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Gastrointestinal Cancers Symposium: 
Triple Combination Chemotherapy Effective
For Advanced Colorectal Cancer, Trial Finds 

FDA Approvals:
Drug Cleared For GIST And Kidney Cancer,
FDA's First Two-Indication Cancer Approval  

Pfizer Inc. agent Sutent (sunitinib) received FDA approvals for 
gastrointestinal  stromal tumors and advanced kidney cancer.

The action marks the first time FDA has approved a new oncology 
product for two indications simultaneously, the agency said. The tyrosine 
kinase inhibitor was approved in less than six months. 

Sutent was approved for the treatment of patients with gastrointestinal 
stromal tumors whose disease has progressed or who are unable to tolerate 
treatment with Gleevec. While studying the treatment in patients, researchers 
conducted an early (interim) analysis of data that showed Sutent delayed the 
time it takes for tumors or new lesions to grow in patients with this rare type 
of stomach cancer. The median time-to-tumor progression (TTP) for patients 
treated with Sutent was 27 weeks compared to 6 weeks for patients who were 
not treated.

FDA also granted accelerated approval for Sutent in the treatment of 
patients with advanced renal cell carcinoma. In contrast to the approval for 
GIST, which was based on the drug’s ability to delay the growth of the tumors, 
this approval was based on Sutent’s ability to reduce the size of the tumors in 
patients. An overall response rate ranging from 26-37 percent was found in 
patients with metastatic kidney cancer whose tumors had progressed following 
cytokine-based therapy.

The detailed findings of a randomized, phase III clinical trial, released 
at the Gastrointestinal Cancers Symposium this month, show that giving  

In a new phase III study, Italian researchers showed that adding the 
drug oxaliplatin to combination chemotherapy (irinotecan and fluorouracil 
[5-FU]/leucovorin) can shrink tumors and delay cancer growth in patients with 
advanced colorectal cancer more effectively than either of the drugs alone.

The study results were discussed at the Gastrointestinal Cancers 
Symposium, held this month in San Francisco and co-sponsored by the 
American Gastroenterological Association, the American Society of Clinical 
Oncology, the American Society for Therapeutic Radiology and Oncology, 
and the Society of Surgical Oncology.

“First-line combination treatment with irinotecan, 5-FU/leucovorin, 
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Phase III Trial Finds Survival
Better With FOLFOXIRI Combo
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and oxaliplatin, called FOLFOXIRI, increases the 
chance of shrinking tumors—enabling surgeons to 
remove metastases—slows tumor growth, and helps 
patients live longer,” said Alfredo Falcone, professor of 
medical oncology at the University of Pisa, Chairman 
of Oncology at Livorno Hospital, and lead author of 
the study, which was conducted by Italy’s Gruppo 
Oncologico Nord Ovest (Northwest Oncology Group). 
“These findings are very promising, and indicate that this 
new triplet combination is superior to a standard doublet 
such as FOLFIRI. Further studies with FOLFOXIRI, 
particularly in combination with new targeted agents, 
are warranted.”

A chemotherapy regimen called FOLFOX—a 
combination of oxaliplatin, 5-FU, and leucovorin—has 
recently become a new standard of care for patients 
with colorectal cancer that has spread (metastasized) to 
other parts of the body. Irinotecan in combination with 
infusional 5-FU/leucovorin (FOLFIRI) has also been a 
standard therapy for metastatic colorectal cancer.

In this study, Falcone compared the incidence of 
tumor shrinkage, progression-free survival (the time it 
took for cancer to grow or spread), and overall survival 
in 122 patients with previously untreated metastatic 
colorectal cancer who received irinotecan, 5-FU, and 
leucovorin (the FOLFIRI group) and 122 patients 

who received these three drugs plus oxaliplatin (the 
FOLFOXIRI group). Patients were enrolled starting 
in November 2001 and were followed through April 
2005.

Patients in the FOLFOXIRI group lived longer 
(22.6 months) than those in the FOLFIRI group (16.7 
months). After a median follow-up of 14 months, 
progression-free survival was longer in the FOLFOXIRI 
group (9.8 months) compared with the FOLFIRI group 
(6.8 months). More patients in the FOLFOXIRI group 
(66%) experienced complete tumor disappearance or 
partial tumor shrinkage than in the FOLFIRI group 
(41%).

Although side effects were more common in 
the FOLFOXIRI group (such as diarrhea, vomiting, 
neuropathy, and low white blood cell counts), they were 
generally considered to be manageable and tolerable.

Xaprila Reduces Neuropathy
In another phase III study in colorectal cancer, 

the drug xaliproden (Xaprila) reduced the frequency of 
neuropathy, a common side effect of oxaliplatin, without 
altering the effectiveness of the FOLFOX therapy being 
given to patients with colorectal cancer. 

“The research community has been seeking ways 
to combat the neurotoxic effects of oxaliplatin in order 
to use this drug to even greater effect, most notably for 
colorectal cancer,” said James Cassidy, Cancer Research 
UK Professor of Oncology at Glasgow University in 
Scotland, and lead author of the study. “Our research 
supports this effort by showing that xaliproden reduces 
nerve problems in patients receiving oxaliplatin.”

Peripheral sensory neuropathy, a side effect of 
oxaliplatin, can cause numbness, tingling, and burning, 
particularly in the arms, hands, legs, and feet. More 
than 90% of patients receiving FOLFOX have reported 
experiencing these symptoms at some point during 
their treatment, with more than 10% reporting severe 
symptoms. Xaliproden is taken orally, and is currently 
used to treat patients with amyotrophic lateral sclerosis 
(Lou Gehrig’s disease).

Researchers compared the incidence of severe 
neuropathy in 325 patients with metastatic colorectal 
cancer who received daily xaliproden along with 
FOLFOX treatment, and 324 patients who received 
FOLFOX alone. Severe peripheral sensory neuropathy 
was reported by 16.7% of patients in the FOLFOX 
group compared with 11.1% of patients who received 
FOLFOX plus xaliproden.

Cassidy is planning a larger clinical trial to extend 
and confirm the findings.
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Liver & Pancreatic Cancers:
Liver Transplants Extend
Survival In Early-Stage Cancer

New research on the treatment of liver and 
pancreatic cancers presented at the Gastrointestinal 
Cancers Symposium demonstrated that transplantation 
extends survival in patients with early liver cancer, but 
racial disparities exist, while combination chemotherapy 
for pancreatic cancer extends survival.

