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"[in cases where cancer is possible] it
is vital that the cancer team is notified early on. This
can prevent often unnecessary admission, speed up the
diagnosis and improve the patients overall experience."

Do specialists do it better? The impact of

specialization on the process and outcomes of care for cancer

patients.

The effect of provider case volume on cancer mortality.

Systemic Anti-Cancer Therapy: For better, for worse?.

Focus on:

Cancer.

The influence of comorbidities, age, and

performance status on the prognosis and treatment of patients

with metastatic carcinomas of unknown primary site: a

population-based study.



Methods

Participants

and Country

Interventions

Outcomes

Outcomes included:

Results

Specialization and process of care

Proxy definitions of specialization and process of care

Specialization (however defined) and mortality

Specialization (however defined) and mortality for breast cancer (5 studies):



Specialization and mortality for other solid tumours (5 studies):

Notes

Methods

Participants

and Country

Interventions

Outcomes

Perioperative mortality - unadjusted analysis (105 studies)

Overall survival - analyses adjusted for counfounders (11 studies)

Notes

Methods

Participants

and Country

Interventions

Outcomes

Quality of Care

Discussion of treatment plan by MDT



Recommendations of the report’s advisors

Notes

Methods

Participants

and Country

Interventions

Outcomes

Notes

Methods

Participants

and Country

Interventions

Outcomes

Referral to cancer centre (specialist oncologist)

Overall survival



Treatment received

Notes







Randomised

controlled trial of effects of coordinating care for terminally ill

cancer patients.

Healthcare utilization among veterans

undergoing chemotherapy: the impact of a cancer care

coordination/home-telehealth program.

Remote patient-provider communication and

quality of life: empirical test of a dialogic model of cancer

care.

Effect of nurse case management on the treatment of older

women with breast cancer.

Psychological support for patients

undergoing breast cancer surgery: a randomised study.

A policy framework for

commissioning cancer services. The Calman-Hine Report

Manual for Cancer Services.





Methods

Participants

and Country

Interventions

Outcomes

Notes

Methods

Participants and Country

Interventions

Outcomes

Notes

Methods

Participants

and Country

Interventions

Outcomes

Notes



Methods

Participants

and Country

Interventions

Outcomes

Notes







Improvements in quality of care resulting from a formal

multidisciplinary tumour clinic in the management of high-

grade glioma.

Effect of process standards on

survival of patients with head and neck cancer in the south

and west of England.

The impact of a multidisciplinary breast

cancer center on recommendations for patient management:

the University of Pennsylvania experience.

Systematic review of multidisciplinary teams in the

management of lung cancer.

Multidisciplinary breast

cancer clinics. Do they work?.

Breast cancer: multidisciplinary

care and clinical outcomes. [Review] [27 refs].

The

impact of the Calman-Hine report on the processes and

outcomes of care for Yorkshire’s colorectal cancer patients.

The

impact of the Calman-Hine report on the processes and

outcomes of care for Yorkshire’s breast cancer patients.

Survival in ovarian cancer in Wales: Prior to

introduction of all Wales guidelines.

Multidisciplinary team management is

associated with improved outcomes after surgery for gastric

cancer.

Multidisciplinary team management is

associated with improved outcomes after surgery for

esophageal cancer.[see comment].

Multidisciplinary cancer conferences: a systematic review and

development of practice standards. [Review] [56 refs].
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Methods

Participants

and Country

Interventions

Outcomes

Notes

Methods

Participants and Country

Interventions

Outcomes

Notes

Methods

Participants

and Country

Interventions

Outcomes

Notes



Methods

Participants and

Country

Interventions

Outcomes

Notes

Methods

Participants

and Country

Interventions

Outcomes

Notes

Methods

Participants and

Country

Interventions

Outcomes

Notes

Methods

Participants

and Country

Interventions

Outcomes

Notes



Methods

Participants

and Country

Interventions

Outcomes

Notes

Methods

Participants and Country

Interventions

Outcomes

Notes

Methods

Participants and

Country

Interventions

Outcomes

Notes

Methods

Participants and Country

Interventions

Outcomes

Notes

Methods

Participants

and Country



Interventions

Outcomes

Notes







Analysis of a diagnostic strategy for patients with suspected

tumors of unknown origin.

Strategy for Identifying Primary Malignancies with

Inaugural Bone Metastases.

Malignancies of Undetermined

Primary Origin.

Cancers of unknown primary

site: ESMO clinical recommendations for diagnosis, treatment

and follow-up.

Summary of the Standards, Options and

Recommendations for the management of patients with

carcinoma of unknown primary site (2002).

Skeletal metastases of unknown origin: A

retrospective analysis of 29 cases.

Determining the site of the primary cancer in patients with

skeletal metastasis of unknown origin: a retrospective

study.[see comment].

Metastatic adeno or undifferentiated carcinoma from

an unknown primary site - Natural history and guidelines for

identification of treatable subsets.

Early Metastatic Cancer of Unknown

Primary Origin at Presentation A Clinical Study of 302

Consecutive Autopsied Patients.

Diagnostic evaluation of patients

with carcinoma of unknown primary tumor site. [Review] [39

refs].

[Metastatic cancer

presentation. Validation of a diagnostic algorithm with 221

consecutive patients] [Spanish].

Skeletal metastases of

unknown origin. A prospective study of a diagnostic strategy.

The Search for the Primary Tumor in

Patients with Skeletal Metastases of Unknown Origin.

Diagnostic

strategies for unknown primary cancer. [Review] [57 refs].
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Methods

Participants

and Country

Interventions

Initial tests in all patients

Further tests according to signs, symptoms or results of initial tests

Outcomes

Diagnostic yield of initial tests (for identification of the primary tumour)

Diagnostic yield of further tests (for identification of the primary tumour)

Comparison of limited versus additional evaluation

Duration of diagnostic process

Number of investigations

Appropriateness of investigations

Patient satisfaction with care



Notes

Methods

Participants and

Country

Interventions

Initial tests

Further tests

Outcomes

Diagnostic yield initial tests

Diagnostic yield further tests

Duration of diagnostic process

Number investigations

Appropriateness of investigations

Patient satisfaction with care

Notes

Methods

Participants and Country

Interventions
Initial tests in all patients

Outcomes

Notes



Methods

Participants and Country

Interventions

Initial tests in all patients

Further tests according to signs, symptoms or results of initial tests

Patients with SCC cervical lymphadenopathy

Men with adenocarcinoma and bone metastases

Patients with midline metastatic disease:

Women with adenocarcinoma:

Outcomes

Notes

Methods

Participants and

Country

Interventions

Initial tests

Further tests (depending on presentation)

Outcomes

Notes

Methods

Participants

and Country

Interventions

Outcomes

Diagnostic yield



Duration of diagnostic process

Number investigations

Appropriateness of investigations

Patient satisfaction with care

Notes

Methods

Participants and

Country

Interventions

Initial tests (in all or almost all patients)

Further tests

In male patients with osteosclerotic lesions:

According to signs/symptoms:

Outcomes

Some primary tumours were detected on both initial and further tests

Diagnostic yield of initial tests

Diagnostic yield of further tests



Number investigations

Appropriateness of investigations

Patient satisfaction with care

Notes

Methods

Participants

and Country

Interventions

Initial tests in all patients

Further tests according to signs, symptoms or results of initial tests

Outcomes

Diagnostic yield of further tests

Duration of diagnostic process

Number investigations

Appropriateness of investigations

Patient satisfaction with care

Notes

Methods

Participants

and Country

Interventions
Initial tests



Further tests

Outcomes

Diagnostic yield of initial tests (done in all cases)

Diagnostic yield of further tests (only done in selected patients)

Duration of diagnostic process

Number investigations

Appropriateness of investigations

Patient satisfaction with care

Notes

Methods

Participants

and Country

Interventions

Outcomes

Notes

Methods

Participants

and Country

Interventions

Initial tests in all patients

Further tests according to signs, symptoms or results of initial tests



Outcomes

Diagnostic yield of initial tests for identification of the primary

Diagnostic yield of further tests for identification of the primary

Duration of diagnostic process

Number investigations

Appropriateness of investigations

Patient satisfaction with care

Notes

Methods

Participants and

Country

Interventions

Initial tests

Further tests

Outcomes

Diagnostic yield of initial tests

Diagnostic yield of further tests

Duration of diagnostic process

Number investigations

Appropriateness of investigations

Patient satisfaction with care

Notes



Methods

Participants and

Country

Interventions

Intial tests in all patients

Further tests

Outcomes

Diagnostic yield of initial tests

Diagnostic yield of further tests

Duration of diagnostic process

Number investigations

Appropriateness of investigations

Patient satisfaction with care

Notes

Methods

Participants and Country

Interventions

Initial tests

Further tests

Patients with suspected occult head/neck cancer:

Women with adenocarcinoma:

Women with isolated axillary node metastases:

Men with adenocarcinoma and bone metastases:

Men with undifferentiated carcinoma or poorly differentiated carcinoma:

Outcomes

Notes









"If the
clinical suspicion of prostate cancer is high, because of a
high PSA value and evidence of bone metastases
(identified by a positive isotope bone scan or sclerotic
metastases on plain radiographs), prostate biopsy for
histological confirmation should not be performed,
unless this is required as part of a clinical trial."



The value of MCA,

CA 15-3, CEA and CA-125 for discrimination between

metastatic breast cancer and adenocarcinoma of other

primary sites.

Investigations for bone metastasis

from an unknown primary.

Determining the site of the primary cancer in patients with

skeletal metastasis of unknown origin: a retrospective

study.[see comment].

Metastatic adeno or undifferentiated carcinoma from an

unknown primary site--natural history and guidelines for

identification of treatable subsets.

Carcinoembryonic antigen levels as

an indicator of the primary site in metastatic disease of

unknown origin.

Towards evidence-based use of serum tumour marker

requests: an audit of use in a tertiary hospital.

[Metastatic cancer

presentation. Validation of a diagnostic algorithm with 221

consecutive patients]. [Spanish].

Serum Tumor Markers in Skeletal Metastasis.

Diagnostic

strategies for unknown primary cancer.

Tumor-marker analysis and verification of

prognostic models in patients with cancer of unknown

primary, receiving platinum-based combination

chemotherapy.







Clinical setting
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and Country

Study design

Target
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Tests

Follow up

Notes

Clinical

setting
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Study
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Target
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Follow up
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Clinical
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Clinical

setting
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and Country

Study

design

Target

condition

Tests

Follow up

Notes

Clinical setting

Participants

and Country

Study design

Target

condition

Tests

Follow up

Notes

Clinical setting

Participants and Country



Study design

Target condition

Tests

Follow up

Notes

Clinical setting

Participants and

Country

Study design

Target condition

Tests

Follow up

Notes

Clinical setting

Participants and Country

Study design

Target condition

Tests

Follow up

Notes

Clinical

setting

Participants

and Country

Study design

Target

condition

Tests

Follow up

Notes



Clinical setting

Participants and

Country

Study design

Target condition

Tests

Follow up

Notes







Diagnostic yield = Prior probability of a detectable GI
cancer * sensitivity of GI endoscopy



Appropriateness of gastrointestinal endoscopy: risk of

complications.

Determining the primary site in patients with skeletal

metastasis of unknown origin.

Metastatic adeno or undifferentiated carcinoma from an

unknown primary site--natural history and guidelines for

identification of treatable subsets.

Prospective audit of upper gastrointestinal

endoscopy in two regions of England: safety, staffing, and

sedation methods.

The Need to Consider Survival,

Outcome, and Expense When Evaluating and Treating

Patients with Unknown Primary-Carcinoma.

Screening for

colorectal cancer: a targeted, updated systematic review for

the U.S. Preventive Services Task Force.

Endoscopy in patients with

malignant conditions of the gastrointestinal tract.

Postmortem validation studies of carcinomas of

unknown origin. Metastatic Carcinomas of Unknown Origin

Development and validation of a

prognostic model to predict the length of survival in patients

with carcinomas of an unknown primary site. Journal of

clinical oncology : official journal of the American Society of

Clinical Oncology

Classification and regression tree analysis of 1000 consecutive

patients with unknown primary carcinoma. Clinical cancer

research : an official journal of the American Association for

Cancer Research

Cancers of unknown origin: 311

cases. Bulletin du cancer

The influence of comorbidities, age, and

performance status on the prognosis and treatment of patients

with metastatic carcinomas of unknown primary site: a

population-based study. Cancer

Epidemiology of unknown primary tumours; incidence

and population-based survival of 1285 patients in Southeast

Netherlands, 1984-1992. European journal of cancer (Oxford,

England : 1990)
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Study design

Target condition
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Follow up
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Clinical

setting

Participants

and Country

Study design

Target

condition

Tests

Follow up

Notes

Clinical setting

Participants

and Country

Study design

Target

condition

Tests

Follow up

Notes

Clinical setting

Participants and Country

Study design

Target condition

Tests

Follow up

Notes

Clinical

setting

Participants

and Country



Study design

Target

condition

Tests

Follow up

Notes

Clinical setting

Participants and

Country

Study design

Target condition

Tests

Follow up

Notes







Clinical experience with axillary presentation breast

cancer.

Metastatic adeno or undifferentiated carcinoma of

unknown primary site - natural history and guidelines for the

identification of treatable subsets..

Management of occult breast cancer presenting

as an axillary metastasis.

Early metastatic cancer of unknown

primary origin at presentation. A clinical study if 302

autopsied patients..

Mammography in women with

axillary lymphadenopathy and normal breasts on physical

examination: value in detecting occult breast carcinoma.

Diagnostic evaluation of patients

with carcinoma of unknown primary tumor site.

Cancer de presentation metastasica.

Validacion de un algoritmo diagnostico en 221 paceitnes

consecutivos..

Breast carcinoma presenting as axillary

metastases without evidence of primary tumour.

Role of mammography in

diagnosis of axillary abnormalities in women with normal

breast examination.

Detection of occult breast cancer in patients with

axillary lymph node metastases (CUP syndrome): Preliminary

comparison of conventional diagnostic procedures and other

imaging techniques.

Is mammography of value in women with disseminated

cancer of unknown origin?.

Diagnosis and treatment of occult breast cancer:

Analysis of 36 cases.



Confirmed axillary metastases

Axillary abnormalities

(including benign conditions)
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Follow up
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Study design

Target

condition

Tests

Follow up

Notes

Clinical

setting

Participants
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Study

design

Target
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Follow up

Notes

Clinical setting

Participants and

Country

Study design

Target condition

Tests

Follow up

Notes







Pre-MRI

probability

Post-MRI probability,

positive MRI

Post-MRI probability,

negative MRI

Utility of breast magnetic resonance imaging in patients with

occult primary breast cancer.

MR imaging of the breast in patients with

occult primary breast carcinoma.

Magnetic resonance imaging facilitates breast conservation

for occult breast cancer.[see comment].



Role of breast magnetic resonance imaging in

determining breast as a source of unknown metastatic

lymphadenopathy.

Breast MRI for evaluating

patients with metastatic axillary lymph node and initially

negative mammography and sonography.

Breast magnetic resonance imaging characteristics in women

with occult primary breast carcinoma.

Breast magnetic

resonance imaging: an essential role in malignant axillary

lymphadenopathy of unknown origin.

MR imaging-guided sonography

followed by fine-needle aspiration cytology in occult

carcinoma of the breast.

MR imaging detection of occult breast

carcinoma manifesting as axillary metastases.

Breast MR imaging in patients with

axillary node metastases and unknown primary malignancy.

The role

of breast MRI in evaluating women for conservative surgery

and radiation who present with axillary lymphoadenopathy

and clinically occult breast cancer.

Detection of occult breast cancer in

patients with axillary lymph node metastases (CUP

syndrome): Preliminary comparison of conventional

diagnostic procedures and other imaging techniques.

MRI of the breast in patients with metastatic disease of

unknown primary.

Breast MRI in the evaluation of patients with

occult primary breast carcinoma.
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Diagnostic accuracy

Timing of PET

Survival

Detection of additional metastases



Change in management

Metastatic head and neck cancer: Role and

usefulness of FDG PET in locating occult primary tumors.

Whole-

body positron emission tomography using fluorodeoxyglucose

in patients with metastases of unknown primary tumours

(CUP syndrome).

18F-FDG PET/CT in the assessment of

carcinoma of unknown primary origin.

Evaluation of positron-emission tomography in

the diagnosis of primary tumours in patients presenting with

metastases: Prospective study.

FDG PET detection of unknown

primary tumors.

Detection of unknown primary head and neck

tumors by positron emission tomography.

On the interest of PET with 18F-FDG in the

management of cancer of unknown primary (CUP).

Efficacy assessment and survival analysis of 18F-FDG PET

in unknown primary tumors.

Role of

fluorodeoxyglucose-PET versus fluorodeoxyglucose-PET/

computed tomography in detection of unknown primary

tumor: a meta-analysis of the literature.

Clinical impact of positron emission tomography

(PET) with (18F)fluorodeoxyglucose (FDG) in head and neck

tumours.

Prognostic and diagnostic accuracy of

[18F]FDG-PET/CT in 190 patients with carcinoma of

unknown primary.

Impact of [18F]-2-fluorodeoxyglucose-

positron emission tomography/computed tomography on

previously untreated head and neck cancer patients.

The usefulness of fluorine 18-labelled deoxyglucose positron

emission tomography in the investigation of patients with

cervical lymphadenopathy from an unknown primary tumor.

Dual modality of 18F-

fluorodeoxyglucose-positron emission tomography/computed

tomography in patients with cervical carcinoma of unknown

primary.

Impact of PET-FDG in the diagnosis and

therapeutic care of patients presenting with metastases of

unknown primary.

Occult primary tumors of the head and neck: lack of

benefit from positron emission tomography imaging with

2-[F-18]fluoro-2-deoxy-D-glucose.

Diagnostic work-up and outcome

of cervical metastases from an unknown primary.

FDG-PET in the

staging work-up of patients with suspected intracranial

metastatic tumors.

Unknown primary tumors: detection with dual-modality

PET/CT--initial experience.

Uses

and Limitations of FDG Positron Emission Tomography in

Patients With Head and Neck Cancer.

Implication of 18F-fluoro-2-deoxy-D-glucose positron

emission tomography on management of carcinoma of



unknown primary in the head and neck: a Danish cohort

study.

Prospective study of 18FDG-PET in the detection and

management of patients with lymph node metastases to the

neck from an unknown primary tumor. Results from the

DAHANCA-13 study.

In search of an unknown primary tumour

presenting with extracervical metastases: the diagnostic

performance of FDG-PET.

2[F]-fluoro-2-deoxy-D-glucose positron

emission tomography is a sensitive tool for the detection of

occult primary cancer (carcinoma of unknown primary

syndrome) with head and neck lymph node manifestation.

Whole body 18F-FDG PET/CT imaging in the

detection of primary tumours in patients with a metastatic

carcinoma of unknown origin.

Detection of

unknown primary tumours in patients with cerebral

metastases using whole-body 18F-flouorodeoxyglucose

positron emission tomography.

Detection of unknown occult primary

tumors using positron emission tomography.

FDG PET in patients with cancer of an

unknown primary.

Combined FDG-PET/CT for the detection

of unknown primary tumors: systematic review and meta-

analysis.

18F-

FDG whole body positron emission tomography (PET) in

patients with unknown primary tumours (UPT).

Metastases from Unknown Primary

Tumor. PET-FDG as Initial Diagnostic Procedure?.

PET with 2-[F-18]-fluoro-2-deoxy-D-glucose (FDG) in

patients with cancer of unknown primary (CUP): influence on

patients’ diagnostic and therapeutic management.

The role of positron emission tomography (PET) in the

management of cervical lymph nodes metastases from an

unknown primary tumour.

Management of the unknown primary carcinoma: Long-

term follow-up on a negative PET scan and negative

panendoscopy.

Metastatic tumors in neck nodes with unknown

primary sites: The role of FDG-PET and advantages of

radiotherapy.

Positron emission tomography: poor sensitivity for occult

tonsillar cancer.

Role of 18F-FDG PET-CT imaging for the detection of an

unknown primary tumour: preliminary results in 21 patients.

Cervical lymph node

metastases of unknown origin: Primary tumor detection with

whole-body positron emission tomography/computed

tomography.

18-FDG PET in the diagnosis of laterocervical metastases from

occult carcinoma.

Detection of occult breast cancer in

patients with axillary lymph node metastases (CUP

syndrome): Preliminary comparison of conventional

diagnostic procedures and other imaging techniques.

FDG

PET and PET/CT for the detection of the primary tumour in

patients with cervical non-squamous cell carcinoma

metastasis of an unknown primary.

Role of whole body positron emission tomography/

computed tomography scan with 18F-fluorodeoxyglucose in

patients with biopsy proven tumor metastases from unknown

primary site.

Localised disease in cancer of unknown primary (CUP):

the value of positron emission tomography (PET) for

individual therapeutic management.



