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A phase III trial of 1,298 colorectal cancer patients has found that 
a combination of the drugs cetuximab (Erbitux) and irinotecan showed a 
significant improvement in progression-free survival over just irinotecan 
alone, according to an international team of researchers. 

The Erbitux Plus Irinotecan in Colorectal Cancer (EPIC) study looked 
at survival in metastatic colorectal cancer patients who had already shown 
resistance to conventional therapies. The research was presented earlier 
this month at the annual meeting of the American Association for Cancer 
Research.

By the end of the study, a significantly larger number of patients who 
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Socio-Economic Factors, Access To Care,
Associated With More Aggressive Cancers

AACR Annual Meeting:
Cetuximab Plus Irinotecan Increases PFS
In Metastatic Colorectal Cancer, EPIC Finds

A survey of stomach and kidney cancer patients in Los Angeles revealed 
that those who were diagnosed in a late stage of disease were likely to be 
older, living in an unsafe neighborhood and traveling at least 45 minutes to 
get to the doctor. 

Researchers at the University of Southern California’s Keck School of 
Medicine cite two general types of personal risk factors associated with late 
cancer diagnosis: socio-economic, or cultural, factors related to knowledge 
about the health care system and difficulties accessing it; and individuals’ 
failure to give priority to medical care, despite having access to it.

While minorities have been shown to have higher rates of dying from 
cancer, it hasn’t always been clear why, said Ann Hamilton, assistant professor 
of preventive medicine at USC. Using proportions of minorities in census tracts 
or income and education statistics hasn’t been totally effective in identifying 
subgroups at higher risk. 

Hamilton and USC colleague Myles Cockburn mailed a questionnaire to 
patients diagnosed with stomach and kidney cancer between 2000 and 2001 
in Los Angeles County, which has a large Hispanic population. It asked about, 
among other things, access to care, acculturation, neighborhood environment, 
other diseases and demographic information. The acculturation scale was based 
on a series of questions, such as, ‘What language do you speak primarily at 
home—English, Spanish or both?’ 

Hamilton and Cockburn also wanted to identify “neighborhood-
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received the combination of cetuximab, an antibody 
against the epidermal growth factor and irinotecan, an 
enzyme-inhibiting cancer drug, survived without their 
cancers progressing further. The tumor response rate 
in this group was also significantly higher. The study 
was sponsored, in part, by Bristol-Myers Squibb and 
Merck KGaA.

“Patients who received both cetuximab and 
irinotecan experienced longer periods of time spent, 
on average, without further progression of the disease,” 
said Alberto Sobrero, of the San Martino Hospital’s 
Department of Medical Oncology in Genoa, Italy. “From 
a patient perspective, any improvement in progression-
free survival, as well as tumor shrinkage, is worthwhile. 
These data confirm that, despite a moderate increase in 
side effects, cetuximab is a key therapeutic agent in the 
optimal treatment of advanced colorectal cancer.”

The EPIC trial was designed to study the overall 
survival in patients treated with both cetuximab and 
irinotecan, with secondary objectives that include 
response rate and progression-free survival. Patients 
eligible in the trial had to have shown resistance to the 
drug oxaliplatin, a platinum-based therapy commonly 
used in the treatment of colorectal cancer. 

The trial participants, enrolled from cancer centers 
across Europe, Australia, and the U.S., were primarily 
male (62.9%) and Caucasian (91.6 %), with a median 

age of 62. The patients were randomly placed in groups 
to receive irinotecan every three weeks or irinotecan 
plus cetuximab every three weeks, and were treated 
until their disease progressed. 

Once the cancer progressed, the researchers 
stopped study treatment, and further treatment was 
at the discretion of the patient’s physician. According 
to Sobrero, 16 percent of patients who received both 
medications responded to the treatment versus four 
percent of patients who received irinotecan alone. 

Despite these positive findings, there was no 
difference in overall survival between the two arms in 
this study. Nearly half of the patients, who were initially 
treated with irinotecan only, were given cetuximab when 
their cancers progressed. Therefore, many patients in 
both arms actually received the same treatment, which 
the researchers say could explain the lack of difference 
in overall survival between the two arms. 

