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WHAT 1s Cup ?

CUP representa heterogenousgroup of metastatic
tumours for which a standardized work-up fails to
identify the site of origin at the time of diagnosis
It accounts for 3% - 5% of all malignancies



THE NATURAL HISTORY OF
CANCER oF UNKNOWN
PRIMARY SITE




FUNDAMENTAL CHARACTERISTICS

x  Early dissemination

x  Clinical absence of primary at presentation
x  Aggressiveness

x  Unpredictable metastatic pattern, ie

Pancreatic cancerpresenting as CUP has-féld higher
Incidence to affect bones, and 30% incidence to appear
with lung metastases.



Cancer of
Unknown

Primary Site :

One or more

Diseases ?




HISTOLOGICAL CLASSIFICATION

HISTOLOGY INCIDENCE
Adenocarc inoma

Well to moderately differentiated 50 %

Poorly or undifferentiated 35 %
Sqguamous cell carcinoma 10 %
Und ifferent iated neoplasms 5%

Not specified carcinoma
Neuroendocrine tumors
Lymphomas

Germ cell tumors
Melanomas

Sarcomas

Embryonal  malignancies




CLINICOPATHOLOGICAL ENTITIES
OF CUP

ORGAN HISTOLOGY

Liver (mainly) AdenoCaM or P diff
and/or other organs

Lymph nodes

Mediastinal i Retroperitoneal U or P diff Ca
(midline distribution)

Axillary AdenoCa W to P diff
Cervical SCC Ca
Inguinal U Ca, SCC, mixed SCC / adenoCa

W =well, M =moderately, P =poorly, U = undifferentiated



Peritoneal cavity

Peritoneal adenocarcinomatosis Papillary or serousadenoCa

in females (£ psammoma bodies)

Malignant ascites of other Mucin adenoCaM or P diff

unknown origin (£ signet ring cells)
Lungs

AdenoCa various diff
AdenoCa M or P diff

Pulmonary metastases

Pleural effusion

W =well, M = moderately, P =poorly, U = undifferentiated



Bones

(solitary or multiple) AdenoCaof various diff
Brain
(solitary of multiple) AdenoCaof various diff or

squamouscell Ca

Neuroendocrine tumors P diff Ca with neuroendocrine
features (mainly), low-grade
neuroendocrineCa, small cell

anaplasticCa

Melanoma U neoplasm with melanoma features.

W =well, M = moderately, P =poorly, U = undifferentiated



WHAT IS THE OPTIMAL
INVESTIGATIONAL DIAGNOSTIC
APPROACH FOR THE IDENTIFICATION
OF THE PRIMARY TUMOR ?