Detection of unknown primary tumours

and distant metastases in patients with cervical metastases:

value of FDG-PET versus conventional modalities.

Utility of combined (18)F-fluorodeoxyglucose-positron

emission tomography and computed tomography in patients

with cervical metastases from unknown primary tumors.

The role of positron emission tomography in occult

primary head and neck cancers.[see comment].

.

Positron emission tomography to locate

primary tumor in patients with cervical lymph node

metastases from an occult tumor.

The

utility of 2-deoxy-2-[F-18]fluoro-D-glucose positron emission

tomography in the investigation of patients with disseminated

carcinoma of unknown primary origin.

Lymph node

metastasis of squamous cell carcinoma from an unknown

primary: impact of positron emission tomography.

In search of an unknown primary tumour presenting

with cervical metastases: performance of hybrid FDG-PET-

CT.

The impact of FDG PET on the

management of occult primary head and neck tumours.

The role of whole body 2-[fluorine-18]-

fluoro-2-deoxy-D-glucose positron emission tomography/

computed tomography in the management of unknown

primary tumors.

Meta-DiSc: a software for meta-analysis of test accuracy

data. BMC medical research methodology
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Skin metastases from unknown origin: role of

immunohistochemistry in the evaluation of cutaneous

metastases of carcinoma of unknown origin.

Utility of cytokeratin 7 and 20 subset analysis as an aid in the

identification of primary site of origin of malignancy in

cytologic specimens.

Cytokeratin 7 and cytokeratin 20

expression in epithelial neoplasms: a survey of 435 cases.

Markers of adenocarcinoma characteristic of

the site of origin: development of a diagnostic algorithm.

Immunohistologic evaluation of

metastatic carcinomas of unknown origin: An algorithmic

approach.

Immunohistochemical panel of antibodies in the diagnosis of

brain metastases of the unknown primary.

[Value of cytokeratin 7 and 20 for the diagnosis of cerebral

metastases of adenocarcinoma: study of 78 cases] [French].

Cerebral metastases as first

symptom of cancer: a clinico-pathologic study.

The value of thyroid transcription factor-1 in

cytologic preparations as a marker for metastatic

adenocarcinoma of lung origin.

Utility of thyroid

transcription factor-1 and cytokeratin 7 and 20

immunostaining in the identification of origin in malignant

effusions.

Immunohistochemical differentiation of metastatic

breast carcinomas from metastatic adenocarcinomas of other

common primary sites.

Expression of cytokeratins 7

and 20 in carcinomas of the gastrointestinal tract.



WT1, estrogen

receptor, and progesterone receptor as markers for breast or

ovarian primary sites in metastatic adenocarcinoma to body

fluids.

Adenocarcinoma in females detected in

serous effusions. Cytomorphologic aspects and

immunocytochemical reactivity to cytokeratins 7 and 20.

Carcinoma of an unknown primary: are EGF

receptor, Her-2/neu, and c-Kit tyrosine kinases potential

targets for therapy?.

The utility of estrogen

receptor and progesterone receptor immunohistochemistry in

the distinction of metastatic breast carcinoma from other

tumors in the liver.

Thyroid transcription factor-1 is

highly sensitive and specific in differentiating metastatic

pulmonary from extrapulmonary adenocarcinoma in effusion

fluid cytology specimens.

Panels of

immunohistochemical markers help determine primary sites

of metastatic adenocarcinoma.

Metastatic adenocarcinoma to

the brain: an immunohistochemical approach.

Utility of thyroid transcription factor-1

and cytokeratin 20 in identifying the origin of metastatic

carcinomas of cervical lymph nodes.

Diagnostic utility of CDX-2 expression in separating

metastatic gastrointestinal adenocarcinoma from other

metastatic adenocarcinoma in fine-needle aspiration cytology

using cell blocks.

Cytokeratin typing

as an aid in the differential diagnosis of primary versus

metastatic lung carcinomas, and comparison with normal

lung.

Germ cell tumour as a

diagnostic pitfall of metastatic carcinoma.

Cytokeratin profile relates to histological

subtypes and intrahepatic location of intrahepatic

cholangiocarcinoma and primary sites of metastatic

adenocarcinoma of liver.

Immunohistochemical staining for

thyroid transcription factor-1: a helpful aid in discerning

primary site of tumor origin in patients with brain

metastases.

Utility of tissue-specific transcription factors thyroid

transcription factor 1 and Cdx2 in determining the primary

site of metastatic adenocarcinomas to the brain.

Cytokeratin 7 and 20 as

immunohistochemical markers in identification of primary

tumors in craniospinal metastases: Do they have a significant

role?.

Value of a panel of antibodies

to identify the primary origin of adenocarcinomas presenting

as bladder carcinoma.

Cytokeratins 20 and 7 as biomarkers: usefulness in

discriminating primary from metastatic adenocarcinoma. [35

refs].

Cytokeratins 7 and 20 in primary and

secondary mucinous tumors of the ovary: Analysis of

coordinate immunohistochemical expression profiles and

staining distribution in 179 cases.

Keratin-7 and Keratin-20 As Diagnostic

Markers of Carcinomas Metastatic to the Ovary.

Placental-like alkaline

phosphatase reactivity in human tumors: an

immunohistochemical study of 520 cases.

The expression of

placental alkaline phosphatase (PLAP) and PLAP-like

enzymes in normal and neoplastic human tissues. An

immunohistological survey using monoclonal antibodies.

APMIS : acta pathologica, microbiologica, et immunologica

Scandinavica

Seminoma metastases mimicking primary pancreatic

cancer. Onkologie
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Fiberoptic bronchoscopy in the

evaluation of carcinoma metastatic to the lung.

Yield of bronchoscopy in the diagnosis of

neoplasm metastatic to lung.

Complication of flexible fiberoptic bronchoscopy. Literature

review.

Peri-operative complications of video-

assisted thorascopic surgery (VATS).

Diagnostic and therapeutic video-assisted

thoracic surgery resection of pulmonary metastases.

Diagnostic value of

fiberoptic bronchoscopy in metastatic pulmonary tumors.

Evaluation of

bronchoscopic findings in patients with metastatic pulmonary

tumor.

Sensitivity, specificity, and predictive values of bronchoscopy

in neoplasm metastatic to lung.

Lung cancer: the

diagnosis and treatment of lung cancer. Clinical Guideline
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Pattern and prognostic factors in

patients with malignant ascites: a retrospective study.

Role of laparoscopic surgery in the etiologic diagnosis

of exsudative ascites: a prospective study of 90 cases.



The role of

laparoscopy in the evaluation of ascites of unknown origin.

The positive peritoneal effusion. A retrospective study of

cytopathologic diagnoses with autopsy confirmation.

Ascitic fluid analysis for the differentiation of malignancy-

related and nonmalignant ascites. Proposal of a diagnostic

sequence.

Women with peritoneal carcinomatosis of

unknown origin: Efficacy of image-guided biopsy to

determine site-specific diagnosis.

Study of effusion

cytology in patients with simultaneous malignancy and

ascites.

How valuable is ascitic cytology in the detection and

management of malignancy?.

Adenocarcinoma in females detected in

serous effusions. Cytomorphologic aspects and

immunocytochemical reactivity to cytokeratins 7 and 20.

Diagnostic accuracy of cytology and immunocytology in

carcinomatous effusions.

Diagnostic accuracy of effusion cytology.

Use of selected combinations of monoclonal

antibodies to tumor associated antigens in the diagnosis of

neoplastic effusions of unknown origin.

Selected monoclonal antibodies

can increase the accuracy of cytodiagnosis of neoplastic

effusions of cryptic origin expanded in a short term culture.

Is laparoscopy still useful in the evaluation of

ascites?.

CT-guided core-

needle biopsy in omental pathology.

Immunocytochemical identification

of carcinomas of unknown primary in serous effusions.

Malignant

ascites of unknown origin.

The cytologic diagnosis of malignant

neoplasms in pleural and peritoneal effusions.

Peritoneal carcinomatosis: image-guided peritoneal core

biopsy for tumor type and patient care.

What is the role of diagnostic laparoscopy in a

gastroenterology unit?.
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"This kind of non-specific kind of ... they haven’t found
the primary tumour but it is spreading all over the
place."

"I think that if there is a secondary and it can cause you
that much jip, if there is is a primary it could do you
double the damage. I just don’t understand how it can
hide away somewhere...it’s the not knowing is the
horrible thing...the uncertainty of it all...[if I knew] I
would be more at ease."

"Its confusion because you don’t know what to expect. I
know there are loads of cancers around and they know
where most of them are, well why I am so different?
Why are these unknown primaries? So ... I feel like
screaming, literally screaming. [If] they said where they
are ... well, for me it would be peace of mind."

"I’ve got no feeling where the actual cancer is and (my
wife) quite often has a prod to see if she can find it. With
the cancer I had before I knew exactly where it came
from, but not knowing with this cancer makes me like
unaware and I would like to know where it has come
from."

"... if it is there it is there. I mean it doesn’t make any
difference to me no ... so trying to think about it is to me
a bit of a waste of time."

"As far as I’m concerned it is in my ovaries ... because
I’m being treated for ovarian cancer. I’m not looking for
anything else at the moment. It would be much more
difficult if I didn’t know where it was."

"...a whole series of tests, CT scans, MRI - you name it I
had it...and in the end they said well, we can’t trace it."

"They seem to have covered the whole of my body with
tests and things."

"If they knew where it was they’d be doing something
about it. I mean they have told me that they cannot do
anything about it at all, it’s only palliative and I can
accept that."

"She said... they have not done that mixture before, so
the side effects might cancel each other out or make it
worse ... not sure about long-term effects ... very high
dosage."



"They said we’re going to treat you for ovarian cancer
as that is the direction the tests are pointing, so as far as
I was concerned that was it, a plan was in place.
Because I’ve got a plan I’m concentrating on that, not on
the negative."

"I do understand they are in the dark as much as
me...They don’t know enough about this unknown
primary situation. Perhaps that’s why they don’t tell
you much because they are not sure of what they are
telling you."

Patients’ experiences of carcinoma of

unknown primary site: dealing with uncertainty.

Unknown primary.

Occult primary cancer: Clinical practice

guidelines.

A

study of psychological adjustment in patients with metastatic

cancer of unknown primary.

Measuring patient preferences for ancillary testing: patient

willingness-to-pay for immunohistochemistry in tumors of

unknown primary.

A clinical review

of the investigation and management of carcinoma of

unknown primary in a single cancer network.

Supporting patients with cancer of unknown

primary.



Methods

Participants

and Country

Interventions

Outcomes

Understanding of CUP

"This kind of non-specific kind of ... they haven’t found the primary tumour but it is spreading all over the place."

Uncertainty about diagnosis

"I think that if there is a secondary and it can cause you that much jip,if there is is a primary it could do you double the

damage. I just don’t understand how it can hide away somewhere...it’s the not knowing is the horrible thing...the uncertainty

of it all...[if I knew] I would be more at ease."

"Its confusion because you don’t know what to expect. I know there are loads of cancers around and they know where most

of them are, well why I am so different? Why are these unknown primaries? So ... I feel like screaming, literally screaming.

[If] they said where they are ... well, for me it would be peace of mind."

"I’ve got no feeling where the actual cancer is and (my wife) quite often has a prod to see if she can find it. With the cancer I

had before I knew exactly where it came from, but not knowing with this cancer makes me like unaware and I would like to

know where it has come from."



"... if it is there it is there. I mean it doesn’t make any difference to me no ... so trying to think about it is to me a bit of a waste

of time."

"As far as I’m concerned it is in my ovaries ... because I’m being treated for ovarian cancer. I’m not looking for anything else

at the moment. It would be much more difficult if I didn’t know where it was."

Multiplie diagnostic tests

"...a whole series of tests, CT scans, MRI - you name it I had it...and in the end they said well, we can’t trace it."

"They seem to have covered the whole of my body with tests and things."

Finding the primary and targeting treatment

"If they knew where it was they’d be doing something about it. I mean they have told me that cannot do anything about it at

all, it’s only palliative and I can accept that."

"She said... they have not done that mixture before, so the side effects might cancer each other out or make it worse ... not

sure about long-term effects ... very high dosage."

"They said we’re going to treat you for ovarian cancer as that is the direction the tests are pointing, so as far as I was

concerned that was it, a plan was in place. Because I’ve got a plan I’m concentrating on that, not on the negative."

The uncertainty of healthcare professionals

"I do understand they are in the dark as much as me...They don’t know enough about this unknown primary situation.

Perhaps that’s why they don’t tell you much because they are not sure of what they are telling you."

Quality of life

Notes
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Notes



Methods

Participants

and Country

Interventions

Outcomes

Notes

Methods

Participants

and Country

Interventions

Outcomes

Depression

Anxiety

Illness uncertainty

Sense of coherence
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Interventions

Outcomes

Willingness to pay for additional immunohistochemistry tests
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Methods

Participants

and Country

Interventions

Outcomes

Uncertainty about primary tumour site

Specific information needs for people with CUP

Notes











Unknown primary carcinoma: natural history and

prognostic factors in 657 consecutive patients.

Metastatic Carcinoma of Unknown Origin
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Phase II trials in patients with

carcinoma of unknown primary: a pooled data analysis..

Combined 5-fluorouracil, adriamycin and

mitomycin C in the management of adenocarcinoma

metastasizing to the liver from an unknown primary site.

Metastatic Carcinoma of Unknown Origin

Treatment with Vinorelbine; Gemcetabine and Methotrexate.

Phase II study of carboplatin (CBDCA) and

irinotecan (CPT-11) for patients with cancer of unknown

primary (CUP).

A randomised study of protracted venous

infusion of 5-fluorouracil (5-FU) with or without bolus

mitomycin C (MMC) in patients with carcinoma of unknown

primary.[see comment].

A phase II study of cisplatin, etoposide and gemcitabine

in an unfavourable group of patients with carcinoma of

unknown primary site.

Phase II of cisplatin (CDDP), etoposide (VP16) and

gemcitabine (G) in cancer of unknown primary (CUP).

Phase II study of Docetaxel (T), Carboplatin

(C), and Gemcitabine (G), in advanced tumors of unknown

primary site.

Results

of a phase II study of weekly paclitaxel plus carboplatin in

advanced carcinoma of unknown primary origin: a

reasonable regimen for the community-based clinic?.

Combination regimen with

carboplatin, epirubicin and etoposide in metastatic

carcinomas of unknown primary site: A Hellenic Co-

Operative Oncology Group Phase II Study.

Carboplatin plus paclitaxel in

unknown primary carcinoma: a phase II Hellenic Cooperative

Oncology Group Study.

Multicenter phase-II trial of irinotecan

plus oxaliplatin [IROX regimen] in patients with poor-

prognosis cancer of unknown primary: a hellenic cooperative

oncology group study.

[Carcinomas of unknown primary site. A study based

on 100 patients treated at the Montpellier Cancer Center]

[French].

Chemotherapy in carcinomas of

unknown primary site: A high-dose intensity policy.



Alternative bimonthly cycles of doxorubicin,

cyclophosphamide, and etoposide, cisplatin with

hematopoietic growth factor support in patients with

carcinoma of unknown primary site.

Cisplatin in combination with either gemcitabine or

irinotecan in carcinomas of unknown primary site: results of

a randomized phase II study--trial for the French Study Group

on Carcinomas of Unknown Primary (GEFCAPI 01).

Cisplatin in combination with either gemcitabine (GC)

or irinotecan (IC) in carcinomas of unknown primary (CUP):

results of a randomized phase II study.

Phase II Study of Single Agent Docetaxel in

Carcinoma of Unknown Primary Site.

Metastatic carcinoma of uncertain primary site: a

retrospective review of 57 patients treated with vincristine,

doxorubicin, cyclophosphamide (VAC) or VAC alternating

with cisplatin and etoposide (VAC/PE).

A

randomized Phase II trial in patients with carcinoma of an

unknown primary site.

Lack of value for cisplatin added to mitomycin-

doxorubicin combination chemotherapy for carcinoma of

unknown primary site. A randomized trial.

A phase II study of carboplatin and paclitaxel

in adenocarcinoma of unknown primary.

Mitomycin C, epirubicin and cisplatin

versus mitomycin C alone as therapy for carcinoma of

unknown primary origin.

Unknown primary carcinoma: randomised

studies are needed to identify optimal treatments and their

benefits.

High Dose Intensity of Cisplatin and Etoposide in

Adenocarcinoma of Unknown Primary.

Phase Ii Trial of 5 Fluoro Uracil Adriamycin

and Cis di Ammine di Chloro Platinum Chemo Therapy for

Advanced Measurable Pancreatic Cancer and Adeno

Carcinoma of Unknown Primary Origin.

5-Fluorouracil, Adriamycin, and Mitomycin in the Treatment

of Adenocarcinoma of Unknown Primary.

Comparative survival with diverse

chemotherapy regimens for cancer of unknown primary site:

Multiple-treatments meta-analysis.

Carcinoma of unknown primary site: phase

II trials with docetaxel plus cisplatin or carboplatin.

One-hour paclitaxel, carboplatin,

and extended-schedule etoposide in the treatment of

carcinoma of unknown primary site.

The evolving role of paclitaxel for

patients with carcinoma of unknown primary site. [Review]

[14 refs].

Carcinoma of unknown primary site: Long term

follow-up after treatment with paclitaxel, carboplatin, and

etoposide.

Taxane-based chemotherapy for patients with

carcinoma of unknown primary site.

Carcinoma of unknown primary site: treatment with

1-hour paclitaxel, carboplatin, and extended-schedule

etoposide.[see comment].

Sequential paclitaxel/carboplatin/

etoposide (PCE) followed by irinotecan/gemcitabine for

patients (pts) with carcinoma of unknown primary site

(CUP): a Minnie Pearl Cancer Research Network phase II

trial.

Carcinoma of unknown primary site:

sequential treatment with paclitaxel/carboplatin/etoposide

and gemcitabine/irinotecan: a Minnie Pearl Cancer Research

Network phase II trial.

Carcinoma of unknown primary site with unfavorable

characteristics: Survival of 396 patients after treatment with

five consecutive phase II trials by the Minnie Pearl Cancer

Research Network.



Paclitaxel/carboplatin (PC) plus

bevacizumab/erlotinib as first-line treatment for patients

(pts) with carcinoma of unknown primary (CUP) site.

A Randomized Trial of Cisplatin with Or Without

Gemcitabine in Patients (Pts) with Carcinoma of An Unknown

Primary (Cup) and Without Poor Prognostic Factors: Results

of the Gefcapi 02 Trial.

Combination of cisplatin-doxorubicin-

cyclophosphamide in adenocarcinoma of unknown primary

site: a phase II trial.

Cisplatin-Based

Combination Chemotherapy in the Treatment of Poorly

Differentiated Carcinoma and Poorly Differentiated

Adenocarcinoma of Unknown Primary Site - Results of A

12-Year Experience.

Poorly

Differentiated Carcinoma of Unknown Primary Site

Correlation of Light Microscopic Findings with Response to

Cisplatin-Based Combination Chemotherapy.

Gemcitabine (G) and irinotecan (CPT-11) as

first-line therapy for carcinoma (ca) of unknown primary

(CUP): An NCCTG phase II trial.

Paclitaxel and carboplatin vs gemcitabine

and vinorelbine in patients with adeno- or undifferentiated

carcinoma of unknown primary: A randomised prospective

phase II trial.

Paclitaxel (P)/carbaplatin (C) versus

gemcitabine (G)/vinorelbine (V) in patients with adeno- or

undifferentiated carcinama of unknown primary (CUP) - A

randomized prospective phase-II-trial.

Metastatic Adenocarcinomas of Unknown

Primary Site - Prognostic Variables and Treatment Results.

Epirubicin, cisplatin, and prolonged or brief

infusional 5-fluorouracil in the treatment of carcinoma of

unknown primary site.

A phase II

trial of biochemical modulation using N-phosphonacetyl-L-

aspartate, high-dose methotrexate, high-dose 5-fluorouracil,

and leucovorin in patients with adenocarcinoma of unknown

primary site.

Cisplatin and

5-fluorouracil for metastatic squamous cell carcinoma from

unknown primary.

Irinotecan and cisplatin combination chemotherapy in

patients wiht cancers of unknown primary.

Infusional 5-fluorouracil and cisplatin as first-line

chemotherapy in patients with carcinoma of unknown

primary site.

Poorly differentiated carcinoma and poorly

differentiated adenocarcinoma of unknown origin: Favorable

subsets of patients with unknown-primary carcinoma?.

Management of

adenocarcinoma of unknown primary with a 5-fluorouracil-

cisplatin chemotherapy regimen (CFTam).

A phase II study of mitomycin C, cisplatin and

continuous infusion 5-fluorouracil (MCF) in the treatment of

patients with carcinoma of unknown primary site.