The EPIC researchers reported a comparative 
increase in side effects for the patients who received the 
combination therapy, including fatigue, diarrhea and an 
acne-like rash previously associated with cetuximab.

Cetuximab Increases Survival In CO.17 Study
In a study of 572 colorectal cancer patients, 

researchers in Canada, Australia, New Zealand, and 
Singapore found that cetuximab improved survival 
time and slowed progression of the disease. Support for 
the study was provided by Bristol-Myers Squibb and 
ImClone Systems Inc.

“Cetuximab improved survival in these patients 
when all other therapies had failed,” said Derek 
Jonker, assistant professor at the University of Ottawa 
and Canadian co-chair of the study. “This is the first 
time a single agent biologically targeted therapy has 
demonstrated a survival advantage in patients with 
colorectal cancer, and it is also the first time an EGFR-
targeting drug has achieved this goal.”

Conducted by the National Cancer Institute of 
Canada Clinical Trials Group in collaboration with the 
Australasian Gastro-Intestinal Trials Group, the study, 
called CO.17, was a randomized, multi-center, phase III 
trial. It compared cetuximab plus best supportive care 
to best supportive care alone in patients with metastatic 
colorectal cancer whose disease was no longer 
responding to all available chemotherapy, including 
irinotecan, oxaliplatin and fluoropyrimidines.  

The goal of the CO.17 study was to evaluate the 
effect of cetuximab on survival in patients with advanced 
colorectal cancer who are without other options for 
treatment other than supportive care. 
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Study participants were randomly selected either 
to receive best supportive care alone, or best supportive 
care plus cetuximab intravenously weekly until the 
cancer progressed further. According to Jonker, the 
researchers defined best supportive care as any and 
all care given to alleviate symptoms of the cancer and 
to improve quality of life. The participants who were 
to receive cetuximab were given 400 mg of the drug 
intravenously at the outset of the trial, followed by 
weekly doses of 250 mg.

Cetuximab, an antibody against the epidermal 
growth factor receptor, functions by binding to the 
receptor on the surface of cancer cells. This binding 
action prevents the activation of enzymatic pathways 
that lead to cell growth and proliferation. Cetuximab 
also enlists the body’s immune system triggering 
“natural killer cells” to attack the cancer, a process called 
antibody dependent cell cytotoxicity.

Jonker and his colleagues followed the patients, 
assessing the status of the tumors every eight weeks by 
CT scan until the cancer began to progress. According 
to Jonker, the results of the CO.17 trial showed a 
statistically significant 23 percent improvement in 
overall survival (the primary outcome being studied) 
as well as a 32 percent reduction in the risk of disease 
progression (the secondary outcome being studied). 
The survival time of the participants was, on average, 
six months for the patients given cetuximab versus 
four-and-a-half months for patients who received best 
supportive care alone.

“Earlier studies demonstrated cetuximab could 
shrink colon tumors, both alone and when combined 
with chemotherapy,” Jonker said. “While some patients 
receiving cetuximab in the CO.17 study had significant 
tumor shrinkage, many more had the cancer growth 
arrested, delaying progress of the disease and resulting 
in patients living longer.”  

“These promising results,” Jonker said, “will 
lead to further National Cancer Institute of Canada 
trials in which cetuximab will be combined with other 
therapeutics to treat metastatic colorectal cancer.”

Darbepoetin Didn't Decrease
Blood Transfusions, Lowered
Overall Survival, Study Finds

Results from a phase III drug trial indicate that an 
anti-anemia drug did not significantly decrease the need 
for blood transfusions in patients not on chemotherapy, 
and decreased overall patient survival when compared 
to placebo, according to researchers from the UCLA 

Medical Center at the annual meeting of the American 
Association for Cancer Research.