“This research demonstrates progress in these hard-
to-treat cancers and provides hope for patients with liver 
and pancreatic cancer,” said C. Richard Boland, chief of 
the Division of Gastroenterology at Baylor University 
Medical Center in Dallas. “One study shows that liver 
transplantation is highly effective in extending survival 
in liver cancer patients, but that minority populations 
are far less likely to receive transplants than whites. 
Another study finds that platinum-based chemotherapy 
drugs can enhance standard chemotherapy and prolong 
life for patients with pancreatic cancer, who often have 
a very poor prognosis.”

In the liver cancer study, three-quarters of 
patients with early-stage disease who underwent a liver 
transplant were alive five years later, compared with 
12% of patients who did not undergo transplantation. 

However, the study—the first large analysis in the 
U.S. of transplantation for early liver cancer—also found 
that African Americans, Asians, and Hispanics were less 
likely to receive a transplant than white patients.

“If patients meet the criteria for transplantation, 
this approach offers an excellent chance for long-term 
survival,” said lead author Abby Siegel, assistant 
professor of medicine at Columbia University. 
“Physicians caring for patients with localized liver 
cancer should strongly consider evaluation at a center 
that offers liver transplantation.”

Using data from the National Cancer Institute’s 
Surveillance Epidemiology and End Results Program, 
Siegel and colleagues analyzed records of 1,156 people 
diagnosed with nonmetastatic hepatocellular carcinoma 
(cancer that had not spread from the liver to other parts 
of the body) in the United States between 1998 and 
2002.

Only 21% of the patients had received a transplant 
as their primary form of treatment. The remainder of 
the patients received surgery, ablation (the destruction 
of tumor tissue using extreme cold, electricity, or 
radiofrequency energy), chemotherapy, or no treatment. 
Five years after diagnosis, 75% of transplant recipients 
were still alive, compared with 12% of those who did not 

undergo liver transplantation. In addition, researchers 
found that white patients were 2.1 times more likely than 
African-American patients, two times more likely than 
Asian patients, and 1.6 times more likely than Hispanic 
patients to receive a transplant.

Researchers noted that such disparities in 
transplantation rates may be related to factors such 
as living too far from transplantation centers, having 
other health-related problems, or receiving referrals to 
transplant centers too late in the course of the disease. 
However, further study will be needed to determine 
the cause of the disparities and to develop solutions to 
ensure that all eligible patients with nonmetastatic liver 
cancer are routinely considered for transplantation.

Combination Chemo for Pancreatic Cancer
A new analysis has shown for the first time 

that adding a platinum-containing drug to standard 
chemotherapy for pancreatic cancer slows the growth of 
this hard-to-treat cancer and helps patients live longer.

“This study indicates that  combination 
chemotherapy with gemcitabine and a platinum drug 
may be an effective treatment option for patients 
with pancreatic cancer who are in otherwise good 
health,” said Volker Heinemann, professor of medical 
oncology at the University Hospital in Munich. “This 
more intensive treatment appears to be associated with 
acceptable tolerability, and produces a significantly 
greater survival benefit than single-agent chemotherapy 
in advanced pancreatic cancer patients, who typically 
have a very poor prognosis.”

Gemcitabine (Gemzar) is the standard therapy 
for advanced pancreatic cancer, but treatment is rarely 
successful. 

In this study, the researchers pooled data from 
a French/Italian study and a German study: one that 
compared gemcitabine alone with gemcitabine plus 
oxaliplatin, and another study that evaluated gemcitabine 
with cisplatin. Both oxaliplatin and cisplatin are 
platinum-based drugs.

In the combined analysis, both progression-free 
survival (the time it took for cancer to grow or spread) 
and overall survival were improved for patients with 
advanced pancreatic cancer who received gemcitabine 
with either oxaliplatin or cisplatin compared with those 
who received gemcitabine alone.

Specifically, progression-free survival was 6.0 
months for patients who received a platinum-containing 
therapy, compared with 3.75 months for the patients who 
received gemcitabine alone. Overall survival among 
patients in the combination chemotherapy group was 9.0 
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months, compared with 7.25 months in the gemcitabine 
group.

Gemcitabine is known to have a low profile of 
side effects. As expected, the intensification of therapy, 
combining gemcitabine with a platinum-based drug, 
induced a somewhat higher rate of side effects, including 
neurotoxicity (damage to the nervous system), nausea/
vomiting, and thrombocytopenia (reduced platelet 
count). These side effects were manageable and were 
not associated with a reduction in quality of life, as 
determined in one study.

Esophageal Cancer:
Trimodality Therapy Improves
Survival In Early Disease

Patients with early-stage esophageal cancer who 
were treated with chemotherapy, radiation therapy, and 
surgery (trimodality therapy) lived more than twice as 
long as patients who were treated with surgery alone, 
according to the results of a new multicenter study 
presented at the Gastrointestinal Cancers Symposium.

A U.S. Gastrointestinal Intergroup randomized 
phase III trial compared survival between 30 patients 
with stage I, II, and III esophageal cancer who received 
chemotherapy (cisplatin and fluorouracil) and radiation 
therapy before surgery, and 26 patients who underwent 
surgery alone. 

Median survival was 4.5 years in the combination 
therapy group and 1.8 years among patients who 
underwent surgery alone. After five years, 39% of the 
patients in the combination therapy group were still 
alive, compared with 16% of the patients who underwent 
surgery alone.

The study was originally designed to be significantly 
larger, with a goal of recruiting 500 patients, but the trial 
was not able to identify enough patients to meet its 
recruitment needs. However, the results were so striking 
that the researchers decided to report the findings, even 
though the number of patients in the study was less than 
originally intended. 

“Esophageal cancer is becoming increasingly 
common in the U.S. and other Western countries, and 
has generally been difficult to treat,” said Mark Krasna, 
professor of surgery and director of the Thoracic 
Oncology Program at the University of Maryland School 
of Medicine. “Although surgery alone has been the gold 
standard for treating this disease, our findings suggest 
that adding pre-operative chemotherapy and radiation 
therapy may be significantly more effective in extending 
survival in this group of patients.”

Ovarian Cancer:
NCI Encourages IP Chemo
For Stage III Ovarian Cancer

The U.S. National Cancer Institute issued a 
clinical announcement earlier this month encouraging 
intraperitoneal administration of chemotherapy to some 
women with stage III ovarian cancer.

The therapy involves inserting a catheter into 
the abdomen to bathe the peritoneal cavity with two 
standard anticancer drugs, cisplatin and paclitaxel, 
following surgical removal of ovarian tumors. IP 
chemotherapy allows higher doses and more frequent 
drug administration, and appears to be more effective 
in killing cancer cells in the peritoneal cavity, where 
ovarian cancer is likely to spread or recur first, the 
institute said. 

