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A Rare Case of Ulceronodular
Cutaneous Metastases from
Nasopharyngeal Carcinoma
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ABSTRACT

Nasopharyngeal cancer is a rare cancer in most part of the world, but commonly seen in natives of southern China, Southeast
Asia, the Arctic, and the Middle East/North Africa. It is sensitive to radiotherapy and chemotherapy and is usually treated by
chemoradiation. It is highly predisposed to nodal and distant metastasis. Still, cutaneous metastasis is rarely seen. Here in this
report, we present the case of nasopharyngeal carcinoma with an ulceronodular type of cutaneous metastasis, presenting six
years after the initial diagnosis without any visceral metastases. Another feature noted in our patient was the sensitivity to low dose
radiotherapy both for bulky primary disease which was progressive on 5Fluorouracil (5FU) and cisplatin based chemotherapy, and
subsequent metastases. Theoretically, skin metastases can occur through spread via dermal lymphatics or when the pulmonary
filtration is bypassed via the vertebral venous system and Batson’s plexus allowing skin implantation. Further, resistance to
chemotherapy and high sensitivity to radiation suggests heterogeneity among nasopharyngeal cancers with intrinsic molecular
subtype. The good response of metastatic disease to short course radiation suggests that patients with cutaneous and nodal

metastases without visceral metastases could be aggressively treated and the patient can have a good quality of life.
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CASE REPORT

A 28-year-old male patient presented to our hospital in August
2011 with complains of multiple, painless nodal swelling on left
side of neck for the past 1.5 months. He underwent a biopsy and
the histopathological report was suggestive of Non- Hodgkin’s
Lymphoma.

Initially, the patient received two cycles of chemotherapy with
Cyclophosphamide, Adriamycin, Vincristine and Prednisolone
(CHOP regimen) with progressive disease. Subsequently, a repeat
biopsy was done which suggested metastatic undifferentiated
carcinoma of nasopharynx. The IHC was negative for CD30 and
CD68 markers and positive for cytokeratin and Epithelial Membrane
Antigen (EMA). A Contrast Enhanced Computed Tomography
(CECT) scan of the face and neck region showed growth in the
nasopharynx infiltrating sphenoid sinuses and bulky 10 x 8 cm left
cervical neck nodes [Table/Fig-1,2]. In view of the locally advanced
disease, the patient was planned for neoadjuvant chemotherapy
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[Table/Fig-1,2]: CECT film showing nasopharyngeal growth extending
rounding structure. (Images from left to right)

with 5FU and cisplatin followed by radical chemoradiation. However,
as the disease progressed on chemotherapy showing an increase
in the size of neck nodes to 14 cm x 10 cm, the patient was referred
for palliative radiotherapy.

The patient received palliative radiotherapy to the primary and the
neck nodes to a dose of 40 Gy for 16 fractioni.e., 2.5 Gy per fraction,
five days a week over three weeks by bilateral conventional portals
on a Cobalt-60 teletherapy machine. The disease responded well
and there was a complete clinical response seen at first follow up
after six weeks. The patient became asymptomatic and defaulted.

The patient came back after three years in December, 2015 with
an ulcerated, hard fixed 8 cm x 6 cm nodal mass in the right
supraclavicular region [Table/Fig-3]. A biopsy was done which
showed metastatic nasopharyngeal carcinoma. The metastatic
work up done was normal. As the nodal mass was inoperable, the
patient was planned for reirradiation. The patient was treated to a
dose of 40 Gy for 16 fraction i.e., 2.5 Gy per fraction, five days a
week over three weeks by 3D Conformal Radiation Therapy (CRT)
technique. There was a complete clinical response and the patient
again defaulted.

Then, the patient came back after 1.5 years in June, 2017 with
a bleeding, ulcerated nodular growth over anterior chest wall and
swelling over right anterior axillary fold [Table/Fig-4]. A biopsy was

[Table/Fig-3]: Suggesting nodal recurrence.
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done which showed metastatic nasopharyngeal carcinoma. Finally,
a Positron Emission Tomography-Computed Tomography (PET-
CT) was done which showed a heterogeneously enhancing FDG
avid exophytic cutaneous and sub cutaneous soft tissue lesions
in right anterior chest wall and multiple FDG avid heterogeneously
enhancing enlarged right axillary and subpectoral nodes. Few small
mild FDG avid lymph nodes in left axillary and mediastinal nodes
were also seen [Table/Fig-5].

