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Up until the 1940s several authors reported cervical lymph
node metastasis of unknown primary being caused by bron-
chogenic carcinomas of cysts of the neck since Volkmann in
1882. In 1944 Martin et al. were the first to clearly differen-
tiate between bronchogenic carcinoma and the incidence of
cervical CUP (carcinoma of unknown primary) ” Commes
et al. described a cervical lymph node metastasis without
diagnosis the malignant disease as “carcinoma of unknown
primary™”

were defined as follows: biopsy and consecutive histological

. Later on, prerequisites for the diagnosis of a CUP

examination on a lymph node confirms malignant cell growth
and makes a primary tumor at the location of the biopsy
unlikely, while physical examinations and those carried out
with technical equipment do not detect any primary tumor”.

In a small percentages between 0.5 and 7.0% of patients
with enlarged cervical lymph node, the primary lesion can-
not be found, even after extensive evaluation”. In cervical
CUP the most frequent histopathological diagnoses were
squamous cell carcinoma(65—76%) followed by undiffe-
rentiated carcinoma(13—14%), adenocarcinoma (13%) an
lymphoepithelial (8%) carcinoma®. In approximately 10—
40% of patients with cervical CUP there is emergence of the
occult primary tumor”. Patients with enlarged lymph nodes
in the upper neck have a good prognosis when treated ag-
gressively, compared with those with enlarged lymph nodes
in the low internal jugular chain or supraclavicular fossa®”,
The latter patients are more likely to have primary lesions
located below the clavicles, which carry a much worse prog-
nosis. The majority of patiens have either squamous cell or
poorly differentiated carcinoma. Those with adenocarcinoma
almost always have a primary lesion below the clavicles,
although if the nodes are located in the upper neck, we must

exclude salivary gland, thyroid or parathyroid primary tumor.

Patients should be evaluated with through physical exami-
nation including careful evaluation of the head and neck. A
needle biosy or lymph ode should be performed. After chest
radiograph, a CT or MRI of the head and neck is obtained to
detect an unknown primary lesion arising from the mucosa
of head and neck. Direct laryngoscopy and examination under
anesthesia are performed with direct biopsies of nasopharynx,
tonsils, base of tongue, and pyriform sinuses as well as any
abnormalities noted on CT or MRI or suspicious mucosal
lesions noted at laryngoscopy”. Patients with adequate lym-
phoid tissue in tonsilar fossaw should undergo an ipsilateral
tonsillectomy®. More recently newer imaging techniques such
as positron emision tomography scans may identify primary
lesions”. The results of a diagnostic evaluation for an un-
known primary site in 130 patients at University of Florida
shows that the primary site was discovered in more than
40% of patients and most often site were the tonsillar fossa
or base of tongue"’.

The management of patients with unknown primary cancer
of the head and neck has become controvercial. Management
options for patients with metastatic to cervical lymph nodes
from an unknown primary carcinoma of head and neck in-
clude treatment of ipsilateral lymph nodes and treatment of
head and neck mucosal sites and bilateral lymph nodes.
Traditionally, it was believed that treatment of all potential
primary sites with radiotherapy improves outcome but the
argument against radiation therapy to potential mucosal pri-
mary sites is that the effectiveness in reducing the rate of
developing carcinomas in head and neck mucosal primary is
not established based on randomized data'*"?.

Many investigators have reported that despite improving
locoregional control in patients treated with postoperative

extended field radiotherapy no survival benefit has beed
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noted”™'®. Recently some authors have challenged the use

of extended field radiotherapy in patients with more favo-

rable disease”>"". The authors state that with approximately
90% control of disease with single modality, combined the-
rapy is not necessary.

