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ABSTRACT: Introduction: Cystic neck masses in adult patients represent a significant diagnostic
challenge, as they may conceal metastatic disease. Although cystic cervical metastases are most commonly
associated with HPV-positive oropharyngeal squamous cell carcinomas, a cystic presentation does not
exclude an HPV-negative etiology. The aim of this study is to highlight the importance of a systematic
diagnostic approach, including panendoscopy with bilateral tonsillectomy, in the evaluation of cervical
metastases of unknown primary origin. Case Report: We present a 47-year-old female patient with a
painless cystic lesion in the left parotid region, initially interpreted radiologically as a benign lesion.
Histopathological analysis following surgical excision revealed a cystic metastasis of squamous cell
carcinoma with extracapsular extension and pl6 negativity. Further diagnostic workup, including
panendoscopy and bilateral tonsillectomy, identified synchronous bilateral HPV-negative tonsillar
squamous cell carcinoma. Following bilateral selective neck dissection, adjuvant radiotherapy with
concomitant chemotherapy was administered. At follow-up, there were no signs of disease recurrence.
Conclusion: A cystic neck mass in adults should be considered malignant until proven otherwise. A
negative radiological finding does not exclude the presence of a primary tumor in the oropharynx. This
case highlights the diagnostic value of panendoscopy with bilateral tonsillectomy in identifying occult
primary tumors, particularly in the context of HPV-negative disease.
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INTRODUCTION exclude malignancy; on the contrary, it may
represent a manifestation of metastatic disease.

Neck masses in adult patients represent a

common clinical problem and a significant
diagnostic challenge in everyday
otorhinolaryngology  practice. Unlike the
pediatric population, in which cystic neck lesions
are most often congenital and benign, in adults
any newly developed mass requires thorough
and systematic diagnostic evaluation due to the
real possibility of malignancy [1]. In this
population, an initially benign interpretation of a
lesion may lead to delayed diagnosis and
postponement of appropriate oncological
treatment.

Cystic lesions of the neck pose a particular
diagnostic dilemma, as in the absence of local
symptoms, inflammation, or infiltrative growth,
they are often perceived as benign. However, in
adult patients, a cystic morphology does not

Cystic cervical metastases are most commonly
associated with HPV-positive oropharyngeal
squamous cell carcinomas, particularly those of
the tonsils and the base of the tongue [2]. This
association has led in recent years to a
widespread clinical assumption that a cystic
metastatic  structure implies HPV-positive
etiology and potentially more favorable tumor
biology. However, HPV-negative oropharyngeal
carcinomas represent a biologically and clinically
distinct entity, characterized by different risk
factors, a more aggressive disease course, and a
poorer prognosis [3]. Reports of cystic
metastases originating from HPV-negative
tumors are rare and largely derive from older
literature, which continues to make them a
diagnostic pitfall in contemporary clinical
practice.
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The aim of this paper is to highlight, through a
case report, the importance of panendoscopy in
the diagnosis of cervical metastases of unknown
primary origin, as well as to emphasize the need
for a structured and systematic approach to
cystic neck lesions in adult patients.

CASE REPORT

A 47-year-old female patient presented for an
otorhinolaryngology examination due to a
painless mass in the left parotid region, which
she had noticed several months earlier and
which had gradually increased in size, without
signs of inflammation or other local symptoms.
She denied any ENT-related complaints. She had
been an active smoker for more than 20 years,
while she did not consume alcohol. Her past
medical history was notable for depression, for
which she was receiving antidepressant therapy.
There was no history of prior malignancy. Family
history revealed oropharyngeal carcinoma in the
patient’s sister.

Clinical examination revealed a well-defined,
elasticc mobile, and painless tumor mass
measuring approximately 3 cm in diameter in
the left parotid region. The overlying skin
appeared normal. The remainder of the
otorhinolaryngological examination was
unremarkable.

Ultrasound  examination of the neck
demonstrated an oval, well-circumscribed cystic
lesion without suspicious vascularization on
color Doppler imaging. Contrast-enhanced MSCT
of the neck and all three levels of the pharynx
showed a cystic lesion located below the lower
pole of the left parotid gland, without signs of
infiltration into surrounding structures and
without enlarged cervical lymph nodes. Based on
radiological findings, the lesion was initially
interpreted as benign.

Given the unclear etiology and location of the
lesion, a maxillofacial surgeon indicated surgical
excision. Histopathological analysis revealed a
lymph node with cystic metastasis of squamous
cell carcinoma. Immunohistochemical findings
showed positivity for CK and p40, with negative
pl6 and CK7, as well as a negative EBER-ISH
result. Extracapsular extension of the metastasis
was observed.

Following histopathological diagnosis, further
diagnostic workup was performed to identify the
primary tumor. Panendoscopy of the upper
aerodigestive tract with targeted biopsies was
carried out, along with bilateral tonsillectomy.
Histopathological analysis of both tonsillar
specimens confirmed infiltrative squamous cell
carcinoma, HPV-negative (pl6-), with
lymphovascular invasion and no evidence of
perineural invasion.

In the subsequent course of treatment, the
patient underwent bilateral selective neck
dissection, with no residual neoplastic
proliferation identified in the removed lymph
nodes. The <case was presented at a
multidisciplinary tumor board for head and neck
cancers, after which postoperative radiotherapy
with concurrent chemotherapy was indicated.
Radiotherapy was administered to a total dose of
64 Gy in 32 fractions, along with two cycles of
cisplatin (CDDP) at a dose of 100 mg/m?.