Phase II study of Docetaxel (T), Carboplatin

(C), and Gemcitabine (G), in advanced tumors of unknown

primary site.

Metastatic Adenocarcinoma of Unknown

Primary Site - A Randomized Study of 2 Combination

Chemotherapy Regimens.

Paclitaxel, cisplatin and gemcitabine in the treatment of

carcinomas of unknown primary site, a phase II study.

[Hepatic metastasis of unknown primary site].

[Review] [23 refs] [French].

A safety and efficacy trial of docetaxel (D)

and cisplatin (P) in patients with cancer of unknown primary

(CUP).

[Prognostic and predictive factors of patients with

cancer of unknown origin treated with a paclitaxel-based



chemotherapy].[see comment]. [Spanish].

Fluorouracil plus

folinic acid in metastatic adenocarcinoma of unknown

primary site suggestive of a gastrointestinal primary.

Cisplatin and gemcitabine with either vinorelbine or

paclitaxel in the treatment of carcinomas of unknown primary

site : results of an Italian multicenter, randomized, phase II

study.

Cisplatin (CDDP), gemcitabine (Gem), and

paclitaxel (Tax) or vinorelbine (VNR) in metastatic carcinoma

of unknown primary (CUP) [abstract].

A phase II

study of paclitaxel plus cisplatin chemotherapy in an

unfavourable group of patients with cancer of unknown

primary site. [Review] [26 refs].

Phase II study of epirubicin, cisplatin and continuous

infusion 5-fluorouracil (ECF) for carcinoma of unknown

primary site.

Subsets of tumors responsive to cisplatin or

carboplatin combinations in patients with carcinoma of

unknown primary site. A Hellenic Cooperative Oncology

Group Study.

Carboplatin, doxorubicin and etoposide in the

treatment of tumours of unknown primary site.

Preliminary Results of A Phase Ii Trial of Chemotherapy by 5

Fluorouracil Adriamycin Cis-Platinum in Liver Metastasis of

Adenocarcinoma of Unknown Origin.

Mulicenter phase II study of gemcitabine

and carboplatin combination therapy for patients with

metastatic carcinoma of unknown primary site: final results.

Gemcitabine and carboplatin in carcinoma of

unknown primary site: A phase 2 Adelaide Cancer Trials and

Education Collaborative study.

Gemcitabine and docetaxel as front-line chemotherapy

in patients with carcinoma of an unknown primary site.[see

comment].

Hepatic metastases

from carcinomas of unknown primary site - Experience of the

Montpellier Cancer Center.

A phase I clinical

trial of cisplatin and raltitrexed in newly diagnosed patients

with metastatic carcinoma of unknown primary (CUP).

Continuous infusion 5-fluorouracil, etoposide and cis-

diamminedichloroplatinum in patients with metastatic

carcinoma of unknown primary origin.

A phase I/II study of leucovorin, carboplatin and

5-fluorouracil (LCF) in patients with carcinoma of unknown

primary site or advanced oesophagogastric/pancreatic

adenocarcinomas.

Metastasis of Unknown Primary Carcinoma.

Carcinoma of an unknown primary site: a

chemotherapy strategy based on histological differentiation--

results of a prospective study.[see comment].

Phase II trial of carboplatin,

gemcitabine, and capecitabine in patients with carcinoma of

unknown primary site.

The Influence of Comorbidities, Age, and

Performance Status on the Prognosis and Treatment of

Patients with Metastatic Carcinomas of Unknown Primary

Site: A Population-Based Study. [References].

Class III beta-tubulin is a marker of paclitaxel resistance in

carcinomas of unknown primary site.

A clinical review

of the investigation and management of carcinoma of

unknown primary in a single cancer network.

Management of patients with metastatic

adenocarcinoma of unknown origin: a Southwest Oncology

Group study.

Phase II trial of capecitabine (CAP) and



oxaliplatin (OX) in patients (pts) with adeno- and

undifferentiated carcinoma of unknown primary (CUP).

Combination chemotherapy in metastatic tumors of unknown

origin. 5-Fluorouracil, adriamycin and mitomycin C for

adenocarcinomas and adriamycin, vinblastine and mitomycin

C for anaplastic carcinomas.

Treatable subsets in cancer of unknown primary

origin.

Lack of efficacy of a

continuous infusion, dose intense 5-fluorouracil based

combination chemotherapy for the treatment of carcinoma of

unknown primary site.

Phase II trial of methotrexate-FAM (m-FAM)

in adenocarcinoma of unknown primary.

Phase III trial of carboplatin, etoposide and

paclitaxel compared with 5-fluorouracil and folinic acid in

adenocarcinoma of unknown primary.

5-Fluorouracil, doxorubicin and mitomycin C (FAM)

combination chemotherapy for metastatic adenocarcinoma of

unknown primary.

Phase II study of oral administration of etoposide

for patients with well- and moderately-differentiated

adenocarcinomas of unknown primary site.

Multicentric phase II study of cisplatin and

etoposide in patients with metastatic carcinoma of unknown

primary.

Phase-Ii Trial of Cisplatin for Adenocarcinoma of Unknown

Primary Site.

A multicentre phase II study of carboplatin and prolonged

oral etoposide in the treatment of cancer of unknown primary

site (CUPS).

A randomized study of two combination-

chemotherapy regimens.

Irinotecan plus carboplatin for patients with

carcinoma of unknown primary site.
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Appendix A – Search Strategies 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with malignancy of undefined primary origin does evaluation by a specialist 
oncology team at an earlier time than is traditionally the case improve outcomes? 
 

Question no:  5 

1. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 210 8 29/04/09 
Premedline All 17 1 29/04/09 
Embase All 192 5 29/04/09 
Cochrane Library All 28 0 29/04/09 
Cinahl All 260 1 29/04/09 
HMIC All 5 0 29/04/09 
Psychinfo All 2 1 29/04/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 513 5 29/04/09 

BIOSIS All 289 3 29/04/09 
 
Total References retrieved (after de-duplication): 10 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 0 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 

2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 

malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 

adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ 

or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

7. or/1-6 

8. oncologist$.tw. 
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9. (nurs$ adj2 (special$ or expert$)).tw. 

10. ((imaging or radiolog$) adj2 (special$ or expert$)).tw. 

11. ((oncolog$ or cancer$) adj2 (special$ or expert$)).tw. 

12. (oncologist$ or consultant$ or specialist$ or expert$).tw. 

13. ((cancer or oncology) adj (unit$ or centre$ or center$ or service$ or team$)).tw. 

14. (special$ adj (facilit$ or team$ or service$)).tw. 

15. Specialism/ 

16. or/8-15 

17. 7 and 16 
 

2. Health Economics Literature search details – NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

3. Any further comments: 

Sifting Criteria: 
 
 

4. Update Searches 

New references added: 

Date Database No. of new refs 
   
   

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 26 0 21/09/09 
Premedline 2008-9 9 0 21/09/09 
Embase 2008-9 31 0 21/09/09 
Cochrane Library 2008-9 7 0 21/09/09 
Cinahl 2008-9 30 0 06/10/09 
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Psychinfo 2008-9    
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 38 0 16/09/09 

BIOSIS 2008-9 15 0 16/09/09  

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  Is consistent support from an identified key worker, e.g. a specialist nurse, from the point 
a patient is diagnosed with an unknown or uncertain primary cancer, more effective than no support? 
 
 

Question no:  6 

5. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 1 0 29/07/08 
Premedline All 0 0 29/07/08 
Embase All 4 0 29/07/08 
Cochrane Library All 0 0 04/08/08 
Cinahl All 0 0 29/07/08 
BNI All 0 0 29/07/08 
Psychinfo All 0 0 29/08/08 
HMIC All 0 0 29/07/08 
Web of Science (SCI & 
SSCI) 

All 3 0 04/08/08 

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2004-2008 231 24 06/08/08 
Premedline All 48 3 06/08/08 
Embase 2004-2008 256 7 06/08/08 
Cochrane Library 2004-2008 50 3 06/08/08 
Cinahl 2004-2008 135 15 06/08/08 
BNI 2004-2008 21 12 06/08/08 
Psychinfo 2004-2008 44 1 06/08/08 
HMIC 2004-2008 19 7 06/08/08 
Web of Science (SCI & 
SSCI) 

2004-2008 266 7 06/08/08 

 
Total References retrieved (after de-duplication): 44 
 
Total References after Update Searching: 2 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
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micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 
lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ origin$1 or unidentifi$ primar$) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 

8. ((key adj work$) or keywork$).tw. 

9. (key adj nurs$).tw. 

10. ((care adj coordinator$) or (care adj co-ordinator$)).tw. 
11. ((named adj nurs$) or (named adj work$)).tw. 

12. (care adj manag$).tw. 

13. or/8-12 

14. 7 and 13 
 
General Cancer search: 
1. ((key adj2 work$) or keywork$).tw. 
2. (key adj2 nurs$).tw. 
3. ((care adj2 coordinator$) or (care adj2 co-ordinator$)).tw. 
4. ((named adj2 nurs$) or (named adj2 work$)).tw. 
5. (care adj1 manag$).tw. 
6. or/1-5 
7. exp neoplasms/ 
8. Cancer Care Facilities/ 
9. Oncology Service, Hospital/ 
10. (cancer$ or neoplas$ or tumo$ or carcinoma$ or hodgkin$ or adenocarcinoma$ or leukaemia$1 or 
leukemia$1 or metasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$).tw. 
11. or/7-10 
12. 6 and 11 
13. limit 12 to yr="2004 - 2008" 

 
 

6. Health Economics Literature search details - NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
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NHSEED   
Cinahl   
BNI    
Psycinfo   
EconLit   
Web of Science (SCI & SSCI)   
SIGLE    

7. Any further comments: 

No evidence found.  General cancer search performed with a date limit of after 2004 (end date of 
service guidance searches when this general search was also performed) 
 
 

8. Update Searches 

New references added: 

Date Database No. of new refs 
10/12/08 CINAHL 2 
13/05/09 CINAHL 1 

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 27 0 21/09/09 
Premedline 2008-9 32 1 21/09/09 
Embase 2008-9 27 0 21/09/09 
Cochrane Library 2008-9 24 0 21/09/09 
Cinahl 2008-9 8 0 06/10/09 
Psychinfo 2008-9 0 0 21/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 55 2 21/09/09 

HMIC 2008-9 38 1 21/09/09  

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with undefined primary cancer undergoing screening investigations to 
identify a primary site, does management by a specialist CUP MDT result in greater benefits than 
the existing non-MDT management? 
 

Question no:  10 
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9. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 19 10 14/07/08 
Premedline All 6 1 14/07/08 
Embase All 17 10 14/07/08 
Cochrane Library All 3 0 14/07/08 
Cinahl All 4 0 15/07/08 
BNI All 0 0 14/07/08 
Psychinfo All 0 0 14/07/08 
HMIC All 0 0 14/07/08 
Web of Science (SCI & 
SSCI) 

All 22 3 15/07/08 

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2004-2008 1550 207 11/08/08 
Premedline All 136 17 11/08/08 
Embase 2004-2008 660 75 12/08/08 
Cochrane Library 2004-2008 68 2 12/08/08 
Cinahl 2004-2008 245 42 12/08/08 
BNI 200-2008 50 13 11/08/08 
Psychinfo 2004-2008 62 7 12/08/08 
HMIC 2004-2008 39 5 11/08/08 
Web of Science (SCI & 
SSCI) 

2004-2008 569 69 12/08/08 

 
Total References retrieved (after de-duplication): 310 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 44 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 
lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ origin$1 or unidentifi$ primar$) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. exp Interprofessional Relations/ 
9. ((multiprofession$ or multi-profession$ or multi profession$) adj2 team$).tw. 
10. ((multidisciplinary or multi-disciplinary or multi disciplinary) adj2 team$).tw. 
11. ((interprofession$ or inter-profession$ or inter profession$) adj2 team$).tw. 
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12. ((crossdisciplinary or cross-disciplinary or cross disciplinary) adj2 team$).tw. 
13. MDT$1.tw. 
14. exp Patient Care Team/ 
15. assessment$ team$.tw. 
16. specialist$ team$.tw. 
17. skill$ mix$.tw. 
18. (skillmix$ or skill$-mix$).tw. 
19. team meeting$.tw. 
20. management plan$.tw. 
21. Continuity of Patient Care/ 
22. (integrated adj2 care).tw. 
23. teamwork$.tw. 
24. (team-work$ or team work$).tw. 
25. or/8-24 
26. 7 and 25 
 

10. Health Economics Literature search details – NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
BNI    
Psycinfo   
EconLit   
Web of Science (SCI & SSCI)   
SIGLE    

11. Any further comments: 

General cancer was searched due to lack of evidence for CUP. 
Update searching covers general cancer only. 
 
 

12. Update Searches 

New references added: 

Date Database No. of new refs 
17/11/08 Medline 4 
19/01/09 Embase & Medline 2 
15/04/09 Medline 2 



 

 370

15/04/09 CINAHL 1 
13/05/09 Web of Science 2 
06/07/09 Medline 1 
12/08/09 Cinahl 6 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 618 13 23/09/09 
Premedline 2008-9 84 2 23/09/09 
Embase 2008-9 286 5 23/10/09 
Cochrane Library 2008-9 76 1 23/09/09 
Cinahl 2008-9 192 9 06/10/09 
Psychinfo 2008-9 31 0 23/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 269 24 21/09/09 

HMIC 2008-9 10 0 23/09/09 

 

 

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with malignancy of undefined primary origin, is there an optimal 
initial diagnostic strategy? 
 

Question no:  1 

13. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 1431 62 06/07/09 
Premedline All 24 6 06/07/09 
Embase All 1258 28 08/07/09 
Cochrane Library All 121 1 07/07/09 
Cinahl All 747 5 08/07/09 
Psychinfo All 1 0 07/07/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 671 46 07/07/09 

BIOSIS All 646 31 07/07/09 
 
Total References retrieved (after de-duplication): 128 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 1 
 

Medline search strategy (This search strategy is adapted to each database.) 
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1. Neoplasms, Unknown Primary/ 

2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 

malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 

adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ 

or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

7. or/1-6 

8. exp "Sensitivity and Specificity"/ 

9. sensitivity.tw. 

10. specificity.tw. 

11. ((pre-test or pretest) adj probability).tw. 

12. post-test probability.tw. 

13. predictive value$.tw. 

14. likelihood ratio$.tw. 

15. or/8-14 

16. 7 and 15 

 

14. Health Economics Literature search details  - NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

15. Any further comments: 

Sifting Criteria: 
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16. Update Searches 

New references added: 

Date Database No. of new refs 
05/10/09 Embase 1 
14/09/09 Medline 1 
03/08/09 Web of Science 1 

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2009 32 1 14/09/09 
Premedline 2009 5 1 14/09/09 
Embase 2009 34 1 14/09/09 
Cochrane Library 2009 14 0 14/09/09 
Cinahl 2009 37 0 06/10/09 
Psychinfo 2009 1 0 14/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2009 44 1 16/09/09 

BIOSIS 2009 25 0 16/09/09  

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with undefined primary cancer, is the application of a broad panel of tumour 
markers during the screening investigation phase effective in identifying the maximum number of 
possible primary cancers as rapidly as possible? 
 

Question no:  3 

17. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 1170 99 25/11/08 
Premedline All 27 0 01/12/08 
Embase All 887 82 01/12/08 
Cochrane Library All 28 0 08/12/08 
Cinahl All 38 1 08/12/08 
Psychinfo All 0 0 01/12/08 
Web of Science (SCI & 
SSCI & ISI Conference 
Proceedings) 

All 722 58 26/11/08 

BIOSIS All 573 46 08/12/08 
 
Total References retrieved (after de-duplication): 219 
(Also see update searches below) 
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Total References retrieved after Update Searching: 6 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 
lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ origin$1 or unidentifi$ primar$) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. exp Tumor Markers, Biological/ 
9. alpha-Fetoproteins/ 
10. (AFP or "alpha fetoprotein$").tw. 
11. exp Chorionic Gonadotropin/ 
12. (HCG or "chorionic gonadotropin").tw. 
13. Carcinoembryonic Antigen/ 
14. (CEA or "carcinoembryonic antigen$").tw. 
15. "carbohydrate antigen$".tw. 
16. ("CA 125" or CA125).tw. 
17. ("CA 199" or CA199).tw. 
18. Prostate-Specific Antigen/ 
19. (PSA or "prostate specific antigen$").tw. 
20. ("CA 153" or CA153).tw. 
21. Thyroglobulin.tw. or Thyroglobulin/ 
22. Calcitonin.tw. or Calcitonin/ 
23. Chromogranin$.tw. or Chromogranins/ 
24. Phosphopyruvate Hydratase/ 
25. (NSE or "neuron specific enolase").tw. 
26. or/8-25 
27. 7 and 26 

 

18. Health Economics Literature search details – NOT SEARCHED FOR THIS QUESTION 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 



 

 374

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSCI & ISI 
Proceedings) 

  
 

19. Any further comments: 

Sifting Criteria: 
Excluded articles discussing diagnosis of occult metastases from existing primaries. 

20. Update Searches 

New references added: 

Date Database No. of new refs 
11/02/09 Medline 3 
29/06/09 Embase 1 

 
 

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 102 5 15/09/09 
Premedline 2008-9 14 0 15/09/09 
Embase 2008-9 104 1 15/09/09 
Cochrane Library 2008-9 3 0 15/09/09 
Cinahl 208-09 10 0 06/10/09 
Psychinfo 2008-9 1 0 15/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 88 1 16/09/09 

BIOSIS 2008-9 46 1 16/09/09 
 

 

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with primary malignancy of undefined primary origin, is the use of 
upper- and lower-GI endoscopy in asymptomatic patients effective in identifying the maximum 
number of possible primary cancers? 
 

Question no:  4 
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21. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 345 28 06/01/09 
Premedline All 20 1 06/01/09 
Embase All 368 25 06/01/09 
Cochrane Library All 123 2 07/01/09 
Cinahl All 291 11 06/01/09 
Psychinfo All 0 0 06/01/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 229 14 05/01/09 

BIOSIS All 199 9 05/01/09 
 
Total References retrieved (after de-duplication): 34 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 2 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. exp Endoscopy, Gastrointestinal/ 

2. (((gastrointestin$ or intestin$) adj endoscop$) or (gi adj endoscop$)).tw. 

3. ((upper adj1 endoscop$) or (lower adj1 endoscop$)).tw. 

4. gastroscop$.tw. 

5. Esophagoscopy/ 

6. esophagoscop$.tw. 

7. (oesophagogastroduodenoscop$ or esophagogastroduodenoscop$ or OGD).tw. 

8. Colonoscopy/ or colonoscop$.tw. 

9. or/1-8 

10. Neoplasms, Unknown Primary/ 

11. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

12. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 

malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

13. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 

adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

14. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ 

or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

15. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ 

or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

16. or/10-15 

17. 9 and 16 
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22. Health Economics Literature search details  - Not Required 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

23. Any further comments: 

The majority of search results retrieved were about colorectal cancer screening and occult blood testing, 
which were excluded from sift. 
 
 

24. Update Searches 

New references added: 

Date Database No. of new refs 
   
   

 
 

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 44 0 15/09/09 
Premedline 2008-9 14 0 15/09/09 
Embase 2008-9 15 0 15/09/09 
Cochrane Library 2008-9 11 0 15/09/09 
Cinahl 208-09 23  06/10/09 
Psychinfo 2008-9 5 0 15/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 34 2 16/09/09 

BIOSIS 2008-9 24 1 16/09/09  
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NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with malignancy of undefined primary origin, is there an optimal 
initial diagnostic strategy (for women undergoing mammography) 
 

Question no:  1a 

25. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 479 49 20/07/09 
Premedline All 4 0 21/07/09 
Embase All 436 34 21/07/09 
Cochrane Library All 15 0 21/07/09 
Cinahl All 117 2 21/07/09 
Psychinfo All 5 0 21/07/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 542 32 21/07/09 

BIOSIS All 340 22 21/07/09 
 
Total References retrieved (after de-duplication): 76 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 1 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 

2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 

malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 

adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ 

or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
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26. Health Economics Literature search details  - NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

27. Any further comments: 

Sifting Criteria: 
 
 

28. Update Searches 

New references added: 

Date Database No. of new refs 
   
   

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2009 6 0 14/09/09 
Premedline 2009 5 1 14/09/09 
Embase 2009 9 0 14/09/09 
Cochrane Library 2009 2 0 14/09/09 
Cinahl 2009 8  06/10/09 
Psychinfo 2009 0 0 14/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2009 26 1 16/09/09 

BIOSIS 2009 9 0 16/09/09 
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NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with provisional Cancer of Unknown Primary with clinical features 
compatible with metastatic breast cancer, does contrast-enhanced breast MRI improve detection 
of occult primary breast cancer? 
 