Patient was again treated with a short course of palliative radiotherapy
to control bleeding of the skin lesion with a dose of Total 30 Gy in 10
fractions, 3 Gy per fraction. five days a week for three weeks. The
patient again showed complete regression of the ulcerated growth
and nodal mass two weeks after completion of radiation [Table/Fig-
6,7]. The patient was planned for palliative chemotherapy in view of
multiple mediastinal lymph nodes. On last follow up of the patient,
chest wall growth was completely resolved.

DISCUSSION

Nasopharyngeal cancer is a rare cancer in most parts of the world,
but commonly seen in a few well-defined populations, like the natives
of southern China, Southeast Asia, the Arctic, and the Middle East/
North Africa. Both environmental and genetic factors contribute to
this distinctive racial/ethnic and geographic distribution [1]. Among
head and neck cancers, it is the most limitation of the studly.

[Table/Fig-4]: Ulcerated cutaneous metastasis over chest wall.

Predisposed to nodal and distant metastases. Spread of cancer
to regional cervical lymph nodes can be found in up to 90% of
the patients because of a rich lymphatic network [2]. Distant
hematogenous metastases is also common especially in patients
with lower neck node involvement [3]. The most common site of
distant metastases remains bone, followed by lungs and liver. Brain
. : _ ‘ - and skin metastases rarely occurs [2]. In fact, the incidence of skin
g:tbalset/;;isg-s]: PET-CT Scan film showing cutaneous, right axillary and mediastinal metastases from internal malignancies has been reported to range
: from 1% to 10% in Asian and Caucasian populations respectively
[4,5]. These are most commonly associated with breast or lung
primaries [6]. A literature review of cutaneous metastases from
squamous cell carcinoma of head and neck region shows a much
lower incidence between 0.8% to 1.3% [7]. Skin metastasis can
present in various patterns like skin nodules, ulcers, erythematous
patches, plagues which may at times may mimic infective skin
lesions like erythema annulare, contact dermatitis, tinea infections,
erysipelas [8]. Theoretically, skin metastases can occur via dermal
lymphatics or when the pulmonary filtration is bypassed via
the vertebral venous system and Batson’s plexus allowing skin
implantation [9]. Skin metastasis can also occur via the pulmonary
circulation itself, with tumour cells that survive the filtration process
[10].
Cutaneous metastases from nasopharyngeal cancer has been
reported in the form of small metastatic nodules, subcutaneous
metastasis and even zosteriform pattern metastasis, but never as a
large ulcerated nodule as seen in our patient [11,12].

Another feature noted in our patient was the three years disease
free period after a short course radiotherapy for bulky disease which
was progressive on 5FU and cisplatin based chemotherapy. The
standard treatment of locally advanced nasopharyngeal carcinoma
is chemoradiation [13]. Cisplatin is a platinum-based chemo drug
used most commonly in the treatment of nasopharyngeal cancer
with good response rate. Cisplatin causes cell cycle arrest and
induce apoptosis by forming adducts with the DNA of the cancer
cells. Cisplatin-based chemotherapy has shown to improve the
overall and progression-free survival in such patients [14]. However,
at times the tumour may have inherent resistant to cisplatin as seen
in our patient [15].

[Table/Fig-6]: Immediate response after completion of radiation.

Radiotherapy to a dose of about 70 Gy for 35 fraction is the standard
treatment for all nasopharyngeal carcinoma, with a five-year survival
rate of. Studies have shown that nasopharyngeal cancer includes
[Table/Fig-7]: Complete response two weeks after Radiation. a heterogeneous group of tumors that range from radiosensitive to
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radioresistant subtype. [16] Our patient received a short course of
radiotherapy (40 Gy for 16 fraction i.e., 2.5 Gy per fraction) which
was biologically equivalent to 50Gy. The complete response for
three years seen in our patient also suggests that there are highly
radiosensitive sub groups which can be treated with low dose
radiotherapy, as also reported by Xu BQ et al., [16]. A recent study
by Xu BQ et al., also concluded that in a subset of radiosensitive
nasopharyngeal cancer patients, 50Gy radiotherapy conferred a
high long-term survival rate and good quality of life [16].

Further, our patient showed ulceronodular cutaneous metastasis
about 60 months after treatment of the primary tumor without
any visceral metastases. This is again different from the cases
reported in the literature, in which skin metastases were observed
5 to 35 months after treatment and were associated with visceral
metastases and poor survival [12].

CONCLUSION

In general, skin metastasis from nasopharyngeal cancer is very rare
and usually presents as a terminal stage of malignancy with visceral
metastases. However, in the absence of internal visceral organ
metastasis, some cancer patients with metastasis of skin only may
show a complete response to treatment with a good quality of
life. Till date there is no consensus on their management so, their
treatment has to be individualized depending up on the response of
the initial disease and performance status of the patient.
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