The volume of radiotherapy is also subject of controversy.
A randomized trial comparing the therapeutic value of com-
prehensive vs. volume-limited radiotherapy is being conside-
red. Several authors have recommended irradiation of bilateral
neck plus mucosal irradiation whereas others have advocated
bilateral or ipsilateral neck treatment alone'>'®'®, Coster et
al'” reported 24 patients with unilateral metastatic lymph
nodes treated with neck dissection alone and 13% of patiens
developed carcinoma in head and neck mucosal sites. Weir

et at'

reported 85 patients treated with radiation alone to
ipsilateral lymph nodes and 59 patients treated with radiation
alone to mucosal sites and bilateral lymph nodes. They con-
cluded radiation and no radiation to mucosal sites resulted in
comparable rates of survival (48% vs. 37%) and the rate of
developing primary carcinoma was lower for patients treated
with radiation to mucosal sites than no radiation (2% vs. 7%) .
But the irradiation technique used to treat the neck alone
actually resulted in significant exit dose to the oropharynx,
the most likely site of and occult primary site. The authors
concluded that radiation did not reduce the rate of developing
primary carcinoma. In contrast, many other retrospective data
suggest that radiation therapy reduces the rate of developing
primary carcinoma in head and neck'”'?'®'®192%_ Also Jesse
et al observed a significant worsening of the prognosis for
patients when a primary tumor was found®”. Bataini et al'®
reported 4% of developing primary carcinoma after treating
with neck dissection followed by radiation to mucosal sites
and bilateral lymph nodes in 48 patients or radiation therapy
alone to mucosal sites and bilateral lymph nodes in 90 pa-
tients. Colletier et al'” reported 6% of patients developed
carcinomas in primary sites within radiation port and 4%
outside radiation port after neck dissection followed by radi-
ation to mucosal sites and bilateral lymph nodes. Reddy and
Marks" concluded that radiation reduced the rate of develo-
ping carcinomas in head and neck mucosal sites. Erkal HS et
al™® reported that the rate of developing carcinomas in mu-
cosal sites for patients treated for unknown primary carcino-

mas of head and neck was similar to the rate of developing
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metachronous carcinomas in known primary head and neck
carcinoma, demonstrating the effectiveness of radiation in
reducing the rate of developing carcinomas in mucosal sites.
Harper et al'® and Iganej et al'¥ also showed an apparent
benefit from elective mucosal irradiation.

The mucosal site to be treated with radiation in unknown
primary carcinoma of head and neck are dependent on the
level of nodal involvement™. For patients with level I nodal
involvement, treatment of oral cavity, Waldeyer’s ring and
oropharynx is recommended. Treatment of mucosal sites is
often withheld for patients with level I nodal involvement
because of the potential morbidity associated with radiation
to oral cavity and the relative ease in detection and treatment
of carcinomas developing in the oral cavity™. For patients
with level II, III, upper level V involvement, radiation to
nasopharynx, oropharynx, larynx, and hypopharynx is recom-
mended. Radiation therapy is often delivered to the nasopha-
rynx and oropahrynx for patients with level Il and level V'",
For patients with level III nodal involvement, treatment of
the nasopharynx, oropharynx, hypopharynx, and larynx is
often recommended™”. But radiation may be confined to the
nasopharyn and oropharynx because of the low rates of
detecting occult carcinomas in the hypopharynx and larynx,
and potential complications after radiation therapy to hypo-
pharynx and larynx®. Also for patients with level IIT nodal
involvement, treatment of nasopharynx may be not necessary,
the relatively high incidence of retropharyngeal nodal invol-
vement requires the base of skull to be included in radiation
portals. For patients with level IV nodal involvement, treat-
ment to Waldeyer’s ring, larynx, hypopharynx is recommen-
ded. If patients have lower level V lymphadenopathy, treat-
ment to larynx and hypopharynx is recommended.

The management options for unknown primary carcinoma
of head and neck include neck dissection alone, radiation
alone and radiation with neck dissection. Treatment deci-
sions are based on the extent of nodal involvement'”. For N1
nodal disease, neck dissection and radiation alone are associ-
ated with equivalent rates of nodal disease control”. Radia-
tion therapy with neck dissection is recommended for patients
with N1 nodal metastasis who have a history of incisional or
excisional biopsy and who have extracapsular extension™”,
Reddy et al" reported an 80% rate of nodal control for pati-
ents treated with radiation to ipsilateral lymph nodes and



100% for patients treated with radiation to bilateral cervical
lymph nodes for patients with N1 disease. Coster et al'> re-
ported that 15% of patients had recurrent disease in ipsila-
teral lymph nodes after neck dissection alone.