The announcement is based on the results of a phase 
III trial published in the New England Journal of Medicine 
on Jan. 5 comparing IP chemotherapy for ovarian cancer 
with standard intravenous chemotherapy.

Standard treatment for women with stage III 
ovarian cancer has been surgical removal of the tumor 
followed by six to eight courses of IV chemotherapy 
given every three weeks. Platinum drug, such as cisplatin 
or carboplatin, and a taxane drug, such as paclitaxel are 
used. The NCI clinical announcement recommends that 
women with advanced ovarian cancer who undergo 
effective surgical debulking receive a combination of 
IV and IP chemotherapy.

 “IP therapy is not a new treatment approach, but 
it has not been widely accepted as the gold standard for 
women with ovarian cancer,” said medical oncologist 
Deborah Armstrong, an associate professor at Johns 
Hopkins Kimmel Cancer Center who led the study. 
“There has been a prejudice against IP therapy in ovarian 
cancer, because it’s an old idea, it requires skill and 
experience for the surgery and for the chemotherapy, 
and it’s more complicated than IV chemotherapy. But 
now we have firm data showing that we should use a 
combination of IP and IV chemotherapy in most women 
with advanced ovarian cancer who have had successful 
surgery to remove the bulk of their tumor.”

The study, conducted by the Gynecologic 
Oncology Group, enrolled 429 women with stage III 
ovarian cancer who were given chemotherapy following 
the successful surgical removal of tumors. It compared 
two treatment regimens: IV paclitaxel followed by IV 
cisplatin, to IV paclitaxel followed by IP cisplatin and 
the subsequent administration of IP paclitaxel. 

The 205 women who received the IP chemotherapy 
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had a median survival time that was 16 months longer 
than women who received only IV chemotherapy, even 
though most of the women in the IP group received 
fewer than the six planned treatments. Complications 
associated with the abdominal catheter were the main 
reason only 86 of the women completed all six IP 
treatments.

Severe or life-threatening (grade 3 and 4) pain, 
fatigue, hematologic, gastrointestinal, metabolic, and 
neurologic toxic effects were more common in the IP 
group than in the IV group, the researchers wrote. The 
toxicity could be attributed to the higher dose of cisplatin 
that the IP group received, but it could also be due to 
the IP paclitaxel, they wrote. “Careful monitoring of 
toxicity and the use of contemporary supportive care 
measures might improve the tolerability of the regimen 
we used,” they wrote. 

There were nine treatment-related deaths—four in 
the IV group and five in the IP group.

Quality of life was significantly worse in the IP 
group, but one year after treatment, women in both 
groups reported the same quality of life.

Patients Urged to Find Specialists 
Armstrong said some clinicians might be deterred 

from offering IP chemotherapy due to cost and lack of 
familiarity with the procedure. “We haven’t done a cost 
analysis, but we expect IP therapy to be more expensive 
than intravenous—more drug and more staff time,” she 
said.

Also, patients with adhesions or surgical 
complications, poor kidney function, and those who 
have had the left side of their colon removed during 
surgery are not ideal candidates for IP therapy. It also 
is not clear whether the procedure has any benefit for 
recurrent disease or patients with large amounts of 
residual disease after surgery. 

NCI’s clinical announcement encouraged 
physicians to refer potentially eligible patients to 
specialists or centers that will offer the therapy. NCI 
said six professional societies and advocacy groups 
supported the statement. 

NCI posted a list of institutions with expertise in 
management of ovarian cancer, including surgery and 
IP chemotherapy, at http://ctep.cancer.gov/highlights/
ovarian.html.

A different problem occurs with the initial surgery, 
experts said. Fewer than half of women with ovarian 
cancer in the U.S. seek a gynecologic oncologist for 
their surgery, despite research showing better outcomes 
for this group.

“The first and most important step is good 
surgery,” said Robert Bristow, director of the Johns 
Hopkins Ovarian Cancer Center.  “If you don’t start 
with a surgeon specializing in gynecologic oncology 
who can effectively remove most of the tumor, then 
intraperitoneal chemotherapy may not work.”

According to the NCI statement, “Effective 
surgical debulking is critical to long-term survival for 
ovarian cancer. Women undergoing surgery for presumed 
ovarian cancer, therefore, should undergo surgery by a 
gynecologic oncologist or a surgical team with expertise 
in the staging and cytoreduction of ovarian cancer. After 
primary surgery, women with optimally-debulked FIGO 
stage III ovarian cancer should be counseled about the 
clinical benefit associated with combined IV and IP 
administration of chemotherapy. Based on the most 
recent trials, strong consideration should be given to 
a regimen containing IP cisplatin (100 mg/m2) and a 
taxane, whether given by an IV only or IV plus IP.”

The Society of Gynecologic Oncologists said IP 
chemotherapy should be considered only in women 
who have undergone optimal cytoreductive surgery 
with residual tumor nodules less than 1 cm in diameter. 
“In this regard, studies have shown that gynecologic 
oncologists are more likely to perform optimal 
debulking of ovarian cancer than other surgeons,” SGO 
said in a statement. “The NCI recommendation that IP 
chemotherapy be considered only for patients who are 
optimally debulked further highlights the importance 
of referral of women with known or suspected ovarian 
cancer to a gynecologic oncologist or other physician 
with special expertise and training in ovarian cancer 
cytoreductive surgery.”

The SGO statement was cautious about the potential 
benefit for patients. “Although there is good evidence 
that IP chemotherapy increases median survival, it 
remains unclear whether this translates into higher cure 
rates,” the society said. “In addition, there is presently 
no consensus regarding what constitutes the ‘standard’ 
IP chemotherapy regimen. Furthermore, the intensity 
and toxicity of IP chemotherapy generally is higher than 
that of IV chemotherapy, and IP chemotherapy may be 
poorly tolerated by patients who do not have an excellent 
performance status.

“In view of these issues, the decision whether 
or not to use IP chemotherapy should be decided on a 
case-by-case basis by each patient and her physician,” 
SGO said.

The text of the NCI clinical announcement and 
further information on IP chemotherapy administration 
is available at www.gog.org.

http://ctep.cancer.gov/highlights/ovarian.html
http://ctep.cancer.gov/highlights/ovarian.html
http://www.gog.org
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Cancer Prevention:
Study Finds No Evidence
That Statins Cut Cancer Risk

A new American Cancer Society study finds no 
evidence that the cholesterol-lowering drugs called 
statins strongly reduce the risk of colorectal cancer.