The drug, darbepoetin alfa (DA) is a synthetic 
form of erythropoietin, a hormone that signals the 
formation of new red blood cells from within the bone 
marrow. DA is commonly used as a means of combating 
anemia in cancer patients who are also receiving 
chemotherapy. Anemia in cancer patients can result 
from either chemotherapy or the cancer itself, and it 
has a measurable effect on quality of life and overall 
cancer survival. 

While some cancer patients not undergoing 
chemotherapy are also given DA, previous placebo-
controlled studies did not show that darbepoetin 
significantly reduced transfusion risk.  

“While the study was not specifically designed to 
study survival rates, our results indicate a statistically 
significant decrease in patients given the drug versus 
those who were given placebo,” said John Glaspy, 
professor at the University of California, Los Angeles 
School of Medicine. “Since erythropoietic agents are 
sometimes used in the U. S. to treat anemia and reduce 
transfusion risk in patients not on chemotherapy, these 
results are of concern to the research and clinical cancer 
communities.”

The trial was designed to examine the ability of 
darbepoetin to reduce the need for blood transfusions in 
patients with active cancer not undergoing chemotherapy. 
The trial, held in clinical sites throughout North 
America, Europe and Australia was supported by the 
drug’s manufacturer, Amgen. 

Approximately 1,000 people were enrolled in the 
study, which was open to patients with most forms of 
cancer, except myeloid or acute leukemia and Burkitt’s 
or lymphoblastic lymphoma. The most common cancers 
were non-small cell lung, breast and prostate cancer, 
with 82 percent of patients in disease stage III or IV. 

Patients were randomly assigned to receive either 
DA or a placebo, and given a weekly dose until week 
16 or until the patient required a blood transfusion. The 
patients were then given an end-of-study examination 
at week 19, with two years of follow up to evaluate 
survival.  During the study, researchers monitored each 
patient’s hemoglobin level, an indicator of red blood cell 
production. Darbepoetin was withheld if the patient’s 
hemoglobin count exceeded 13 grams per deciliter. 

According to the researchers, fewer patients in 
the darbepoetin group required transfusions during the 
study, but the overall difference between the darbepoetin 
and placebo groups was not statistically significant. 
Subsequent analysis also showed a statistically significant 



The Clinical Cancer Letter
Page 4 n April 2007

increase in patient deaths—during the trial and in the 
follow up—amid the darbepoetin arm of the trial versus 
the placebo group, with 136 darbepoetin patient deaths 
versus 94 in the placebo group. Researchers say the 
trial was not designed to focus on survival, prognostic 
factors were not balanced at baseline and no specific 
study procedures were undertaken to determine the exact 
cause of death for these patients, beyond investigator 
attribution.

One confounding aspect of these study results was 
the different reactions among patients in the darbepoetin 
group, says Glaspy. When treated with darbepoetin, 
patients with kidney, prostate, or stomach cancers, non-
Hodgkin’s lymphoma, or multiple myeloma appeared to 
have worse survival outcomes. However, the opposite 
was seen among patients with breast, colon, ovarian, 
or cervical cancer. Indeed, many of these patients also 
achieved higher hemoglobin counts (yet still within 
the study’s safety parameters). Survival rates were also 
better for patients in either group who did not need to 
receive transfusions.

“People with cancers like myeloma and lymphoma 
did substantially worse than people with diseases like 
breast cancer, for example,” Glaspy said. 

 When the researchers notified Amgen of their 
preliminary results, the company issued a warning to 
doctors and informed the FDA about the results of the 
trial. Amgen and FDA agreed to a “black box” warning 
for doctors about the drug’s safety in this particular 
circumstance.

“The findings will pose a particular puzzle to 
cancer researchers, as the exact mechanisms behind 
the observed decrease in patient survival is not clear,” 
Glaspy said. “Likewise, we’ll need to resolve these data 
in light of evidence that darbepoetin offers benefits for 
patients with certain types of cancer when used within 
chemotherapy. There are no obvious reasons for this 
discrepancy.”

GSK HPV Vaccine Offers
Protection From 4 HPV Types

Ongoing evaluation of a phase II trial of a 
human papillomavirus vaccine, developed to prevent 
cervical cancer, shows that the vaccine continues to 
protect against HPV types 16 and 18 at five and a half 
years into the study, according to researchers from the 
University of Louisville who presented their findings 
at the annual meeting of the American Association for 
Cancer Resaerch.

