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Although carcinoma of unknown primary of the neck (CUP)
constitutes approximately 2-4% of the squamous cell carcinoma
(SCC) of the head and neck, this ratio is expected to rise parallel to
the increase in incidence of HPV related oropharyngeal SCC which in
many instances present with a large metastatic neck lymph node but a
very difficult to detect, small primary [1-3].

Identification of primary site in CUP is still a big challenge; with
modern diagnostic options like positron emission tomography/
computerized tomography (PET/CT), panendoscopy, tonsillectomy
and directed biopsies, only 59.6% of primary tumors are identified.
Most common primary site identified in the work up of CUP is
oropharynx. After every effort, unidentified, true CUPs are treated
with wide-field primary irradiation or chemoradiation with or
without neck dissection. Even with latest improvements in radiation
technology, there are significant morbidities and complications
associated with wide field primary irradiation (RT) or chemoradiation
(CRT) [4-9].

Advances in transoral laser microsurgery (TLM) and robotic
surgery (TORS) allowed the otolaryngologist to better detect and
even simultaneously treat the primary site in CUP with relatively
good functional and quality of life outcomes [2,10,11]. These studies
also demonstrated that the identified primary site is almost always
palatine tonsils and base of tongue (95-100%). Just like the added
benefit of palatine tonsillectomy, ability to do instantaneous lingual
tonsillectomy with TLM or TORS also contributed in identification
of primary site. HPV positivity and p16 protein expression were seen
in 80.9% and 95.2% respectively.

Since the concordance with p16 and HPV positivity is very strong
(96%) and both are associated with better prognosis [2], detection of
pl6 overexpression using immunohistochemistry became the test
of choice in a more efficient, objective and relatively inexpensive
way [3]. Detection of p16 positivity in fine needle aspiration biopsy
(FNAB) specimens of the CUP directs the clinicians to focus
more on possible oropharyngeal primary sites. Combination of
these pathologic analysis with the findings of advanced imaging
technologies (CT, MRI, and PET CT) and intraoperative, magnified,
tridimensional TORS and TLM examination have lead the significant

improvement in identification and also simultaneous removal of
primary sites [2,10-12]. While identification means avoidance of wide
field RT to entire upper aero digestive tract, complete removal with
negative margin after identifications might even lead the avoidance
of RT to primary site and concurrent chemotherapy completely too.
These kinds of targeted transoral surgeries with the application of
selective neck dissections have the potential to minimize the toxicity
of adjuvant RT or CRT.

Future results of the latest clinical trials related to oropharyngeal
cancer, including transoral surgical cooperative group’s multicenter
trials (ECOG 3311, RTOG 1221) might also open new horizons in
the treatment of CUP since most of CUP is identified at oropharynx.
Currently, scientific, high-quality evidence is insufficient for de-
escalation of treatment regimens for human papillomavirus-
associated oropharyngeal carcinoma. Even though, handful of single
institutional experiences have already demonstrated improvement in
identification and treatment of CUP with the use of contemporary
radiologic, pathologic, molecular, and therapeutic methods in their
systematic approach, future, randomized, controlled clinical trials are
still essential to define a more targeted, and personalized treatment
regimens while minimizing the adverse events, and morbidity
associated with treatment modalities.

References

1. Nieder C, Ang KK. Cervical lymph node metastases from occult squamous
cell carcinoma. Curr Treat Options Oncol. 2002; 3: 33-40.

2. Karni RJ, Rich JT, Sinha P, Haughey BH. Transoral laser microsurgery: a
new approach for unknown primaries of the head and neck. Laryngoscope.
2011; 121: 1194-1201.

3. Gillison ML, Koch WM, Capone RB, Spafford M, Westra WH, Wu L, et al.
Evidence for a causal association between human papillomavirus and a
subset of head and neck cancers. J Natl Cancer Inst. 2000; 92: 709-720.

4. Cianchetti M, Mancuso AA, Amdur RJ, Werning JW, Kirwan J, Morris CG, et
al. Diagnostic evaluation of squamous cell carcinoma metastatic to cervical
lymph nodes from an unknown head and neck primary site. Laryngoscope.
2009; 119: 2348-2354.

5. Waltonen JD, Ozer E, Hall NC, Schuller DE, Agrawal A. Metastatic carcinoma
of the neck of unknown primary origin: evolution and efficacy of the modern
workup. Arch Otolaryngol Head Neck Surg. 2009; 135: 1024-1029.

6. Balaker AE, Abemayor E, Elashoff D, St John MA. Cancer of unknown
primary: does treatment modality make a difference? Laryngoscope. 2012;
122:1279-1282.

7. Nieder C, Gregoire V, Ang KK. Cervical lymph node metastases from occult
squamous cell carcinoma: cut down a tree to get an apple? Int J Radiat Oncol
Biol Phys. 2001; 50: 727-733.

