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METASTATIC CANCER OF UNKNOWN PRIMARY (mCUP) 

SITE POLICY FOR DIAGNOSIS AND MANAGEMENT

1.
Introduction

Metastatic cancer of unknown primary (mCUP) is a common, well-recognised and heterogeneous clinical syndrome. Patients with CUP present with metastatic disease in the absence of an identifiable primary tumour despite a diagnostic work-up. Cancer of unknown primary represents 3-5% of all malignancies (Pavlidis and Fizazi 2009) and is the fourth most common cause of cancer-related death. Median age of diagnosis is 71 in males and 73 in females (Baron-Hay and Tattersall 2002). Five-year survival is only in the region of 6% (Baron-Hay and Tattersall 2002). In our experience these patients often present with late stage disease and have a limited prognosis.
2.
Investigations  (See full diagnostic pathway- Appendix 1)
· Diagnostic investigation aims to define the extent of tumour dissemination and to help identify patients who may benefit from treatment.
· It is of primary importance to identify highly treatable/ curable subtypes of CUP and treat these appropriately and promptly (e.g. germ cell tumours, Ewing sarcoma, PNET tumours, lymphoma, breast cancer, prostate cancer).
· Further investigation to identify the primary origin of the malignancy is not appropriate for patients who are unfit for treatment due to extensive comorbidities or extreme frailty or who do not wish further investigation or treatment.
· Full history and complete clinical examination (including a PR, PV, testicular examination, breast examination and skin examination) should be performed in all patients.
· Essential laboratory investigations include: 

· Routine laboratory analysis (FBC, electrolytes, liver function tests, creatinine, calcium, CRP and urinalysis)

· Tumour markers are useful in selected presentations such as 
· Serum (FP and (HCG – patients with midline disease/brain mets
· (FP for patients with liver only disease
· PSA – men with adenocarcinoma and bone metastases
· CA125 – women with pelvic or peritoneal disease
· Other tumour markers such as CEA are of limited diagnostic use and should be used only post CT scan as a treatment baseline and for disease monitoring where indicated. 
· Imaging of choice is CT scan of chest, abdomen and pelvis (with contrast where renal function allows)
· PET scan is sometimes indicated to look for a primary scan (after mCUP MDT discussion)
· Tumour specific investigations by presentation should include
· Mammography (or MRI) – women with axillary lymphadenopathy or breast lump
· Head and neck and chest CT scan – cervical nodes with squamous carcinoma

· Endoscopies – as indicated by signs and symptoms

· Consider myeloma screen – bone lesion seen on scan with no obvious primary

· Neck/thyroid USS or neck CT (or PET) – bone lesion seen on scan with no obvious primary and other investigations not fruitful

· Where further investigation is thought to be appropriate Trucut biopsy should be taken to allow detailed histopathological and immunohistochemical analysis:

· Patients with solitary liver lesion should be referred to the Hepatobiliary team before a  biopsy is taken

· It is essential to include detailed clinical information on the request form and to request immunohistochemistry

· Liver biopsies done in WGH should be highlighted for attention of WGH pathology team for Cancer of Unknown Primary (otherwise sent to RIE pathology)

3.
Management
· If clinical, radiological and pathological findings suggest a specific cancer primary refer to relevant MDT / oncology team - otherwise refer to unknown primary MDT (see Appendix 2 and 3 for details).

· Clinical features associated with better outcomes with chemotherapy include rapid tumour growth, age less than 50 years, two or fewer areas of metastasis and normal organ function. Favourable cancer subtypes are outlined in Table 1. 

· Clinical features associated with an unfavourable prognosis include severely deranged organ function, multiple co-morbidities, poor performance status, poor pre-morbid condition. Early referral to palliative care should be considered.

· There is very little evidence about the best chemotherapy to offer in patients in whom a probable primary is not clear (true mCUP) although a number of ‘empirical’ regimens have been adopted worldwide on the basis of weak evidence and most likely primary sites.

· Choice of chemotherapy (or radiotherapy) will be dictated by the extent of disease, outcome of MDT review of imaging and path and most likely primary cancer origin, the patient’s performance status, organ function, co-morbidities and patient wishes. 
· There is increasing support (although prospective trial evidence is awaited) for the rational selection of medical therapy according to pathological subtypes, as guided by immunohistochemistry e.g. patients with metastatic cancer with CK20 +ve, CDX2 +ve, CEA+ve and CK 7 –ve on immunohistochemistry should be treated with chemotherapy as if colon cancer (see Tables 2 and 3).
· There is growing interest in molecular gene expression profiling to try and determine the primary site and direct chemotherapy options but there is not yet convincing evidence that this improves survival.
· Patients should be supported through the diagnostic pathway, their symptoms should be actively managed and they should be kept fully informed as to the purpose and results of investigations.  Patients should be given the contact number of the Nurse Consultant/ Specialist Nurse for mCUP to support them and to help liaise with primary or palliative care teams as appropriate.
4. Chemotherapy Regimens

4.1
Pathological features/markers consistent with possible metastatic germ cell
Discuss with GU colleagues and treat with Bleomycin/Etoposide/Cisplatin or Etoposide/Cisplatin depending on lung function. 

