
n most cancer patients, the organ in which the
cancer initially developed is readily identifiable. In
a minority of patients with metastatic cancer, how-
ever, the primary organ cannot be identified de-

spite an extensive clinical work-up. This is termed
metastatic cancer of an unknown primary site (CUP)
and represents a heterogeneous group of metastatic
cancers (2%–5% of all cancers),1,2 making CUP one of
the 10 most frequently diagnosed cancers1,2 and the
fourth most common cause of cancer deaths in both
sexes. Among solid tumors in the United States, CUP
represents 40,000 of the 950,000 new cases per year.3

Median age at presentation is 60 years, with a slightly
higher prevalence in males.4

In the 1970s, the diagnosis of CUP could only be
made if the primary tumor was not found at autopsy,5

which likely reflects the immature status of computed
tomography (CT) and magnetic resonance imaging
(MRI) available at the time. Today, however, CUP is
defined by patients presenting with a histologically con-
firmed metastatic cancer in whom a thorough evalua-
tion fails to identify a primary tumor. Evaluation of
these patients is difficult and is often protracted. Early
reports of chemotherapy in these patients reported sur-
vivals of 3 to 4 months, but over the last decade, treat-
ment, response rates, and survival rates have improved.
This review discusses the natural history, diagnosis, and
treatment of metastatic CUP.

NATURAL HISTORY

In patients with CUP, the primary tumor rarely man-
ifests itself clinically, theoretically due to either regres-
sion of the primary tumor or a slow growth rate.6,7 It has
also been proposed that neo-angiogenesis is dysfunc-
tional, causing the primary tumor to undergo apopto-
sis.8 This results in a biologically advanced tumor that
acquires a metastatic phenotype. Most tumors are
aggressive as well as resistant to systemic therapies. This
unusually aggressive behavior may indicate that CUP
functions via a unique biochemical progression. Studies
of CUP have shown a deletion of all or part of chromo-
some 1p as well as an overexpression of the tumor sup-
pressor gene, p53 (in 53% of the tumors studied), and

the oncogene, Bcl-2 (in 40% of the tumors studied).9,10

One hypothesis postulates that chromosome 1p carries
a metastasis suppressor gene.11 The identification of
chromosomal abnormalities associated with cancer is
becoming increasingly important, especially in predict-
ing prognosis. For example, when both p53 and Bcl-2
are overexpressed in CUP, there is a trend toward a
higher response to cisplatin-based chemotherapy.10

The natural history of a patient with CUP is differ-
ent than that of a patient with cancer of a known pri-
mary site. CUP is characterized by early dissemination,
clinical absence of a primary tumor, unpredictability
with regards to pattern of spread, and an overall ag-
gressive nature. More than 50% of patients diagnosed
with CUP have multiple sites of involvement.12 Typ-
ically, patients have signs and symptoms related to the
site of the metastatic cancer as well as constitutional
symptoms, such as anorexia, weight loss, and fatigue.
The unpredictable metastatic pattern can be illustrated
by the following examples13: 

• Primary lung cancer is associated with metas-
tases to the bone nearly 50% of the time, where-
as lung cancer presenting as CUP involves the
bone only 4% of the time; 

• Pancreatic cancer presenting as CUP is 4 times
more likely to involve the bones, whereas known
pancreatic cancer is rarely metastatic to the bone; 

• Prostate cancer is 3 times less likely to involve
the bones if it presents as a CUP (and more
likely to invade the liver and the lungs), whereas
in patients with a known prostatic primary can-
cer, bony metastases are seen up to 70% of the
time; and  

• The primary tumors of lymph node metastases
in the left supraclavicular region (Virchow’s
node) that are found at autopsy are above the
diaphragm as often as they are below, whereas
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the presence of Virchow’s node classically indi-
cates a gastrointestinal malignancy.