The results stand in stark contrast to those from 
a recent epidemiologic study from Israel reported in 
the New England Journal of Medicine in May, which 
suggested that using statins, by far the most common 
type of cholesterol-lowering drugs, might cut risk of 
colorectal cancer by almost 50 percent.

ACS researchers examined the association 
between cholesterol-lowering drugs and colorectal 
cancer incidence among more than 132,000 men and 
women enrolled in the society's Cancer Prevention Study 
II Nutrition Cohort. They identified 815 incident cases 
of colorectal cancer during four years of follow up, and 
found those who had used cholesterol lowering drugs 
for five or more years developed colorectal cancer at the 
same rate as those who had never used the drugs. 

“Our results are similar to those of several smaller, 
prospective studies but very different from the dramatic 
drop in risk seen in the recent case-control study from 
Israel,” said Eric Jacobs, ACS senior epidemiologist and 
lead author of the report. “Based on current evidence, 
statins, while valuable and effective drugs for preventing 
heart disease, should not be used in the hopes of 
preventing colorectal cancer.”

The study was published in JNCI on Jan. 4.

Cancer Screening:
Chest X-Ray Produces Many
False-Positive Results

Screening for lung cancer with chest X-rays can 
detect early lung cancer, but also can produce many 
false-positive test results, causing needless extra tests, 
according to a study by NCI.

This report, which summarizes preliminary results 
from the Prostate, Lung, Colorectal and Ovarian Cancer 
Screening Trial, was published in the Dec. 21 issue of 
JNCI.

Between 1993 and 2001, PLCO investigators 
enrolled 154,942 men and women who were 55 to 
74 years of age. These participants included current 
and former smokers, as well as individuals who never 
smoked. These findings, the first published lung cancer 
screening results from the PLCO, are based on an 
analysis of the trial participants’ initial chest X-rays. It 

is the first large, controlled study to evaluate screening 
for lung cancer in women, whose smoking rates have 
increased in recent years.

“There is no accepted early screening technique for 
lung cancer,” said Christine Berg, the NCI investigator 
who leads the PLCO trial. “The PLCO trial will show 
if chest X-rays, by catching lung cancer when it is still 
operable, can reduce the death rate from lung cancer.” 

Of the 67,038 men and women who received a 
baseline chest X-ray upon entering the trial, 5,991 (8.9 
percent) had abnormal results that required follow-up. 
After undergoing additional tests, 126 (2.1 percent of 
the 5,991 participants with abnormal X-rays) were 
diagnosed with lung cancer within 12 months of the 
initial chest X-ray. 

“The positive predictive value was low,” said Berg. 
“That means there were a lot of false positives on the 
initial X-rays. If you get a positive result from a chest 
X-ray, the message is, don’t panic.”  Berg also noted that 
tissue variations and other benign factors can resemble 
tumors on an X-ray.

Of the cancers detected, though, 44 percent were 
stage I, meaning those patients were good candidates 
for surgery. “The rate of early cancer detection was 
better than what we see in the general community,” 
said Berg. “But it remains to be seen if that translates 
into a mortality benefit. It is too early to make any 
recommendations regarding chest X-rays as a lung 
cancer screening tool in the general population.” 

Chest X-rays have not been shown to reduce 
the death rate from lung cancer, according to several 
previous studies. One of the long-term goals of the 
PLCO trial is to determine whether chest X-rays can 
reduce lung cancer mortality in men and women 55 to 
74 years of age. 

The current analysis confirmed that smoking vastly 
increases the risk for lung cancer. Of current smokers in 
the trial, 6.3 people per 1,000 screened were diagnosed 
with lung cancer. 

For former smokers (those who quit for less than 
15 years), the lung cancer detection rate was 4.9 per 
1,000. Among non-smokers, lung cancer was diagnosed 
in 0.4 individuals per 1,000 screened. Lung cancer rates 
were similar for men and women smokers, but, for 
unknown reasons, men had more positive X-rays (9.6 
percent) than women (8.2 percent). 

Another NCI-supported study, the National Lung 
Screening Trial, is comparing two ways of detecting lung 
cancer: spiral computed tomography (CT) and standard 
chest X-ray. This study will aim to show if either test is 
better at reducing deaths from this disease.
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Bladder Cancer:
NMP22 Assay More Effective
Than Conventional Lab Test

Physicians now have a tool to help monitor 
patients with a history of bladder cancer that is four 
times more effective than the conventional laboratory 
test in detecting the disease, according to a study in the 
Jan. 18 issue of the Journal of the American Medical 
Association.

Researchers at 23 clinical sites, led by the 
University of Texas M. D. Anderson Cancer Center, 
enrolled 668 patients with a history of bladder cancer in 
a prospective study to evaluate the effectiveness of the 
NMP22 assay for detecting recurrences of the disease. 

Each patient provided a urine sample, which was 
tested for the presence of the NMP22 protein using 
the tumor marker assay and urine cytology. Bladder 
examinations (cystoscopy) and biopsy were used to 
determine the presence of the disease. Recurrent bladder 
cancer was found in 103 participants. The NMP22 assay 
alone detected 49.5 percent of recurrences (51 out of 
103) while urine cytology detected only 12.2 percent 
(12 out of 98).

H. Barton Grossman, professor in M. D. Anderson’s 
Department of Urology and the study’s principal 
investigator, sees the potential of this test to give 
patients, as well as their physicians, greater peace of 
mind.

“Many of our patients with bladder cancer live 
long after their disease is initially discovered and treated, 
but the rate of recurrence is very high,” Grossman said. 
“Current recommendations indicate lifelong screenings, 
at least once a year, to monitor their status. A test like the 
NMP22 assay which is accurate and easy to administer, I 
believe, will help identify and treat patients earlier when 
they a have better chance for a good outcome.”

This study comes after an article last year in 
JAMA, also led by Grossman, found that the NMP22 
assay was three times more effective than urine cytology 
for the initial diagnosis of bladder cancer for high-risk 
individuals.

The NMP22 assay works by detecting elevated 
amounts of the NMP22 protein in just a few drops of 
urine. The test does not require cancer cells to be present 
in urine. Test results can be read in the doctor’s office in 
30 to 50 minutes. With urine cytology, whole cells must 
be present in the urine, and the test must be performed 
in a laboratory. Results typically are available in about 
a week after a sample has been collected.

The study also reports that eight of the nine cases 

initially missed by cystoscopy were detected by the 
NMP22 assay; seven of these cases were classified 
as high-grade tumors. In this case, the NMP22 was 
significantly more sensitive than urine cytology, which 
only detected three of these cases.

