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Xeroderma Pigmentosum - a disfiguring disease: Single patient with 5

simultaneous tumors on face
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Abstract

Xeroderma pigmentosum is an uncommon inherited autosomal
recessive disorder. Affected patients have a 2000-fold amplified risk
of skin cancer. There is an inability to repair the damage to genetic
material caused by ultraviolet light. Basal cell carcinoma is the
most commonly associated carcinoma followed by squamous cell
carcinoma and melanoma. It is a highly mutilating disorder where
occurrence of multiple cancers and repeated surgical treatments
result in serious psycho-social implications. We present a case of
diagnosed xeroderma pigmentosum in a 25 year old male who
presented with multiple lesions and non-healing ulcers on face.
Four surgical specimens from left lower eyelid, chin, right cheek and
upper lip were taken for histopathological diagnosis. Microscopic
examination revealed five different tumors from biopsies of these
sites - specimen from right cheek revealed two morphologically
distinct tumors. The tumors include basosquamous carcinoma,
nodular basal cell carcinoma, adenoid basal cell carcinoma,

malignant melanoma and cavernous hemangioma.
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Introduction

Xeroderma pigmentosum (XP) is an unusual, inherited
autosomal recessive disorder which is characterized by increased
susceptibility of skin cancer due to defective repair of Ultraviolet
(UV) light-induced damage to genetic material."® Hypersensitivity
to solar irradiation is seen in this rare hereditary syndrome due to
defect in nucleotide excision repair; and predisposition to basal
and squamous cell carcinomas as well as malignant melanomas

appearing at an eatly age has been well established.*
Case Report

We report a case of diagnosed xeroderma pigmentosum in a male

of 25 years who presented with multiple lesions and non-healing
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ulcers on the facial area in May 2010. Five morphologically distinct
simultaneous tumors were revealed during the microscopic
examination of these lesions.

Tracing the patient history; there was nothing wrong at birth.
At the age of 1 year, parents noticed that the child was unable
to perceive the surroundings and respond accordingly. Loss of
eyelashes was also noticed. The child was evaluated by a number of
ophthalmologists and a markedly decreased vision was established
along with corneal opacification and mild keratitis. However, there
was no improvement in the symptoms despite treatment and the
cause of this decreased vision remained unidentified.

One year later i.e. at the age of 2 years, tanning of skin and
multiple dark spots were observed all over the body of the child. Six
years later at the age of 8, the child had a surgical biopsy from skin
lesions at left lip and cheek; it was reported as basal cell carcinoma
on histopathology. Based on clinical examination and a strongly
suggestive relevant history, the child was diagnosed as having
xeroderma pigmentosum; however, tests for cellular hypersensitivity
to UV damage and detection of defect in nucleotide excision repair
were not done as they are time consuming, expensive and highly
specialized.

Clinical record available with the patient showed that he
underwent surgery at 12, 13, 22 & 23 years of age on different sites
including forehead, head, nose, lower eyelid, cheek and lower lip.
The biopsies showed squamous cell carcinoma, basal cell carcinoma
and hemangioma at different times. Nonetheless, the patient never
had any neurological complaint nor did the available clinical record
showed any such abnormality.

Now at the age of 25 years, patient presented with photophobia
and multiple lesions and non-healing ulcers again which were
surgically excised. When examined light perception was intact but
vision was severely impaired. Skin was dry parchment-like with
obvious freckling. No neurological findings were observed.

Four surgical specimens from left lower eyelid, chin, right cheek
and upper lip were taken during a single surgery on the face and

evaluated for tissue diagnosis. The details are as under:

Lesion 1 (close to lower lid): Basosquamous carcinoma
The specimen measured 1.5x1.0 cm and its histological examination
revealed tumor cells with abundant cytoplasm and more marked

keratanization as compared to typical BCC and there were distinct
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areas of squamous differentiation. (Fig.1.) Palisading was focally

lost at places. Ulceration was present and all the limits were involved

by the tumor.

Figure 1: Basosquamous BCC.

Lesion 2 (on chin): Nodular Basal Cell Carcinoma

The specimen, measuring 1.5x1.0 cm, revealed typical large lobules
and bands of basaloid cells associated with scanty cytoplasm and
peculiar peripheral palisading nuclei. Artefactual retraction was also

present. (Fig.2). All the limits were involved by the tumor.
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Figure 2: Nodular BCC.

