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Focus Points 

o  Rare disease 

o  No randomized or prospective 
   studies 

o  Poor knowledges on the molecular  
   biology of cervical CUP 





 
    
 
                     
      

Which lymph node should be included in 
the radiotherapy volume? 

Is limited radiotherapy equal to extended 
irradiation? 

What mucosal sites should be included 
in the radiotherapy volume? 



Int. J. Radiation Oncology Biol. Phys., Vol. 50, No. 3, 2001 

Sssu25%'

Endpoint Unilateral-RT Comprehensive-RT Surgery-alone-
(Coker-et-al-,-Coster-et-al,-

Grau-et-al)-
 

Median'mucosal'primary'emergence'
rate'(range) 

8%'(5–44)- 9.5%'(2–13)- 25%'
-

Median'neck'relapse'rate'(range) 51.5%'(31–63)- 19%'(8–49)- 34%'
-

Median'distant'metastases'rate'
(range) 

38%- 19%'(11–23)- nr-

Median'5Byear'overall'survival'rate'
(range) 

36.5%'(22–41)- 50%'(34–63)- 66%'
-



Int. J. Radiation Oncology Biol. Phys., 2007 



Arch OtolaryngolHeadNeckSurg. 2007 



Arch Otolaryngol Head Neck Surg. 2012 
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3D, IMRT 

Radiother. and Oncol. 2009 



Randomized Phase III Study On The Selection Of 
The Target Volume In Postoperative Radiotherapy 
For Cervical Lymph Node Metastases Of Squamous 
Cell Carcinoma From And Unknown Primary (CUP) 

European Organisation for Research 
and Treatment of Cancer - EORTC  

Closed 





CERVICAL CUP: RADIOTHERAPY 

MUCOSA PRIMARY 
TUMOR EMERGENCE 

REGIONAL CONTROL 

ACUTE AND LATE 
MORBIDITY 
QUALITY OF LIFE 



Which lymph node should be 
included in the radiotherapy 

volume? 

Gregoire V Radiother and Oncol 2000 

Primary-tumor- N0AN1- N2b-

Oral'cavity' IBIV' IBV'

Oropharynx' IIBIV+'retropharyngeal' IBV+'retropharyngeal'

Hypopharynx' IIBIV'(+VI'for'esophageal'
extension)'

IBV+'retropharyngeal'
(+VI'for'esophageal'
extension)'

Larynx' IIBIV'(+VI'for'transgloNc'
and''subgloNc'tumors)'

IIBV(+VI'for'transgloNc'
and''subgloNc'tumors)'

Nasopharynx' IIBV+'retropharyngeal' IIBV+'retropharyngeal'
'



PaEents RT-Tecniques Controlateral-
failure 

Control-rate-in-
controlateral-neck 

PAValue 

'
'
52 

36'BT+M'
 

14%'
 

86%'
 

'
'

P=0.03 
16'IT'(electron)'

 
44%'
 

56%'
 



      If comprehensive 
radiation therapy to 
putative mucosal sites is 
decided, it is possible to 
tailor the radiotherapy 
volumes according to the 
location of the metastatic 
lymph node. 

What mucosal sites should be included in the 
radiotherapy volume? 

Vorwerk and Hess Radiation Oncology 2011 



Distribution of clinical metastatic neck nodes from HNSCC  

V. Gregoire et al. Radiotherapy and Oncology 2000 



Incidence of retropharyngeal lymph nodes in HNSCC 

V. Gregoire et al. Radiotherapy and Oncology 2000 



LIVELLO I : cavo orale 

LIVELLO II: rinofaringe, orofaringe,  
                    ipofaringe, laringe 

LIVELLO III: rinofaringe, orofaringe,  
                    ipofaringe, laringe 

LIVELLO IV: ipofaringe, laringe,  

LIVELLO V: rinofaringe, ipofaringe 

Can the location of the lymph node indicate  
the site of origin of the primary tumor? 

IMPACT ON CLICAL TARGET VOLUME 





•  No classical risk factors        
(smoke, alchool)'

•  cystic  transformation of nodal 
metastases'

•  atypical histological differentiation 
(lymphoepithelial and basaloid)'



Human Pathology (2010) 41, 431–437 



SEDE-T-PRIMITIVO -N°-PAZ-(%)-

Tonsilla' 25'(43) 

Base'lingua 23'(39) 

Seno'piriforme 5'(9) 

Parete'posteriore'del'faringe 2'(3) 

Parete'laterale'del'faringe 1'(2) 

Vallecula 1'(2) 

EpigloNde'sopraioidea 1'(2) 

Am J Otolaryngol 2001 





Is IMRT beneficial for cervical CUP patients? 



IMRT IN CUP 
OS- CL-

Klem'et'al'
2008'
(16'postop)'

21' Omolateral'mucosa+bilateral'neck' 85%''(2'yrs)' 90%'

Lu'et'al'2008'
(12'postop)'

22' Extensive'Rt'
Without'hipopharinx'and'larynx'

74.2%'(2yrs)' 88.5%'

Madani'2008'
(19'postop)'

23' Extended'putaZve'mucosal'and'bilateral'
nodal'sites''

(Without'larynx'in'60%)'
'

74.8%'(2yrs)' nr'

Frank'2010'
(13'postop)'

52' Extensive'Rt'
(Without'hipopharinx'and'larynx'in'33%)'

'

89%'(5yrs)' 94%'(5yrs)'

Villeneuve'
2012'
(8'postop)'

25' bilateral'neck'and'ipsilateral'putaZve'
pharyngeal'mucosa'

100%'(3yrs)' 100%'(3yrs)'
'



Int. J. Radiation Oncology Biol. Phys. 2008 





TAKE'HOME'MESSAGES'

o   The wide-field irradiation reduces the risk of tumor 
recurrence. However, it also causes significant morbidity. 
Therefore, the accurate identification of occult primary sites 
is to improving therapeutic efficacy. 

 
o  The type of treatment can be individualised depending on 

the patient’s age, site, histology and extent of metastatic 
lymph node involvement of the tumour to decrease toxicity. 

 
o  IMRT compared with the conventional technique allows 

excellent bilateral neck and putative pharyngeal mucosa 
coverage, with few late salivary function toxicities 



Grazie per l’attenzione! 