The NMP22 assay still should be performed in 
conjunction with a cystoscopy, which is considered 
the “gold standard” for bladder cancer detection. The 
combination of the NMP22 assay with cystoscopy 
significantly increased the overall detection rate to 
99 percent, compared with 91 percent for cystoscopy 
alone. Urine cytology combined with cystoscopy only 
increased detection to 94.2 percent in this study.

Matritech, makers of the NMP22 assay, which is 
commercially known as BladderCheck, sponsored the 
study. The NMP22 assay is believed to be the only point-
of-care test approved by FDA for the initial diagnosis 
and surveillance of bladder cancer.

Endometrial Cancer:
Chemotherapy After Surgery
Extends Survival By 32%

A new study has shown for the first time that giving 
two chemotherapy drugs to women with advanced 
endometrial cancer after surgery reduced the risk of 
recurrence by 29% and extended survival by 32% 
compared with women who received whole abdominal 
irradiation.

The findings could improve the care for the 15% 
to 20% of patients with endometrial cancer who have 
advanced disease. 

The study was published online last month in the 
Journal of Clinical Oncology.

“For the first time, adjuvant chemotherapy 
has been shown to extend survival in patients with 
advanced endometrial cancer,” said the study’s lead 
author, Marcus Randall, director of the Leo W. Jenkins 
Cancer Center at the Brody School of Medicine at East 
Carolina University in Greenville, N.C. “These findings 
were surprising, given that previous studies showed that 
single chemotherapy agents do not have a significant 
impact on the disease.”

Researchers from the Gynecologic Oncology 
Group compared the rate of recurrence and overall 
survival between 194 women with advanced endometrial 
cancer who received chemotherapy with the drugs 
doxorubicin and cisplatin over a period of five months 
and 202 women who received radiation therapy to the 
entire abdomen over a period of approximately 1.5 
months. Patients were enrolled in the trial from 1992 
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until 2001.  Researchers followed patients for a median 
of just over six years, and used a statistical model to 
estimate five-year recurrence and survival rates.

After five years, 50% of patients who received 
chemotherapy were estimated to be free of disease 
compared with 38% of those who received whole 
abdominal irradiation. Moreover, 55% of patients who 
received chemotherapy were estimated to be alive 
after five years, compared with 42% of patients in the 
radiation therapy group.

However, serious adverse side effects were more 
common in the chemotherapy group.  The most common 
serious side effects included reduced blood cell counts 
and problems with the digestive and nervous systems, 
liver, and heart.  Treatment-related deaths were also 
twice as common in the chemotherapy group (4%, vs. 
2% of radiation patients).

Another GOG study is underway to see if the 
chemotherapy drugs carboplatin and paclitaxel will be 
as effective, but with fewer serious side effects. A less 
toxic regimen could help a greater number of patients 
with advanced disease, many of whom are elderly or 
have other illnesses that might prohibit the use of the 
aggressive chemotherapy regimen.

In addition, another GOG study evaluated the use 
of combination chemotherapy after “involved field” 
radiation therapy (radiation to less than the whole 
abodomen) to see if these patients might benefit more 
than those who receive either treatment alone. Results 
from this study are not yet available.

“This study represents a major advance in the 
treatment of advanced endometrial cancer,” noted Gini 
Fleming, director of the Medical Oncology Gynecologic 
and Breast Cancer Programs at the University of 
Chicago, and author of an accompanying editorial. 
“Future trials need to address treatment of earlier-
stage disease, optimization of chemotherapy regimen, 
integration of radiotherapy, and application of newer 
targeted agents.”

Neuroendocrine Tumors:
Some Tumors Show Partial
Response To Drug Combo

A combination of an oral chemotherapy agent 
and a drug to prevent blood vessel growth has shown 
encouraging results in advanced neuroendocrine tumors, 
rare cancers of hormone-making cells that usually resist 
chemotherapy, researchers say.

In a clinical trial reported in the Jan. 20 issue 
of the Journal of Clinical Oncology, investigators 

at Dana-Farber Cancer Institute and other Harvard-
affiliated hospitals found that the drug combination 
shrank neuroendocrine tumors in 25 percent of the 
study participants and was biochemically active against 
tumors in 40 percent of the participants. While the 
treatment produced side effects in many patients, they 
were generally more tolerable than those associated with 
conventional chemotherapy, the researchers noted.

The drug duo consisted of temozolomide, a pill 
similar in activity to an older, intravenous chemotherapy 
agent, and thalidomide, a medication associated with 
birth defects when taken by pregnant women, but which 
has since been shown to be a deterrent of blood vessel 
growth.

“Neuroendocrine tumors are among the most 
vascular, or blood vessel-filled, tumors that exist, so 
it made sense to test chemotherapy in combination 
with an angiogenesis inhibitor like thalidomide, 
which blocks blood vessel growth,” said the study’s 
lead author, Matthew Kulke, of Dana-Farber. “And 
because temozolomide is taken in pill form, rather than 
intravenously, it’s more convenient for patients.”

In the new study, 29 patients with metastatic 
neuroendocrine tumors were treated with the combination 
therapy. While 25 percent of them had their tumors shrink, 
the success rate varied with the type of neuroendocrine 
tumor involved. Tumor shrinkage occurred in 45 percent 
of those with pancreatic endocrine tumors, in 33 percent 
of those with pheochromocytomas (which arise in the 
adrenal glands, near the kidneys), and in 7 percent of 
those  with carcinoid tumors (which most  commonly 
start in the intestines).

The most common complications were nerve 
damage a drop in the number of blood platelets, 
infections, and rash. Side effects prompted just over 
half the study participants to stop the therapy, but, in 
most cases, only after they had been receiving it for 
many months.

Thyroid Cancer:
Recombinant TSH Avoids Need
To Stop Replacement Therapy

A multicenter international study has found that 
after surgery for thyroid cancer, giving genetically 
engineered human thyroid-stimulating hormone (rhTSH) 
before radioiodine treatment avoids the previous need 
to stop thyroid replacement therapy and the side effects 
that go with it.

The study, led by Paul Ladenson, director of the 
Division of Endocrinology at Johns Hopkins University 
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School of Medicine, and Furio Pacini at the University 
of Siena in Italy, was reported in the December online 
edition of the Journal of Clinical Endocrinology and 
Metabolism.

Typically, radioiodine treatment for cancer of the 
thyroid gland requires temporary discontinuation of 
thyroid hormone replacement for several weeks, leading 
to weight gain, constipation, fatigue, slowed thinking, 
depressed mood, muscle cramps, intolerance of cold 
temperatures and other symptoms. 