 

Question no:  11 

29. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 182 59 06/10.08 
Premedline All 13 8 06/10/08 
Embase All 379 59 13/10/08 
Cochrane Library All 10 1 07/10/08 
Cinahl All 43 11 15/10/08 
Psychinfo All 1 1 13/10/08 
Web of Science (SCI & 
SSCI) 

All 137 70 14/10/08 

BIOSIS All 63 22 14/10/08 
ISI Proceedings All 19 6 14/10/08 
 
Total References retrieved (after de-duplication): 137 
 
Total References after Update Searching: 2 

Medline search strategy (This search strategy is adapted to each database.) 

. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 

malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 

adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ 

or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

7. or/1-6 

8. exp Magnetic Resonance Imaging/ 

9. magnet$ resonance.tw. 

10. (MRI$1 or NMRI$1).tw. 
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11. ((MR or NMR) adj (imag$ or scan$)).tw. 

12. (magnet$ adj (imag$ or scan$)).tw. 

13. or/8-12 

14. exp Breast Neoplasms/ 

15. exp "Neoplasms, Ductal, Lobular, and Medullary"/ 

16. Carcinoma, Intraductal, Noninfiltrating/ 

17. Carcinoma, Lobular/ 

18. Carcinoma, Medullary/ 

19. exp mammary neoplasms/ 

20. or/14-19 

21. (breast$ adj5 (neoplasm$ or cancer$ or tumo?r$ or carcinoma$ or adenocarcinoma$ or sarcoma$ or 

leiomyosarcoma$ or dcis or duct$ or infiltrat$ or intraduct$ or lobul$ or medullary or tubular)).tw. 

22. (mammar$ adj5 (neoplasm$ or cancer$ or tumo?r$ or carcinoma$ or adenocarcinoma$ or sarcoma$ or 

leiomyosarcoma$ or dcis or duct$ or infiltrat$ or intraduct$ or lobul$ or medullary or tubular)).tw. 

23. 21 or 22 

24. 20 or 23 

25. 24 and 7 

26. 25 and 13 
 

30. Health Economics Literature search details  

(SIGN Health Economics filter added to above search) 

[SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
BNI    
Psycinfo   
EconLit   
Web of Science (SCI & SSCI)    

31. Any further comments: 

Sifting Criteria: 
 
Excluded breast metastases from the search strategy as many articles did not mention if the breast tumour was 
mestastatic. 
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32. Update Searches 

New references added: 

Date Database No. of new refs 
12/08/09 Medline 1 
29/06/09 Embase 1 
15/04/09 Medline 1 

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2009 26 2 22/09/09 
Premedline 2009 4 0 22/09/09 
Embase 2009 61 2 22/09/09 
Cochrane Library 2009 1 0 22/09/09 
Cinahl 2009 11 0 06/10/09 
Psychinfo 2009 0 0 22/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2009 26 0 28/09/09 

BIOSIS 2009 10 0 28/09/09 
 

 

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary  Clinical Guideline  Literature search summary 

Question title:  What is the diagnostic utility of PET-CT for the detection of the primary tumour site in people 
with metastatic cancer of unknown primary? 
 

Question no:  13 

33. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 468 140 04/02/08 
Premedline All 17 7 05/02/08 
Embase All 473 174 06/02/08 
Cochrane Library All 14 7 12/02/08 
Cinahl All 16 6 05/02/08 
BNI All 0 0 05/02/08 
Psychinfo All 3 1 12/02/08 
Web of Science (SCI & 
SSCI) 

All 451 133 13/02/08 

BIOSIS All 0 0 12/02/08 
 
Total References retrieved (after de-duplication): 295 
 
Total References after Update Searching: 9 
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Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 
2. (Unknown primar$ and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Unknown origin and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ 
or lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 
lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. (Undetermined origin adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. (Undetermined primar$ adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. (Unidentifi$ origin adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
8. (Unidentifi$ primar$ adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
9. or/1-5 
10. exp Tomography, Emission-Computed/ 
11. (positron adj3 tomograph$).tw. 
12. PET.tw. 
13. (gamma adj1 camera$).tw. 
14. Gamma Cameras/ 
15. SPECT.tw. 
16. or/10-15 
17. 9 and 16 

34. Health Economics Literature search details –  

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline 6 01/07/08 
Premedline 1 01/07/08 
Embase 8 01/07/08 
Cochrane Library (except NHSEED) 2 01/07/08 
NHSEED 0 01/07/08 
Cinahl 0 01/07/08 
BNI  0 01/07/08 
Psycinfo 0 01/07/08 
EconLit 0 01/07/08 
Web of Science (SCI & SSCI) 6 01/07/08  

35. Any further comments: 

Sifting Criteria: 
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36. Update Searches 

New references added: 

Date Database No. of new refs 
02/09/09 Medline 1 
29/06/09 Web of Science 1 
15/06/09 Medline 1 
03/06/09 Medline 1 
06/05/09 Medline 2 
15/04/09 Medline 1 
02/02/09 Embase 4 
19/01/09 Embase 1 

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 103 1 22/09/09 
Premedline 2008-9 24 2 22/09/09 
Embase 2008-9 128 4 22/09/09 
Cochrane Library 2008-9 7 1 22/09/09 
Cinahl 2008-9 7 0 06/10/09 
Psychinfo 2008-9 0 0 22/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 159 2 28/09/09 

BIOSIS 2008-9 43 1 28/09/09 
 

 

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with malignancy of undefined primary origin, does immuno-
histochemical analysis result in improved outcomes?  (Adenocarcinoma only) 
 
 

Question no:  8 

37. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 390 71 11/02/09 
Premedline All 8 1 11/02/09 
Embase All 333 61 11/02/09 
Cochrane Library All 32 1 11/02/09 
Cinahl All 87 21 11/02/09 
Psychinfo All 10 0 11/02/09 
Web of Science (SCI & All 156 56 11/02/09 
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SSCI & ISI Proceedings)) 
BIOSIS All 121 20 11/02/09 
 
Total References retrieved (after de-duplication): 167 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 2 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. exp Immunohistochemistry/ 

2. immunohisto$.tw. 

3. immunocyto$.tw. 

4. or/1-3 

5. ((unknown primar$ or unknown origin$ or occult or undetermined origin$ or undetermined primar$ or 

unidentif$ origin$ or unidentif$ primar$) adj adeno$).tw. 

6. ACUP.tw. 

7. (metasta$ adj adenocarcinoma$).tw. 

8. 6 or 7 or 5 

9. 8 and 4 
 

38. Health Economics Literature search details  - NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

39. Any further comments: 

Sifting Criteria: 
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40. Update Searches 

New references added: 

Date Database No. of new refs 
24/06/09 Embase 1 
08/06/09 Web of Science 1 
   

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 38 1 06/10/09 
Premedline 2008-9 5 0 06/10/09 
Embase 2008-9 34 1 06/10/09 
Cochrane Library 2008-9 10 0 06/10/09 
Cinahl 2008-9 20 0 06/10/09 
Psychinfo 2008-9 0 0 06/10/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 44 1 21/09/09 

BIOSIS 2008-9 17 0 21/09/09  

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with provisional Cancer of Unknown Primary who present with intra-
pulmonary nodules without evidence of endobronchial disease, does bronchoscopy result in 
improved outcomes? 
 

Question no:  17 

41. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 236 42 07/01/09 
Premedline All 8 1 07/01/09 
Embase All 212 45 13/01/09 
Cochrane Library All  0 13/01/09 
Cinahl All 59 2 14/01/09 
Psychinfo All 0 0 12/01/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 207 38 14/01/09 

BIOSIS All 172 25 14/01/08 
 
Second Search: 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline All 408 21 21/01/09 
Premedline All 0 0 21/01/09 
Embase All 272 4 21/01/09 
Cochrane Library All 22 0 21/01/09 
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Cinahl All   21/01/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 190 8 21/01/09 

BIOSIS All 113 1 21/01/09 
 
Total References retrieved (after de-duplication): 94 
(Also see update searches below) 
 
Total References retrieved in second search (after de-duplication): 33 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 0 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 

2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 

lymphoma$ or sarcoma$ or melanoma$)).tw. 

4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ 

or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

7. or/1-6 

8. Bronchoscopy/ 

9. Thoracoscopy/ 

10. Mediastinoscopy/ 

11. Bronchography/ 

12. (bronchoscop$ or thoracoscop$ or pleuroscop$ or mediastinoscop$ or bronchograph$).tw. 

13. (endoscop$ adj3 pleur$).tw. 

14. or/8-13 

15. exp thoracic surgery, video-assisted/ 

16. (video adj5 thora$).tw. 

17. (videothoracoscop$ adj2 surg$).tw. 

18. VATS.tw. 

19. ((thora$ or transbronchial or transthoracic or pleur$) adj3 (biops$ or needle or puncture or aspiration)).tw. 

20. or/15-19 

21. 14 or 20 
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22. 21 and 7 

Second search strategy: 

1. Bronchoscopy/ 

2. Thoracoscopy/ 

3. Mediastinoscopy/ 

4. Bronchography/ 

5. (bronchoscop$ or thoracoscop$ or pleuroscop$ or mediastinoscop$ or bronchograph$).tw. 

6. (endoscop$ adj3 pleur$).tw. 

7. or/1-6 

8. exp thoracic surgery, video-assisted/ 

9. (video adj5 thora$).tw. 

10. (videothoracoscop$ adj2 surg$).tw. 

11. VATS.tw. 

12. ((thora$ or endothora$ or endobronch$ or transbronchial or transthoracic) adj3 (biops$ or needle or puncture or 

aspiration)).tw. 

13. or/8-12 

14. 7 or 13 

15. exp Neoplasm Metastasis/ 

16. Lung Neoplasms/ 

17. 15 and 16 

18. (lung adj2 metasta$).tw. 

19. ((pulmonary or endobronch$ or thora$ or mediastin$ or occult) adj metasta$).tw. 

20. 18 or 19 

21. 17 or 20 

22. 14 and 21 

23. exp diagnosis/ or diagnos$.tw. 

24. 22 and 23 

25. limit 24 to yr="2003 - 2009" 

 

42. Health Economics Literature search details – Not Required 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 
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Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

43. Any further comments: 

PICO includes a comparison with Video-assisted thoracic surgery and biopsy (VATS) 
 
Poor evidence in first search, so a second search was performed leaving out the CUP set and replacing it 
with a lung metastases set, along with a date limit 2003-present 
 

44. Update Searches 

New references added: 

Date Database No. of new refs 
   
   

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 126 0 23/09/09 
Premedline 2008-9 16 0 23/09/09 
Embase 2008-9 170 0 23/09/09 
Cochrane Library 2008-9 6 0 23/09/09 
Cinahl 2008-9 5 0 06/10/09 
Psychinfo 2008-9 0 0 23/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 93 0 28/09/09 

BIOSIS 2008-9 46  28/09/09  

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  Methods of initial investigation for patients who present predominately with malignant 
ascites:  Is fluid cytology sufficient for establishing a diagnosis and eliminating primary sites or is a 
formal biopsy (image guided or laparoscopic) necessary? 
 

Question no:  19 
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45. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 99 37 18/06/08 
Premedline All 1 1 18/06/08 
Embase All 80 19 23/06/08 
Cochrane Library All 15 1 24/06/08 
Cinahl All 3 2 24/06/08 
Psychinfo All 0 0 23/06/08 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 95 11 24/06/08 

BIOSIS All 55 3 24/06/08 
 
Total References retrieved (after de-duplication): 53 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 0 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 
lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ origin$1 or unidentifi$ primar$) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. Ascites/ 
9. Ascitic Fluid/ 
10. ascit$.tw. 
11. (peritone$ adj2 fluid$).tw. 
12. hydroperitoneum.tw. 
13. abdominal drops$.tw. 
14. (fluid$ adj2 (collection or accumulation or retention)).tw. 
15. or/8-14 
16. exp Peritoneal Diseases/ 
17. (peritone$ adj2 disease$).tw. 
18. peritonitis.tw. 
19. (hemoperitoneum$ or haemoperitoneum$).tw. 
20. ((mesenteric or peritoneal) adj1 lymphadeniti$).tw. 
21. ((mesenteric or peritoneal) adj2 occlusion$).tw. 
22. (((mesenteric or peritoneal) adj1 inflammation) or mesenteritis).tw. 
23. ((mesenter$ or peritone$ or omental) adj1 (panniculitis or lipodystroph$)).tw. 
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24. (mesenter$ adj1 disease$).tw. 
25. ((subphrenic or subdiaphragmatic) adj2 abscess$).tw. 
26. pneumoperiton$.tw. 
27. or/16-26 
28. 15 or 27 
29. 7 and 28 
30. Cytology/ 
31. Cytodiagnosis/ 
32. cytolog$.tw. 
33. aspiration.tw. 
34. cytospin$.tw. 
35. Cytological Techniques/ 
36. or/30-35 
37. exp biopsy/ 
38. biops$.tw. 
39. Laparoscopy/ 
40. laparoscop$.tw. 
41. celioscop$.tw. 
42. peritoneoscop$.tw. 
43. excis$.tw. 
44. or/37-43 
45. 36 or 44 
46. 29 and 45 

 

46. Health Economics Literature search details – NOT REQURIED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSCI)    

47. Any further comments: 

Sifting Criteria: 
 

48. Update Searches 
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New references added: 

Date Database No. of new refs 
   
   

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 7 0 23/09/09 
Premedline 2008-9 1 0 23/09/09 
Embase 2008-9 8 0 23/09/09 
Cochrane Library 2008-9 1 0 23/09/09 
Cinahl 2008-9 0 0 06/10/09 
Psychinfo 2008-9 0 0 23/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 9 0 28/09/09 

BIOSIS 2008-9 4 0 28/09/09  

 
 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with malignancy of undefined primary origin, is it beneficial for 
investigations to be undertaken to end uncertainty when there is little likelihood of clinical 
benefit? 
 

Question no:  7 

49. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 120 6 13/05/09 
Premedline All 3 0 13/05/09 
Embase All 189 4 20/05/09 
Cochrane Library All 16 0 13/05/09 
Cinahl All 64 4 26/05/09 
Psychinfo All 6 0 13/05/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 249 2 26/05/09 

BIOSIS All 243 0 26/05/09 
 
Total References retrieved (after de-duplication): 14 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 2 
 

Medline search strategy (This search strategy is adapted to each database.) 
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1. Neoplasms, Unknown Primary/ 

2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 

lymphoma$ or sarcoma$ or melanoma$)).tw. 

4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ 

or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

7. or/1-6 

8. exp Adaptation, Psychological/ 

9. Stress, Psychological/ 

10. Depression/ 

11. exp Emotions/ 

12. uncertainty/ 

13. (depression or anxiety or anger or hopelessness or helplessness or stress or self-esteem or coping or distress).tw. 

14. (psycholog$ adj support$).tw. 

15. (social adj support$).tw. 

16. (patient$ adj support$).tw. 

17. or/8-16 

18. Physician-Patient Relations/ 

19. exp Professional-Family Relations/ 

20. Truth Disclosure/ 

21. ((doctor$ or clinician$ or professional$ or physician$ or consultant$ or oncologist$) adj confidence).tw. 

22. counsel$.tw. 

23. or/18-22 

24. Attitude to Death/ 

25. 17 or 23 or 24 

26. 25 and 7 

 

50. Health Economics Literature search details  - NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 
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Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

51. Any further comments: 

Sifting Criteria: 
 
 

52. Update Searches 

New references added: 

Date Database No. of new refs 
   
   
   

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 65 1 21/09/09 
Premedline 2008-9 5 0 21/09/09 
Embase 2008-9 72 1 21/09/09 
Cochrane Library 2008-9 9 0 21/09/09 
Cinahl 2008-9 68 2 06/10/09 
Psychinfo 2008-9 5 0 21/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 92 0 21/09/09 

HMIC 2008-9 2 0 21/09/09 
 

 

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with confirmed Cancer of Unknown Primary, in whom systemic 
treatment is being considered, are there prognostic factors that significantly influence outcome 
and which should be considered in treatment decisions? 
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Question no:  25 

53. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 519 43 25/03/09 
Premedline All 26 5 25/03/09 
Embase All 496 37 35/04/09 
Cochrane Library All 15 0 25/03/09 
Cinahl All 126 19 25/03/09 
Psychinfo All 1 1 25/03/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 509 40 25/03/09 

BIOSIS All 402 22 25/03/09 
 
Total References retrieved (after de-duplication): 76 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 4 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 
adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. Biological Factors/ 
9. prediction.tw. 
10. performance status.tw. 
11. (prognostic adj1 (score$ or factor$ or indicator$ or index$)).tw. 
12. (predictive adj1 (score$ or factor$ or indicator$ or index$)).tw. 
13. or/8-12 
14. 7 and 13 
 

54. Health Economics Literature search details  - NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
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Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

55. Any further comments: 

Sifting Criteria: 
 
 

56. Update Searches 

New references added: 

Date Database No. of new refs 
   
   

 
Database name Dates 

Covered 
No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 57 4 05/10/09 
Premedline 2008-9 25 2 05/10/09 
Embase 2008-9 65 4 05/10/09 
Cochrane Library 2008-9 3 0 05/10/09 
Cinahl 2008-9 120 0 06/10/09 
Psychinfo 2008-9 0 0 05/10/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 171 1 30/09/09 

BIOSIS 2008-9 68 0 30/09/09  

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  Decision aids for people with cancer of unknown primary 
 
 

Question no:  29 
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57. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 172 12 02/06/09 
Premedline All 8 0 02/06/09 
Embase All 30 1 02/06/09 
Cochrane Library All 151 3 02/06/09 
Cinahl All 240 1 03/06/09 
Psychinfo All 2 0 02/06/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 185 13 03/06/09 

BIOSIS All 164 9 03/06/09 
 
Total References retrieved (after de-duplication): 20 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 0 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 
adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. choice behavior/ 
9. decision making/ 
10. exp decision support techniques/ 
11. ((patient$ or consumer$) adj3 (decision$ or choice or preference or participation)).tw. 
12. ((personal or interpersonal or individual) adj3 (decision$ or choice or preference$ or participat$)).tw. 
13. (decision$ adj3 (aid$ or support$)).tw. 
14. exp Patient Participation/ 
15. Pamphlets/ 
16. exp Audiovisual Aids/ 
17. (video$ or dvd$).tw. 
18. exp Internet/ 
19. exp Self-Help Groups/ 
20. (support$ adj2 (group$ or meet$)).tw. 
21. exp Patient Education/mt 
22. ((inform$ or support$) adj2 (tool$ or method$ or group$)).tw. 
23. (nomogram$ or nomograph$).tw. 
24. (alignment$ adj2 chart$).tw. 
25. *"models, statistical"/ 
26. or/8-25 
27. 7 and 26 
 



 

 397

58. Health Economics Literature search details  

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

59. Any further comments: 

Sifting Criteria: 
 
 

60. Update Searches 

New references added: 

Date Database No. of new refs 
   
   

 
Database name Dates 

Covered 
No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 24 0 05/10/09 
Premedline 2008-9 2 0 05/10/09 
Embase 2008-9 20 0 05/10/09 
Cochrane Library 2008-9 5 0 05/10/09 
Cinahl 2008-9 54 0 06/10/09 
Psychinfo 2008-9 0 0 05/10/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 83 0 30/09/09 

BIOSIS 2008-9 43 0 30/09/09  

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  Can gene-expression based profiling guide targeted investigations to 
identify primary tumours more frequently and more rapidly in patients with provisional 
cancer of unknown primary? 
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Question no:  26 

61. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 70 30 17/02/09 
Premedline All 3 2 17/02/09 
Embase All 72 25 17/02/09 
Cochrane Library All 1 0 17/02/09 
Cinahl All 45 15 17/02/09 
Psychinfo All 0 0 17/02/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 85 34 17/02/09 

BIOSIS All 69 17 17/02/09 
 
Total References retrieved (after de-duplication): 74 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 5 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Gene Expression Profiling/ 

2. "gene expression" or “genetic profil$”.tw. 

3. (geno$  adj  (identif$ OR classif$)) 

4. Microarray Analysis/ 

5. MicroRNAs/ 

6. analysis.tw. 

7. 5 and 6 

8. "RNA expression analysis".tw. 

9. or/1-4 

10. 9 or 7 or 8 

11. Neoplasms, Unknown Primary/ 

12. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

13. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 

lymphoma$ or sarcoma$ or melanoma$)).tw. 

14. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

15. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ 

or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
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16. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ 

or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

17. or/11-16 

18. 17 and 10 
 
 

62. Health Economics Literature search details – NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

63. Any further comments: 

Sifting Criteria: 
 
 

64. Update Searches 

New references added: 

Date Database No. of new refs 
02/09/09 Medline 1 
12/08/09 Cochrane 1 
27/07/09 Web of Science 1 
24/06/09 Web of Science 2 
24/06/09 Medline 1 
08/06/09 Web of Science 1 
03/06/09 Medline 1 
13/05/09 Web of Science 1 
15/04/09 Medline 1 

 
Database name Dates 

Covered 
No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 23 2 05/10/09 
Premedline 2008-9 5 1 05/10/09 
Embase 2008-9 23 3 05/10/09 
Cochrane Library 2008-9 0 0 05/10/09 
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Cinahl 2008-9 12 1 05/10/09 
Psychinfo 2008-9 0 0 05/10/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 58 2 30/09/09 

BIOSIS 2008-9 18 0 30/09/09  

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  What is the optimal management for patients with confirmed Cancer of Unknown 
Primary who present with squamous carcinoma involving upper / mid neck nodes? 
 

Question no:  21 

65. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 259 75 24/02/09 
Premedline All 1 0 24/02/09 
Embase All 394 66 25/02/09 
Cochrane Library All 4 1 24/02/09 
Cinahl All 163 8 25/02/09 
Psychinfo All 0 0 24/02/09 
Web of Science (SCI & SSCI 
& ISI Proceedings)) 

All 362 46 24/02/09 

BIOSIS All 159 23 24/02/09 
 
Total References retrieved (after de-duplication): 152 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 1 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 

2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ 

or sarcoma$ or melanoma$)).tw. 

4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
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micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

7. or/1-6 

8. "Head and Neck Neoplasms"/ 

9. ((head or neck) adj (neoplas$ or tumo$ or carcinoma$ or cancer$)).tw. 

10. 8 or 9 

11. Carcinoma, Squamous Cell/ 

12. squamous.tw. 

13. 11 or 12 

14. 13 and 10 

15. HNSCC.tw. 

16. 15 or 14 

17. Lymphatic Metastasis/ 

18. (lymph$ adj2 (metasta$ or spread$)).tw. 

19. ((node$ or nodal) adj2 (metasta$ or spread$)).tw. 

20. or/17-19 

21. 16 and 20 

22. 21 and 7 

 

66. Health Economics Literature search details – NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

67. Any further comments: 

Sifting Criteria: 
 
 

68. Update Searches 
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New references added: 

Date Database No. of new refs 
03/08/09 Web of Science 1 
27/07/09 Embase 1 
08/06/09 Web of Science 2 
27/05/09 Cinahl 1 

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 17 1 23/09/09 
Premedline 2008-9 2 0 23/09/09 
Embase 2008-9 43 1 23/09/09 
Cochrane Library 2008-9 3 1 23/09/09 
Cinahl 2008-9 30 1 06/10/09 
Psychinfo 2008-9 0 0 23/09/09 
Web of Science (SCI & SSCI 
& ISI Proceedings)) 

2008-9 66 0 28/09/09 

BIOSIS 2008-9 18 0 28/09/09  
 

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title: What is the optimal management for patients with confirmed Cancer of Unknown 
Primary who present with adenocarcinoma involving axillary nodes?  

Question no:  22 

69. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 51 18 10/03/09 
Premedline All 3 1 10/03/09 
Embase All 48 14 10/03/09 
Cochrane Library All 0 0 10/03/09 
Cinahl All 0 0 16/03/09 
Psychinfo All 0 0 16/03/09 
Web of Science (SCI & SSCI 
& ISI Proceedings)) 

All 43 9 16/03/09 

BIOSIS All 27 12 16/03/09 
 
Total References retrieved (after de-duplication): 29 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 0 
 

Medline search strategy (This search strategy is adapted to each database.) 
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1. Neoplasms, Unknown Primary/ 

2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 

lymphoma$ or sarcoma$ or melanoma$)).tw. 

4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ 

or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

7. or/1-6 

8. ACUP.tw. 

9. adenocarcinoma$.tw. 

10. 8 or 9 

11. axillary.tw. 

12. 11 and 7 and 10 

 

70. Health Economics Literature search details  

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

71. Any further comments: 

Sifting Criteria: 
 
 

72. Update Searches 
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New references added: 

Date Database No. of new refs 
   
   

 

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date o
search 

Medline 2008-9 8 0 23/09/09 
Premedline 2008-9 0 0 23/09/09 
Embase 2008-9 10 0 23/09/09 
Cochrane Library 2008-9 0 0 23/09/09 
Cinahl 2008-9 0 0 06/10/09 
Psychinfo 2008-9 0 0 23/09/09 
Web of Science (SCI & SSCI 
& ISI Proceedings)) 

2008-9 7 0 28/09/09 

BIOSIS 2008-9 3 0 28/09/09  
 

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title: What is the optimal management for patients with confirmed Cancer of Unknown 
Primary who present with squamous carcinoma involving inguinal nodes? 

Question no:  23 

73. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 27 4 16/03/09 
Premedline All 2 0 17/03/09 
Embase All 25 2 17/03/09 
Cochrane Library All 0 0 17/03/09 
Cinahl All 4 0 17/03/09 
Psychinfo All 0 0 17/03/09 
Web of Science (SCI & SSCI 
& ISI Proceedings)) 

All 22 1 17/03/09 

BIOSIS All 17 2 17/03/09 
 
Total References retrieved (after de-duplication): 8 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 1 
 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 
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2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ 
or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. Carcinoma, Squamous Cell/ 
9. squamous.tw. 
10. 8 or 9 
11. inguinal.tw. 
12. Groin/ 
13. Lymph Nodes/ 
14. Lymphatic Metastasis/ 
15. 13 or 14 
16. 12 and 15 
17. 11 or 16 
18. 17 and 7 and 10 

74. Health Economics Literature search details – NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

75. Any further comments: 

No evidence 
 
 

76. Update Searches 

New references added: 

Date Database No. of new refs 
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Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date o
search 

Medline 2008-9 5 0 23/09/09 
Premedline 2008-9 1 1 23/09/09 
Embase 2008-9 6 0 23/09/09 
Cochrane Library 2008-9 0 0 23/09/09 
Cinahl 2008-9 2 0 06/10/09 
Psychinfo 2008-9 0 0 23/09/09 
Web of Science (SCI & SSCI 
& ISI Proceedings)) 

2008-9 6 0 28/09/09 

BIOSIS 2008-9 2 0 28/09/09  
 

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  What is the benefit of radical local treatment for patients with confirmed Cancer of 
Unknown Primary who present with an isolated metastasis in one of the following organs: brain, bone, 
liver, skin, lung?  

Question no:  24 

77. Literature search details  

Brain 

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 79 34 09/06/09 
Premedline All 2 1 09/06/09 
Embase All 70 25 09/06/09 
Cochrane Library All 3 1 09/06/09 
Psychinfo All 0 0 09/06/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 47 15 10/06/09 

BIOSIS All 40 15 10/06/09 
 
Total References retrieved (after de-duplication): 49 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 0 
 

Bone 

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 29 4 09/06/09 
Premedline All 2 0 09/06/09 
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Embase All 41 3 09/06/09 
Cochrane Library All 1 0 09/06/09 
Psychinfo All 0 0 09/06/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 13 2 10/06/09 

BIOSIS All 8 1 10/06/09 
 
Total References retrieved (after de-duplication): 8 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 0 
 

Liver 

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 95 2 09/06/09 
Premedline All 2 0 09/06/09 
Embase All 92 1 09/06/09 
Cochrane Library All 5 0 09/06/09 
Psychinfo All 0 0 09/06/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 82 3 10/06/09 

BIOSIS All 40 3 10/06/09 
 
Total References retrieved (after de-duplication): 8 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 0 
 

Skin 

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 124 12 22/06/09 
Premedline All 2 0 22/06/09 
Embase All 102 8 22/06/09 
Cochrane Library All 6 0 23/06/09 
Psychinfo All 1 0 23/06/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 76 9 23/06/09 

BIOSIS All 35 5 23/06/09 
 
Total References retrieved (after de-duplication): 15 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 1 
 

Lung 
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Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 53 5 23/06/09 
Premedline All 0 0 23/06/09 
Embase All 95 3 23/06/09 
Cochrane Library All 0 0 23/06/09 
Psychinfo All 0 0 23/06/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

All 58 4 24/06/09 

BIOSIS All 31 3 24/06/09 
 
Total References retrieved (after de-duplication): 8 
(Also see update searches below) 
 
Total References retrieved after Update Searching: 0 

Medline search strategy (This search strategy is adapted to each database.) 

Qu. 24a Brain 
1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 
adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6  
8. exp brain neoplasms/ 
9. ((brain or midbrain or brainstem or intracranial or cranial or cerebell$ or cerebr$ or CNS or central nervous 
system) adj2 metasta$).tw. 
10. glioma.tw. 
11. or/8-10 
12. exp Neoplasm Metastasis/ 
13. metastas$.tw. 
14. 12 or 13 
15. (solitar$ or single$ or isolat$).tw. 
16. 14 and 15 
17. 11 and 16 
18. ((brain or midbrain or brainstem or intracranial or cranial or cerebell$ or cerebr$ or CNS or central nervous 
system) adj1 metastasis).tw. 
19. 17 or 18 
20. 7 and 19 
21. (surg$ or neurosurg$ or craniotom$ or radiosurg$ or resection$ or radiotherap$ or radiation or irradiation or 
chemotherap$).tw. 
22. (therap$ or treatment$).tw. 
23. 21 or 22 
24. 20 and 23 
  
Qu. 24b Bone 
1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
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malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 
adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. Bone Metastasis/ 
9. osseous metasta$.tw. 
10. (bone$ adj2 metasta$).tw. 
11. (bony adj metasta$).tw. 
12. (skelet$ adj metasta$).tw. 
13. or/8-12 
14. (solitar$ or isolat$ or single).tw. 
15. 13 and 14 
16. 7 and 15 
Qu. 24c Liver 
1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 
adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. (solitar$ or isolat$ or single).tw. 
9. exp Liver Neoplasms/ 
10. (liver or hepatic).tw. 
11. metasta$.tw. 
12. exp Neoplasm Metastasis/ 
13. 12 and 9 
14. 11 and 10 
15. 13 or 14 
16. 8 and 15 
17. 7 and 16 
  
Qu. 24d Skin 
1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 
adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ origin$1 or unidentifi$ primar$) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. exp Skin Neoplasms/ 
9. exp Melanoma/ 
10. exp Carcinoma, Squamous Cell/ 
11. exp Carcinoma, Basal Cell/ 
12. (Basal adj2 carcinoma$).tw. 
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13. (basal adj1 cancer$).tw. 
14. (basal adj1 neoplas$).tw. 
15. (basal adj1 tumo?r$).tw. 
16. (basal adj1 epithelioma$).tw. 
17. (basal adj1 malignan$).tw. 
18. (Squamous adj2 carcinoma$).tw. 
19. (squamous adj1 tumo?r$).tw. 
20. (squamous adj1 cancer$).tw. 
21. (squamous adj1 neoplas$).tw. 
22. (squamous adj1 epithelioma$).tw. 
23. (squamous adj1 malignan$).tw. 
24. melanoma$.tw. 
25. ((skin or derm$ or cutaneous or epithelial or epidermoid) adj1 (cancer$ or neoplas$ or carcinoma$ or 
tumo?r$ or malignan$)).tw. 
26. or/8-25 
27. (solitar$ or isolat$ or single).tw. 
28. exp neoplasm metastasis/ 
29. 28 and 26 
30. 27 and 29 
31. 30 and 7 
  
Qu. 24e Lung 
1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or 
malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or 
adeno$ or metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. exp lung neoplasms/ 
9. (lung adj metast$).tw. 
10. exp neoplasm metastasis/ 
11. 8 and 10 
12. 11 or 9 
13. (solitar$ or isolat$ or single).tw. 
14. 13 and 12 
15. 7 and 14 

78. Health Economics Literature search details  - NOT REQUIRED 

(SIGN Health Economics filter added to above search) 

[Indicate if SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
Psycinfo   
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EconLit   
Web of Science (SCI & SSC & ISI 
ProceedingsI) 

  
 

79. Any further comments: 

Sifting Criteria: 
 
 

80. Update Searches 

New references added: 

Question Date Database No. of new refs 
24a 03/08/09 Medline 1 
    

 
Brain 

Database name Dates 
Covered 

No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 7 0 05/10/09 
Premedline 2008-9 1 0 05/10/09 
Embase 2008-9 13 0 05/10/09 
Cochrane Library 2008-9 2 0 05/10/09 
Cinahl 2008-9 2 0 05/10/09 
Psychinfo 2008-9 0 0 05/10/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 5 0 28/09/09 

BIOSIS 2008-9 2 0 28/09/09 
 

Bone 

Database name Dates 
Covered 

No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 4 0 05/10/09 
Premedline 2008-9 1 0 05/10/09 
Embase 2008-9 7 0 05/10/09 
Cochrane Library 2008-9 0 0 05/10/09 
Cinahl 2008-9 0 0 05/10/09 
Psychinfo 2008-9 0 0 05/10/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 2 0 28/09/09 

BIOSIS 2008-9 0 0 28/09/09 

Liver 

Database name Dates 
Covered 

No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 7 0 05/10/09 
Premedline 2008-9 1 0 05/10/09 
Embase 2008-9 11 0 05/10/09 
Cochrane Library 2008-9 2 0 05/10/09 
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Cinahl 2008-9 0 0 05/10/09 
Psychinfo 2008-9 0 0 05/10/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 11 0 28/09/09 

BIOSIS 2008-9 1 0 28/09/09 

Skin 

Database name Dates 
Covered 

No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 18 0 05/10/09 
Premedline 2008-9 5 0 05/10/09 
Embase 2008-9 22 0 05/10/09 
Cochrane Library 2008-9 4 0 05/10/09 
Cinahl 2008-9 0 0 05/10/09 
Psychinfo 2008-9 0 0 05/10/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 11 1 30/09/09 

BIOSIS 2008-9 2 0 30/09/09 

Lung 

Database name Dates 
Covered 

No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 3 0 05/10/09 
Premedline 2008-9 0 0 05/10/09 
Embase 2008-9 6 0 05/10/09 
Cochrane Library 2008-9 0 0 05/10/09 
Cinahl 2008-9 0 0 05/10/09 
Psychinfo 2008-9 0 0 05/10/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 6 0 30/09/09 

BIOSIS 2008-9 2 0 30/09/09  

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with confirmed Cancer of Unknown Primary who present with brain 
metastases, does specific treatment guided by putative site of primary origin improve outcomes, 
compared with generic treatment comprising supportive care + palliative radiotherapy? 
 
 

Question no:  14 
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81. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 256 34 03/11/08 
Premedline All 9 1 04/11/08 
Embase All 235 29 04/11/08 
Cochrane Library All 3 0 04/1108 
Cinahl All 0 0 05/11/08 
Psychinfo All 3 0 04/11/08 
Web of Science (SCI & 
SSCI & Conference 
Proceedings)) 

All 203 16 05/11/08 

BIOSIS All 187 16 05/11/08 
 
Total References retrieved (after de-duplication): 57 
 
Total References after Update Searching: 0 

Medline search strategy (This search strategy is adapted to each database.) 

1. Neoplasms, Unknown Primary/ 

2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 

lymphoma$ or sarcoma$ or melanoma$)).tw. 

4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 

metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ 

or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 

micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 

7. or/1-6 

8. exp Brain Neoplasms/ 

9. exp Neoplasm Metastasis/ 

10. 8 and 9 

11. ((brain or midbrain or brainstem or intracranial or cranial or cerebell$ or cerebr$ or CNS or central nervous system) 

adj2 metasta$).tw. 

12. 11 or 10 

13. 7 and 12 

 

82. Health Economics Literature search details  

(SIGN Health Economics filter added to above search) 
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[SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline   
Premedline   
Embase   
Cochrane Library (except NHSEED)   
NHSEED   
Cinahl   
BNI    
Psycinfo   
EconLit   
Web of Science (SCI & SSCI)    

83. Any further comments: 

Sifting Criteria: 
 
Due to lack of results, the search had to be broadened to include all treatments. 

84. Update Searches 

New references added: 

Date Database No. of new refs 
   
   
   

 
Database name Dates Covered No of references 

found 
No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 13 0 22/09/09 
Premedline 2008-9 2 0 22/09/09 
Embase 2008-9 28 0 22/09/09 
Cochrane Library 2008-9 1 0 22/09/09 
Cinahl 2008-9 0 0 06/10/09 
Psychinfo 2008-9 0 0 22/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 24 0 28/09/09 

BIOSIS 2008-9 9 0 28/09/09 
 

 

 
 

NATIONAL COLLABORATING CENTRE FOR CANCER 

Cancer of Unknown Primary Clinical Guideline  Literature search summary 

Question title:  For patients with confirmed cancer of unknown primary with no clinical features fitting a 
recognised syndrome, in whom systemic treatment is being considered, does treatment improve the 
outcome, compared with symptomatic treatment alone? 
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Question title: For patients with confirmed cancer of unknown primary in whom systemic treatment is 
being considered, if clinical features match a recognised syndrome, does treatment guided by that 
syndrome result in better outcomes than generic treatment? 
 
 
 

Question no:  27 and 28 

85. Literature search details  

Database name Dates Covered No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline All 657 113 03/06/2008 
Premedline All 5 1 03/06/2008 
Embase All 316 77 04/06/2008 
Cochrane Library All 157 18 09/06/2008 
Cinahl All 8 2 10/06/2008 
Psychinfo All 2 1 03/06/2008 
Web of Science (SCI & 
SSCI) 

All 393 63 09/06/2008 

BIOSIS All 370 48 16/06/2008 
ISI Proceedings All 49 1 10/06/2008 
 
Total References retrieved (after de-duplication): 210 
 
Total References after Update Searching: 2 

Medline search strategy (This search strategy is adapted to each database.) 

 1. Neoplasms, Unknown Primary/ 
2. ((Unknown primar$ or unknown origin$1) and (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
3. (Occult adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or micrometasta$ or malignan$ or 
lymphoma$ or sarcoma$ or melanoma$)).tw. 
4. ((Undetermined primar$ or undetermind origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or 
metasta$ or micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
5. ((Unidentifi$ primar$ or unidentifi$ origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
6. ((Undefined primar$ or undefined origin$1) adj5 (cancer$ or neoplas$ or tumo$ or carcinoma$ or adeno$ or metasta$ or 
micrometasta$ or malignan$ or lymphoma$ or sarcoma$ or melanoma$)).tw. 
7. or/1-6 
8. Antineoplastic Combined Chemotherapy Protocols/ 
9. chemotherap$.tw. 
10. exp Antineoplastic Agents/ 
11. Drug Therapy, Combination/ 
12. Antineoplastic Protocols/ 
13. Adriamycin$.tw. 
14. Bevacizumab.tw. 
15. Bleomycin/ or bleomycin.tw. 
16. capecitabine.tw. 
17. exp Carboplatin/ or (carboplatin or paraplatin).tw. 
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18. Cisplatin/ or cisplatin.tw. 
19. Cyclophosphamide/ or cyclophosphamid$.tw. 
20. exp Cytotoxins/ 
21. cytotoxi$.tw. 
22. Dactinomycin/ or dactinomycin$.tw. 
23. docetaxel.tw. 
24. Doxorubicin/ or doxorubicin$.tw. 
25. Epirubicin/ or epirubicin.tw. 
26. Erlotinib.tw. 
27. Etoposide/ or etoposide.tw. 
28. exp Fluorouracil/ or (fluorouracil$ or fluoruracil$ or 5fu or 5-FU or adrucil$).tw. 
29. ftorafur$.tw. 
30. gemcitabine.tw. 
31. Ifosfamide/ or ifosfamide.tw. 
32. irinotecan.tw. 
33. Leucovorin/ or leucovorin.tw. 
34.exp Methotrexate/ or ( methotrexate or rheumatrex or amethopterin$).tw. 
35. Mitomycin/ or mitomycin$.tw. 
36. Octreotide/ or octreotide.tw. 
37. oxaliplatin$.tw. 
38. Paclitaxel/ or (paclitaxel or taxol or taxotere).tw. 
39. exp Pentetic Acid/ 
40. Semustine/ or semustine.tw. 
41. exp Taxoids/ 
42. (taxoid$ or taxane$).tw. 
43. topotecan/ or (topotecan or hycamtin).tw. 
44. (topotecan or hycamtin).tw. 
45. vinblastine.tw. 
46. Vincristine/ or vincristine.tw. 
47. Vindesine/ or vindesine.tw. 
48. vinorelbine.tw. 
49. or/8-48 
50. 7 and 49 
51. Meta-Analysis/ 
52. meta analy$.tw. 
53. metaanaly$.tw. 
54. meta analysis.pt. 
55. (systematic adj (review$1 or overview$1)).tw. 
56. exp Review Literature as Topic/ 
57. or/51-56 
58. cochrane.ab. 
59. medline.ab. 
60. embase.ab. 
61. (psychlit or psyclit).ab. 
62. (psychinfo or psycinfo).ab. 
63. (cinahl or cinhal).ab. 
64. science citation index.ab. 
65. bids.ab. 
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66. cancerlit.ab. 
67. or/58-66 
68. reference list$.ab. 
69. bibliograph$.ab. 
70. hand-search$.ab. 
71. relevant journals.ab. 
72. manual search$.ab. 
73. or/68-72 
74. selection criteria.ab. 
75. data extraction.ab. 
76. 74 or 75 
77. Review/ 
78. 76 or 77 
79. Comment/ 
80. Letter/ 
81. Editorial/ 
82. Animal/ 
83. Human/ 
84. 82 not (82 and 83) 
85. or/79-81,84 
86. 57 or 67 or 73 or 78 
87. 86 not 85 
88. Randomized controlled trials as Topic/ 
89. Randomized controlled trial/ 
90. Random allocation/ 
91. Double blind method/ 
92. Single blind method/ 
93. Clinical trial/ 
94. exp Clinical Trials as Topic/ 
95. or/88-94 
96. (clinic$ adj trial$1).tw. 
97. ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw. 
98. Placebos/ 
99. placebo$.tw. 
100. randomly allocated.tw. 
101. (allocated adj2 random).tw. 
102. or/96-101 
103. 95 or 102 
104. case report.tw. 
105. Letter/ 
106. Historical article/ 
107. review.pt. 
108. or/104-107 
109. 103 not 108 
110. 87 or 109 
111. 50 and 110 
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86. Health Economics Literature search details  

(SIGN Health Economics filter added to above search) 

[SCHARR Quality of Life filter added to above search] 

Database name No of references 
found 

Finish date of search 

Medline 3 01/10/08 
Premedline 0 01/10/08 
Embase 3 01/10/08 
Cochrane Library (except NHSEED) 0 01/10/08 
NHSEED 0 01/10/08 
Cinahl 1 01/10/08 
BNI  0 01/10/08 
Psycinfo 0 01/10/08 
EconLit 0 01/10/08 
Web of Science (SCI & SSCI) 1 01/10/08  

87. Any further comments: 

Sifting Criteria: 
 
Applied filters for systematic reviews and randomized controlled trials. 
 