The vaccine offers significant cross-protection for 
HPV types 45 and 31, the study found.

The study follows 1,113 women between the ages 
of 15 and 25 in North America and Brazil randomized to 
receive three doses of either the vaccine or the control. 
The vaccine, made by GlaxoSmithKline, which funded 
the study, is designed to protect against two strains of 
HPV, types 16 and 18, which together are thought to 
cause nearly 72 percent of all cases of cervical cancer. 

At over five years into the study’s follow-up, 
the researchers found that approximately 98 percent 
of subjects still maintained protection against HPV 
types 16 and 18. Regardless of HPV status, the 
vaccine also appears to prevent most occurrences of 
cervical intraepithelial neoplasia lesions—abnormal, 
precancerous cell growths found in the cervix.  

They also found that the vaccination offered 
significant protection against genetically similar viruses. 
They determined the vaccine to be 88 percent effective 
against HPV type 45 and 54 percent effective against 
HPV type 31.

“Overall, it is not a surprise that the vaccine 
offers protection against additional types of human 
papillomavirus, as they are all related genetically,” 
said Stanley Gall, professor at the University of 
Louisville. “However, as you get genetically farther 
from types 16 and 18, you would expect to see less 
cross-protection.”

According to Gall, effective preventative treatment 
with the vaccine will depend on the long-term and broad 
protection the vaccine can offer against cancer-causing 
HPV types.  

Gardasil Continues To Protect After Three Years
In another study, researchers found that three years 

following administration of the quadrivalent human 
papillomavirus vaccine Gardasil, nearly 100 percent of 
vaccinated women are protected against pre-cancerous 
lesions caused by HPV types 16 and 18, according to 
Indiana University School of Medicine researchers.  

The HPV vaccine study, which encompassed 
12,167 women, age 16 to 23, was one of two phase III 
trials that led to FDA approval of the vaccine, developed 
and manufactured by Merck & Co. Inc. 

“After three years, we see that the vaccine remains 
highly effective against HPV 16 and 18 -related 
precancerous cervical and other genital lesions caused 
by these HPV types,” said Darron Brown, professor of 
medicine, microbiology and immunology at the Indiana 
University School of Medicine. “The high degree of 
efficacy and safety of this vaccine is remarkable.”

The “quadrivalent” vaccine was designed to 
protect against four types of human papillomavirus: 
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types 6 and 11, which cause genital warts, and 16 and 
18, which account for nearly 70 percent of all cervical 
cancers. 

According to Brown, HPV 6 and 11, while not 
oncogenic, were included in the vaccine since they cause 
genital warts and may also  cause abnormal Pap smear 
results, leading to expensive and sometimes unnecessary 
follow-up tests and treatments.

The vaccine also proved highly effective against 
cervical intraepithelial neoplasia grades two and three, 
precancerous cervical lesions that are frequently caused 
by type 16 HPV. Brown and his colleagues report only 
a single woman in the experimental group presented 
with an early type 16 lesion, whereas 42 women in 
the placebo group were diagnosed with HPV 16 or 18-
related cervical intraepithelial neoplasia grades two or 
three, or adenocarcimona.

The vaccine works by triggering the patient’s 
immune system to produce antibodies to viral proteins 
analogous to those produced on the surface of each of the 
four types of HPV. These antibodies, in turn, should offer 
lasting protection against subsequent natural infection 
by any of the four HPV types. 

According to Brown, preliminary laboratory 
studies have shown that antibodies triggered by the 
vaccine were also found to neutralize HPV types 31 
and 45, oncogenic types related to HPV types 16 and 
18. This research, in parallel to the ongoing study, is 
examining the quadrivalent vaccine’s cross-protective 
effects against the viruses that cause the remaining 30 
percent of cervical cancer cases.

