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Nasopharyngeal cancer (NPC - Nasopharyngeal carcinoma) is a common cancer in the head and neck area
in Asian countries such as China, Vietnam, Taiwan. In epidemiological areas, the main histopathology is type
Il according to WHO classification. Virus epstein-barr (EBV) is considered a risk factor as well as a prognostic
factor in this group of diseases. Recently the role of HPV has been mentioned frequently in oropharyngeal
cancer and cervical cancer, and there have been studies linking the association between HPV and type |
nasopharyngeal cancer. Our clinical case is a patient with a history of cervical cancer previously diagnosed and
treated. This patient was diagnosed with nasopharyngeal cancer metastasized to the neck lymph nodes at the
time of examination. The use of the HPV marker has helped us identify the origin of the metastatic lymph node.
This patient's clinical presentation is consistent with the diagnosis of recurrent cervical cancer metastasis to the

neck lymph nodes. The patient died after 5 months from the time of diagnosis.
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I. INTRODUCTION

Nowadays, nasopharyngeal cancer is the
most common cancer in the head and neck
area. In Vietnam, according to GLOBOCAN
2018 data, this disease ranked 6th among com-
mon cancers if it is classified in both genders,
and ranked 5th in males only. Nasopharyngeal
cancer has many different etiologies and varies
among geographic regions.' Epstein Barr virus
(EBV) is the most common etiology.? Human
papillomavirus (HPV), although rare, is also
associated with NPC.2 HPV is known as the
primary etiology of cervical and oropharyngeal
cancer (OPC). Positive HPV is considered as a
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prognostic factor in oropharyngeal cancer. The
virus is sexually transmitted and in that type 16
(p16) is directly related to head and neck can-
cer. In this article, we present a clinical case
of nasopharyngeal cancer that previously had
been diagnosed and treated for cervical can-
cer.* This patient has neck lymph node metas-
tasis, and the determination of metastatic of na-
sopharyngeal cancer or cervical cancer is very
important for stage assessment and treatment
goals.

Il. CLINICAL CASE

A 54-year-old female patient was diagnosed
with cT2bNOMO cervical cancer (FIGO 1IB) with
histopathological results of cervical squamous
cell carcinoma in October 2016. Patient was
treated with definitive chemoradiation accord-
ing to the standard regimen. There was com-
plete response after treatment; the patient is
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discharged from the hospital and followed — up
periodically. One year after treatment at the
National Cancer Hospital, the patient was in
remission and continued to have follow-up in
the local hospital. In November 2018, the pa-
tient was admitted to the hospital because of
the right neck lymph node; clinical examination
revealed that the lymph node was about 2cm in

lll. RESULTS

size, firm but still mobile. There was no lesion
detected by vaginal examination. It was nothing
special except the right supraclavicular lymph
node. This patient has normal eating condi-
tion. Patient's weight is 50kg, height is 1.55m
(BMI 20.8). This patient has not shown signs of
weight loss during the past 3 months.

The SCC tumor marker and blood test results are normal. An ultrasound of the neck revealed the
supraclavicular lymph node of about 1.5x2.5 cm in size, loss of umbilical node structure. Colposcopy
showed cervicitis, vaginitis, and no recurrent lesions. ENT endoscopy revealed a suspicious mass
on the right nasopharynx region corresponding to the thick position on the MRI result.

Figure 1A

Figure 1B

Figure 1C

Figure 1A. Images of nasopharyngeal tumors on endoscopic ENT

Figure 1B. Images of nasopharyngeal tumors on MRI result

Figure 1C. Images of the supraclavicular lymph node on MRI result

The patient underwent a nasopharyngeal biopsy which showed undifferentiated carcinoma
with microscopic images of cells arranged in clusters or bands with rounded nuclei, many of which
were unevenly divided with crude chromatin (type Ill according to WHO - UCNT - Undifferentiated

carcinoma of nasopharyngeal type) (Figure 2A).

Figure 2A. Undifferentiated carcinoma nasopharynx

Results of cell aspiration and lymph node biopsy concluded lymph node metastasis of squamous

carcinoma (Figure 2B).

190

JMR 136 (12) - 2020



Figure 2B. Images of HPV (p16) on cytoplasm and nucleus
Computerized tomography of the chest - abdomen has not detected any abnormality.

Based on the above clinical examination and the subclinical results, there are two possible diag-
nosis: Nasopharyngeal cancer metastasis to the lymph nodes or nasopharyngeal cancer/recurrent
cervical cancer metastasis to the neck lymph nodes. With these two diagnoses, there will be two
different directions of treatment and prognosis. If this is a metastatic regional lymph node, the diag-
nosis is nasopharyngeal cancer/treated cervical cancer. The most appropriate treatment is definitive
chemoradiation and patient prognosis is generally good. In contrast, if this is a metastatic lymph
node of the cervix cancer, the patient has both nasopharyngeal cancer and distant metastases of the
cervical cancer. The patient's prognosis would be very poor.

The Immunohistochemistry result of the right supraclavicular lymph node was positive for HPV

and negative for EBV (Figure 2C).