The most common sites of metastasis include lymph
nodes, liver, lung, and bone.12

The most commonly detected primaries of CUP are
not the same as the most commonly occurring cancers
overall. For example, prostate cancer rarely occurs as
CUP, but pancreatic malignancies, which are not one of
the most commonly occurring cancers, are among the
most commonly detected primaries in CUP (Figure).3

In a study published in 1977, fewer than 20% of pa-
tients with CUP had a primary site identified ante-
mortem.13 Advanced imaging and the advent of special-
ized stains may have increased this percentage. The
most common primary sites identified are lung (30%)
and pancreas (20%), followed by other gastrointestinal
and gynecologic cancers. The primary lesions, when
identified, usually are small and asymptomatic.13

CUP is further biologically differentiated by its pro-
gression of malignancy. CUP is thought to undergo 
type 2 progression (ie, progression without a premalig-
nant stage as opposed to progression from a premalig-
nant state [type 1 progression]). The main difference
between CUP and other malignancies undergoing type 2
progression is the aforementioned unpredictability of
metastatic spread.14

Life expectancy for patients with CUP remains poor,
with a median survival between 6 and 9 months.15

However, favorable subsets have been established with
specific treatments and improved survival. The follow-
ing factors have been associated with a favorable prog-
nosis: young age (< 35 years), dominant tumor loca-
tion in retroperitoneum/peripheral nodes, negative
smoking history, good performance status, no liver
metastases, and normal lactic dehydrogenase and car-
cinoembryonic antigen (CEA) levels.9,16

CATEGORIZATION OF CUP SUBTYPES

CUP is commonly categorized into 4 distinct sub-
types by light microscopy: (1) well to moderately differ-
entiated adenocarcinomas, (2) undifferentiated or
poorly differentiated adenocarcinomas, (3) squamous
cell carcinomas, and (4) undifferentiated neoplasms.
Approximately 50% of all CUP patients fall into the
well to moderately differentiated adenocarcinomas,
30% into the undifferentiated/poorly differentiated
adenocarcinomas category, 15% into the squamous
cell carcinoma group, and only 5% are classified as
undifferentiated neoplasms. Undifferentiated neo-
plasms are commonly further divided into neuroen-
docrine tumors, germ cell tumors, and embryonal can-
cers as well as lymphomas, sarcomas, and melanomas,
although the latter 3 are not universally considered
part of CUP.17

DIAGNOSTIC EVALUATION

As CUP is a diagnosis of exclusion, all patients pre-
senting with a metastatic cancer with a primary site
undetermined should undergo a detailed medical his-
tory, complete physical examination (including pelvic
and rectal examinations), full blood count and blood
chemistry, urinalysis, stool occult blood testing, patho-
logical review of biopsy specimens, chest radiographs,
CT of the abdomen and pelvis, and mammography or
testicular examination.14,18 Table 1 lists the clinical and
laboratory data required before a patient can be de-
fined as having CUP.

Because the overall prognosis remains poor for pa-
tients with CUP, the goal of the evaluation is to rapidly
diagnose these patients and to implement organ-
specific treatment rather than delaying their treatment
with further time-consuming, costly evaluations. Diag-
nostic evaluation should include laboratory and clini-
cal investigations including pathologic, imaging, and
endoscopic studies.

Pathologic Studies

The most important step in the work-up of CUP is
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Figure. Head magnetic resonance image (MRI) of a patient who
presented with dysarthria and hemiparesis. MRI revealed a left
frontotemporal mass (arrow). Biopsy revealed adenocarcinoma
from unknown primary. Further evaluation revealed the primary
lesion to be an asymptomatic pancreatic adenocarcinoma.



obtaining an adequate sample of the metastatic tumor.
Fine-needle aspiration by various methods (CT, ultra-
sound, or endoscopic ultrasound-guided) is commonly
used and usually provides enough tissue for pathologi-
cal examination and special staining. Open biopsies are
preferred only when they are excisional biopsies or part
of exploratory laparoscopy for carcinomatosis. Light
microscopy, which is useful for characterizing cell mor-
phology and tumor differentiation, is rarely successful
in identifying the primary tumor. Routine staining with
hematoxylin and eosin should be used as well as special
stains such as Alcian blue, mucicarmine, and periodic
acid-Schiff, which can help to rule out sarcomas and
lymphomas in poorly/undifferentiated neoplasms.19

Immunoperoxidase staining can result in defining
tumor lineage and sometimes identification of the tumor
origin, especially if the metastases are poorly differentiat-
ed. Monoclonal or polyclonal antibodies directed at spe-
cific cell components or products are used to locate tis-
sue antigens with either a peroxidase-labeled antibody or
an unlabeled antiperoxidase-peroxidase staining meth-
od. In both methods, peroxidase is localized through an
antigen-antibody reaction, and the sites of localization
can be visualized. Most staining can be performed on 
formalin-fixed, paraffin-embedded tissue. None of the
immunoperoxidase staining methods have great speci-
ficity, except for the stain for prostate-specific antigen
(PSA), which is very specific for prostate cancer.20 Also,
the antibodies for leukocyte common antigen are specif-
ic for lymphoma, so that patients whose tumors stain for
this antigen should undergo further evaluation for lym-

phoma.21,22 Monoclonal antibodies have been developed
against cytokeratin (CK) polypeptides, with CK7 and
CK20 being the most studied. CK7 is useful for diagnos-
ing respiratory and gynecologic cancers, while CK20 can
help in the diagnosis of gastrointestinal tumors.23 Table 2
lists some of the more commonly used immunoperoxi-
dase staining patterns.