Aspirin Use Associated With
Lower Cancer Indicence, Death

Regular aspirin use was associated with lower 
cancer incidence and cancer mortality, but non-aspirin 
non-steroidal anti-inflammatory drug (NSAID) use 
was not, according to one of the largest studies ever 
conducted to look at the impact of these agents on 
overall cancer risk.

Aspirin was also associated with a lower risk of 
dying from coronary heart disease, while NSAIDs were 
not, said researcher from the Mayo Clinic, Rochester, 
Minn., who reported their results at the annual meeting 
of the American Association for Cancer Research.

Among 22,507 cancer-free postmenopausal 
women who participated in the Iowa Women’s Health 
Study and provided information on aspirin and NSAID 
use, those who said they regularly used aspirin had a 
16 percent reduced risk of developing cancer more than 
a decade later, as well as a 13 percent reduced risk of 

dying from cancer over this same time period, compared 
to women who did not use aspirin. But there was no 
statistically significant impact on cancer incidence or 
mortality among women who used non-aspirin NSAIDs, 
compared to those who did not.

The researchers also looked at whether smoking 
status had any impact on the potential preventive effects 
of aspirin and found that while these agents were 
associated with lower cancer incidence and mortality 
among former and never smokers, the same apparent 
benefits were not seen among active smokers.  

These study results do not mean, however, that 
women should throw away their NSAIDs or pick up 
a bottle of aspirin, says the study’s lead author, Aditya 
Bardia. 

“This is just one study,” he said. “However, it 
does provide provocative evidence that regular aspirin 
use may play a role in preventing the most common 
chronic diseases in western countries, namely cancer 
and heart disease.”

The different impact of aspirin compared to other 
NSAIDs was somewhat surprising, the researchers say. 
“While chemically different, these agents share at least 
one similar mechanism of action so you might have 
expected them to have comparable effects,” said Jon 
Ebbert, the senior author on the study. 

Specifically, aspirin and other NSAIDs reduce 
inflammation through inhibition of cyclooxygenase 
(COX) enzymes. These enzymes are responsible for 
the formation of prostaglandins, which can drive 
inflammation and possibly stimulate cancer development 
in a number of organ sites, Ebbert said.

Previous studies have evaluated whether aspirin or 
other NSAIDs prevent specific cancers, such as breast 
cancer.

“But this study is unique because we were able 
to evaluate comprehensive endpoints such as total 
cancer incidence and cancer mortality, which are more 
clinically relevant outcomes for patients,” Bardia said. 

While the researchers note that one of the 
weaknesses of this study was that the women were 
given only a single survey of aspirin and non-aspirin 
NSAID use, it also had many strengths including the 
prospective cohort study design, relatively long follow-
up (up to 12 years) on a large number of participants, 
during which time many developed (3,487) and died 
(1,193) from cancer.

The authors were also able to adjust the results 
for a large number of lifestyle factors, and found little 
evidence that these other factors could explain the 
aspirin and cancer associations observed in this study.
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related” factors that could help predict population 
subgroups at higher risk for being diagnosed late, in 
addition to personal risk factors. “I wanted to identify 
new combinations of individual risk factors as well as 
ecological factors at the census tract level that could 
be used to better predict subgroups at higher risk,” 
Hamilton said.

The researchers found that, at the census tract level, 
the percentage of people who speak a language other 
than English at home, the percentage of Hispanics 25 
or older with less than a ninth grade education, percent 
unemployed and percent using public transportation 
were correlated with a higher percentage of cancers 
being diagnosed at a later stage.

Health Disparities:
Socio-Economic Factors
And Aggressive Cancers
(Continued from page 1)

Prostate Cancer:
Early ADT Doesn't Offer
Survival Advantage—ASCO 

The American Society of Clinical Oncology 
updated its 2004 clinical practice guideline to help 
oncologists provide best practices for the initial 
management of androgen-sensitive, metastatic, 
recurrent, or progressive prostate cancer.

Doctors can begin ADT after a patient’s tests 
show recurrence or progression of prostate cancer or 
defer therapy until sometime later. Most often a patient 
will have no symptoms of prostate cancer at that time. 
However, all patients should start therapy once they 
experience symptoms of the disease. The guideline 
does not strongly recommend the early use androgen 
deprivation therapy as there was no overall survival 
difference seen when the results of all the studies were 
combined.

