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I.  INTRODUCTION

Modern imaging techniques and pathologic meth-
ods have improved the ability to diagnose and classify
malignancies. Despite these advances, metastatic cancer
of unknown primary (CUP) remains a common diag-
nosis and poses a special challenge to both the patient
and physician. While the disease has an overall poor
prognosis, it is important to identify the subset of pa-
tients likely to benefit from therapeutic intervention.
This review discusses the different types of metastatic
malignancies from an unknown site, appropriate diag-
nostic evaluation, and treatment.
A. Definition. CUP also is referred to as unknown

primary tumor (UPT) or occult primary malig-
nancy. Although no definition is universally ac-
cepted, CUP is generally considered to be a 
histologically confirmed cancer with no apparent
primary site revealed by an appropriate clinical
evaluation of specific signs and symptoms, a thor-
ough history and physical examination, limited
blood studies, chest radiograph, as well as comput-
ed tomography (CT) of the abdomen and pelvis.

B. Epidemiology
1. The exact incidence of CUP is unknown due

to the variable definition of the disease entity
and tendency to under-report cases. Recent
Surveillance, Epidemiology and End Results
(SEER) data suggest a frequency of 2.3%
among all cancers in the United States from
1973 to 1987.1 Other authors estimate the fre-
quency at up to 6%, yielding about 80,000 to
90,000 cases annually in the United States.2,3

2. CUP is one of the 10 most common cancer
diagnoses in developed countries (it is more
common than ovarian cancer, non-Hodgkin’s
lymphoma, or rectal cancer) and ranks fourth
among all cancers as a cause of death. It is
very rare in the pediatric population, where
CUP represents less than 1% of all cancers.
The mean age at the time of diagnosis is 
59 years with an age range of 17 to 89 years in
a recent study.4 Men and women are general-

ly equally affected, although some studies sug-
gest a slight male predominance.4,5

C. Prognosis. Overall, patients presenting with CUP
have an extremely poor prognosis with a median
survival of 6 to 9 months; less than 25% of pa-
tients survive the first year and less than 10% are
alive after 5 years. However, several studies have
recently identified clinical and histologic features
that may be used as indicators of favorable or
poor outcome6 (Table 1).

D. Etiology. As CUP occurs in many different patho-
logic groups (see section III, Pathology), no unify-
ing risk factors or etiologic agents can be deter-
mined. However, a smoking history is found in
50% of patients, which may correlate with the high
proportion of occult lung cancers in this group.

E. Clinical presentation. Patients with CUP typically
present with a brief history of rapidly progressing
symptoms that occur over a few weeks to months.
These are generally systemic symptoms and symp-
toms related to the localization of disease:
1. Systemic symptoms include weight loss, an-

orexia, malaise, fatigue, and fever.
2. Local symptoms include lymphadenopathy,

pain, swelling, deep venous thrombosis, neu-
rologic deficits (with brain or spine metas-
tases), cough, dyspnea (with pulmonary or
pleural involvement), and dysphagia.

3. Localization of disease. The site of metastasis
may often be obvious on physical examina-
tion. Multiple sites of metastasis are detected
in approximately 30% to 50% of patients at
presentation. The common sites of metastatic
tumor involvement at presentation are listed
in Table 2.4

II. DIAGNOSTIC EVALUATION

A. Patient and physician concerns. The extent of the
diagnostic workup has been controversial for a
long time, and only recently have comprehensive
management guidelines begun to evolve.8 The
diagnosis of CUP evokes uncertainty and anxiety 
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