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Nasopharyngeal cancer found after treatment of unknown primary cancer
in the head and neck
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= Abstract =

Despite adequate diagnostic work-up, unknown primary carcinoma(UPC) of the head and neck cannot be de-
tected in approximately 2- 3% of patients.(1,2) There are several explanations for a cervical metastasis in the
absence of a primary tumor. Here in, we report 2 patients, who were diagnosed with nasopharyngeal cancer after
treatment of unknown primary cancer of the neck. Both patients had radical neck dissections and chemoradiation
therapy, but 1 patient showed nasopharyngeal cancers 4 years after treatment and the other patient at 9 months
after treatment for the unknown primary cancer. Therefore, we report 2 cases of nasopharyngeal cancer, which

were diagnosed after treatment of unknown head and neck primary site.
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Introduction

Unknown primary carcinoma (UPC) of the head and neck
is a unique clinical phenomenon found in approximately 2-
3% of patients, despite appropriate diagnostic investigations.l’%
UPC is defined as a biopsy-proven malignancy, in the ab-
sence of an identifiable primary site after a complete history,
physical examination, and other studies for cancer have been
performed. UPC may be considered as metastases from a

primary tumor that has not been found or that does not show
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clinical signs or symptoms of the primary tumor. The common
types of cancer associated with UPC are adenocarcinomas
and poorly differentiated carcinomas. Only 5-8% of UPCs
are squamous carcinomas and 2-5% are undifferentiated
malignancies.”

Diagnostic evaluation should be focused on the identi-
fication of the primary origin of the tumor, as this can lead
to disease-directed treatment and a better-defined prognosis.
There are many studies on the evaluation of patients with
UPC, including endoscopic evaluations and radiologic im-
ages, such as computed tomography (CT), magnetic reso-
nance imaging (MRI), and positron emission tomography
(PET)-CT. Additional directed studies include monoclonal
antibody panels and molecular profiling techniques to detect
the specific genomic and phenotypic characteristics of the
malignant cells involved.””

The status of metastatic neck nodes, such as the size of



the neck mass, extracapsular spread, and lymph node ratio,
should be considered before initiating treatment. In addition,
the status of retropharyngeal nodes and human papilloma
virus(HPV) or Epstein Barr virus(EBV) provide useful in-
formation for treatment.” Treatment should be decided us-
ing a multidisciplinary team approach. If there is advanced
neck node status without any evidence of abnormalities on
physical and imaging examinations, upfront neck dissection
is preferred. The next step is to determine whether adjuvant
radiotherapy/concurrent chemoradiotherapy should be given.
In this study, we report 2 extremely rare cases of delayed
detection of nasopharyngeal carcinoma and a review of rele-
vant literature. These patients received proper evaluation
for UPC in the head and neck, but detection of nasophar-
yngeal carcinoma was delayed, which was found after the
treatment of UPC.

Case report

In the first case, a 78-year-old man presented with a head-
ache and voice change. He had a hard tender mass on his

right neck in level III area 2 cm in size. He underwent

core needle biopsy and was diagnosed with metastatic carci-
noma in the neck. However, on fibrotic laryngoscopy, neck
CT (Fig. 1A, B), and PET-CT (Fig. 1C) images, there was
a metastatic neck mass on the right neck, level III, with
no abnormal suspicious primary site in head and region.
He was diagnosed with metastatic carcinoma of the head
and neck with unknown primary site. Radical neck dis-
section was performed in his right neck.
Immunohistochemical study revealed negative for
Synaptophysin, Chromogranin, CD56 and CK20 marker.
Unfortunately, evaluation for EBV, HPV markers were not
performed and metastatic carcinoma was confirmed.
Postoperative radiation therapy was performed Imonth after
the operation. Follow-up evaluation was done every 3
months in the first year and then every 6 months. However,
at 4 years after the treatment, an irregular margin mass with
yellowish crust was found on the right lateral nasopharynx
(Fig. 1D). We performed a punch biopsy of the nasophar-
yngeal mass and it was reported as a nonkeratinizing naso-
pharyngeal carcinoma. A 4.0 x 4.0 cm sized mass was noted
on right nasopharynx with parapharyngeal extension on
neck CT (Fig. 1E), and PET-CT (Fig. 1F). He received che-

Fig. 1. Case 1. Before detection of right nasopharyngea cancer, normal CT on the nasopharynx(A) and right metastatic neck
mass(B) and normal PET-CT image on nasoipharynx(C). After detection of nasopharynx cancer, endoscopic finding of right
nasopharyngeal cancer(D), right nasopharyngeal mass on CT(E) and PET-CT(F) images.



motherapy, but experienced seizures and aggravation of his
general condition. He passed away during the period of
chemotherapy.