ADT is hormone therapy used to slow the 
growth of hormone-dependent prostate cancer cells by 
blocking the negative effect of male hormones, such as 
testosterone. There are several types of ADT:

—Anti-androgens; drugs that block the body’s 
ability to use any androgens

—Luteinizing hormone-releasing hormones 
(LHRH); drugs used to fully eliminate testosterone 
present in the blood stream

—Orchiectomy/Bilateral Orchiectomy; surgical 
removal of one or both testicles

Advocates for deferred therapy state that many 
men die with prostate cancer rather than from it, and 
side effects of ADT can outweigh their clinical benefits. 
Side effects of ADT in men with prostate cancer include 
depression, loss of sexual desire, hot flashes, enlarged 
breasts, weight gain, fatigue, osteoporosis, and high 
cholesterol levels. Side effects generally go away after 
ADT is complete, except in the case of orchiectomy, in 
which side effects may be permanent.

The guideline update addressed whether there 
is benefit for patients with metastatic or progressive 
prostate cancer benefit from starting early ADT over 
deferring therapy. The panel found a 17% decrease 
in mortality from prostate cancer, but a 15% increase 
in mortality from causes not associated with prostate 
cancer. This indicates no overall survival advantage for 
patients who are treated with early ADT versus deferred 
therapy.

“There is debate in the medical community 
regarding optimal timing for starting androgen 
deprivation therapy for prostate cancer,” said Andrew 

Loblaw, lead author of the guideline and a radiation 
oncologist at Toronto-Sunnybrook Regional Cancer 
Centre. “Doctors should discuss with patients the risks 
and benefits of early androgen deprivation therapy 
versus deferred therapy. If the patient prefers to defer 
therapy, he should have regular visits with his doctor 
every three to six months to monitor the disease.”

The guideline update recommends either bilateral 
orchiectomy or LHRH as initial ADT treatments. 
Additionally, combined androgen blockade (CAB) 
should be considered in the treatment of locally 
advanced or metastatic prostate cancer. CAB uses 
nonsteroidal anti-androgen therapy with an orchiectomy 
or LHRH to treat prostate cancer.

“Overall, survival for men with prostate cancer 
is greater with the combination of non-steroidal anti-
androgen therapy and surgical or medical castration, 
over one of these treatments alone, though patients 
may experience increased side effects due to combined 
therapies, depending on the non-steroidal agent used,” 
Loblaw said.

Consistent with the 2004 guideline, current data are 
insufficient to support the use of intermittent androgen 
blockade outside of clinical trials. Intermittent androgen 
blockade is hormone therapy given for specified periods 
and then stopped temporarily according to schedule. 
This therapy is used to prevent prostate cancer from 
becoming capable of growing without hormones.

The guideline update recommends that if available, 
clinical trials be considered for patients with recurrent 
prostate cancer. The new guideline was published in the 
April 2 issue of the Journal of Clinical Oncology.
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Cooperative Groups:
Gleevec Decreases Recurrence
Of Gastrointestinal Tumor

Preliminary results from a large, randomized, 
placebo-controlled clinical trial for patients with primary 
gastrointestinal stromal tumor, showed that patients who 
received imatinib mesylate (Gleevec) after complete 
removal of their tumor were significantly less likely to 
have a recurrence of their cancer compared to those who 
did not receive imatinib.

The trial was sponsored by NCI and conducted by 
a network of researchers led by the American College 
of Surgeons Oncology Group. 

The data monitoring committee overseeing the 
trial, known as ACOSOG Z9001, recommended that 
the results from a recent interim analysis be made 
public because the study had met is primary endpoint 
of increasing recurrence-free survival.  