“This study shows that patients who use a 
recombinant form of TSH can continue their thyroid 
replacement therapy and enjoy a better quality of life 
during their cancer treatment,” Ladenson said.

Thyroid cancer is first treated by surgical removal 
of the gland in the neck, often followed by radioactive 
iodine treatment to remove any remaining thyroid 
tissue.

Once the thyroid is diseased or removed, it no 
longer produces the hormones T4 (thyroxine) and T3 
(triiodothyronine), which help regulate heart rate, blood 
pressure, body temperature and weight. Therefore, it is 
essential to add back the thyroid hormone L-thyroxine 
to keep the body functioning normally. 

Paradoxically, for radioiodine treatment to be 
effective, thyroid hormone treatments previously had 
to be suspended, according to Ladenson. Suspending 
hormone treatments stimulates the pituitary gland to 
produce thyroid-stimulating hormone (TSH). TSH 
stimulates any remaining thyroid tissue to concentrate 
the radioiodine, which can then eliminate remaining 
thyroid tissue. Once inside the cell, radioiodine emits 
beta particles that damage the DNA in thyroid cells 
without affecting surrounding tissues, according to 
Ladenson.

TSH made by the pituitary gland and rhTSH 
produce equivalent biological actions, according 
to Ladenson, and there are only slight structural 
differences.

“This multi-institutional study proved that rhTSH 
is just as effective as the TSH produced by the body in 
destroying these remaining thyroid cells,” Ladenson 
says.

This randomized, controlled, study involved 60 
patients from four centers in Europe and five in North 
America. Within 14 days after surgical removal of the 
thyroid, 32 patients were randomized to a group that 
received their thyroid hormone treatment, L-thyroxine, 
without interruption and rhTSH for four to six weeks 
prior to radioiodine treatment. Twenty-eight were 
randomized to a group that did not receive L-thyroxine 

or rhTSH and were then treated after hypothyroidism 
prompted their own pituitary glands to make TSH. 

Quality of life was tested during this period and 
symptoms were assessed using the Billewicz scale, 
an observer-rated evaluation of 14 symptoms and 
signs exhibited by patients who have a lack of thyroid 
hormone in their system. Patients then underwent 
radioiodine treatment. Before radioiodine treatment, 
Billewicz scores revealed both groups to be comparable, 
with mild and transient symptoms reported by only 
eight patients in each group. As they were prepared for 
radioiodine treatment, the group denied thyroid hormone 
therapy had significantly higher total symptom scores 
at weeks two and four. 

Eight months after radioiodine therapy, tests 
showed that remaining thyroid cells had been successfully 
destroyed in all patients in both groups, according to the 
study. 

Partial Responses To Zactima
In Thyroid Cancer Trial

A new therapy for a rare form of thyroid cancer 
appears to demonstrate encouraging preliminary results, 
according to a presentation at the AACR-NCI-EORTC 
International Conference on Molecular Targets and 
Cancer Therapeutics.

The phase II study is an ongoing, single-arm 
investigation of Zactima in patients with hereditary 
medullary thyroid cancer. The first 11 patients in this 
study received once daily treatment with Zactima 300mg 
for at least three months, and were assessed for tumor 
response.

Of the 11 patients, initial results show two 
experienced a partial response, where their measurable 
tumor shrank by 30% or more, and nine patients 
experienced stable disease. Side effects seen with 
Zactima in this study included rash, nausea, diarrhea, 
hypertension and asymptomatic QT prolongation.

The data collected also measured levels of 
calcitonin and carcinoembryonic antigen, which are 
considered to be markers in patients with medullary 
thyroid cancer. Calcitonin and carcinoembryonic antigen 
levels were reduced by an average of 72% and 25% 
respectively, following treatment with Zactima.  

“These preliminary data with Zactima are 
encouraging for patients with hereditary medullary 
thyroid cancer,” said lead trial investigator Samuel 
Wells, professor of surgery at Duke University Medical 
Center.

Zactima is being studied as a multitargeted 
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sunitinib to patients with GIST that have continued 
to progress despite treatment with imatinib can shrink 
tumors, slow cancer growth, and prolong lives for 
these patients. GIST is an uncommon form of cancer 
that occurs in the abdominal organs. Although Gleevec 
(imatinib) is highly effective in the initial treatment of 
GIST, more than half of patients develop resistance to 
this standard therapy after about two years. Sunitinib, a 
capsule that is taken orally once a day, inhibits several 
kinase enzymes in cancer cells. 

“Sunitinib is the first molecularly-targeted therapy 
proven to work against a cancer after another targeted 
therapy has failed, and this study is highly significant 
because of the benefits of tumor control and improved 
survival seen for patients on this drug,” said lead author 
George Demetri, director of the Center for Sarcoma and 
Bone Oncology at Dana-Farber Cancer Institute and 
associate professor of medicine at Harvard Medical 
School. 

In the study, researchers compared overall survival 
and the time it took for a patient’s cancer to grow (time 
to progression) between two groups of imatinib-resistant 
GIST patients: 207 patients received sunitinib and 105 
patients received a placebo. In this trial, patients received 
a placebo since there is no standard therapy known to 
be effective once imatinib fails in this disease.

Time to progression was more than four times 

FDA Approvals:
Sutent Approved For GIST
And Renal Cell Carcinoma
(Continued from page 1)

longer in the sunitinib group (27.3 weeks) compared with 
the placebo group (6.4 weeks). Sunitinib significantly 
reduced the risk of death by more than 50% compared 
with the control group. The benefits of sunitinib were 
demonstrated regardless of the dose or treatment 
duration of imatinib that patients had previously 
received. The study results were significantly different, 
even at the first interim analysis, that the independent 
data monitoring committee recommended that patients 
initially randomized to the control group be allowed to 
switch over to take sunitinib.

Sunitinib was also generally well tolerated, with 
side effects such as mild to moderate fatigue, diarrhea, 
nausea, mouth sores, and skin discoloration, which 
rarely interfered with the ability of patients to continue 
taking the drug.

*   *   *
Bayer Pharmaceuticals Corp. of West Haven, 

Conn., and Onyx Pharmaceuticals Inc. of Emeryville, 
Calif., said FDA has approved Nexavar (sorafenib) 
tablets for advanced renal cell carcinoma.

Nexavar, which has been shown to double 
progression-free survival in advanced RCC, is the 
first FDA-approved treatment for advanced renal cell 
carcinoma in more than a decade, the companies said. 