Lesion 3 (on right cheek): Adenoid Basal Cell carcinoma and Figure 5: Cavernous Hemangioma.

Malignant Melanoma

Surprisingly, this specimen that measured 1.8x 1.2 cm revealed two ~ Table 1: Summary of location and five histological types of tumors
distinct tumors. In one area, there were thin strands of basaloid ~ with ICD-O codes, revealed from four lesions on face of an XP

cells in a reticulate pattern alongwith stromal mucin (Fig.3) while  patient at one point in time

another area showed atypical melanocytes having large nuclei and Lesion Location Histological Type ICD-O
nucleoli with abundant pale cytoplasm spreading in a pagetoid Code
fashion throughout the epidermis (Fig.4). The distribution of 1 Near Lower Basosquamous 8094/3
I .. . . lid carcinoma
melanocytes and melanin pigment was highly irregular. )
2 Chin Nodular basal cell 8097/3
. . . carcinoma
Lesion 4 (on upper lip): Cavernous Hemangioma 3 Right cheek Adenoid basal cell 8098/3
The specimen, measuring 2.0x1.8cm, showed pootly circumscribed carcinoma
collections of large ecstatic vessels (Fig.5). The vessels have thicker Malignant melanoma 8720/3
walls and occasionally contain intraluminal thrombi. 4 Upper lip Cavernous 9121/0
hemangioma
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Discussion

Xeroderma pigmentosum, first described by Hebra and Kaposi
in 1874, is a rare genodermatosis whose occurrence is favored by
consanguinity. Its frequency shows large geographical variations.*
XP occurs round the globe and has a prevalence of about
1:1,000,000 in the U.S and Europe.” In countries with high levels
of consanguinity, including Japan,® North Africa and the Middle
East, it is more common. In our case, parents of the patient were
first cousins establishing consanguinity; nevertheless, all other
siblings were normal. Pakistan has no centralized health records for
incidence of XP, but there has been one published report of 36 cases
of XP from Larkana, Pakistan estimating an average frequency of
XP in the southern region of Pakistan to be about 1:100,000.”

The disease is associated with photophobia, cataract and
other ocular lesions;* similar features of corneal opacification,
ciliary madarosis and decreased vision were present at the age of
1 year in this patient. Dry parchment-like prematurely aged skin,
abnormal pigmentation and precocious cutaneous lesions are
present in XP* and our patient has identical findings since the age
of 2 years. Twenty percent of severely affected XP patients present
neurological disorders of mental retardation as well as spasticity and
microcephaly4 but our patient had no neurological sign or symptom.
Similatly, none of the 36 cases of XP reported in Larkana, Pakistan
had any neural changes.”

The main hallmarks of the cancer-prone, nucleotide excision
repair deficient XP patients are hypersensitive to sunlight and a
striking >2000-fold incidence of skin tumors.® Multiple skin cancers
arise at the median age of eight years in XB?* to our wonder BCC
was revealed from the first surgical biopsy taken from the cheek of
the patient when he was 8 years old. This shows a dramatic contrast
of a 50 year reduction in mean age of occurrence of Non-melanoma
skin cancer in XP as compared to the general population.*

Basal cell carcinoma is the most commonly associated carcinoma
followed by Squamous cell carcinoma and Melanoma,’® and in this
patient we found two distinct types of BCC namely nodular basal
cell carcinoma and adenoid basal cell carcinoma. The less commonly
seen tumors in XP are keratoacanthomas, angiomas, fibromas and
sarcomas,'® and an infected hemangioma was also present in this
patient. A single lesion from right cheek revealed 2 tumors namely
adenoid basal cell carcinoma and superficial spreading melanoma;
such an incident has not been reported in literature before, Lastly
basosquamous carcinoma from a lesion near lower lid was also

present, simultaneously‘
Conclusions

Three different types of tumors simultaneously in one patient have
been reported by different studies worldwide.!'* But here, to the
best of our knowledge, we report the first case where five distinct
histological forms of tumors were identified simultaneously on the

face of a single patient.
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