8. Chen AM, Li BQ, Farwell DG, Marsano J, Vijayakumar S, Purdy JA, et
al. Improved dosimetric and clinical outcomes with intensity-modulated
radiotherapy for head-and-neck cancer of unknown primary origin. Int J
Radiat Oncol Biol Phys. 2011; 79: 756-762.

9. Abuzeid WM, Bradford CR, Divi V. Transoral robotic biopsy of the tongue
base: A novel paradigm in the evaluation of unknown primary tumors of the
head and neck. Head Neck. 2013; 35: E126-130.

Austin J Otolaryngol - Volume 1 Issue 3 - 2014
ISSN : 2473-0645 | www.austinpublishinggroup.com
Ozer. © All rights are reserved

Citation: Ozer E. Management of Carcinoma of Unknown Primary in the Neck: Changing Dynamics. Austin J
Otolaryngol. 2014;1(3): 2.


http://www.ncbi.nlm.nih.gov/pubmed/12057085
http://www.ncbi.nlm.nih.gov/pubmed/12057085
http://www.ncbi.nlm.nih.gov/pubmed/21495044
http://www.ncbi.nlm.nih.gov/pubmed/21495044
http://www.ncbi.nlm.nih.gov/pubmed/21495044
http://www.ncbi.nlm.nih.gov/pubmed/10793107
http://www.ncbi.nlm.nih.gov/pubmed/10793107
http://www.ncbi.nlm.nih.gov/pubmed/10793107
http://www.ncbi.nlm.nih.gov/pubmed/19718744
http://www.ncbi.nlm.nih.gov/pubmed/19718744
http://www.ncbi.nlm.nih.gov/pubmed/19718744
http://www.ncbi.nlm.nih.gov/pubmed/19718744
http://www.ncbi.nlm.nih.gov/pubmed/19841343
http://www.ncbi.nlm.nih.gov/pubmed/19841343
http://www.ncbi.nlm.nih.gov/pubmed/19841343
http://www.ncbi.nlm.nih.gov/pubmed/22538837
http://www.ncbi.nlm.nih.gov/pubmed/22538837
http://www.ncbi.nlm.nih.gov/pubmed/22538837
http://www.ncbi.nlm.nih.gov/pubmed/11395241
http://www.ncbi.nlm.nih.gov/pubmed/11395241
http://www.ncbi.nlm.nih.gov/pubmed/11395241
http://www.ncbi.nlm.nih.gov/pubmed/20421143
http://www.ncbi.nlm.nih.gov/pubmed/20421143
http://www.ncbi.nlm.nih.gov/pubmed/20421143
http://www.ncbi.nlm.nih.gov/pubmed/20421143
http://www.ncbi.nlm.nih.gov/pubmed/22180229
http://www.ncbi.nlm.nih.gov/pubmed/22180229
http://www.ncbi.nlm.nih.gov/pubmed/22180229

Enver Ozer Austin Publishing Group

10. Durmus K, Rangarajan SV, Old MO, Agrawal A, Teknos TN, Ozer E, et al. 12. Mehta V, Johnson P, Tassler A, Kim S, Ferris RL, Nance M, et al. A new
Transoral robotic approach to carcinoma of unknown primary. Head Neck. paradigm for the diagnosis and management of unknown primary tumors of
2014; 36: 848-852. the head and neck: a role for transoral robotic surgery. Laryngoscope. 2013;

123: 146-151.
11. Durmus K, Patwa HS, Gokozan HN, Kucur C, Teknos TN, Agrawal A.

Functional and quality-of-life outcomes of transoral robotic surgery for
carcinoma of unknown primary. Laryngoscope. 2014; 124: 2089-2095.

Austin J Otolaryngol - Volume 1 Issue 3 - 2014 Citation: Ozer E. Management of Carcinoma of Unknown Primary in the Neck: Changing Dynamics. Austin J
ISSN : 2473-0645 | www.austinpublishinggroup.com Otolaryngol. 2014;1(3): 2

Ozer. © All rights are reserved

Submit your Manuscript | www.austinpublishinggroup.com Austin J Otolaryngol 1(3): id1012 (2014) - Page - 02


http://www.ncbi.nlm.nih.gov/pubmed/23720223
http://www.ncbi.nlm.nih.gov/pubmed/23720223
http://www.ncbi.nlm.nih.gov/pubmed/23720223
http://www.ncbi.nlm.nih.gov/pubmed/24706455
http://www.ncbi.nlm.nih.gov/pubmed/24706455
http://www.ncbi.nlm.nih.gov/pubmed/24706455
http://www.ncbi.nlm.nih.gov/pubmed/23154813
http://www.ncbi.nlm.nih.gov/pubmed/23154813
http://www.ncbi.nlm.nih.gov/pubmed/23154813
http://www.ncbi.nlm.nih.gov/pubmed/23154813

	Title
	Editorial
	References