The approval was based on phase III data from 
the largest randomized, placebo-controlled trial ever 
conducted for the disease, the companies said. In the 
study, the product doubled progression-free survival 
when compared to placebo. PFS was doubled to a median 
value of six months in patients receiving Nexavar as 
compared to three months for those receiving placebo (p-
value < 0.000001).  All subgroups examined, including 
those who had not received conventional treatment with 
biologics, such as interleukin-2 or interferon-alpha, 
appeared to benefit as well, the companies said.

At the time of a planned interim survival analysis, 
based on 220 deaths, overall survival was longer for 
Nexavar than placebo with a hazard ratio—Nexavar 
over  placebo–of 0.72, the companies said. The analysis 
did not meet the prespecified criteria for statistical 
significance.  

The most common reported treatment-emergent 
adverse events of any severity were diarrhea, rash/
desquamation, fatigue, hand-foot skin reaction, alopecia, 
nausea, pruritus, hypertension, vomiting, and anorexia, 
the companies said. Grade 3 and 4 treatment-emergent 
adverse events were reported in 31 percent (vs. 22 
percent for placebo-treated patients) and 7 percent (vs. 6 
percent for placebo-treated patients) of Nexavar treated 
patients, respectively.

compound, directed to the inhibition of key cell signaling 
pathways involved in tumor growth and spread. Tumor 
cells are targeted through inhibition of epidermal growth 
factor receptor and RET tyrosine kinases, while tumor 
blood supply is targeted through inhibition of vascular 
endothelial growth factor receptor tyrosine kinase. RET 
tyrosine kinase activity is an important growth driver in 
certain thyroid tumors.

FDA has granted Zactima orphan-drug designation 
for the treatment of patients with follicular, medullary, 
anaplastic, and locally advanced and metastatic papillary 
thyroid cancer. 

AstraZeneca is enrolling patients in a Zactima 
study in locally advanced or metastatic hereditary 
medullary thyroid cancer at Duke University. The 
company also said it will begin recruitment into phase 
III studies evaluating Zactima in advanced non-small-
cell lung cancer.
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of patients treated with the regimen including EMEND 
in Cycle 1 reported a complete response (defined 
as no vomiting and no use of other therapies for 
nausea or vomiting) in the five days after initiation of 
chemotherapy compared to a standard regimen (51% 
vs. 42%, p=0.015).

*   *   *
Novartis of East Hanover, NJ, said it has been 

given U.S. regulatory approval of Femara (letrozole) in 
a new indication for use after surgery in postmenopausal 
women with hormone-sensitive early breast cancer.

The approval was based on results of the Breast 
International Group, BIG 1-98, a randomized, double-
blind study, which compared the effectiveness and 
tolerability of the agent versus tamoxifen when used as 
initial therapy after surgery, the company said.

Femara reduced the risk of breast cancer returning 
by an additional 21 percent over the reduction offered 
by tamoxifen. Treatment with the agent demonstrated a 
27 percent reduction in the risk of metastasis.

The drug demonstrated its greatest benefit in two 
groups at increased risk of recurrence, the company 
said. Risk was reduced by 29 percent in women whose 
breast cancer had already spread to the lymph nodes at 
the time of diagnosis and by 30 percent in women who 
had undergone chemotherapy. The data also showed that 
in these high-risk subgroups, the agent reduced the risk 
of metastasis by 33 percent and 31 percent, respectively, 
the company said. 

In another development, women with hormone-
sensitive early breast cancer who switched to Femara  
from placebo experienced significant improvements 
in overall survival, disease-free survival and distant 
metastases, according to data presented at the annual 
San Antonio Breast Cancer Symposium late last year.

The analysis represents the first time that an 
aromatase inhibitor has demonstrated a benefit in 
starting therapy up to five years after the end of a patient 
taking tamoxifen, another medicine used in the treatment 
of hormone-related breast cancers.

In the new analysis of the MA-17 trial, 
postmenopausal women who switched from placebo 
to Femara experienced a 69 percent reduction in  
recurrence. There also was a 72 percent reduction in 
the risk of metastasis. A 47 percent reduction in the 
risk of dying from the disease was also observed. These 
observations must be confirmed by additional analysis 
and longer-term follow-up.

“These data provide the first clinical evidence 
that women can benefit from Femara even years after 
the completion of tamoxifen therapy. The findings 

*   *   *
Celgene Corp. of Summit, N.J., said FDA has 

approved Revlimid (lenalidomide) for transfusion-
dependent anemia due to low or intermediate1 risk 
myelodysplastic syndromes associated with a deletion 
5q cytogenetic abnormality with or without additional 
cytogenetic abnormalities.  

“The clinical data from a phase II trial of 148 
patients demonstrated that Revlimid can reduce or even 
eliminate the need for transfusions in many patients with 
del 5q MDS,” said Alan List, lead investigator, professor 
of oncology and medicine, and chief, Division of 
Hematologic Malignancies Hematologic Malignancies 
at H. Lee Moffitt Cancer Center.  

The safety profile for the agent has shown that 
neutropenia and/or thrombocytopenia were the most 
common adverse event and that a dose adjustment may 
be required, the company said. Other observed and 
common AE’s include diarrhea, pruritis, rash, fatigue, 
constipation, nausea, nasopharyngitis, arthralgia, 
pyrexia, back pain, peripheral edema, cough, dizziness, 
headache, muscle cramp, dyspnea, and pharyngitis.

Revlimid will be available through a Revlimid 
Education and Prescribing Safety Program, called 
RevAssist via contracted pharmacies.

*   *   *
Merck & Co. Inc. said FDA approved Emend 

(aprepitant) for use with other antiemetic medicines for 
the prevention of nausea and vomiting associated with 
initial and repeat courses of moderately emetogenic 
chemotherapy.

Emend, in combination with other antiemetics, 
is also approved for the prevention of nausea and 
vomiting caused by initial and repeat courses of highly 
emetogenic chemotherapy treatments, which are highly 
likely to cause nausea and vomiting, including high 
dose cisplatin. 

The approval is based on the findings of a study 
published in April 2005 in the Journal of Clinical 
Oncology that enrolled 866 breast cancer patients, 
of whom  99.5 percent were women. The study 
compared a regimen including Emend in combination 
with ondansetron, a 5-HT3 receptor antagonist, and 
dexamethasone, a corticosteroid, on day 1 followed 
by EMEND on day 2 and 3, and a standard regimen, 
ondansetron and dexamethasone on day 1 followed by 
ondansetron on day 2 and 3. 

Results from this study of breast cancer patients 
who received moderately emetogenic chemotherapy 
treatments, which are likely to cause nausea and 
vomiting, showed that a significantly higher proportion 
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and Radiation in Esophageal Cancer. Cancer and 
Leukemia Group B, protocol CALGB-80302, Ilson, 
David, phone 212-639-8306.