Researchers found that approximately 97 percent 
of patients in the study who received one year of imatinib 
after surgery did not have a recurrence of their cancer 
compared to 83 percent of patients who received one 
year of placebo. Imatinib therapy was well tolerated 
by most patients. Side effects observed in this trial 
were similar to those observed in other trials with 
imatinib, and included nausea, diarrhea, and swelling. 
Presentation of detailed results from this trial is planned 
for a future scientific meeting.

“These results have major implications for patients 
with primary GIST,” said principal investigator Ronald 
DeMatteo, of Memorial Sloan-Kettering Cancer 
Center. “Conventional chemotherapy agents have been 
notoriously ineffective in GIST.  This study for the 
first time demonstrated that targeted molecular therapy 
reduces the rate of recurrence after complete removal 
of a primary GIST.”

Information on over 600 patients enrolled on this 

prostate cancer. But when they broke down the numbers 
by race for African Americans and whites, they found 
that the racial disparities persisted.

“Even for patients who went to high volume 
hospitals and were seen by high volume physicians, 
there was still a racial disparity,” Gooden said. “We 
expected that if everyone was treated by similarly 
experienced doctors or hospitals, they would have had 
comparable outcomes. But that wasn’t the case.”

“These results may have less to do with access to 
clinical care but more to do with lifestyle factors and 
the physical and genetic characteristics of the tumor 
itself,” Gooden said.

“In using both ecological and personal measures, 
we were trying to determine how both factors may 
increase risk. We were assessing the effect of personal 
risk factors in the context of the neighborhood 
environment,” Hamilton said. “For example, we found 
an indication that after taking other factors into account, 
a person with a lower level of acculturation who lived 
in an area where few others speak English was more 
likely to be diagnosed at a later stage of disease than the 
same type of person who lived in an area where most 
spoke English.”

The results, Hamilton said, may help better target 
disease intervention programs for those most vulnerable 
and at risk.

The research was presented at the annual meeting 
of the American Association for Cancer Research, held 
earlier this month in Los Angeles. 

The Effect of Hospital and Physician Volume 
In another study of health disparities reported 

at the AACR annual meeting, epidemiologists have 
unexpectedly found that African Americans had a higher 
rate of recurrence following prostate cancer surgery than 
did whites, regardless of whether or not patients received 
surgery at hospitals or by surgeons who performed a 
high number of such operations.  

The findings were surprising, because previous 
research has shown that, in general, patients fare better 
at hospitals that perform a high volume of surgeries or by 
surgeons who perform a large number of operations.

Kyna Gooden, of Shaw University, and co-
investigators at University of North Carolina, Chapel 
Hill, hypothesized that a disproportionate number of 
African Americans were treated at hospitals or by 
physicians performing fewer surgeries. The racial 
differences in the prostate cancer recurrence and 
mortality following surgery would disappear, they 
assumed, once they took into account hospital and 
physician volume.

They examined data from the Surveillance, 
Epidemiology, and End-Results Medicare database for 
962 African American and 7,387 white men diagnosed 
with prostate cancer between 1993 and 1999 who 
had received surgery within six months of diagnosis. 
They controlled for age at diagnosis, cancer stage and 
grade.

When the researchers looked at the outcomes after 
surgery in relation to volume, results were similar to 
previous findings—patients who had surgery at high 
volume hospitals for prostate cancer were less likely to 
have cancers that returned and less likely to die from 
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NCI-Approved Cancer Center,
Cooperative Group Trials

The National Cancer Institute’s Cancer Therapy 
Program approved the following clinical research 
studies last month. For further information about a study, 
contact the principal investigator listed.

Phase I
Phase I and Pharmacodynamic Study of GTI-2040 

in Acute Leukemia. City of Hope National Medical 
Center, protocol 7689, Kirschbaum, Mark, phone 626-
256-4673, ext. 62830.

Phase I Study of Sunitinib Malate and Standard 
Infusion Gemcitabine in Solid Tumors. Case Western 
Reserve University, protocol 7731, Brell, Joanna, phone 
216- 844-5413.

Phase II 
Phase II Study of Dasatinib in Non Small Cell 

Lung Cancer. M D Anderson Cancer Center, protocol 
7798, Johnson, Faye, phone 713-792-6363.

