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Cancer of Unknown Primary: Diagnosis and Treatment
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Cancer of unknown primary (CUP) is a heterogenous group of cancers for which the anatomical site of origin is unidentifiable on
the basis of standard evaluation and imaging. CUPs account for 2-5% of all malignancies and are characterized by early metastatic
dissemination, aggressive clinical course, and poor response to palliative chemotherapy. It is important to identify favorable-risk
CUP patients (10-20%), as they harbor chemo-sensitive and potentially curable tumors, and may require long-term disease control.
Empirical combination chemotherapy has traditionally been the standard first-line therapy for most patients (80-90%), who do not
belong to favorable-risk subsets; however, this approach has only modest benefits, with a median overall survival of < 1 year.
Evidence supporting the clinical use of molecular tissue of origin (TOO) tests is still lacking. Two recent randomized clinical trials
failed to show the benefit of TOO-based site-specific therapy over empirical chemotherapy. In an era of precision medicine, the use
of comprehensive molecular profiling will provide opportunities to identify patient subsets who are susceptible to targeted therapies

and immunotherapies. (Korean J Med 2021;96:408-414)
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Table 1. Therapy for patients with favorable-risk
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Subtype

Proposed treatment

Potential equivalent tumor

Poorly differentiated neuroendocrine
carcinoma

Peritoneal carcinomatosis of a serous
papillary histological type in females

Isolated axillary nodal metastases in
females

Squamous cell carcinoma involving cervical Neck dissection and/or chemoradiation

lymph nodes

Cancer with a colorectal IHC (CK20+,
CDX2+, CK7-)

Single metastatic deposit from unknown
primary
Men with bone metastases or IHC/serum

cancer

PSA expression

Platinum/etoposide chemotherapy
Optimal surgical debulking followed by

platinum/taxane chemotherapy

Axillary nodal dissection, mastectomy or
breast irradiation and adjuvant
chemohormonotherapy

Systemic treatment used for colorectal

Resection and/or RT =+ systemic therapy

Androgen deprivation therapy

Poorly differentiated neuroendocrine
carcinoma with a known primary site

Ovarian cancer, primary peritoneal
cancer

Breast cancer

Head and neck squamous cell cancer

Metastatic colorectal cancer

Single metastasis

Prostate cancer

THC, immunohistochemistry; RT, radiotherapy; PSA, prostate specific antigen.
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Table 2. Chemotherapy regimens for cancer of unknown primary

Chemotherapy regimens NCCN guidelines ESMO guidelines
Gemcitabine + cisplatin Adenocarcinoma, squamous cell Yes
Paclitaxel + carboplatin Adenocarcinoma, squamous cell Yes
Docetaxel + carboplatin Adenocarcinoma, squamous cell Yes
Capecitabine + oxaliplatin Adenocarcinoma Yes
Gemcitabine + irinotecan Adenocarcinoma Yes
Etoposide + cisplatin - Yes
Irinotecan + oxaliplatin - Yes
Fluorouracil + oxaliplatin Adenocarcinoma, squamous cell -
Fluorouracil + irinotecan Adenocarcinoma -

Fluorouracil + cisplatin

Paclitaxel + cisplatin

Squamous cell

Squamous cell

Docetaxel + cisplatin Adenocarcinoma, squamous cell
Gemcitabine + docetaxel Adenocarcinoma
Irinotecan + carboplatin Adenocarcinoma
Capecitabine Adenocarcinoma, squamous cell
Fluorouracil Adenocarcinoma, squamous cell
Paclitaxel + carboplatin + etoposide Adenocarcinoma
Fluorouracil + irinotecan + oxaliplatin Adenocarcinoma

Docetaxel + cisplatin + fluorouracil

Squamous cell

NCCN, National Comprehensive Cancer Network; ESMO, European Society for Medical Oncology.
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