Phase II Evaluation of ABI-007 In the Treatment 
of Persistent or Recurrent Carcinoma of the Cervix. 
Gynecologic Oncology Group, protocol GOG-0127V, 
Alberts, David, phone 520-626-7685. 

Phase II Trial of PS-341 Followed by the Addition 
of Gemcitabine at Progression in Recurrent or Metastatic 
Nasopharyngeal Carcinoma. Southwest Oncology 
Group, protocol S0506, Ou, Sai-Hong, phone 714-
456-8104.

Phase II Study of PXD101 in Relapsed and 
Refractory Aggressive B-Cell Lymphomas. Southwest 
Oncology Group, protocol S0520, Bernstein, Steven, 
phone 585-275-3504.

Phase III 
Placebo-Controlled Phase III Study of Intravenous 

Calcium/Magnesium as Prophylaxis of Oxaliplatin-
Induced Sensory Neurotoxicity. North Central Cancer 
Treatment Group, protocol N04C7, Grothey, Axel, 
phone 507-284-2511.

Phase III Trial Comparing Conventional Adjuvant 
Temozolomide with Dose-Intensive Temozolomide in 
Patients with Newly Diagnosed Glioblastoma. Radiation 
Therapy Oncology Group, protocol RTOG-0525, 
Gilbert, Mark, phone 713-792-4008.

Phase III Trial of Standard Fractionation Radiation 
and Concurrent Single Agent Cisplatin, with and without 
Docetaxel, Cisplatin, and 5- Fluorouracil Induction 
Chemotherapy, in Patients Advanced Oropharyngeal 
Squamous Cell Cancer. Southwest Oncology Group, 
protocol S0427, Adelstein, David, phone 216-444-
9310.

Other  
Evaluation of EGFR and K-RAS Mutations in 

Patients With Stage III NSCLC treated on CALGB-
30106. Cancer and Leukemia Group B, protocol 
CALGB-150508, Janne, Pasi, phone 617-632-6076.

Additional Circulating Markers of Angiogenesis 
and Disease in Mesothelioma Patients Treated on 
CALGB-30107. Cancer and Leukemia Group B, 
protocol CALGB-150509, Kratzke, Robert, phone 
612-725-2000.

Quantitive Protein and Gene Expression 
Biomarkers of Tamoxifen and Letrozole Recurrence 
in the NCIC MA.17 Cohort. Massachusetts General 
Hospital, protocol MA.17ICSC, Goss, Paul, phone 
617-724-3118.

NCI-Approved Clinical 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 Study of UCN-01 in Combination with 

Perifosine in Patients with Relapsed and Refractory 
Acute Leukemias. University of Maryland Greenebaum 
Cancer Center, protocol 7311, Gojo, Ivana, phone 410-
328-2594. 

Phase II
Phase II Study of Suberoylanilide Hydroxamic 

Acid in Acute Myeloid Leukemia. Mayo Clinic 
Rochester, protocol 6882, Gore, Steven, phone 410-
955-8781.

Pilot Study to Evaluate the Effects of AZD2171 in 
Previously Untreated Locally Advanced Breast Cancer. 
National Naval Medical Center, protocol 7088, Swain, 
Sandra, phone 301-451-6882.

Phase II Study of AZD2171 in Patients with 
Malignant Mesothelioma. University of Chicago, 
protocol 7103, Kindler, Hedy, phone 773-702-0360.

Phase II Evaluation of LMB-2 in Metastatic 
Melanoma. NCI Surgery Branch, protocol 7542, 
Rosenberg, Steven, phone 301-496-4164.

Phase II Trial of Combined Modality Therapy plus 
Cetuximab In HIV-Associated Anal Carcinoma. AIDS-
Associated Malignancies Clinical Trials Consortium, 
protocol AMC-045, Sparano, Joseph, phone 718-904-
2555.

Randomized Phase II Trial of Maintenance 
vs Consolidation Bortezomi Therapy Following 
Aggressive Chemo-Immunotherapy and Autologous 
Stem Cell Transplant for Previously Untreated Mantle 
Cell Lymphoma. Cancer and Leukemia Group B, 
protocol CALGB-50403, Kaplan, Lawrence, phone 
415-353-2661.

Phase II Trial of Preoperative Irinotecan, Cisplatin, 

may have a substantial impact on the overall treatment 
outcomes for postmenopausal women with early 
breast cancer,” said Paul Goss, director, Breast Cancer 
Research, Massachusetts General Hospital and the lead 
investigator of the MA-17 trial.

*   *   *
Xoft Inc. of Fremont, Calif., said it has received 

clearance from FDA for the Axxent Electronic 
Brachytherapy System for breast cancer. 
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Advertisement

A Notch-Signaling Pathway Inhibitor in Patients with T-cell Acute Lymphoblastic
Leukemia/Lymphoma (T-ALL)

An investigational study for children, adolescents and adults with relapsed and refractory T-cell acute 
lymphoblastic leukemia/lymphoma is now accruing patients at various centers around the country.

This study’s goal is to evaluate the safety and tolerability of a Notch inhibitor as a rational molecular
therapeutic target in T-ALL, potentially uncovering a novel treatment for these cancer patients. 

Eligibility criteria and treatment schema for the study include:

Notch-Signaling Pathway Inhibitor in Patients with T-ALL

Eligibility Criteria Patient must be = 12 months with a diagnosis of T-cell acute lymphoblastic
leukemia/lymphoma AND must also have: 

� Relapsed T-ALL
� T-ALL refractory to standard therapy 
� Not be a candidate for myelosuppressive chemotherapy due to age or comorbid 

disease
ECOG performance status =2 for patients >16 years of age OR Lanksy performance level 
>50 for patients 12 months to =16 years of age
Fully recovered from any chemotherapy and >2 weeks from radiotherapy, immunotherapy, 
or systemic steroid therapy with the exception of hydroxyurea or intrathecal therapy 
Patient must be >2 months following bone marrow or peripheral blood stem cell 
transplantation
No treatment with any investigational therapy during the preceding 30 days
No active or uncontrolled infection 
Patients must have adequate renal and hepatic function

Treatment Plan Open label and non-randomized, this study is conducted in two parts. Part I is an accelerated 
dose escalation to determine the maximum tolerated dose (MTD), and Part II is a cohort 
expansion at or below the MTD.  MK-0752 will be administered orally.  Plasma 
concentrations will be measured at defined time intervals.

For information regarding centers currently open for enrollment, please contact 1-888-577-8839.