Electron microscopy can be extremely helpful in pa-
tients with CUP with regards to identifying a primary
tumor type; however, it is not widely available and not
usually needed, so it is rarely performed. The technique
is expensive, requires special tissue fixation, and can only
be recommended for the evaluation of certain poorly dif-
ferentiated neoplasms. Because electron microscopy
allows for the identification of features not visible by
other methods, it is useful in distinguishing lymph-
oma from carcinoma, adenocarcinoma (intercellular/
intracellular lumina and surface microvilli) from squa-
mous cell carcinoma (desmosomes, prekeratin fila-
ments), and in identifying neuroendocrine tumors (neu-
rosecretory granules), melanomas (premelanosomes) or
poorly differentiated sarcomas. Electron microscopy
should be reserved for the evaluation of poorly differenti-
ated neoplasms, particularly when the lineage of the
tumor is unclear after light microscopy and immunoper-
oxidase staining. It is usually not possible to determine
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Table 1. Evaluation Prior to Diagnosing Patients with Cancer
of an Unknown Primary Site 

Standard evaluation

Confirm cancer is metastatic

Complete medical history

Complete physical examination (including pelvic, rectal, and testicular
examinations as appropriate)

Fecal occult blood testing

Complete blood count

Biochemistry including liver function tests

Radiologic studies: chest radiograph; computed tomography of chest,
abdomen, and pelvis 

Mammography in women with axillary metastases

Additional procedures if indicated

Gastrointestinal endoscopy/endoscopic ultrasonography with or
without biopsy or fine-needle aspiration

Bronchoscopy

Table 2. Tumor Types and Associated Immunoperoxidase
Markers

Tumor Type Marker

Carcinoma Cytokeratin, EMA, CLA

Lymphoma CLA, EMA

Sarcoma Desmin, vimentin, factor VIII antigen

Neuroendocrine tumor NSE, chromagranin, synaptophysin, 
cytokeratin, EMA

Germ cell cancer Cytokeratin, EMA, HCG, AFP

Prostate cancer PSA, cytokeratin, EMA

Breast cancer Cytokeratin, EMA, ER, PR

Melanoma S-100, HMB-45, vimentin, NSE

Thyroid cancer

Follicular cancer Thyroglobulin

Medullary cancer Calcitonin

AFP = α- fetoprotein; CLA = common leukocyte antigen; EMA =
epithelial membrane antigen; ER = estrogen receptor; HCG = human
chorionic gonadotropin; HMB = human melanoma, black; NSE = 
neuron - specific enolase; PR = progesterone receptor; PSA =
prostate-specific antigen.

Adapted from Pavlidis N, Briasoulis E, Hainsworth J, Greco FA.
Diagnostic and therapeutic management of cancer of an unknown
primary. Eur J Cancer 2003;39:1990–2005. Copyright © 2003, with
permission from Elsevier.



the origin of poorly differentiated adenocarcinoma or
squamous carcinoma by electron microscopic features.9

Endoscopic Studies

Endoscopies should be used in the CUP patient
with specific complaints. Ear, nose, and throat end-
oscopy should be implemented in patients with cervi-
cal node involvement. Fiberoptic bronchoscopy is
encouraged in patients with pulmonary complaints,
whereas gastrointestinal endoscopies should be used
for patients with gastrointestinal complaints or blood
in the stool. Finally, proctoscopy/colposcopy should be
implemented in patients with inguinal lymph node
involvement.24

