not only became much flatter but
many regressed and disappearcd within a month
of starting the treatment. The skin cancers also
involuted and therc was no further need for
surgical intervention since there was no new
malignancy. The patient actually demanded
continuation of her treatment undeterred by
known complications. Serum lipids especially
the triglyceride level was not significantly raised.
Since EV is a life-long condition, cutaneous
malignancies may still recur after a short-course
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of treatment. Hence, she was maintained with a
minimal dose of etretinate as long as 15 months.
But, the possibility of teratogenic potential
restricted its usage for a longer period.

Isotretinoin has been used with considerable
success in keratoacanthoma and SCC,1® BCC!
and mycosis fungoides.”> The anti-neoplastic
effect has been utilised for the prevention of
malignant transformation in EV,'® and prolife-
ration of warts in immunocompromised patient.!
Synthetic retinoids exert their action by promot-
ing epidermal differentiation. Although the
mode of action may be more than one, the
biochemical pathways involved are not clear.
The anti-tumour action is achieved by the steroid-
hormone like propertics on the nucleus, resulting
in suppression of neoplastic phenotype expre-
ssion. Alternatively, these drugs may enhance
gap-junction proliferation enabling better inter-
cellular communication, stimulation of glyco-
protein synthesis essential for various cellular
functions, immunomodulation and competitive
oncogenic interferance.’®

References

1. Lewandowsky F and Lutz W :Ein Fall einer
bisher right beschriebenen Hauterkrankung
(Epidermodysplasia verruciformis); Arch Dermatol
Syphilol, 1922; 141 : 193-203.

2. Orth G, Jablonska S, Favre M et al : Epidermo-
dysplasia verruciformis ; A model for the role of
papilloma viruses and human cancer, in : Viruses
in Naturally Occurring Human Cancer, Editors,
Essex M, Todaro G Zur Hausen H : Cold Spring
Harbor, New York, 1980; p. 1043-1428.

3. Orth G, Jablonska S, Obalek S et al ; Role of the
viruses in the pathogenesis of epidermodysplasia
verruciformis, in : Papilloma Viruses, Special
Supplement, Editors, Broker TP and Howley PM :
Cold Spring Harbor, New York, 1982; p 62.

4. Rajagopalan K, Loo DSC and Tay CH : Familial
epidermodysplasia verruciformis of Lewandowsky
and Lutz, Arch Dermatol, 1972; 105 : 73-78.

5. Lutzper M : Epidermodysplasia verruciformis,
An autosomal recessive disease characterised by
viral warts and skin cancers, A model for viral
oncogenesis, Bull Cancer (Paris), 1978; 65 : 169-182,



344

6. Androphy EJ, Dvoretzky T and Lowy DR : X-

10.

linked inheritance of epidermodysplasia verruci-
formis—Genetic and virological studies of a
kindred, Arch Dermatol, 1985; 121 : 864-868.

Jablonska S, Orth G, Jarzabek-Chorzelska M et al ¢
Immunological studies in epidermodysplasia
verruciformis, Bull Cancer (Paris), 1978; 65 :
183-190.

Jablonska S, Dabrowski J, Jakubowicz : Epidermo-
dysplasia verruciformis as a model in studies on
the role of papova viruses in oncogenesis, Cancer
Res, 1972; 32 : 583-589.

Ruiter M and Van Mullem PJ : Demonstration
of electron-microscopy of an intranuclear virus in
epidermodysplasia verruciformis, J Tnvest Derma-
tol, 1966; 47 : 247-251.

Levine N, Miller RC and Meyskens Jr FL : Oral
isotretinoin therapy : Use in a patient with multiple
cutaneous squamous cell carcinoma and kerato-
acanthos, Arch Dermatol, 1984; 120 : 1215-1217.

11.

12.

15.

INDIAN J DERMATOL VENEREOL LEPROL

Peck GL, Yoder FW, Obsen TG et al : Treatment
of Darier’s disease, lamellar ichthyosis, pityriasis
rubra pilaris, cystic acne and basal cell carcinoma
with 13 CIS retinoic acid, Dermatologica, 1978;
52 (Suppl) : 11-12.

Kessler JF, Jones SE, Levine N et al : Isotretinoin
and cutaneous helper T-cell lymphoma (mycosis
fungoides), Arch Dermatol, 1987; 123 : 201-204.

. Lutzner MA and Blanchet-Bardon C : Oral retinoid

treatment of human papilloma virus type-5-induced
epidermodysplasia verruciformis, N Eng J Med,
1980; 302 : 1091.

Boyle J, Dick DC and MacKie R : Treatment of
extensive viral warts with etretinate (Tigason)
in a patient with sarcoid, Clin Exp Dermatol,
1983; 8 : 33-36.

Elias PM and Williams ML : Retinoids, cancer
and the skin, Arch Dermatol, 1981; 117 : 160-180.