Patients with N2a disease may be treated with radiation
alone. Neck dissection is not performed for patients with no
persistent nodal disease after radiation. Radiation therapy
followed by planned neck dissection is recommended for
patients with N2a nodal disease that persist after radiation,
and for patients with N2b, N2¢, and N3 nodal disease in
attempt to reduce the incidence of recurrent nodal disease®.
Radiation therapy is delivered to bilateral lymph nodes be-
cause of the relatively higher risk for developing recurrent
disease in contralateral lymph nodes for patients treated with
radiation to ipsilateral lymph node alone™. In postoperative
radiation, they recommend beginning radiotherapy within 3
to 6 weeks after surgery and delivering 60—63Gy over 6
weeks to the region of the neck deemed to be at greatest
risk'”. To treat the potential mucosal sites, they recommend
radiation dose to mucosa 50—55Gy at 1.8—2Gy per fraction
and to give a boost dose of 6—10¢Gy in 3—35 fraction to any
suspected primary site'®. In radiation therapy +/— neck dis-
section setting, radiation doses of >60Gy at 2—2.2Gy per
fraction are required for nodes 3—6cm in size. Nodes 7—
8cm in size required higher doses in excess of 64Gy at 2—
2.2Gy per fraction™. Patients with >=3cm in size would
undergo a neck dissection 4—6 weeks following irradiation.
After 45—50Gy, they reevaluate the patient with the surgeon
to assess the probability of resecting the node. The dose to
the node is then boosted if it is thought to be unresectable at
that time or borderline resectable owing to fixation. Nodes
>=Tcm frequently require doses in excess of 60—70Gy, par-
ticularly if they are initially thought to be fixed. Rapid and
complete regression of neck nodes during radiation may
predict a better chance for control by radiation therapy alone,
so that patients in this category may be treated without a neck
dissection depending on the initial size of the node and the
dose delivered™.

Patients who have unresectable neck disease have a very
poor prognosis. Radiotherapy alone can only cure a small
portion of these patients. Concurrent chemoradiation therapy
(CCRT) improves loco-regional disease control and overall

survival in patients with advanced head and neck cancers.
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Argiris A et al®®

reported 25 patients treated with CCRT
including potential mucosal sites and bilateral neck nodes
{(median total dose 60Gy) of N2N3 head and neck unknown
primary carcinoma. The 5 year progression free and overall
survival was 87% an 75% respectively. The authors conclude
that CCRT results in high rates of loco-regional and distant
control and long term survival for good performance statues

patients. Therefore, efforts to corporate chemotherapy into

radiotherapy to enhance anti-tumor activity should be continue.

Some patients presenting with metastatic carcinoma to the
neck nodes from unknown head and neck primary site is
treated with palliative intent because of poor medical condi-
tion, extensive nodal involvement, and/or distant metastasis
at presentation. Treatment of the neck depends on the extent

and location of the lymphadenopathy. Erkal et a™”

reported
40 patients were treated palliatively at University of Florida.
Treatment was delivered to the neck alone to a dose of 30
Gy in 10fractions over 2weeks or 20Gy in two fractions with
Iweek inter-fraction interval. The nodal response rate was

65% and the symptomatic response rate was 57% at lyear.

The lyear absolute and cause specific survival rates were 25%.

The main complications associated comprehensive radia-
tion therapy are xerostomia and difficulty in swallowing. The
rates of osteonecrosis, myelitis, and radiation induced malig-
nant tumors are very low””. The rates of complication after
radiation are dependent on the mucosal sites treated and total
radiation doses'”””. The main complications associated with
radiation to metastatic lymph nodes and neck dissection
include laryngeal edema, subcutaneous fibrosis, wound break-
down, and wound infection. The rates of cranial nerve damage
carotid artery exposure, and rupture are low. Complication
rates after radiation to metastatic lymph nodes and neck dis-
section are dependent on lymph nodes treated, radiation dose

per fraction, total radiation dose™”.
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