Serum Markers

The routine use of serum tumor markers is not rec-
ommended because, in general, the sensitivity and
specificity of tumor markers (CEA, cancer antigen [CA]
15-3, CA 19-9, etc) remain low for the detection of
CUP. Nonspecific elevations of multiple markers occur
in most patients with CUP. One study showed that 40%
of CUP patients had simultaneous elevations of 6 com-
mon tumor markers (CEA, CA 19-9, CA 15-3, CA-125,
β-chorionic gonadotropin [β-HCG], and α-fetoprotein
[AFP]).25 However, there are 3 serum tumor markers
that have been found to be reliable in the diagnosis and
monitoring of CUP: (1) PSA in men with predominant
skeletal metastases to screen for prostate cancer, (2) 
β-HCG in young men with poorly differentiated carci-
noma to evaluate for testicular cancer, and (3) AFP in
young men with poorly differentiated carcinoma, which
also can evaluate testicular cancer. Elevated CA-125 in
women with malignant ascites is suggestive of but non-
specific for ovarian cancer.26,27 High levels of serum thy-
roglobulin in CUP patients with bone metastases sug-
gests an occult thyroid cancer.28

Imaging

Radiologic work-up is of key importance in the work-
up of CUP. Chest radiography is almost always per-
formed, but one study showed that a chest radiograph
was only able to differentiate between a primary and sec-
ondary malignancy in the lungs in one third of cases.29

However, it should always be used in the initial evalua-
tion of the patient due to its availability and low cost. CT
scanning of the chest, abdomen, and pelvis can detect
the primary site in one third of CUP patients. It is also a
good means to evaluate the mediastinum and to assist in
any biopsies that may be needed.30

Endoscopic ultrasonography is becoming more
popular and has been shown to possess equal or better

sensitivity and specificity as CT in detecting pancreatic
cancer, especially when combined with fine-needle as-
piration.31–33 Endoscopic ultrasonography should be
reserved for cases in which the index of suspicion for
pancreatic, extraluminal, or submucosal gastrointesti-
nal cancer is high. Mammography should be used for
women with adenocarcinoma involving the axillary
lymph nodes. If breast cancer is suspected despite a
negative mammogram and ultrasound, MRI is consid-
ered sensitive for this situation.34

2-[18F]-Fluorodeoxyglucose positron emission tom-
ography (FDG-PET) is now gaining acceptance as an
important early investigative tool in the work-up of CUP
patients because of its high sensitivity in many malignant
diseases and its potential for exploring the whole body
in a single and noninvasive examination.35 It is especially
useful for detecting primaries in patients with metastases
in their cervical nodes and is considered a better diag-
nostic tool than conventional modalities (CT and/
or MRI and panendoscopy) in this setting. It has been
shown to modify the treatment in some patients whose
tumor was first localized with the use of CT.36 In a study
with 50 patients, FDG-PET had a higher sensitivity
(100%) and specificity (94%) than the combination of
conventional imaging and panendoscopy.37

TREATMENT

The treatment strategy for CUP should be individu-
alized according to the clinical subset. It should be
determined whether the patient belongs to any of the
favorable subsets before beginning treatment. Over the
past several years, 8 subsets have been created, each
with specific therapy that has produced improved sur-
vival rates. Their treatment is discussed below.

Chemotherapy has been and remains the mainstay of
treatment for CUP. Trials initially studied 5-fluorouracil,
cyclophosphamide, and mitomycin-C and yielded
poor response rates. Doxorubicin was then used with
low, but better response rates of 20%. Now, taxane
and platinum compounds are being used for the pa-
tients that do not fall into any of the favorable subsets,
these treatments are producing response rates be-
tween 17% and 50%.38,39

Treatment of Favorable Subsets

Subsets of CUP exist that require specific treatment,
and subset-specific treatment has improved patient out-
comes. Patients in these categories have decreased mor-
tality; unfortunately, they only comprise 40% of all pa-
tients diagnosed with CUP.9 Favorable subsets include
germ cell tumors presenting as a poorly differentiated
carcinoma, papillary carcinoma of peritoneal cavity in
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women, adenocarcinoma of axillary nodes in women,
squamous cell carcinoma of cervical nodes, isolated
inguinal lymphadenopathy from squamous cell carcino-
ma, poorly differentiated neuroendocrine carcinomas,
men with bone metastases and an elevated PSA, and
patients with a single small metastasis. Table 3 provides a
list of favorable subsets with their appropriate treatment.