Excluded patients at risk of CUP 
Excluded articles discussing several cancers and listing only 1 CUP case 
 

88. Update Searches 

New references added: 

Date Database No. of new refs 
27/07/09 Embase 1 
03/06/09 Web of Science 1 
15/04/09 Web of Science 2 
15/04/09 Embase 1 

 
Database name Dates 

Covered 
No of references 
found 

No of references 
retrieved 

Finish date of 
search 

Medline 2008-9 54 1 30/09/09 
Premedline 2008-9 0 0 05/10/09 
Embase 2008-9 89 1 05/10/09 
Cochrane Library 2008-9 7 0 30/09/09 
Cinahl 2008-9 21 1 06/10/09 
Psychinfo 2008-9 0 0 30/09/09 
Web of Science (SCI & 
SSCI & ISI Proceedings)) 

2008-9 83 0 30/09/09 

BIOSIS 2008-9 38 0 30/09/09  
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Appendix B – Economic Plan 

National Institute for Health and Clinical Excellence 
 

Economic Plan 
 
This document identifies the priorities for economic analysis and the proposed 
methods for addressing these questions as described in section 8.1.3.1 of the 
Guidelines Manual (2006) 
 

1. Guideline  
 
Title of guideline: Metastatic malignant disease of unknown primary origin 

 
2. Process for agreement 

The economic plan was prepared by the guideline economist in 
consultation with the rest of the NCC technical team and GDG. It was 
discussed and a agreed on  06-02-2009 by the following people a. 
 
For the NCC and GDG: 
NCC economist:    Eugenia Priedane  
 
NCC representative(s)b  Andrew Champion 
     Victoria Titshall  
     Angela Bennett 
 
GDG representative(s)c:   Andy Fowell (GDG chair)  
     Richard Osborne (GDG Lead Clinician)  
 
For NICE: 
 
CCP lead d: 
 
Commissioning manager:  Nicole Elliott 
Economic leade:   Francis Ruiz/ Stefanie Kinsley 

                                                 
a This may be done by face-to-face meeting, teleconference or email as convenient 

b May be the project manager, a systematic reviewer or research fellow and/or the centre director or manager, as 
appropriate for the NCC and guideline 

c May be GDG chair, clinical lead and/or other members as appropriate  

d CCP Director or Associate Director who is taking the lead for the guideline 

e One of the CCP health economic Technical Advisors  
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Costing lead:  
 
Proposals for any substantive changes will be circulated by email to this group. If 
revisions are agreed, they will be listed as addenda to this document (section 5 
below),  
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Proposed economic plan 

 
The purpose of this document is to highlight our deliberations in terms of setting the priorities for undertaking economic analyses to 
inform guideline development for metastatic malignant disease of unknown primary origin, or cancer of unknown primary (CUP).  
Previous conversations at GDG meetings have highlighted the challenges of conducting economic evaluations in this disease area, 
mostly because of the heterogeneity of the patient population and a lack of clinical effectiveness data in relation to interventions and 
procedures for CUP patients.  More specifically it is considered unlikely, given the general paucity of evidence on CUP-related 
technologies, that we will be able to produce estimates of cost-effectiveness that are robust and reliable. 
 
After discussions with NICE (and the Clinical Lead and Chair), we propose that development of de novo economic models may be 
used to estimate the value of future research for CUP-related technologies for which there may be a high level of uncertainty about 
the incremental effectiveness and/or cost between two or more clinical strategies. This type of analysis could help inform research 
recommendations within the guideline. The table below summarises and identifies topics that have been prioritised for this approach. 
 

Clinical Topic  Requires 
analysis? 

Comments and explanation 

 
Topic 1  
 
For patients with malignancy of undefined 
primary origin, is the existing screen of basic 
investigations effective in identifying the 
maximum number of possible primary 
cancers as rapidly as possible? 

 
 

Not relevant 

 
The shortage of studies comparing different strategies, or 
examining the individual contribution of individual tests, 
compromises the value of this PICO.  
 An agreement has been reached among the GDG that some form 
of consensus-based recommendation be included in the guideline. 
Given these limitations, this topic is not suitable for economic 
evaluation.  
 

 
Topic 3 
 
For patients with malignancy of undefined 
primary origin undergoing initial diagnostic 
tests, is there benefit in terms of patient 

 
 

Low 

 
 This topic potentially affects all CUP patients. Tumour markers are 
a relatively inexpensive diagnostic tool. There is no clear evidence 
on the sensitivity and specificity of tumour markers and their 
subsequent effect on health outcomes. Moreover, Varadhachary et 
al. states that tumour markers play more of a prognostic rather than 
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outcomes or speed through the process of 
doing serum tumour markers? 
    
 

a diagnostic role. (Varadhachary et al. 2004). Therefore, it is not 
clear what (if any) health benefits are associated with tumour 
markers. Given these limitations, it would be difficult to conduct a 
meaningful economic evaluation.  

 
Topic 4 
For patients with malignancy of undefined 
primary origin, is the use of upper- and 
lower-GI endoscopy in all patients more 
effective in identifying the maximum number 
of possible primary cancers as rapidly as 
possible compared with selective, symptom-
directed GI endoscopy? 
 

 
 

Low  

 
There are no economic studies and there is limited clinical evidence 
on the use of upper- and lower-GI endoscopy in patients with a 
provisional diagnosis of malignancy of unknown primary who are 
undergoing initial diagnostic tests and its effectiveness in identifying 
the primary site.  Given these limitations, it would be difficult to 
conduct a meaningful economic evaluation. 

 
Topic 5 
For patients with malignancy of undefined 
primary origin does evaluation by a specialist 
oncology team at an earlier time than is 
traditionally the case improve outcomes? 
 
Topic 6  
Is consistent support from an identified key 
worker, e.g. a specialist nurse, from the point 
a patient is diagnosed with an unknown or 
uncertain primary cancer, more effective 
than no support? 
 
Topic 7 
For patients with malignancy of undefined 
primary origin, is it beneficial for 
investigations to be undertaken to end 
uncertainty when there is little likelihood of 
clinical benefit? 

 
 
 
 

Low 
 

 
 
 
 
Defining benefit or measuring effectiveness in quantitative terms for 
these topics is challenging. For each topic, it will be difficult identify 
discrete pathways and consequences/outcomes of each strategy or 
service configuration in a manner that would lend itself to economic 
evaluation or decision analytic techniques. The availability of 
economic evidence to inform these topics is also low. Given these 
limitations, this topic is not suitable for economic evaluation.  
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Topic 10  
For patients with malignancy of undefined 
primary origin undergoing screening 
investigations to identify a primary site, does 
management by a specialist CUP MDT result 
in greater benefits than the existing non-
MDT management?   
 
 
Topic 8  
 
For patients with malignancy of undefined 
primary origin, does immuno-histochemical 
analysis (using CD20 and CD7) to define 
putative tissue/organ of origin, or hormone 
receptor (ER, PR) analysis to potentially 
predict response to hormonal therapies, 
result in improved outcomes? 
 

 
 
 

Low 

 
Based on previous discussions with RO and AF, the aim of this 
topic is to highlight a gold standard of managing patient in each of 
these subgroups, i.e. the optimal use of immuno-histochemical 
analysis.  
No evidence has been found to indicate a change in overall patient 
outcomes. Lack of evidence paired with relatively inexpensive 
competing alternatives does not render this topic a high priority. 
 

 
Topic 11  
 
For patients with provisional Cancer of 
Unknown Primary with clinical features 
compatible with metastatic breast cancer, 
does contrast-enhanced breast MRI improve 
detection of occult primary breast cancer? 
 

 
 
 

Low 
 

 
 
The proportion of patients covered by this topic is limited (around 
500 patients). Furthermore there are no economic studies and there 
is limited clinical evidence on the effect of the contrast-enhanced 
breast MRI in patients with unknown primary on their overall 
survival.  
Given these limitations, it would be difficult to conduct a meaningful 
economic evaluation. 

 
 
Topic 13  
For patients with provisional Cancer of 

 
 
 
 

 
 
If evaluated at the beginning of the patient pathway, this topic could 
potentially affect all patients with cancer of unknown primary. FDG 
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Unknown Primary does PET-CT result in 
improved outcomes?   
 

 
High 

 

PET-CT has shown to have a higher sensitivity and specificity, 
particularly for patients presenting with cervical lymphadenopathy 
(Fogarty et. al. 2003, Johansen et. al. 2008).  There are cost 
implications of implementing wider use of PET-CT, but identification 
of the primary tumour using this imaging technique can also lead to 
a change in treatment decision that may result in improved patient 
outcomes. There are no prospective studies that have evaluated 
subsequent impact of PET-CT on patient outcomes, however an 
economic analysis using the expected value of information 
approach can be used to quantify the level of uncertainty and inform 
research recommendations into the value of PET-CT in CUP 
patients. 
 

 
Topic 14  
 
For patients with confirmed Cancer of 
Unknown Primary who present with brain 
metastases, does specific treatment guided 
by putative site of primary origin improve 
outcomes, compared with generic treatment 
comprising supportive care + palliative 
radiotherapy? 

 
 
 
 
 

Low 
 

 
 
CUP patients with brain metastases have a particularly poor 
prognosis and chemotherapy has limited efficacy in brain 
metastases. Cranial irradiation may be used to provide symptomatic 
care. There is little available data to quantify the benefit of cranial 
irradiation beyond symptomatic relief. In the absence of more 
effective active treatments, and given that this topic affects a small 
proportion of CUP patients, no economic evaluation will be 
undertaken.  
 

 
Topic 17 
 
For patients with provisional Cancer of 
Unknown Primary who present with intra-
pulmonary nodules without evidence of 
endobronchial disease, does bronchoscopy 
result in improved outcomes?    
 

 
 
 

Low 

 
 
This topic affects about 10% of CUP patients. There are no 
economic studies and there is limited clinical evidence on the effect 
of performing a bronchoscopy in this patient group on overall 
survival, thereby limiting the feasibility of conducting an economic 
analysis. 
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Topic 19  
 
For patients with provisional Cancer of 
Unknown Primary who present with ascites, 
does cytological examination of ascitic fluid, 
or histological examination of malignant 
peritoneal tissue result in a superior clinical 
outcome? 

 
 
 

Low 

 
 
There are no economic studies and there is limited clinical evidence 
on the effect of the cytological examination of ascitic fluid in this 
patient group on overall survival. Given these limitations, this topic 
is not suitable for an economic evaluation.  
 
 

 
Topic 21  
What is the optimal management for patients 
with confirmed Cancer of Unknown Primary 
who present with squamous carcinoma 
involving upper / mid neck nodes? 
 
 
Topic 22 
What is the optimal management for patients 
with confirmed Cancer of Unknown Primary 
who present with adenocarcinoma involving 
axillary nodes? 
 
Topic 23  
 
What is the optimal management for patients 
with confirmed Cancer of Unknown Primary 
who present with squamous carcinoma 
involving inguinal nodes? 
 

 
 

Low 
 
 
 

 
Topics 21, 22 and 23 affect a relatively small proportion of patient in 
each subgroups of patients (about 5%).  
This topic is considered low priority since the number of patients 
affected is not as great as for other topics. Furthermore, the level of 
clinical evidence would be crucial in conducting a meaningful 
economic evaluation.  

 
Topic 24 
 

 
 

Low 

 
The patient subgroups covered in this topic are very small. Based 
on previous discussions with RO and AF, the aim of this topic is to 
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What is the benefit of radical local treatment 
for patients with confirmed Cancer of 
Unknown Primary who present with an 
isolated metastasis in one of the following 
organs: brain, bone, liver, skin, lung? 
 
Topic 25  
For patients with confirmed Cancer of 
Unknown Primary in whom systemic 
treatment is being considered, are there 
prognostic factors that significantly influence 
outcome and which should be considered in 
treatment decisions? 
 

 highlight a gold standard of managing patients in each of these 
subgroups.  
 
No evidence has been found to indicate a change in overall patient 
outcomes. Lack of evidence paired with very small subgroups of 
patients render this topic a low priority. 
 

 
Topic 26  
 
For patients with confirmed Cancer of 
Unknown Primary in whom systemic 
treatment is being considered, does gene 
expression-based classification (according to 
putative tissue of origin) lead to improved 
outcomes (through the use of treatment 
chosen on the basis of the predicted primary 
site)? 

 
 

Low 

 
In recent years gene expression profiling has demonstrated the 
ability to identify a broad spectrum of tumour types at the molecular 
level. Furthermore, CUP gene expression analysis can be utilized in 
conjunction with, or in place of standard investigative diagnostic 
procedures to expedite the diagnostic process of a cancer of 
unknown primary. (Buckhaults et. al. 2003, Bridgewater et. al. 2008) 
 
Although this topic could all CUP patients, at present in the UK, 
gene expression-based classification is not common practice and 
there is no data to estimate resource use and  health  benefits 
associated with this diagnostic option.  
 
Given these limitations, it would be difficult to generate a 
meaningful estimate of cost-effectiveness and  is considered a low 
economic priority.     
 

 
Topic 27 
 

 
 

High 

 
There is little high quality evidence on the benefit of chemotherapy 
in CUP patients with no clinical features fitting a recognised 
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For patients with confirmed Cancer of 
Unknown Primary with no clinical features 
fitting a recognised syndrome, in whom 
systemic treatment is being considered, 
does treatment improve the outcome, 
compared with symptomatic treatment 
alone? 
 

syndrome. However, given the additional costs of active treatment, 
an economic analysis may help reduce the level of uncertainty 
around the use of chemotherapy over and above supportive care in 
these patients. This topic was highlighted as an economic priority at 
the 4th GDG meeting. 
  

 
 
Topic 28 
For patients with confirmed Cancer of 
Unknown Primary in whom systemic 
treatment is being considered, if clinical 
features match a recognised syndrome, 
does treatment guided by that syndrome 
result in better outcomes than generic 
treatment? 
 

 
 
 

 
Medium 

 
 
For patients with confirmed CUP with clinical features matching a 
recognised syndrome, the use of chemotherapy is more established 
than for the patient population in Topic 27. Topic 28 relates to the 
decision between various chemotherapy regimens for 5 specific 
subgroups of CUP patients, whereas Topic 27 addresses the value 
of chemotherapy over and above best supportive care in patients 
with no clinical features matching a recognised syndrome. Topic 27 
may inform the comparator for Topic 28, therefore it should be 
considered first for economic analysis. Furthermore, Topic 27 is 
considered a higher priority for economic analysis because there is 
a higher need to address the uncertainty surrounding the cost-
effectiveness of chemotherapy versus best supportive care. To 
meet the time constraints of the guideline development process, 
Topic 27 has been prioritised over Topic 28. 
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For each question where economic analysis is proposed: 

Question number(s) Outline proposed method of analysis  
 
Topic 13  

 
Proposed analysis 
 
Aim 
An analysis will be carried out to assess the value of perfect information of carrying out PET-CT scan for patients with 
provisional cancer of unknown primary and negative initial work up, which included whole body CT and biopsy where 
appropriate. The findings of this analysis will be used to inform future research recommendations.  
 
Intervention  
 
PET-CT scan performed after negative initial diagnostic work up (including whole body CT scan and biopsy where 
appropriate. 
 
Comparators  
 
No PET-CT  
 
Methods  
 
PET-CT has shown to have a higher sensitivity and specificity, particularly for patients presenting with cervical 
lymphadenopathy (Fogarty et. al. 2003, Johansen et. al. 2008). 
Decision analysis will be used to model the clinical pathway and to estimate the expected value of perfect information of 
performing PET-CT in patient with provisional CUP patient who have negative initial diagnostic work up compared to not 
doing PET-CT will be considered in this analysis.  
Formal value of information analysis will provide an analytic framework which will address whether a decision on 
whether to adopt PET-CT scanning after initial negative diagnosis can be made on the basis of current evidence or 
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whether more evidence is required to support the decision about PET-CT scanning in the future, and how much we 
should be prepared to pay for this evidence. (Claxton et al. 2002) 
 
There are three components in this framework:  
“(i) the construction of a decision analytic model to represent the decision problem; (ii) a probabilistic analysis of this 
model to characterize the current decision uncertainty; and (iii) establishing the value of additional information” (Briggs 
et al. 2006)  
 
The structure of the analytic model will be informed by the data available in the literature and in consultation with the 
GDG. 
 
The NHS perspective will be adopted; that is the health benefits and costs to be considered in the analysis will only be 
those relevant to the NHS. Relevant costs include those borne by Personal Social Services (PSS) as well as those that 
fall on the NHS itself. Unit costs will be derived from publicly available national sources whenever possible (e.g. NHS 
Reference Costs). 
 
Probability distributions will be assigned to different clinical and cost parameters within the model so that a probabilistic 
sensitivity analysis can be carried out to assess the overall uncertainty of the model and the robustness of the results.  
 
Feasibility issues 
 
Given the heterogeneity of the CUP patient population, it is not clear if a single model will be able to accommodate 
(mathematically) all relevant testing options and possible test results to accurately reflect clinical reality. This will require 
close discussions with the clinical contact and GDG to reach agreement on the appropriateness and feasibility of 
conducting the analysis. 
 
It is unlikely that the literature will be sufficient to populate all relevant parameters in the model. Expert elicitation will be 
considered where estimates from the literature are not available.  
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Update following 8th GDG 
 
• The team of health economists made several attempts to draft an economic model structure for Topic 13 that is both 

clinically accurate and methodologically feasible for undertaking a decision analytic approach to which EVPI can be 
applied.  

• Each version of the model was discussed in conjunction with the designated clinical contact from the GDG. 
• Initial clinical guidance suggested that due to the heterogeneity of the CUP population, separate models should be 

considered for subgroups of CUP patients because 
o The possible outcomes of PET-CT will differ depending on the patient’s initial distribution of metastases. It 

was considered desirable to factor in >5 possible consequences (i.e. in the context of CUP, PET-CT is 
viewed as a diagnostic test that does not have a binary outcome). Each outcome could result in set of follow-
up tests and potentially different treatment decisions leading to different survival and QALY estimates. 

o For the comparator (do not conduct PET-CT arm in the model), different tests would be selected depending 
on the presentation or distribution of metastases, which would again lead to different outcomes 

o The number of possible subgroups to model was large, hence at the 7th GDG, agreement was reached to 
prioritise 2 subgroups for analysis: patients with liver metastases and patients with bone metastases. 

 
At the 8th GDG, the revised draft model structures were discussed and there was consensus that the GDG should not 
proceed with the economic analysis for Topic 13. The following challenges contributed to this decision: 

• It was difficult for the GDG to agree on an exhaustive but mutually exclusive set of pathways in the economic 
model. For example, in clinical practice, after conducting PET-CT, the subsequent choice of confirmatory 
diagnostic test or treatment decision is influenced by a complex set of patient and disease factors. There were 
concerns that a more simplistic approach would not adequately reflect the scope of the decision problem faced 
by the clinician/patient. 