The immunohistochemistry test is performed
at the Pathology Center — Vietnam National
Cancer Hospital. The assay was performed
on a sample of neck lymph nodes, using the
HPV and EBV markers, respectively. The
definite diagnosis is that nasopharyngeal
cancer/ recurrent cervical cancer metastases
neck lymph nodes. The patient went for
consultation with the subcommittee on breast
cancer and gynecologic cancers and the head
and neck cancer subcommittee of the Vietnam
National Cancer Hospital. The consensus of

the consultation

was upfront chemotherapy
treatment and re-evaluation after 3 cycles for
the treatment of nasopharyngeal cancer.

However, the patient declined treatment at
the hospital and continued to have follow-up at
the local hospital; after 5 months, the disease
progressed seriously and this patient passed
on. Given this fact, it seems consistent with the
impression that this lymph node is metastatic
cervical cancer rather than metastatic lymph
node of nasopharyngeal cancer.
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IV. DISCUSSION

The World Health Organization has classi-
fied nasopharyngeal cancer (NPC) into three
types of histopathology.® Type | is keratinizing
squamous cell carcinoma and is related to
HPV that is not related to EBV, types Il - lll are
non-keratinizing, undifferentiated and directly
related to EBV virus. In this case, if the pathol-
ogy of the nasopharynx palate is type |, related
to HPV, it will be more difficult to identify the
neck lymph nodes as metastatic lymph nodes
of nasopharynx or cervical cancer.

According to a study in North America, 50%
of nasopharyngeal cancer type | according to
WHO has HPV positive for immunohistochem-
istry, for type Il / Ill, this figure is only 5% (p =

0.015).% In another study, the positive HPV of
type | PCR was also 50% and that of type I,
[l was 33.8%.” HPV is now also considered a
prognostic factor in nasopharyngeal cancer with
improved survival in the HPV-positive group.®
There are also studies showing that a positive
HPV infection has a equivalent prognosis to
positive EBV in nasopharyngeal cancer, and al-
ways a better prognosis than that of a negative
HPV or EBV group.® Other research indicates
that overexpression of p16 in the EBV positive
nasopharyngeal cancer group improves dis-
ease free survival.” In contrast, some studies
show no association between HPV and progno-
sis in nasopharyngeal cancer (Tabe 1)."

Table 1. Some research about linked HPV and nasopharyngeal cancer

Number Test
Author Country Year ] Type HPV  EBV  Treatment Result
of patient HPV
Atighe 5 HPV 18, No Chemora 4-year
| - -
9 ) Iran 2014 9 PCR 3 HPV 16, o OS 100%
chi report diation
1 HPV 6
p16 IHC/ ) 3/6 Aver-
nonspecif-
Dogan USA 2014 6 HPV ic tvoe (-)IHC Chemora- age 85
ISH yp diation months
p16 IHC/ Aver-
, 23/40
Jiang USA 2015 40 HPV 13/40(+) Noreport age 140
p16+
ISH months
9 HPV 16,
Chemora-
5 HPV 18, L
Sten- p16 IHC/ All Neg- diation or 5-year
USA 2014 18 2 HPV 59, . ,
mark PCR ative  Radiother- OS 48%
1 HPV 39,
a
1 HPV 45 Py
p16 IHC/ 9 HPV 16,
Robin- PCR/ 1HPV 18, All Neg- Aver-
UK 2013 11 ’ _ No report  age 54
son HPV 1 un- ative
months
ISH known
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Our patients were diagnosed with nasopha-
ryngeal cancer, the pathology was undifferen-
tiated carcinoma (type Il according to WHO
classification), patients had a metastatic lymph
node that had previously been diagnosed and
treated for cervical squamous cell carcinoma
(SCC). Lymph node pathology showed meta-
static squamous cell carcinoma and lymph node
immunohistochemistry results in EBV negative,
positive for HPV. This confirms the diagnosis of
a supraclavicular lymph node metastatic of cer-
vical cancer and the patient has been treated
as a distant metastatic squamous cell carcino-
ma. In the case of a patient whose pathology in
the nasopharynx is a squamous cell carcinoma
(type I according to WHO), the diagnosis will be
a nasopharyngeal cancer with metastatic lymph
nodes and definitive chemoradiation should be
conducted.

Accurate diagnosis of primary tumor in the
case of cervical metastatic lymph node espe-
cially in patients with multiple-site cancer is very
important in the stage evaluation. According to
the study of Haoran Li and colleagues of 47
patients with advanced cervical cancer, only 2
patients had metastatic cervical lymph nodes
metastases.’? And the prognosis of overall sur-
vival for cervical cancer with upper lymph node
metastases is relatively poor with a 3-year OS
of 16.5% according to research by Qiu JT et
al.”

V. CONCLUSION

Cervical cancer with the main risk factor
is the HPV virus. However, HPV is also a risk
factor for oropharyngeal cancer and nasopha-
ryngeal cancer, although rare but can be seen
and the rate is higher in the group NPC type |
pathology follows the WHO classification. The
rate of supraclavicular lymph node metastasis
in cervical cancer is very low and this group of
patients has a relatively poor prognosis. The

results of lymph node biopsy combined with
immunohistochemistry confirm the diagnosis,
especially for patients with a second head and
neck cancer. More research is needed to help
determine the role of HPV in nasopharyngeal
cancer and oral cancer as well as other head
and neck cancers.
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