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guess. Fewer than 25% of CUP patients 
remain alive after 1 year. 

"It's a diagnosis that patients are, 
understandably, uneasy about. It's a 
diagnosis that their doctors are uneasy 
about. And that's why we see so 
many patients with it here at M. D. 
Anderson," said Martin Raber, M.D., 
a professor of gastrointestinal medical 
oncology at The University of Texas 
M. D. Anderson Cancer Center, which
treats about 300 CUP patients each
year.

However, Dr. Raber and other 
clinicians are slowly taking the guess­
work out of CUP therapy, thanks 
to high-quality imaging, advanced 
pathology and immunohistochemistry 
techniques, and the evolving science 
of genetic profiling. Today, CUP 
patients have a greater chance of 
receiving effective, tailored therapy, 
and the situation will only improve 
as more is learned about the genetic 
hallmarks of cancer. 

"The goal is to understand what the 
best therapy for every CUP patient is 
so that we can extend life and improve 
quality of life," Dr. Raber said. "I think 
that over the next decade, we will be 
able to do that. We will be able to much 
better choose specific therapies for 
patients based on the profile of their 
cancer." 

Common, yet enigmatic 
CUP, largely regarded as a fundamen­

tally unique manifestation of cancer, 
has long defied the prevailing wisdom 
of metastasis. Consider the example of 
a carcinoma found growing in the bone. 
Carcinomas originate from epithelial 
cells, so the tumor cannot have originat­
ed in the bone-it must be a metastasis 
that was introduced either through local 
invasion or via the bloodstream from 
a distant primary tumor. If no primary 
carcinoma tumor can be found on physi­
cal examination or imaging, the case is 
considered a CUP. 

The exact incidence of CUP in 
the United States is difficult to deter­
mine, though the estimated rate is about 
2%-4% of all cancer cases, or several 
thousand a year, according to the U.S. 
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CUP can be complex, such as in the case of-- She has a history of endometrial 
cancer, but her present metastasis does not look like her previous cancer, according to her 

oncologist, Dr. Raber. On the basis of her cancer profile, Ms. - is about to start treat­
ment with protein-bound paclitaxel (Abraxane), which is indicated for metastatic breast cancer. 

Our goal is not 

to identify the 

primary tumor but 

to choose the 

best therapy that 

will extend a 

patient's life." 

- Dr. Martin Raber

National Cancer Institute. While most 
CUP is adenocarcinoma, the cases span 
the entire spectrum of cancer types. 

"CUP is a very heterogeneous group 
of tumors," said Gauri Varadhachary, 
M.D., a CUP researcher and associate
professor of gastrointestinal medical
oncology. "The question we often ask
is, what clues can we get from the imag­
ing and laboratory tests to develop a
short list of the possible primary cancer
profiles, which can then help us treat
the disease more specifically? For some
cancers, where the treatment is not as

effective, the answer isn't as important. 
But that is changing because of the 
emergence of tumor-specific targeted 
therapies." 

Until the past couple of decades, 
oncologists had few diagnostic tools 
with the precision, specificity, and sensi­
tivity needed to tackle CUP. Very small 
primary tumors could escape the view 
of less sophisticated imaging modalities. 
Thus, patients were typically treated sys­
temically with a broad spectrum of anti­
cancer agents-a scattergun approach 
that was less than ideal, given the toxic­
ity and variable effectiveness associated 
with different chemotherapies. 

However, as technology caught up, 
oncologists were able to make more 
informed treatment decisions. The 
most valuable advance, according to Dr.

Raber, was the development of widely 
accessible, high-quality imaging modali­
ties, such as the fusion of positron emis­
sion and computed tomography known 
as PET/CT. This technique illuminates 
active cancer sites in the body at their 
precise location. Owing to better imag­
ing-and the widespread use of that 
