Poorly differentiated carcinoma with midline distri-
bution (extragonadal germ cell syndrome). This subset
should be treated following the guidelines of poor
prognosis germ cell tumors, that is, platinum-based
chemotherapy regimens. Fifty percent response rates
have been shown, with 10% to 15% long-term disease-
free survivors.40 Extragonadal germ cell syndrome has
the following features: 

• It occurs in younger men (age < 50 years);

• Tumors are located predominantly in the mid-
line (mediastinum); 

• The symptom interval is short (< 3 months)
with rapid tumor growth;

• Serum levels of β-HCG, AFP, or both are elevat-
ed; and 

• There is a good response to appropriate treat-
ment.9

Few patients have all the components of the syn-
drome. Several factors are associated with a favorable
prognosis in patients with poorly differentiated carcino-
ma: limited number of organ sites involved, tumor loca-
tion in lymph nodes (including mediastinum and retro-

peritoneum) other than the supraclavicular lymph
nodes, and female sex.15

Women with papillary adenocarcinoma of the peri-
toneal cavity (peritoneal papillary serous carcinoma).
Peritoneal papillary serous carcinoma usually indicates
that the primary site is in the ovary, and patients
should be managed as International Federation of
Gynecology and Obstetrics stage III ovarian cancer pa-
tients and treated with taxane and platinum-based
chemotherapy after exploratory laparotomy with maxi-
mal surgical cytoreduction. Complete responses aver-
age approximately 20% with a 16% long-term survival
rate.41 Patients may have elevated serum levels of 
CA-125. Carcinomas from the gastrointestinal tract and
breast can occasionally produce this clinical scenario as
well.

Women with adenocarcinoma involving axillary lymph
nodes. Metastatic breast cancer should be considered in
these cases. Overall, the management of these patients is
similar to the management of those with stage II or III
breast cancer. The initial lymph node biopsy should
include measurement of estrogen and progesterone
receptors. For patients with mobile nodes (N1), node
resection followed by simple mastectomy/radiation
should be undertaken as well as hormone therapy if the
tumor is estrogen receptor positive. If the patient is pre-
menopausal, adjuvant chemotherapy should be given.
For those patients with fixed nodes (N2), neoadjuvant
chemotherapy (chemotherapy given before surgery) is
recommended. Estrogen receptor–positive patients
should receive hormone therapy. MRI has been found to
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Table 3. Cancer of an Unknown Primary Site: Favorable Subsets and Recommended Treatment

Subset Recommended Treatment

Extragonadal germ cell syndrome: poorly differentiated 
carcinoma with midline distribution 

Females with papillary adenocarcinoma of the peritoneal 
cavity

Females with adenocarcinoma involving axillary lymph 
nodes

Squamous cell carcinoma with cervical adenopathy

Inguinal lymphadenopathy with squamous cell carcinoma

Poorly differentiated neuroendocrine carcinomas

Men with blastic bone metastases and elevated prostate-
specific antigen from an adenocarcinoma

Single small metastasis of adenocarcinoma

Adapted from Pavlidis N, Briasoulis E, Hainsworth J, Greco FA. Diagnostic and therapeutic management of cancer of an unknown primary. Eur J
Cancer 2003;39:1990–2005; and Greco FA, Hainsworth JD. Cancer of unknown primary site. In: DeVita TV, Hellman S, Rosenberg SA, editors.
Cancer: principles and practice of oncology. 4th ed. Philadelphia: J. B. Lippincott Co.; 1997:2072–92.

Platinum-based chemotherapy

Treat as advanced ovarian cancer with taxane- and platinum-based chemotherapy
after exploratory laparotomy with maximal surgical cytoreduction/debulking

Adjuvant chemotherapy or hormone-based regimens and/or radiation therapy;
assess estrogen receptor positivity

Assumed head and neck cancer; treat with radiation, with or without surgery and
with or without chemotherapy

Surgery with or without radiation

Highly sensitive to platinum-based chemotherapies

Trial of antiandrogen hormonal therapy

Local therapy with resection with or without radiation



be helpful for detecting occult breast carcinoma when
ultrasound and mammogram have been negative and
facilitates breast conservation in select women.42,43 If
the patient is elderly or not responding, radical radia-
tion therapy should be the course of action.44 An
occult primary breast tumor can be identified in 40%
to 70% of these patients and is usually less than 2 cm in
diameter.45,46

Squamous cell carcinoma involving cervical lymph
nodes. Treatment should follow guidelines for locally
advanced head and neck cancers. Evaluation should
include an examination of the oropharynx, hypophar-
ynx, nasopharynx, larynx, and upper esophagus by
direct endoscopy with biopsy of any suspicious lesions.
The most common sites of primary lesions (82%) are
tonsil/tonsillar fossa and base of the tongue.47