In the second case, a 57-year-old man presented with a
hard fixed non-tender mass on the left neck level IB, ap-
proximately 3 cm in size. On neck CT, there were multiple
lymph nodes with necrotic change on the left neck level
IB to IIA, and the largest lymph node diameter was 1.7
cm (Fig. 2A). However, there was no mass on the left naso-
pharynx (Fig. 2B) with no abnormal suspicious primary site
in head and region., We performed fine needle aspiration
and the pathological result was reported as poorly differ-
entiated carcinoma in the neck. He received radical neck
dissection and postoperative chemoradiation therapy in the
neck. Immunohistochemical study revealed negative for
CK7, CK20 marker and positive for P63, Cytokeratin marker.
Unfortunately, evaluation for EBV, HPV markers were not
performed and metastatic carcinoma was confirmed. Follow-up
evaluation was done every 3 month after the treatment. At
9 months after the treatment, left nasopharyngeal mucosa

showed protrusion on endoscopic view but the mucosa seem

to be normal (Fig. 2D). We performed a punch biopsy on
the nasopharyngeal mass after incision of the protruded mu-
cosa of the left nasopharynx. The specimen was reported
as nonkeratinizing nasopharyngeal carcinoma. On CT (Fig.
2E) and PET-CT (Fig. 2F) images, a 4.0 x 3.0 cm sized mass
was noted on the left nasopharynx. He received chemo-
therapy, but over time, he complained of diplopia, dizziness
and facial palsy. His general condition and symptoms wors-

ened and died 10 months after the recurrence.

Discussion

Head and neck cancer patients frequently present with
cervical lymph node metastases. Despite adequate diag-
nostic work-up, the primary tumor cannot be detected in
approximately 2-3% of patients. There are several hypoth-
eses for cervical metastasis in the absence of a primary
tumor.” Small tumors in particular areas, such as the ton-
sillar fossa or the base of tongue, can be easily missed, both

on physical and radiographic exams, due to the anatomical

complexity of the region and the intrinsic limitations of di-

Fig. 2. Case 2. Before detection of nasopharyngea cancer, normal CT on the nasopharynx(A) and left metastatic neck mass(B)

and normal PET-CT image on nasoipharynx(C). After detection of keft nasopharynx cancer, endoscopic finding of left nasophar-
yngeal cancer(D), left nasopharyngeal mass on CT(E) and PET-CT(F) images.



agnostic techniques.3'6) A small tumor hidden in the crypts
of the lymphoid tissue of the tonsillar fossa and base of
tongue can acquire an early metastatic phenotype and spread
to regional lymph nodes while remaining undetectable.””
Cianchetti et al”’ reviewed 236 patients of UPC of the head
and neck and found the tonsillar fossa(44.7%) was most
common primary location followed by base of tongue (43.9%)
and 1 case documented from the nasopharynx (0.7%). Advances
in the understanding of the basic biology of unknown pri-
mary cancers in the neck may have a direct impact on clin-
ical care. When patients are diagnosed with neck metastases
of an unrecognized primary, the diagnostic evaluation should
concentrate on the identification of the primary origin of
the tumor. This identification can lead to disease-directed
treatment and a better-defined prognosis.7'g) As seen in our
2 patients, the neck node was found before the nasophar-
yngeal cancer was diagnosed. Therefore, if an unknown pri-
mary cancer is diagnosed, there is a need for regular physical
examination with radiologic examination of the nasopharynx.
In the first case, nasopharyngeal mass was detected 4 years
after the initial treatment. Thus, it has a possibility of meta-
chronous second primary cancer of nasopharynx. But, con-
sidering the size of nasopharyngeal mass and clinical course,
we think this patient is a UPC of the head and neck with
delayed detection of primary site.

At present, the radiologic exams for clinical diagnosis
of nasopharyngeal cancer include CT, MRI, and PET-CT.
Each procedure has different characteristics, as they are dif-
ferent forms of imaging. MRI is superior in the depiction
and delineation of local invasion of a primary tumor, when
combined with the diagnostic characteristics of distant meta-
stasis on PET/CT. This combination is the best clinical strat-
egy to guide diagnosis and treatment. Thus, further evalua-
tion should be focused on developing tools for better de-
tection, such as the use of MRI and PET scanning. However,

in our cases, we could not find the primary site using CT,

MRI, PET-CT and endoscopy. Nasopharynx is rare location
found in UPC of the head and neck and delayed detection
of primary site leads to poor outcome as in our cases.
Nowadays, Immunostaining of biopsy specimens is also very
important for the diagnosis of UPC. For example, in AJCC,
a positive Epstein-Barr virus can be considered as a naso-
pharyngeal carcinoma without a nasopharyngeal mass.
Therefore, molecular studies to detect the specific genomic
and phenotypic characteristics of the malignant cells in-
volved are important. Further, when follow up after treat-
ment of unknown primary cancer, continuous care and ex-
amination is required as delayed primary site recurrence may

occur.
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