• There is limited data in the published literature to populate the economic model and some data would need to be 
elicited from experts, but the availability of experts on the GDG who have specific experience in each of these 
patient subgroups is limited.  

• A decision was made to focus on subgroups of CUP patients to develop a model that is clinically accurate. Each 
subgroup analysis would require considerable resource and time commitment from the health economists and 
GDG members to refine and seek agreement on the model structure and elicit data to populate the model. By 
focusing on subgroups, the results however would only be relevant for estimating the EVPI and informing the 
use of PET-CT in these subgroups of patients (i.e. a small proportion of CUP patients). 
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Topic 27  

 
 
 
Proposed analysis 
 
Aim 
 
An analysis will be carried out to assess the value of perfect information in a comparison of active chemotherapy vs 
best supportive care for the treatment of patients with confirmed cancer of unknown primary with no clinical features 
fitting a recognised confirmed CUP syndrome.  The findings of this analysis will be used to inform future research 
recommendations. 
 
 
Interventions 
The most commonly used chemotherapy regimen(s) in current UK practice, to be defined with GDG input. 
 
Comparators 
Best supportive care, to be defined with GDG input. 
 
Methods 
 
Formal value of information analysis will provide an analytic framework which will address whether a decision regarding 
consideration of a systemic treatment can be made on the basis of current evidence or whether more evidence is 
required to support this decision about chemotherapy regimes in the future, and how much we should be prepared to 
pay for this evidence. (Claxton et al. 2002) 
 
There are three components in this framework:  
“(i) the construction of a decision analytic model to represent the decision problem; (ii) a probabilistic analysis of this 
model to characterize the current decision uncertainty; and (iii) establishing the value of additional information” (Briggs 
et al. 2006)  
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The structure of the analytic model will be informed by the data available in the literature and in consultation with the 
GDG. 
 
The NHS perspective will be adopted; that is the health benefits and costs to be considered in the analysis will only be 
those relevant to the NHS. Relevant costs include those borne by Personal Social Services (PSS) as well as those that 
fall on the NHS itself. Unit costs will be derived from publicly available national sources whenever possible (e.g. NHS 
Reference Costs). 
 
Probability distributions will be assigned to different clinical and cost parameters within the model so that a probabilistic 
sensitivity analysis can be carried out to assess the overall uncertainty of the model and the robustness of the results.  
 
Feasibility issues 
 
It is unlikely that the literature will be sufficient to populate all relevant parameters in the model. Expert elicitation will be 
considered where estimates from the literature are not available.  
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Addenda to economic plan  

The following substantive revisions to the plans set out in the section 3 above 
have been agreed.  
 

Date Question 
number(s) Agreed change to number or type of analyses 

30/04/2009 Topic 13  Agreement was reached not to proceed with economic  model 
for this topic. An explanatory note will be included in the 
guideline. 
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Appendix 3 
What is the expected value of perfect information in reducing 
uncertainty surrounding the cost-effectiveness of systemic 
treatment in patients with confirmed carcinoma of unknown 
primary and no clinical features fitting a recognised 
syndrome? 
 
1 Introduction  
Patients with confirmed carcinoma of unknown primary (CUP) account for 3-5 percent of all 
cancer diagnoses (Assersohn et al 2003, Briasoulis et al 2000) and are often candidates for 
systemic chemotherapy. 
 
For a subset of patients with CUP whose clinical and pathological features resembles one of 
the major tumour subtypes, treatment decisions can be guided by these features. However in 
the majority of CUP patients the choice of optimal treatment is not clear. Systemic 
chemotherapy can be given to control symptoms and to attempt to prolong survival; however 
there is no clear understanding of the survival benefits provided by different regimens 
(Golfinopoulos et al, in press). To date, studies aimed at defining optimal chemotherapy 
regimens in patients with CUP have been mostly small phase II trials or retrospective 
analyses (Parnis et al 2000).  
 
The generally low levels of health gain and scarcity of high quality data about treatment 
benefits along with the considerable economic burden of chemotherapy treatment on the 
healthcare budget led to highlighting this topic as a priority for economic analysis.    
 
2 Objectives  
 
To carry out an analysis to assess the expected value of perfect information (EVPI) in a 
comparison of active chemotherapy versus best supportive care for the treatment of patients 
with confirmed CUP with no clinical features fitting a recognised syndrome.  The findings of 
this analysis will be used to inform future research recommendations. 
 
3 Methods  
 
Cost-effectiveness evaluations require evidence on numerous parameters, including 
treatment effects, health-related preferences (utilities), healthcare resource use and costs 
(Sculpher and Claxton 2006). However, high quality evidence on all relevant parameters is 
not always available. If the evidence base used to inform a cost-effectiveness analysis is 
poor, decisions based upon such an analysis may be subject to a high degree of uncertainty. 
 
Given the scarcity of high quality data about both treatment benefits and costs of 
chemotherapy and supportive care in patients with CUP, the economic analysis for this topic 
focused on two aspects: collection of data by expert elicitation to fill gaps in the published 
literature and inform parameters in the economic model and estimation of the EVPI to quantify 
the uncertainty associated with the cost-effectiveness of chemotherapy in comparison to best 
supportive care.  
 
EVPI is a decision analytical approach that allows us to estimate the cost of existing 
uncertainty and to prioritise future research by identifying areas where collection of additional 
data will lead to reduction in the current level of uncertainty (Briggs et al 2006). In the context 
of the present analysis, EVPI was undertaken to estimate the value of future research in order 
to eliminate or reduce uncertainty with respect to the cost-effectiveness of chemotherapy in 
comparison to best supportive care in patients with CUP with no clinical features fitting a 
recognised syndrome. 
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EVPI is calculated as the difference between the expected value of the decision made with 
perfect information and the decision made with current information. The population EVPI is 
calculated by multiplying the per patient EVPI by the estimated number of patients over the 
effective lifetime of the treatment options included in the decision problem (Claxton et al 
2001).  The expected value of partial perfect information (EVPPI) estimates the value of 
reducing uncertainty surrounding a particular parameter or group of parameters in the 
decision model and allows us to focus future research around those parameters for which 
additional information would be most valuable.  
 
3.1 Study population 
 
The population of interest in this study are patients with confirmed CUP with no clinical 
features fitting a recognised syndrome1 and in whom systemic therapy is being considered.  
 
3.2 Perspective 
 
This analysis was carried out from the perspective of the National Health Service (NHS) in the 
UK.  
 
3.3 Intervention  
 
A review of the clinical literature published between 1980 and 2009 identified a number of 
small studies in the patient population of interest involving various single and combination 
chemotherapy regimens.  Based on this review, members of the guideline development group 
(GDG) were asked to identify which of these regimens had most relevance to current UK 
clinical practice. The following were selected for inclusion in the economic analysis. Table 1: 

• Best supportive care (BSC) alone  
• Fluorouracil (5-FU) plus BSC 
• Carboplatin + paclitaxel combination therapy plus BSC  
• Epirubicin hydrochloride+ cisplatin + fluorouracil combination therapy (ECF) plus BSC  

 
Table 1: Dosages assumed by the model   

Agent(s) Dosage  

Fluorouracil  
 

300 mg/m2/day; ambulatory pump  

Carboplatin/paclitaxel  
 

Carboplatin AUC 6.0; 20–30 minute IV, Day 1  
Paclitaxel 175 mg/m2; 1-hour IV, Day 1 
    

Epirubicin/cisplatin/fluorouracil 
 

Epirubicin 50 mg/m2; IV every three weeks  
Cisplatin 60 mg/m2; IV every three weeks  
Fluorouracil 200mg/m2 per day by continuous infusion 
 

Source: Assersohn et al. 2003, Greco et al. 2000, Parnis et al. 2000    
 
3.4 Structure of the model  
  
A decision tree (Figure 1) was constructed to compare the strategy of giving best supportive 
care alone to the strategies of administering each of the three chemotherapy regimens of 
interest in addition to best supportive care.  The model was constructed using TreeAge Pro 
2009 software.  
 
The model includes patients with confirmed CUP who have no clinical features fitting a 
recognised syndrome and in whom systemic therapy is being considered. The square node at 
                                                                  
1 Recognised syndromes: predominantly peritoneal adenocarcinoma; unilateral axillary lymphadenopathy; midline 
nodal disease; cervical (neck) lymphadenopathy containing carcinoma and metastatic carcinoma with 
neuroendocrine differentiation .  
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the beginning of the decision tree shows graphically the four treatment options that have been 
defined as relevant to the decision problem.  For patients receiving chemotherapy, the model 
allows for the possibility of toxic death in relation to treatment, as indicated at the first circular 
(chance) node. For those patients not experiencing toxic death, the initial possible outcomes 
of chemotherapy include response (complete or partial), stable disease or progressive 
disease. In the best supportive care arm of the decision tree, the possible outcomes are 
stable disease or progressive disease. Given this model is for patients with metastatic 
disease, it is assumed that patients who initially respond or experience stable disease while 
receiving chemotherapy or best supportive care will eventually experience disease 
progression prior to death. 
 
Figure 1: Outline of the decision tree 

 

3.5 Clinical evidence  
 
A review of current clinical evidence was conducted to ascertain availability and quality of 
data to inform effectiveness parameters for the economic analysis. The evidence review 
showed wide variation in median survival and response rates for various chemotherapy 
regimens; concerns were raised about the heterogeneity among studies and potential bias 
associated with small sample sizes. It was also noted that the wide variation in median 
survival is more likely to be influenced by differences in patient selection between studies 
rather than efficacy of chemotherapy. Moreover, the definition of best supportive care was 
poorly recorded and varied considerably between earlier and later studies.  
 
Given the limitations of these studies, clinical evidence to populate the economic model was 
obtained from a number of different sources. Data on rates of chemotherapy-related toxicity 
and utilities were obtained from the literature. Robust comparative efficacy data on the 
chemotherapy regimens of interest against best supportive care were not available from the 
literature hence response rates and duration of survival were obtained through expert 
elicitation. In addition, healthcare resource use associated with providing supportive care and 
management of treatment-related adverse events was also obtained from experts.  
 
3.6 Expert elicitation  
 



 438

In the absence of quality observed evidence, one useful method to obtain estimates to inform 
model parameters is to elicit this information from experts who have knowledge or experience 
in the subject area. Importantly, expert elicitation also provides a method to obtain information 
about the distribution of uncertainty surrounding model parameters in order to undertake 
probabilistic modelling and EVPI analyses.  
 
3.6.1 Elicitation method 
Based on the structure of the model and data requirements, categories of parameters were 
identified for expert elicitation (Table 2). This included parameters related to effectiveness of 
treatment and length of treatment (number of cycles of chemotherapy). Rather than eliciting 
costs from experts, the elicitation exercise also included questions about volume of 
healthcare resource use (including resource use related to management of chemotherapy-
related toxicities). Unit costs were collected separately from published sources. A complete 
list of parameters included in the elicitation exercise can be found in Appendix A. 

Table 2: Examples of categories of parameters included in expert elicitation 
Parameter Category 
Proportion of patients responding/stable disease/progressive disease 
Duration of response/stable/progressive disease 
Number of cycles of treatment 
Number of hospital inpatient/out patient days  
Number of hospice days 
Number of scans (CT, MRI)  
Fractions of radiotherapy 
Number of blood transfusions 
 
In order to quantify uncertainty about the parameters identified above, it was necessary to 
elicit not only a single point estimate, but also a probability distribution for each parameter. By 
asking an expert for a range of estimates, it is then possible to fit an appropriate parametric 
distribution to represent the expert’s opinion about the uncertainty of the parameter (O’Hagan 
et al 2006).  Following the example of Leal et al. (2007), an elicitation questionnaire was 
constructed in Microsoft Office Excel 2007, which was chosen for its ease of use and 
convenience so that experts could complete the questionnaire on their own. Elicitation of 
scalar quantities in the questionnaire involved several steps. First, the respondent was asked 
to provide a minimum, maximum and most likely value for the parameter. The range was then 
divided into four complementary intervals and the respondent was asked to estimate the 
probability that the true value lay within each of these intervals. This information was used to 
construct a histogram to visualise the probability distribution of uncertainty. Lastly, the 
respondent was asked to verify if the histogram reflected his or her beliefs.  
 
Three members of the GDG with relevant subject area knowledge and expertise in medical 
oncology were recruited for the elicitation exercise.  Each expert answered the questionnaire 
individually and each expert provided answers to all questions in the exercise.  
 
3.6.2 Combining expert opinions  
Individual responses of the three experts to the elicitation questionnaire were aggregated 
mathematically and distributions were fitted to the aggregated results using the software 
package R version 2.9.0 and the distribution fitting tool developed as part of the Sheffield 
Elicitation Framework (SHELF) (O’Hagan 2008).  However unlike SHELF, aggregation was 
performed as a separate step after the experts had all completed the questionnaires.  
Appropriate distributions were chosen to represent uncertainty (Briggs et al 2006); gamma 
distributions were used for parameters with non-negative values (for example, health care 
resource use) and beta and Dirichlet distributions were adopted for binomial and multinomial 
proportions respectively. 
 
3.7 Data inputs 
 
3.7.1 Length of treatment  
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There was no consistent reporting of the length of treatment for each strategy in the published 
literature. Therefore, duration of treatment was elicited from experts. For 5-FU, the length of 
treatment was elicited as the number of weeks that a patient would receive single-agent 
therapy. The length of treatment for combination therapies was directly elicited as the number 
of 3-week cycles. The estimates for mean length of treatment are shown in Table 3.  
 
Table 3: Length of treatment  

Treatment Strategy  Mean length of treatment Distribution2 

 Fluorouracil 11.4 weeks Gamma (3.07, 0.27) 

Carboplatin/paclitaxel  3.23 cycles Gamma (6.61, 2.05) 

Epirubicin/cisplatin/fluorouracil 3.27 cycles Gamma (4.20, 1.29) 

 
3.7.2 Response to treatment  
Based on the expert elicitation exercise, the proportion of patients who responded, achieved 
stable disease or experienced progressive disease is shown for each treatment strategy in 
Table 4 below. A Dirichlet distribution was used to characterise parameter uncertainty for 
response to treatment for the chemotherapy regimens and a beta distribution for best 
supportive care. 
 
Table 4: Proportion of patients by response to treatment for each strategy  

 5-FU CP ECF BSC 

 Mean Mean Mean Mean 

Response  10% 30% 30% N/A 

Stable  20% 20% 10% 4% 

Progressive  70% 50% 60% 96% 

  
5-FU – Fluorouracil; CP – Carboplatin/paclitaxel; ECF - Epirubicin/cisplatin/fluorouracil; BSC – Best 
supportive care; N/A – Not applicable 
 
3.7.3 Duration of response, stable disease, progressive disease and overall survival 
As part of the elicitation exercise, experts were asked to estimate duration of response and 
duration of stable disease for each of the treatment strategies. Duration was defined as the 
time from start of treatment until the onset of progressive disease. Separate estimates were 
elicited for patients who initially responded to treatment and for patients who initially achieved 
stable disease. For patients who initially responded to treatment, overall survival was then 
estimated as the sum of the duration of response to treatment and the duration of survival 
once the patient’s disease had progressed. Similarly, for patients who initially achieved stable 
disease, overall survival was estimated as the sum of the duration of stable disease and the 
duration of survival once the patient’s disease had progressed. Estimates for duration of 
response, duration of stable disease and progressive disease are presented by treatment 
strategy in Table 5. 
  
Table 5: Duration of response, stable disease and progressive disease  

Treatment strategy Parameter Mean (months) Distribution3 

Response duration 4.4 Gamma (4.27, 0.97) 
Stable disease duration 4.1 Gamma (4.08, 1.01) 

 
 
Fluorouracil Progressive disease 3.4 Gamma (2.97, 0.89) 

                                                                  
2Distribution parameters relate to requirements for TreeAge Pro software 
3 Distribution parameters relate to requirements for TreeAge Pro software. 
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duration 
Response duration 6.4 Gamma (2.77, 0.43) 
Stable disease duration 4.7 Gamma (3.39, 0.72) 

 
 
Carboplatin/paclitaxel Progressive disease 

duration 3.4 Gamma (2.97, 0.89) 

Response duration 4.5 Gamma (3.07, 0.69) 
Stable disease duration 4.1 Gamma (4.23, 1.04) 

 
 
Epirubicin/cisplatin/ 
fluorouracil 

Progressive disease 
duration 3.4 Gamma (2.97, 0.89) 

Stable disease duration 2.5 Gamma (6.75, 2.72)  
Best supportive care Progressive disease 

duration 3.4 Gamma (2.97, 0.89) 

 
3.7.4 Toxicity  
Rates of common Grade 3 and 4 toxicities as well as the probability of toxic death and 
estimated time to toxic death were all obtained from the published literature (Assersohn et al 
2003, Briasoulis et al 2000, Parnis et al 2000, Huebner et al 2005, El-Rayes et al 2005) and 
are shown in Table 6.  
 

Table 6: Toxicity rates, probability of toxic death and time to toxic death 

Treatment strategy Parameter Mean Distribution4 

Toxicity rates   

Neutropenia  1% Beta (1, 88) 

Anaemia  7% Beta (6, 82) 

Nausea/Vomiting  1% Beta (1, 88) 

Diarrhoea  2% Beta (2, 86) 

Probability of toxic death  1% Beta (1, 88) 

 
Fluorouracil * 

Time to toxic death (months) 0.125 Gamma (1, 8) 

Toxicity rates   

Neutropenia  11% Beta (8, 67) 

Anaemia  5% Beta (4, 71) 

Nausea/Vomiting  5% Beta (4, 71) 

Diarrhoea  3% Beta (2, 73) 

Probability of toxic death  4% Beta (3, 72) 

 
 
 
Carboplatin/paclitaxel ** 

Time to toxic death (months) 2.00 Gamma (4, 2) 

Toxicity rates   

Neutropenia  19% Beta (8, 35) 

Anaemia  2% Beta (1, 42) 

Nausea/Vomiting  2% Beta (1, 43) 

Diarrhoea  5% Beta (2, 41) 

 
 
Epirubicin/cisplatin/ 
fluorouracil *** 

Probability of toxic death  2% Beta (1, 42) 

                                                                  
4 Distribution parameters relate to requirements for TreeAge Pro software. 



 441

Time to toxic death (months) 0.75 Gamma (2.25, 3) 

* Assersohn et al 2003, ** Briasoulis et al. 2000 and Huebner et al 2005, ***Parnis et al. 2000 
 
3.7.5 Utilities  
Utility weights, an index based on an individual’s preference for a specific health state in 
relation to alternative health states, were required in the model to estimate quality-adjusted 
life years (QALYs), which are calculated by weighting life expectancy by a measure of 
associated health-related quality of life. Estimates of health state utilities specific to patients 
with CUP were not available in the literature hence estimates from other types of metastatic 
disease with similar prognosis to CUP were used as proxies (Nafees et al 2008). Beta 
distributions were used to characterise parameter uncertainty for utility estimates. 
 
Table 7: Utility values  

Source: Nafees et al 2008 
 
3.7.6 Resource use  
Based on the expert elicitation exercise, resource use associated with provision of supportive 
care and treatment of toxicities is shown in Table 8 below.  
 
Table 8: Resource use   
 Mean Distribution5 
Supportive care    

Hospital inpatient days  13.2 Gamma (3.01, 0.23) 

Outpatient visits (follow-up)  1.2 Gamma (2.65, 2.23) 

Radiotherapy fractions  4.7 Gamma (3.08, 0.65) 

Proportion of patient receiving 
Radiotherapy 

 Beta (32, 100) 

MRI scans 0.7 Gamma (1.68, 2.46) 

CT scans 1.6 Gamma (8.13, 5.18) 

Hospice inpatients visits 2.0 Gamma (2.33, 1.17) 

Treatment-related toxicity    

Hospital inpatient days – neutropenia  5.5 Gamma (2.94, 0.53) 

                                                                  
5 Distribution parameters relate to requirements for TreeAge Pro software. 

Health state Utility estimate (S.E.) 
Stable disease  0.6532 (0.02) 

Responding  to chemotherapy  0.6725 (0.02) 

Progressive disease   0.4734 (0.01) 

Treatment-related toxicity Incremental disutility estimate (S.E.) 

