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Deciphering Metastatic Colorectal Cancer 
(Continued from page 1) 

tolerated by the patient. However, 
recent developments in MCRC have 
finally brought clinicians to the cusp 
of individualized therapy. 

The latest step toward tailored care 
is the discovery of a molecular marker 
that predicts a lack of response or, in 
some cases, inferior response to mono
clonal antibodies (MAbs) that inhibit 
the epidermal growth factor receptor 
(EGFR). Researchers at The University 
of Texas M. D. Anderson Cancer Center 
considered the discovery so important 
that earlier this year, they temporarily 
halted all MCRC clinical trials involv
ing EGFR MAbs at this institution; 
similar amendments occurred world
wide. M. D. Anderson's trials are ex
pected to restart in September, after 
the participants have had their tumors 
tested for the molecular marker and, if 
necessary, been removed from protocols 
involving EGFR MAbs. 

''For the first time, we have a clini
cally proven predictive marker for 
MCRC that tells us when EGFR 
inhibitors may not be effective," said 
Cathy Eng, M.D., an associate professor 
in Gastrointestinal Medical Oncology 
and the principal investigator for many 

Oncologists previously believed that a meta

static colorectal carcinoma's overexpression 

of the epidermal growth factor receptor (EGFR) 

predicts response to EGFR-targeted thera

pies. However, studies have shown that this 

is not true. Dr. Lee Ellis believes the reason 

is that all colon cancers overexpress EGFR. 

The key to predicting response, investigators now believe, 

is whether the tumor has a mutation of the KRAS gene. 

of M. D. Anderson's MCRC trials. 
"EGFR MAbs have improved outcomes 
for many MCRC patients in recent 
years, but we did not understand why 
some patients derived no benefit. Now 
we have a universally accepted marker 
to help guide our therapy, and that is 
significant because we can limit unnec
essary patient exposure and expense 
by not giving EGFR MAbs to patients 
whose cancers are not likely to respond." 

Consider the case of a Cancer and 
Leukemia Group B/Southwest Oncology 
Group phase III trial (CALGB/SWOG 
80405). Dr. Eng describes the trial as 
the first "head-to-head comparison" of 

the EGFR inhibitor cetuximab (Erbitux) 
and the vascular endothelial growth 
factor (VEGF) inhibitor bevacizumab 
(Avastin) in combination with cytotox
ic chemotherapy; a third arm involves 
both biologic therapies combined with 
chemotherapy. With the introduction 
of molecular marker testing, patients 
whose molecular marker status suggests 
they will likely not benefit from anti
EGFR therapy will be recommended to 
withdraw from the cetuximab-contain
ing arms---and perhaps may be referred 
for another experimental trial or be 
treated off-protocol with a standard 
chemotherapy regimen. 

Greater molecular understanding 
The recently identified molecular 

marker is a mutation of the tumor sup
pressor gene KRAS. Studies have report
ed that the KRAS mutation exists in 
30%-45% of MCRCs. In MCRC with 
a KRAS mutation, treatment with a 
single-agent EGFR MAb has been 
shown to be no more effective than 
best supportive care and might even 
worsen outcomes. 

"A study in the United Kingdom 
that tested panitumumab (Vectibix, a 
fully human EGFR MAb) versus best 
supportive care found that the presence 
of a KRAS mutation in tumors rendered 
single-agent panitumumab as effective 
as best supportive care," said Dr. Eng, 
who spoke on KRAS at this year's meet
ing of the American Society of Clinical 
Oncology. However, if the mutation 

About 85% of patients taking epidermal growth factor receptor inhibitors develop 
a significant rash, which can be painful and pruritic. 

was not present, panitumumab conferred 
an improvement in progression-free 
survival of 5 weeks. The importance of 
the KRAS mutation for therapies com-
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