At follow-up after completion of treatment, local
and regional findings showed no evidence of
disease recurrence. As a treatment-related
complication, the patient developed grade II
post-therapeutic xerostomia. Intensive
oncological follow-up at shorter intervals was
recommended..

DISCUSSION

The presented case illustrates a typical scenario
in which cystic morphology and the absence of
symptoms lead to an initial benign
interpretation. It is well established that cystic
neck masses in adults represent a diagnostic
pitfall. Contemporary guidelines emphasize that
any persistent cervical mass in an adult should
be considered malignant until proven otherwise,
and that the diagnostic algorithm must be
systematic and clearly sequenced, with fine-
needle aspiration biopsy as the preferred initial
method, while avoiding primary open lymph
node biopsy [1]. Although in our patient an open
biopsy was the first diagnostic step, further
evaluation was conducted in accordance with
current recommendations.

In the context of squamous cell carcinoma of
unknown primary origin, the oropharynx—
particularly the palatine tonsils—represents the
most common site of occult primary tumors.
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Contemporary series show that the primary
lesion is identified in the tonsil in approximately
one quarter of patients following diagnostic
tonsillectomy. Additionally, systematic analyses
indicate that the prevalence of synchronous
bilateral or contralateral tonsillar carcinoma
may reach around 10% in patients with head
and neck carcinoma of unknown primary origin,
further justifying routine bilateral tonsillectomy
within the diagnostic algorithm [4].

[t is important to emphasize that unilateral
tonsillectomy may result in missing a
contralateral or synchronous tumor. The
literature reports that in a subset of patients
with squamous cell carcinoma of unknown
primary origin, the primary tumor is identified
exclusively  after  bilateral tonsillectomy.
Although bilateral tonsillar carcinoma is rare, it
represents a clinically significant entity. In our
case, a systematic approach including bilateral
tonsillectomy enabled the detection of
synchronous bilateral HPV-negative tonsillar
carcinoma, confirming the diagnostic value of
such an approach. These findings have direct
clinical implications and further support routine
bilateral tonsillectomy as part of panendoscopic
evaluation, even when imaging studies do not
indicate a clearly suspicious lesion [4,5].

Although contrast-enhanced MSCT of the neck is
a standard initial diagnostic modality in the
evaluation of cervical metastases, its sensitivity
for detecting small, submucosal, or cryptic HPV-
related oropharyngeal tumors remains limited.
Moderate sensitivity (approximately 60-70%)
with relatively high specificity (80-90%)
indicates that a negative radiological finding
does not exclude the presence of a primary
tumor in the oropharynx [6]. Therefore, modern
diagnostic algorithms recommend a multimodal
approach, including a combination of imaging
techniques, endoscopic examination under
general anesthesia, and selective surgical
procedures such as bilateral tonsillectomy and,
when indicated, lingual tonsillectomy.

HPV-negative oropharyngeal carcinomas
represent a biologically distinct entity compared
to HPV-positive tumors. They are more
frequently associated with traditional risk
factors, particularly long-term tobacco and
alcohol exposure, exhibit more pronounced
keratinization, greater genetic instability, and

generally a more aggressive clinical course.
Unlike HPV-positive tumors, in which pl6
immunohistochemistry has significant
prognostic and therapeutic value, HPV-negative
carcinomas are associated with poorer overall
and disease-specific survival. In this context, the
presented case gains additional clinical
importance, as it demonstrates that a cystic
metastasis may represent the first and only
manifestation of a biologically more aggressive,
pl6-negative tumor [7].

The presence of extracapsular extension in a
metastatic lymph node is an unfavorable
prognostic factor and a strong indication for a
more  aggressive  therapeutic  approach.
Therefore, timely identification of the primary
tumor is crucial, as it allows for appropriate
planning of multimodal therapy and precise
delineation of radiation fields [6].

An interesting finding in this case is the fact that
the patient’s sister had the same type of tumor,
which may suggest a potential genetic
predisposition. Although familial occurrence of
oropharyngeal carcinoma is rarely described in
the literature, epidemiological data indicate an
increased risk among individuals with a positive
family history. In a multicenter study by
Garavello et al, a family history of oral or
pharyngeal carcinoma in first-degree relatives
was associated with approximately a 2.6-fold
increased risk of developing these tumors (OR
2.6; 95% CI 1.5-4.5) [8].

After completion of treatment, patients with
oropharyngeal carcinoma require intensive
follow-up, particularly during the first years
when the risk of recurrence is highest. In clinical
practice in our setting, follow-up examinations
are performed every 1-2 months during the first
year, every 2-3 months during the second year,
then every 4-6 months up to the fifth year, and
annually thereafter. This follow-up regimen
allows for timely detection of local or regional
recurrence, as well as late complications of
treatment [9].

In this context, the presented case integrates
several diagnostic challenges—cystic
presentation, HPV-negative  biology, and
bilateral primary tumors—thereby further
emphasizing the need for a structured and
systematic diagnostic approach..
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CONCLUSION

A cystic neck mass in an adult should be
considered malignant until proven otherwise. A
negative radiological finding does not exclude
the presence of a primary tumor in the
oropharynx, particularly in the tonsil.

The presented case confirms that a cystic
cervical metastasis may be the first
manifestation of an HPV-negative squamous cell
carcinoma, including a synchronous bilateral
tonsillar tumor.
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Panendoscopy with bilateral tonsillectomy
represents a key diagnostic step in the
systematic evaluation of metastatic squamous
cell carcinoma of the neck with an unknown
primary origin.

PATIENT CONSENT
Written informed consent was obtained from the
patient for publication of this case report..
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