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Clinical practice guidelines have been developed after multi-disciplinary consensus
based on best available literature. As the name suggests, these are to be used as a
guide only. These guidelines do not replace physician judgment which is based on
multiple factors including, but not limited to, the clinical and social scenario,
comorbidities, performance status, age, available resources and funding considerations.
The Saskatchewan Cancer Agency disclaims all liability for the use of guidelines except
as expressly permitted by the Agency. No portion of these guidelines may be copied,
displayed for redistribution to third parties for commercial purposes or any non-
permitted use without the prior written permission from the Agency.

Recommendations for drug treatment presented in the Cancer Agency guidelines for a
cancer site may not reflect provincial cancer drug funding. Please refer to the current
Saskatchewan Cancer Agency drug formulary at www.saskcancer.ca for information on
cancer drug listing and funding.

Benefits and risk of the proposed should be discussed with patient.

Participating in clinical trials is encouraged when available. Involvement of a
multidisciplinary team is strongly recommended.
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BACKGROUND

The unknown primary represents 3-5% of head and neck cancer diagnoses. An unknown or
‘occult’ primary is one where a primary tumour cannot be identified after appropriate
investigation, in a patient with no prior history of head and neck cancer. The vast majority
present with metastatic lymphadenopathy in the neck.® 90% will prove to be squamous cell
carcinoma, with the remainder including adenocarcinoma, lymphoma, melanoma, and thyroid
cancers as well as other more rare histologies.” After complete workup, a primary site of origin
will ultimately be discovered in approximately half of cases. * Tonsils and base of tongue are the
2 most common originating sites, comprising 80-85% of detected primary sites.®

For patients with a prior history of head and neck cancer presenting with neck lymphadenopathy

alone, recurrent disease should be considered before de novo occult primary of the head and
neck.
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WORKUP

All patients with a neck mass should be seen in consultation and undergo a complete history
and physical examination with focus on the H&N area. An upfront multidisciplinary discussion
including surgical, oncologic and diagnostic input is associated with better outcomes.* If
available, office endoscopy performed on initial visit is useful to evaluate the entire upper aero-
digestive tract.

FNA of a neck mass is preferred over open biopsy. If inconclusive, core biopsy can be
considered. Open biopsy as a standalone diagnostic procedure should be avoided as this can
complicate and compromise subsequent treatment.® If open biopsy is performed, efforts should
be made to have this done in a setting where the patient can proceed to definitive surgical
management at the same time, as indicated.

Workup should always include CT of the head and neck and chest x-ray. CT chest can be
considered in patients with a large nodal burden or involving lower neck or supraclavicular
nodes. p16 testing is recommended if adequate tissue is available. A positive result points more
strongly towards a tonsil or base of tongue primary site (70% of oropharyngeal squamous cell
carcinomas are HPV positive).® EBV testing is optional. Although data is mixed, PET/CT scan
may reveal a primary site not otherwise detected.” MRI may add value to define soft tissue
extension for suspected primary tumours not well visualized on CT or with trans-oral or
endoscopic exam, such as those of sinonasal origin.

When imaging and office endoscopy do not reveal a primary, the patient will proceed to
examination under anesthesia with panendoscopy and biopsy. If a clear primary location is
identified or suspected, biopsy is obtained. If no primary is seen, directed biopsies from at-risk
sites are typically recommended; although this is controversial.? Tonsillectomy will diagnose
more primaries than tonsillar biopsy.® Bilateral vs unilateral tonsillectomy is controversial. The
rate of synchronous bilateral tonsillar cancer is quite low, however contralateral spread may be
up to 10%.* A positive diagnosis after tonsillectomy can reduce the toxicity of treatment owing
to smaller, more directed radiation fields; however a non-diagnostic result confers only the
greater morbidity of tonsillectomy vs tonsillar biopsy alone. Decision is ultimately at the
clinician’s discretion. In general, tonsillectomy is favored.

The value of PET/CT scan is greatly reduced if done after biopsy of mucosal sites, due to the
high likelihood of false positive results. Whenever possible, it should be completed prior to
panendoscopy and biopsy. Wait time delays for PET should be weighed by the treating
physician against the clinical urgency of biopsy and subsequent treatment.