Locoregional therapy is the mainstay of treatment.
Extensive radiation to both the ipsilateral and contralat-
eral sides of the neck has provided better survival rates
than radiation to only the side of the neck containing
the cancer. It should be noted that there is increased
acute and late morbidity associated with bilateral radia-
tion.48 Involvement of the lower cervical or supraclavic-
ular lymph nodes should suggest a primary lung cancer,
but they should be treated with the same approach as
patients with higher cervical node involvement if no
tumor is detected below the clavicle. If chest radiograph
and head and neck examinations are normal, fiber-
optic bronchoscopy should be performed. In the ab-
sence of lesions, a tonsillectomy is recommended be-
cause 25% of primary tumors are located here.49,50

Five-year survival rates range from 35% to 50%.51 These
patients typically are middle-aged or elderly and have a
history of alcohol or tobacco abuse.9

Isolated inguinal lymphadenopathy from squamous
cell carcinoma. Recommended treatment consists of
node dissection with or without local radiation. Pri-
mary tumors, if found, usually reside in the genital or
anorectal areas. In one study, survival at 5 years was
27%. Among 40 patients who presented with inguinal
and inguinal plus iliac disease, survival was 37.5% at 
5 years. The role of chemotherapy has not been evalu-
ated in this population.52

Poorly differentiated neuroendocrine carcinomas.
This type of CUP has been shown to be sensitive to 
platinum-based chemotherapies and paclitaxel/
carboplatin-based chemotherapies and is best diag-
nosed by electron microscopy (neurosecretory gran-
ules). Primary lesions include carcinoid tumors, islet
cell tumors (pancreas), pheochromocytomas, and
small cell lung cancers. Response rates have been re-
ported at 50% to 70%.53,54

Men with blastic bone metastases and elevated PSA
from an adenocarcinoma. These patients should be
considered to have prostate cancer and should initially
receive a trial of hormonal therapy.9 Even when clinical
features do not suggest prostate cancer, hormonal
therapy should be initiated (usually with agents such as
flutamide, finasteride, or leuprolide) because of the
high likelihood of a possible underlying prostate can-
cer.55,56 Empirical hormonal therapy may be reasonable
for elderly men with osteoblastic bone metastases, in
the absence of an elevated serum PSA or of detectable
PSA in the tumor.57

Patients with a single small metastasis of adenocarci-
noma. For these patients, resection and/or radiation
therapy should be considered. Common locations for
the metastases to occur are in single lymph nodes in
the cervical, axillary, or inguinal areas. Choice of treat-
ment should be based on location of the metastasis.
Many of these patients receive palliative benefit from
treatment and can have years before any metastases
appear again.48,49

Treatment of Unfavorable Subsets

Patients with multiple metastases to certain sites are
considered to belong to unfavorable subsets. These in-
clude metastatic adenocarcinoma to the liver and mul-
tiple metastases to the bone, brain, or lung. The type
of cancer with the worst prognosis remains adenocarci-
noma.15,57

While therapy for patients with a CUP that lies in a
favorable subset is aimed toward long-term remission,
patients whose cancer falls into an unfavorable subset
should receive palliative care. Chemotherapy for these
groups has been shown to lengthen survival by only 1 to
2 months, although taxane/platinum-based regimens
have had more success, with median survival times of 
8 to 13 months and higher response rates.58–60 Because
single-agent chemotherapy has been shown to have very
low response rates, initial treatment should be combina-
tion chemotherapy (combinations of fluorouracil, dox-
orubicin, mitomycin, taxanes, and cisplatin).56

Any patient presenting with CUP who does not fit
into any of the favorable subsets should be started on a
trial of empirical chemotherapy if the performance sta-
tus is adequate. A 6- to 8-week trial of treatment is suffi-
cient to determine whether the tumor is sensitive to
treatment or not. If the tumor is sensitive, treatment
should continue for 4 to 6 months; in patients who have
no response, consideration can be given to discontinu-
ing therapy and/or instituting palliative care. Patients
in this category who are very elderly or have a poor per-
formance status should receive symptomatic care only.
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CONCLUSION

Cancers that present with the primary site unknown
have natural histories and clinical presentations that
are quite different from those that present with known
primary sites. Although identification of treatable sub-
sets in CUP has improved the outcome of patients, the
overall prognosis remains poor. Attempting to identify
patients who may respond to treatment and initiating
the appropriate therapy is of paramount importance.
A therapeutic trial of chemotherapy should be started
in most other patients and is the only means to deter-
mine whether their tumors are responsive. As thera-
pies, imaging, and molecular biology advance, so too
should the treatment of CUP. HP
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