Neutropenia -0.08973 (0.02) 

Anaemia -0.07346 (0.02) 

Nausea and vomiting -0.04802 (0.02) 

Diarrhoea -0.0468 (0.02) 
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Hospital inpatient days – nausea/vomiting 2.2 Gamma (3.29, 1.50) 

Hospital inpatient days – diarrhoea  5.0 Gamma (2.88, 0.58) 

Blood transfusions 1.7 Gamma (3.98, 2.36) 

 
3.7.7 Unit costs  
The costs considered in this analysis were only those relevant to the UK NHS, in accordance 
with the perspective taken by the NICE Reference Case for economic evaluations. Costs 
were estimated based on 2007-08 prices. When costs have been taken from other sources 
and are applicable to a different price year, they have been inflated using the Hospital and 
Community Health Services Pay and Prices Index (PSSRU, 2008).  The categories of costs 
included: 

 Cost of therapy (drug acquisition costs, administration costs) 
 Cost of treating major treatment related toxicity 
 Cost of healthcare resource use associated with supportive care  

 
3.7.8 Cost of therapy  
The drug acquisition cost per cycle was calculated for each chemotherapy regimen assuming 
that a patient received one dose per 3-week cycle for combination therapy and continuous 
infusion for 5-FU (Table 9). In addition to the drug acquisition costs, the cost of administering 
the drug was estimated from the NHS Reference Costs. Intravenous administration of 5-FU 
and the carboplatin / paclitaxel combination regimen was assumed to be done on an 
outpatient basis. The cost of administering these regimens was estimated using outpatient 
tariffs of £208 (HRG SB14Z) and £117 (HRG SB13Z) respectively. This cost includes hospital 
overheads, the administration costs of chemotherapy and clinical time. For administration of 
the ECF regimen, costs were estimated using the inpatient tariff of £307 (HRG SB14Z), due 
to toxicity. These assumptions were verified with members of the GDG. 
The base case analysis uses list prices for drugs obtained from the British National Formulary 
(BNF). The effect of the drug discounts were explored through sensitivity analysis. 
  
Table 9: Drug acquisition costs 

Strategy  5-FU CP ECF 
Drug Fluorouracil Carboplati

n 
Paclitaxel Epirubicin  Cisplatin Fluoroura

cil 
List prices, £ (BNF 
57, March 2009): 

      

5 ml vial    111.41    
20ml vial 6.40     6.40 
25 ml vial    94.54 50.22  
50 ml vial    1001.72    
60 ml vial   260     

100 ml vial       
i.v. concentrate 
(mg/ml) 

50 10 6 2 1 50 

Recommended 
dose  (mg/m2) 

300 660 175 50 60 200 

Dose per 3 weeks6  5257 - 306.25 87.5 105 3508 
Average cost per 
vial(£) 

6.40 260 1113.12 96.54 50.22 6.40 

Number of vials 1 1 1 2 1 1 
Average drug cost 
per cycle (£) 

134.40 260 1113.13 193.08 50.22 134.40 

 
                                                                  
6  BSA 1.75 –  NICE Developing Costing Tools Methods Guide Jan 2008 
7 Dose per day  
8 Dose per day 
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3.7.9 Cost of treatment-related toxicity  
The cost of treatment-related toxicity (Table 10) was estimated by using the cost of hospital 
stay (for diarrhoea, nausea /vomiting and neutropenia) and blood transfusions (anaemia).  
The cost of hospital stay was obtained from PSSRU. The NHS Reference Costs did not 
provide adequate estimates of the cost of blood transfusion.  An estimate of the cost of blood 
transfusion was obtained from a recent health technology assessment on anaemia in cancer 
(Wilson et al 2007).  
 
Table 10: Unit cost of treatment related toxicity  

Resource Unit Cost (£) Source for unit cost 

Hospital stay due to toxic 
event 

71 PSSRU 2008 

Blood transfusion  277 Wilson et al 2007 

 
3.7.10 Cost of supportive care  
No published data was found that quantified healthcare resource use associated with 
provision of supportive care specifically in patients With CUP. Categories of relevant resource 
use items were defined after reviewing existing literature for treatment of malignancies with 
similar severity (such as metastatic non-small cell lung cancer and pancreatic cancer) 
(Billingham et al 2002, Maslove et al, 2005). For the purpose of this analysis, we obtained 
estimates of units of resource use through expert elicitation. Total number of units for each 
category of resource use was multiplied by the cost of providing it using PSSRU (2008).  A 
summary of unit costs for each category of resource use are presented in Table 11.  
 
Table 11: Unit cost of supportive care resource use 

Resource  Unit cost (£) Source for unit cost 

Hospital inpatient day  249 PSSRU 2008 

Outpatient visit (follow-up) 71  PSSRU 2008 

 Radiotherapy fraction 96 Ref Cost 2007-2008 

 MRI scan 262 Ref Cost 2007-2008 

 CT scan 135 Ref Cost 2007-2008 

Hospice inpatient visit 395 Ref Cost 2007-2008 

 
3.8 Discounting 
 
Given an expected mean survival of less than 12 months, no discounting was applied to costs 
and health outcomes. For estimation of the population EVPI, a discount rate of 3.5% was 
applied.  
 
3.9 Sensitivity analysis  
 
A series of one-way sensitivity analyses were conducted to assess the robustness of the 
study results. One-way sensitivity analysis describes the process of changing one parameter 
in the model and re-running the model to see how a change in this parameter influences 
overall results. The sensitivity analysis included in this report considers the impact of 
discounts on drug acquisition costs. Whilst it is acknowledged that regional pharmacies 
and/or commissioners may negotiate other discounts separately, only nationally agreed 
discounts are considered (NICE Guide to the Methods of Technology Appraisal 2008).  
Nationally-agreed drug discounts in England were as follows: the cost per dose of paclitaxel is 
£63.15 compared to a list price of £1113 per dose (NHS Purchasing and Supplies Agency, 
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PASA: August 2009).  The price of carboplatin is £23.53 compared to a list price of £260 per 
dose. Similarly, the cost of fluorouracil, epirubicin and cisplatin are £26.04, £75.50 and £10.30 
respectively compared to list prices of £134, £193 and £50.  In Wales, nationally-agreed 
discounts were: 97% per dose for paclitaxel, 92% for carboplatin and 89%, 74% and 81% for 
fluorouracil, epirubicin and cisplatin respectively (personal communication from Welsh Health 
Supplies, August 2009). Based on these rates, the discounted cost of each regimen was 
calculated for England and for Wales. The average discounted cost across both regions is 
reported in Table 12. 
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Table 12: Discounted drug acquisition costs in England and Wales 

Regimen 5-FU CP ECF 

                                              Average cost of regimen per cycle (£)  

List price  134 1373 377 

Discount price (England)  26 87 112 

Discount price (Wales) 15 54 75 

Discount price (Average) 20 70 93 

5FU – Fluorouracil; CP – Carboplatin/paclitaxel; ECF - Epirubicin/cisplatin /fluorouracil 
 
4 Results  
 
A summary of expected cost, expected effectiveness and incremental cost-effectiveness 
ratios (ICER) estimates for each arm in the model are presented in Table 13. The cost of the 
strategies varies widely, ranging from the least expensive (best supportive care) at just under 
£580 to the most expensive (combination of carboplatin/paclitaxel) at £5842 per patient. 
Health outcomes, measured in terms of QALYs, ranged from 0.132 for best supportive care to 
0.278 for carboplatin/paclitaxel.  
 
Table 13:  Base case total expected cost and QALYs 

Strategy Total expected 
cost (£) 

Total expected   
QALYs 

Incremental CE 
Ratio 

£/QALY  
Best supportive care 578 0.132   

Fluorouracil  
(plus supportive care) 

1841 0.197 19,499 

Epirubicin /cisplatin/ fluorouracil  
(plus supportive care) 

3290 0.219 ED 

Carboplatin/paclitaxel  
(plus supportive care) 

5842 0.278 44,605 

ED – extendedly dominated   

 
The ICER estimates in Table 13 are based on mean cost and mean effectiveness for each 
treatment option. Combination therapy ECF is extendedly dominated by a blend of 5-FU and 
combination carboplatin / paclitaxel strategies. A strategy is said to be extendedly dominated 
if it demonstrates lower effectiveness and higher costs than a combination of two other 
strategies. It was recognised prior to undertaking this analysis that there was uncertainty 
associated with many of the data inputs in the model. This uncertainty can be characterised 
by estimating the probability that an option is cost-effective at different WTP values and can 
be shown graphically in the form of cost-effectiveness acceptability curves (CEAC). Taking 5-
FU as an example, Figure 2 shows that the probability this treatment option is cost-effective at 
a WTP threshold of £20,000 per QALY is 43%. At the same WTP threshold, the probability 
that the ECF strategy and the carboplatin / paclitaxel strategy is cost-effective is 16% and 
10% respectively. This suggests there is a high level of uncertainty around the cost-
effectiveness of all strategies included in this model.  
 
Figure 2: Cost-effectiveness acceptability curve  
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The cost-effectiveness acceptability frontier (CEAF) shows the uncertainty associated with the 
optimal treatment strategy over a range of WTP values and takes into account the impact of 
skewed distributions on the incremental net benefit function (see Appendix B).  
 
4.1 EVPI  
 
4.1.2 Patient level EVPI 
Value of information analysis was undertaken for the cost-effectiveness model by calculating 
the patient EVPI, population EVPI and the partial EVPI associated with particular model 
parameters.  Table 14 summarises per patient EVPI at various WTP threshold values. For 
example, moving from a WTP threshold of £20,000 per QALY to £30,000 per QALY, the per 
patient EVPI increases from £516 to £877.  A graphical representation of per patient EVPI is 
presented in Figure 3.  
 
Table 14: Patient level EVPI 

WTP threshold values(£) Patient level EVPI(£) 

5,000 1 

10,000 42 

15,000 216 

20,000 516 

25,000 653 

30,000 877 

45,000 1159 

40,000 1481 
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50,000 2168 

 

Figure 3: Patient EVPI  

 

 
4.1.2 Population level EVPI  
To calculate the population EVPI for patients with confirmed CUP and no clinical features 
fitting a recognised syndrome, it was necessary to estimate the annual incidence of the 
disease.  The annual incidence was estimated from the needs assessment conducted 
alongside this guideline. The needs assessment reported an annual incidence of 5840 cases 
of malignancy without specific site of origin in England and Wales (personal communication 
with Dr. Paul Shaw: August 2009). After further discussion with the GDG, it was agreed that 
only 25% (1460 cases) of those patients would fall within the population described in the 
model and would be fit enough to undergo systemic treatment. The population EVPI was 
estimated across three time horizons: three, five and ten years.  A summary of the results of 
population EVPI at different WTP thresholds is shown in Table 15.  
 
Table 15: Population EVPI 

WTP threshold 
values(£) 

Population EVPI(£) 

 3 Year 5 Year 10 Year 

5,000 5,046 7,320 12,365 

10,000 235,188 341,189 576,372 

15,000 1,199,717 1,740,436 2,940,127 

20,000 2,866,252 4,158,086 7,024,275 

25,000 3,623,276 5,256,303 8,879,499 

30,000 4,867,694 7,061,586 11,929,172 

35,000 6,433,452 9,333,038 15,766,347 

40,000 8,217,756 11,921,536 20,139,110 

50,000 12,033,193 17,456,608 29,489,535 
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4.1.3 Partial EVPI  
The expected value of partial perfect information (EVPPI) was examined for six groups of 
parameters: response rate, duration of response and stable disease, length of treatment, 
rates of toxicity, resource use and utilities.  The results of patient level EVPPI are presented in 
Table 16.  The highest values of EVPPI are for the length of treatment and the parameters 
related to duration of response and stable disease, suggesting that the value of undertaking 
further research to reduce or eliminate uncertainty specifically for these parameters is highest.  
 
Table 16: Patient level partial EVPI  
WTP threshold 
values(£) 

Response 
rates (£) 

Duration   
(£) 

Length of 
treatement 

(£) 

Toxicity     
( £) 

Resource 
use  (£) 

Utilities     
(£) 

10,000 0.00 0.28 16.03 0.00 0.00 0.00 

15,000 3.60 44.07 103.31 0.00 0.00 0.00 

20,000 75.58 239.79 278.82 9.02 15.66 5.18 

25,000 11.20 320.24 251.02 0.00 0.00 0.00 

30,000 11.40 525.05 293.64 0.00 0.00 0.00 

35,000 38.58 812.33 389.15 0.00 0.00 0.00 

40,000 113.83 1148.24 525.74 0.30 0.02 0.00 

 
4.2 Sensitivity analysis  
 
Chemotherapy agents that are off patent may be purchased at considerable discounts in 
England and Wales, therefore sensitivity analysis was undertaken to assess the impact of 
nationally agreed price discounts on the results of the cost-effectiveness analysis and EVPI.  
The results of this sensitivity analysis are presented in Table 17.    
  
Table 17: One-way sensitivity analysis:  incremental cost-effectiveness ratio results 
Strategy Incremental CE ratio 

£/QALY  
 England  Wales  
Best supportive care    
Fluorouracil (plus supportive care) ED ED 
Epirubicin/cisplatin/fluorouracil (plus supportive care) SD SD 
Carboplatin/paclitaxel (plus supportive care) 6,305 7,299 

ED – extendedly dominated; SD – simple dominance 

 
When price discounts are taken into account, the 5-FU and ECF treatment strategies are both 
dominated. The corresponding CEAC (Appendix B) shows that, at a threshold of £20,000 per 
QALY, the probability that the carboplatin/paclitaxel combination is cost-effective is almost 
80%.  With price discounts, the ECF strategy is dominated by the carboplatin/ paclitaxel 
combination (i.e. ECF exhibits lower effectiveness and incurs higher costs). Single agent 5-
FU is extendedly dominated by a blend of supportive care alone and the carboplatin/ 
paclitaxel combination strategy.  
 
With discounted drug prices, the probability that chemotherapy treatment is cost-effective 
increases and the population EVPI is now lower than in the base case analysis, as shown in 
Table 18. 
 

Table 18: One-way sensitivity: population EVPI  
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WTP 
threshold 
values(£) 

England(£) Wales(£) 

 3 Year 5 Year 10 Year 3 Year 5 Year 10 Year 

5,000 £126,293 £1,267,281 £2,140,824 £179,195 £259,959 £439,150 

10,000 £873,563 £1,033,600 £1,746,065 £623,620 £904,688 £1,528,295 

15,000 £712,481 £1,267,376 £2,140,985 £580,832 £842,616 £1,423,435 

20,000 £873,628 £1,604,753 £2,710,917 £763,796 £1,108,042 £1,871,821 

25,000 £1,106,189 £1,986,313 £3,355,488 £1,004,027 £1,456,546 £2,460,551 

30,000 £1,369,206 £1,267,281 £2,140,824 £1,270,057 £1,842,478 £3,112,506 

 
5 Discussion  
 
This analysis was undertaken to quantify uncertainty about current information on the 
effectiveness and cost-effectiveness of chemotherapy compared to best supportive care in 
patients with CUP with no clinical features fitting a recognised syndrome and to estimate the 
value of undertaking future research in order to eliminate or reduce uncertainty in making a 
decision about the optimal treatment strategy. 
 
An important assumption in undertaking this analysis is that the model made use of 
parameter estimates that reflect the most appropriate currently available sources of 
information. Given the paucity and poor quality of studies to date that compare the use of 
chemotherapy to supportive care in patients with CUP, this analysis relied on expert elicitation 
conducted with GDG members as the source of estimates for a number of parameters in the 
model. While techniques were employed to provide adequate instructions and minimise bias 
in the elicitation exercise, there was insufficient time and resource to explore the possible 
impact of including a larger number of experts beyond the GDG membership. It is also 
important to note that there is a considerable amount of uncertainty around consistency of 
coding of patients with CUP across registries, resulting in possible underestimation of annual 
incidence in this patient group.  
 
For a given WTP threshold, taking parameter and decision uncertainty into account, the 
probability that any of the chemotherapy strategies is cost-effective is less than 50%. Further 
uncertainty about the optimal treatment strategy was demonstrated when the impact of 
discounted drug acquisition costs were explored through sensitivity analysis.   
 
In the base case analysis, assuming a WTP threshold of £20,000 per QALY, the population 
EVPI ranges from £2.9 million (with a 3-year time horizon) to just over £7 million (with a 10-
year time horizon). These values correspond to an upper limit of the cost of research that 
should be considered to reduce or eliminate uncertainty with respect to the decision problem. 
While EVPI is not prescriptive about the specific design of future research efforts, partial EVPI 
analysis suggests there is greatest value in obtaining more information specifically about the 
length of treatment and effectiveness of treatment in terms of duration of response for the 
three chemotherapy regimens included in the model (5-FU, carboplatin/paclitaxel and ECF). 
One-way sensitivity analysis using discounted drug acquisition costs, but maintaining base 
case assumptions about parameter uncertainty for all other model inputs, has the effect of 
reducing incremental costs and therefore lowering ICER estimates. With discounted drug 
costs, the population EVPI decreased in comparison to the base case, but remained positive. 
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Health Economics Appendix A 
 
List of questions used in the elicitation exercise: Length and effectiveness of treatment  
Intervention  Elicitation Question  

What is the proportion of patients who will achieve stable disease? 
For those patients who achieve stable disease while receiving supportive 
care only: 
What is the duration of stable disease (start of treatment until disease 
progression) in months? 

Best supportive care 

For those patients with progressive disease: 
What is the duration (time in months) from the start of disease 
progression until death? 
  
Among CUP patients who are receiving chemotherapy treatment with 
single agent 5-FU: 
What is the length of that the treatment is given (must be > 0; number of 
weeks)? 
  
Out of 100 CUP patients receiving chemotherapy treatment with single 
agent 5-FU: 
What is the proportion of patients who will achieve a response (includes 
both partial and complete)? 
 
For those patients who achieve a response to treatment with single agent 
5-FU: 
What is the duration of response (start of treatment until disease 
progression) in months? 
  

5 – FU  

For those patients who achieve stable disease while receiving treatment 
with single agent 5-FU: 
What is the duration of stable disease (start of treatment until disease 
progression) in months? 
  
Among CUP patients who are receiving chemotherapy treatment with 
single agent carboplatin/paclitaxel: 
What is the length of that the treatment is given (must be > 0; number of 
weeks)? 
  
Out of 100 CUP patients receiving chemotherapy treatment with single 
agent carboplatin/paclitaxel: 
What is the proportion of patients who will achieve a response (includes 
both partial and complete)? 
  
For those patients who achieve a response to treatment with single agent 
carboplatin/paclitaxel: 
What is the duration of response (start of treatment until disease 
progression) in months? 
  

Carboplatin/paclitaxel  

For those patients who achieve stable disease while receiving treatment 
with single agent carboplatin/paclitaxel: 
What is the duration of stable disease (start of treatment until disease 
progression) in months? 
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Among CUP patients who are receiving chemotherapy treatment with 
single agent ECF: 
What is the length of that the treatment is given (must be > 0; number of 
weeks)? 
 
Out of 100 CUP patients receiving chemotherapy treatment with single 
agent ECF: 
What is the proportion of patients who will achieve a response (includes 
both partial and complete)? 
 
For those patients who achieve a response to treatment with single agent 
ECF: 
What is the duration of response (start of treatment until disease 
progression) in months? 
  

ECF 

For those patients who achieve stable disease while receiving treatment 
with single agent ECF: 
What is the duration of stable disease (start of treatment until disease 
progression) in months? 
  

 
List of questions used in the elicitation exercise: Resource Use  
Healthcare 
Resource Use 
Category  
 

Elicitation Question  

In the management and provision of supportive care for CUP 
patients: 
What is the number of inpatient days that a patient spends in 
hospital over a 6-month period? 
 
In the management and provision of supportive care for CUP 
patients: 
What is the number of outpatient visits per patient per month? 
 
In the management and provision of supportive care for CUP 
patients: 
What is the number of inpatient days that a patient spends in 
hospice per month? 
 
In the management and provision of supportive care for CUP 
patients: 
What is the number of MRI scans performed per patient in a 6-
month period? 
 
In the management and provision of supportive care for CUP 
patients: 
What is the number of CT scans performed per patient in a 6-
month period? 
 

Best supportive 
care  

In the management and provision of supportive care for a cohort of 
100 CUP patients: 
What is the number patients who will receive palliative 
radiotherapy? 
 

Management of 
treatment related 
toxicity 

For a patient receiving chemotherapy and who is experiencing 
Grade 3 or 4 neutropenia: 
What is the number of inpatient days that a patient spends in 
hospital? 
 



 453

For a patient receiving chemotherapy and who is experiencing 
Grade 3 or 4 anemia: 
What is the number of blood transfusions that a patient is given? 
 
For a patient receiving chemotherapy and who is experiencing 
Grade 3 or 4 nausea and vomiting: 
What is the number of inpatient days that a patient spends in 
hospital? 
 
For a patient receiving chemotherapy and who is experiencing 
Grade 3 or 4 diarrhoea: 
What is the number of inpatient days that a patient spends in 
hospital? 
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Health Economics Appendix B  
 
Cost-effectiveness acceptability frontier 
 

 

 
Cost-effectiveness acceptability curve for sensitivity analysis with discounted drug acquisition 
costs in England  
 

 
 
Cost-Effectiveness acceptability curve for sensitivity analysis with discounted drug acquisition 
costs in Wales  
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