STAGING
AJCC 7th edition (2009):

e N1 - Unilateral metastases in cervical lymph nodes, 6 cm or less in greatest dimension,
above the supraclavicular fossa, and/or unilateral or bilateral retropharyngeal lymph nodes,
6 cm or less in greatest dimension

o N2 - Bilateral metastases in cervical lymph nodes, 6 cm or less in greatest dimension,
above the supraclav fossa

¢ N3a - Metastases in a lymph node(s) greater than 6 cm

e N3b — Extension to the supraclavicular fossa
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MANAGEMENT
If primary tumour is found, treated should be directed according to the primary.

If no primary is found, initial management options include surgery, radiotherapy or combined
chemoradiation. Prior to treatment, consultation with dietician and placement of a PEG tube is
not mandatory but is often helpful. In most cases treatment of the primary mucosal sites will not
include the oral cavity and so dental consult and creation of dental guards is not usually
required.

cN1: Options include radical neck dissection alone, neck dissection followed by adjuvant
radiotherapy, or radiotherapy alone. Modified radical dissection likely confers similar survival as
radical with appropriate adjuvant therapy, when final pathology reveals >N1 disease.*

Approximately 25% of patients will eventually present at the primary site after neck dissection
alone, and 15% will recur in the neck (60% if ECE if present). There is no randomized data
comparing neck dissection alone vs radiotherapy alone.?

Clear indications for adjuvant radiotherapy (+/- chemotherapy) after neck dissection include:
- 2N2 disease

- ECE
- positive margin
- previous neck violation

ECE and positive margins will warrant the addition of chemotherapy to PORT unless otherwise
contraindicated

=cN2: Combined chemo + radiation therapy is recommended. Surgical management is an
option though not preferred upfront. Adjuvant radiotherapy improves locoregional control. For
very large nodes, consideration can be made for neck dissection first to remove bulk of disease,
followed by adjuvant radiotherapy or chemoradiation.

IMRT technique using integrated boost can reduce toxicity, and is standard for head and neck
cancers.”® Whether definitive or adjuvant, treatment fields should cover suspected primary sites
and the ipsilateral or bilateral neck. There is no data comparing ipsilateral vs bilateral neck
radiotherapy for the H&N cancer of unknown primary. Due to the lack of knowledge of the
lateralized drainage of the primary (the reasonable possibility of the primary being from the base
of tongue), bilateral is generally preferred. ** Traditionally, primary sites would include
nasopharynx, oropharynx, hypopharynx and larynx. In the modern era, high quality endoscopic
optics can allow safe omission of the nasopharynx and larynx. Occult disease is less easily
ruled out elsewhere, and so treatment fields for primary site will generally include the
oropharynx and hypopharynx. p16 positivity may also help reduce field sizes.™ In general the
neck volumes will include levels Ib-V and RP nodes. Modifications can be based on number,
size and location of nodes as well as suspected primary site.

Example RT prescription dosing is as follows:
- 66-70Gy to gross nodal disease,

- 60-63Gy to high risk nodal levels and likely mucosal primary sites
- 54-56Gy to elective nodal levels

What is defined as high risk nodal levels is ultimately up to the individual treating physician.
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Persistent or progressive nodal disease after radiotherapy should warrant surgical consultation
for salvage neck dissection.

M1: Patients will metastatic disease should be referred to medical oncology for discussion of
systemic therapy. Palliative radiotherapy for symptom control may be indicated or best
supportive care.

RECURRENT DISEASE

Recurrence is a poor prognostic factor.?’ In cases of suspected recurrent disease, biopsy
should be obtained when possible along with re-staging investigations including at minimum CT
of the head and neck and chest x-ray or CT chest. The patient should be considered in a
multidisciplinary setting.

Management decisions depend on the location (primary site, new primary site, neck or distant),
the histology, time since initial diagnosis and prior therapies. The overall condition and
functional status of the patient should also be carefully considered.

In general, surgical management is favored for patients previously treated with radiotherapy,
and likewise those previously having undergone surgery alone should be considered for
radiotherapy (+/- chemotherapy). Neck recurrence alone may be adequately treated with neck
dissection if no previous surgical dissection. Cases involving previous treatment with surgery
and radiotherapy present a more difficult clinical situation which can benefit from
multidisciplinary consultation. Some patients may be eligible for repeat radiotherapy even to
high doses. Small localized recurrences may be managed surgically in some cases. Recurrence
at the base of skull or other difficult-to-access locations can benefit from external consultation at
centers equipped with gamma knife or SBRT technologies. Other options include palliative
radiotherapy or best supportive care.
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