Phase II Study of Active Immunotherapy with 
Panvac or Autologous, Cultured Dendritic Cells Infected 
with Panvac After Complete Resection of Hepatic 
Metastases of Colorectal Carcinoma. Duke University 
Medical Center, protocol 8087, Morse, Michael, phone 
919-681-3480.

Phase II Trial of Intermediate-Dose Cytarabine to 
Modulate EWS/FLI for Children and Young Adults with 
Recurrent or Refractory Ewing Sarcoma. Children’s 
Oncology Group, protocol AEWS0621, Stegmaier, 
Kimberly, phone 617-632-3971.

Treatment of Recurrent or Resistant Pediatric 
Malignant Germ Cell Tumors Pediatric Malignant 
Germ Cell Tumors with Paclitaxel, Ifosfamide and 
Carboplatin. Children’s Oncology Group, protocol 
AGCT0521, Rodriguez-Galindo, Carlos, phone 901-
495-2203.

Phase II Trial of Enzastaurin Plus Carboplatin 
and Gemcitabine in Bevacizumab-Ineligible Patients 
and Enzastaurin Plus Carboplatin, Gemcitabine and 
Bevacizumab in Bevacizumab-Eligible Patients with 
Advanced Non-Small Cell Lung Cancer. Eastern 
Cooperative Oncology Group, protocol E3506, Argiris, 
Athanassios, phone 412-648-6575.

Phase II Evaluation of Mifepristone in the 
Treatment of Recurrent or Persistent Epithelial Ovarian 
or Primary Peritoneal Carcinoma. Gynecologic 
Oncology Group, protocol GOG-0170K, Rocereto, 
Thomas, phone 856-342-2185.

Phase II Study of GW786034 in Patients with 
Malignant Pleural Mesothelioma. North Central Cancer 
Treatment Group, protocol NO623, Molina, Julian, 
phone 507-538-0268.

Phase II Clinical Trial of Denileukin Diftitox in 
Combination with Rituximab in Previously Untreated 
Follicular B-cell Non-Hodgkin’s Lymphoma. North 
Central Cancer Treatment Group, protocol NO682, 
Ansell, Stephen, phone 507-284-4642.

Other 
Glycoprotein and Glycan Profiling in Patients with 

Locally Advanced Cervical Cancer (Stage IB2, IIA > 
4 CM, IIB to IVA) Undergoing Pelvic and Para-Aortic 
Lymphadenectomy. Gynecologic Oncology Group, 
protocol GOG-0221, Gold, Michael, phone 405-271-
8707.

study was used in the analysis. Patients participated 
through one of five NCI-sponsored North American 
Cooperative Oncology Groups, led by ACOSOG, 
including Cancer and Leukemia Group B, Eastern 
Cooperative Oncology Group, Southwest Oncology 
Group, and the National Cancer Institute of Canada, 
Clinical Trials Group.

Patients with primary tumors three centimeters or 
larger that had been completely removed with surgery 
were enrolled in the trial between June 2002 and April 
2007. Patients were randomized to one of two treatment 
arms. One group received imatinib at a dose of 400 
milligrams per day for one year. The second group 
received placebo for one year. Patients who developed 
a recurrence of their cancer while on study therapy 
were unblinded to their treatment assignment. Those 
patients who had been on placebo subsequently received 
imatinib and those who had been on imatinib continued 
their imatinib therapy, but at a higher dose. There was 
no difference in overall survival for patients on the two 
treatment arms.

“Gleevec was one of the first targeted therapies 
that showed remarkable efficacy in clinical trials,” said 
NCI Director John Niederhuber. “These current results 
emphasize the need to continue to investigate all possible 
uses of these cutting edge drugs and to make them 
available to as many patients as possible.”

FDA approved Gleevec in 2002 for the treatment of 
unresectable or metastatic GIST. Novartis Pharmaceutical 
Corp. provided Gleevec for this trial and partial funding 
under a Cooperative Research and Development 
Agreement with NCI. Partial support for the trial was 
also provided by the American College of Surgeons.