4.2 Extrapulmonary small cell cancer of unknown origin

Treat as per small cell lung cancer with Cisplatin/Etoposide, Carboplatin/Etoposide, Cyclophosphamide/Adriamycin/Vincristine or Etoposide/Vincristine depending on performance status and organ function. If excellent response discuss with clinical oncology re need for radiotherapy to tumour site or brain.
4.3
Colorectal or small bowel phenotype

Depending on performance status and comorbidity, treat as per colorectal cancer and follow colorectal site policy for details. If liver-limited disease, consult with HPB team and consider resection after chemotherapy.
Treatment should include at least one of capecitabine/oxaliplatin, capecitabine, irinotecan, OxMdG, IrMdG, raltitrexed or raltitrexed/oxaliplatin. If CK7+ve and more in keeping with possible upper GI origin then consider epirubicin/oxaliplatin/capecitabine or same regimen without epirubicin if contraindicated or CapOx.

4.4
Lung / HPB phenotype

Treatment will usually be Cisplatin/Gemcitabine, Gemcitabine/Carboplatin or single agent Gemcitabine depending on clinical suspicion and fitness.
4.5  
Features consistent with primary peritoneal origin
Treat with Carboplatin/Taxol chemotherapy or single agent Carboplatin as per gynaecology protocols. If mucinous treat as per colorectal with Capecitabine/Oxaliplatin. If convincing high grade neuroendocrine differentiation consider Carboplatin/Etoposide.

Table 1
Treatment strategies for favourable CUP subtypes 

	Subtype of CUP
	Treatment strategies
	Outcome (when data available)

	Extragonadal germ cell  syndrome eg midline/ retroperitoneal disease distribution/ raised αFP or βHCG
	Combination chemotherapy : platinum based as if germ cell cancer
	RR:50%  (CR: 15-25%)

Median survival: 13 months

10 year survival: 15%

	Poorly differentiated neuroendocrine adenocarcinoma of unknown primary (ACUP)
	Combination chemotherapy: platinum/etoposide 
	RR:50-70%

CR: 25%

Median survival:14 months

3 year survival: 24%

	Node predominant poorly differentiated ACUP
	Combination chemotherapy: platinum based
	RR: 20-50%

Median survival:13 months

	Axillary node in female
	Treat with surgery/ hormones/ chemotherapy as if breast cancer 
	5 year survival: 75%

10 year survival:68%

	Neck node - squamous
	Radiotherapy +/- platinum-based  chemotherapy as if head and neck cancer 
	5 year survival:35-50%

Long term survival possible

	Inguinal node - squamous
	Lymph node dissection or radiotherapy 

+/- chemotherapy as if anal/cervical cancer 
	

	Bone mets and high PSA in males
	Hormonal therapy as if prostate cancer
	

	Peritoneal ACUP papillary or serous histology in female
	Surgical debulking then chemotherapy as if ovarian cancer 
	RR:40-60% (CR:30%)

Median survival:16 months

5 year survival:10%

	Single potentially resectable metastatic site eg liver, lung, node, brain 
	Surgical resection (without biopsy first) or radiotherapy followed by chemotherapy or radiotherapy as appropriate
	

	Predominantly abdomen/ liver metastases with CK20+, CDX20+ on immunohistochemistry
	Chemotherapy as if colon cancer 
	RR: 40%  (CR: 5%)

Median survival:12-18 months


Table 2 

Use of immunohistochemistry to guide choice of systemic therapy

	Immunohistochemical marker
	Possible cancer site of origin
	Possible first line treatment strategy 

	
	
	

	PSA – prostate specific antigen
	Prostate
	Anti-androgen hormones 

	TTF1 – thyroid transcription factor 1
	Lung
	Platinum/Gemcitabine



	GcDFP-15 gross cystic disease fluid protein 15
	Breast
	Anti-oestrogen hormones or Carboplatin/Paclitaxel 

	CDX2
	Colon
	Oxaliplatin/5FU 

	CK20
	Colon, Oesophageal, Ovarian, Ampullary  
	Oxaliplatin/5FU, Carboplatin/Paclitaxel or Platinum/ Gemcitabine

	CK7
	Lung, Pancreas, Cholangio, Ovarian, Breast
	Platinum/Gemcitabine or Carboplatin/Paclitaxel 

	ER – oestrogen receptor
	Breast, Ovarian, Endometrial 
	Anti-oestrogen hormones or Carboplatin/Paclitaxel

	Mesothelin
	Cholangio, Mesothelioma, Endometrial, Ovarian
	Platinum /Gemcitabine or Carboplatin/Paclitaxel

	CA125
	Ovarian, Endometrial, Cholangio,  Pancreas 
	Carboplatin/Paclitaxel or 
Platinum /Gemcitabine 

	Lysozyme
	Cholangio, Pancreas, Lung, Stomach, Colon
	Platinum /Gemcitabine or 
Oxaliplatin/5FU 


Table 3

Frequency of immunohistochemistry expression (inc CK20/CK7) for various tumour types (Adapted from NICE guidelines 2010)
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Appendix 1 – mCUP diagnostic pathway (also on OOQS under MDM and Cancer Referrals) 
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Appendix 2

Cancer MDM referral guideline can be found on OOQS by pressing on this hyperlink. However it is often helpful for a senior member of the referring team to telephone or email a specific oncology consultant directly about a patient, when referring for MDT discussion, in order to discuss the history in person and ensure further specialist management/ clinic review is expedited when indicated.
Appendix 3
mCUP referral form can be found on OOQS by pressing on this hyperlink. 
Please feel free to also phone or email Dr Sally Clive, Ms Gillian Knowles, Ms Rachel Haigh (all on Lothian intranet) to discuss the patient and email the referral to the mCUP team (CUPTeam@nhslothian.scot.nhs.uk) so that the patient can be discussed at the next MDM and relevant appointments can be arranged. 
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