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Breast Cancer:
Surgery Improves Survival For Women
With Metastatic Breast Cancer At Diagnosis

NCI Cooperative Groups Begin Trial
Of Individualized Rx For Breast Cancer

A study of 5,000 patient records over the past 35 years shows that women 
with metastatic breast cancer at initial diagnosis were 40 percent less likely to 
die from the disease if they underwent surgery for the primary tumor. 

Currently, an initial diagnosis of metastatic breast cancer is considered 
incurable and patients typically receive palliative care. 

The analysis, published online May 15 in the Journal of Clinical 
Oncology, suggests the need to re-evaluate the current standard of care for 
women who are initially diagnosed with metastatic breast cancer.

“Our study strongly suggests that surgery of the primary tumor could 
provide an important survival gain for women with metastatic breast cancer at 
initial diagnosis,” said Elisabetta Rapiti, of the Geneva Cancer Registry at the 
University of Geneva and lead author of the study. “Based on these findings, 
we believe that it is time to take a hard look at the current standard of care for 
breast cancer patients initially diagnosed with metastatic disease.”

Using the Geneva Cancer Registry, a database that provides detailed 
information on all cancer cases reported in Geneva, Switzerland, researchers 
performed a retrospective analysis of nearly 5,000 cases of invasive breast 
cancer diagnosed since 1970. Of these women, 300 were diagnosed with 
metastatic disease and were still alive at initial diagnosis (17 women were 
diagnosed after death).  More than half of the women (58 percent) received 
no surgery for the primary tumor; the remaining 42 percent underwent either 
mastectomy or tumor removal.

Researchers found that women who underwent surgery and had negative 
surgical margins (where a biopsy of the tissue surrounding the excised tumor 
showed no signs of cancer) were 40 percent more likely to be alive five years 
after diagnosis than women who did not undergo surgery.  The five-year 

NCI and the Eastern Cooperative Oncology Group began the Trial 
Assigning Individualized Options for Treatment, or TAILORx, to examine 
whether genes that are frequently associated with risk of recurrence for 
women with early-stage breast cancer can be used to assign patients to the 
most appropriate and effective treatment. 

All of the NCI-sponsored clinical trials cooperative groups that perform 
breast cancer research studies have collaborated in the trial’s development and 
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are participating in this study. ECOG is coordinating the 
trial, which opened on May 23.

“This trial is important because it is one of the 
first to examine a methodology for personalizing cancer 
treatment,” said NIH Director Elias Zerhouni.

The majority of women with early-stage breast 
cancer are advised to receive chemotherapy in addition 
to radiation and hormonal therapy, yet research has not 
demonstrated that chemotherapy benefits all of them 
equally. TAILORx seeks to incorporate a molecular 
profiling test (a technique that examines many genes 
simultaneously) into clinical decision making, and thus 
spare women unnecessary treatment if chemotherapy is 
not likely to be of substantial benefit to them. 

The study will enroll over 10,000 women at 900 
sites in the U.S. and Canada. Women recently diagnosed 
with estrogen receptor and/or progesterone receptor 
positive, Her2/neu negative breast cancer, which has 
not yet spread to the lymph nodes, are eligible for the 
study. Overexpression of the Her2/neu gene carries 
poorer prognosis for patients.

TAILORx will determine the most effective 
current approach to cancer treatment, with the fewest 
side effects, for women with early-stage breast cancer 
by using Oncotype DX, a validated diagnostic test 
developed by Genomic Health Inc., Redwood City, 

Calif., in collaboration with the National Surgical 
Adjuvant Breast and Bowel Project.

TAILORx is the first trial to be launched as part 
of a new NCI program, the Program for the Assessment 
of Clinical Cancer Tests (PACCT), which seeks to 
individualize cancer treatment by using, evaluating and 
improving the latest diagnostic tests.

Research appearing online earlier this month in the 
Journal of Clinical Oncology provides strong evidence 
for the value of using Oncotype DX to help women with 
this form of breast cancer determine whether they will 
benefit by adding chemotherapy to hormonal therapy, 
according to NIH officials. This study, as well as several 
other similar studies in recent years, provided the basis 
for the launch of TAILORx.

Goal To Reduce Unneccessary Chemotherapy
Breast cancer is the most frequently diagnosed 

cancer in women, with an estimated 212,920 new 
cases of invasive breast cancer expected in the U.S. in 
2006. Over one-half of these women will have estrogen 
receptor positive, lymph node negative breast cancer. 
For 80 percent to 85 percent of those women, the current 
standard treatment practice is surgical excision of the 
tumor, followed by radiation and hormonal therapy. 
Chemotherapy is also recommended for most women, 
but the proportion of women who actually benefit 
substantially from chemotherapy is fairly small.

“A large number of these women are receiving 
toxic chemotherapy unnecessarily, and we need a means 
of identifying them,” said Jo Anne Zujeweski, senior 
investigator in the Clinical Investigation Branch of 
NCI’s Cancer Therapy Evaluation Program. “TAILORx 
could help change the way we treat breast cancer 
and improve the quality of patients’ lives, helping to 
better identify women who are likely to benefit from 
chemotherapy from those who are not.”

Oncotype DX measures the levels of expression of 
21 genes (whether they are transcribed into messenger 
RNA) in breast tumors. This assessment can more 
precisely estimate a person’s risk of recurrence than 
standard characteristics, such as tumor size and grade. 
Based on the Oncotype DX gene expression analysis, a 
recurrence score from 0 to 100 is generated; the higher 
the score, the greater a woman’s chance of having a 
recurrence if treated with hormonal therapy alone.

Women will be studied for 10 years, with an 
additional follow-up of up to 20 years after initial 
therapies. Based on their recurrence score, women will 
be assigned to three different treatment groups in the 
TAILORx study:



The Clinical Cancer Letter
Vol. 29 No. 5 n Page 3

Breast Cancer:
Surgery Prolongs Survival
Of Metastatic Breast Cancer
(Continued from page 1)

—Women with a recurrence score higher than 25 
will receive chemotherapy plus hormonal therapy (the 
standard of care)

—Women with a recurrence score lower than 11 
will receive hormonal therapy alone

—Women with a recurrence score of 11 to 25 will 
be randomly assigned to receive adjuvant hormonal 
therapy, with or without chemotherapy. 

TAILORx is designed primarily to evaluate the 
effect of chemotherapy on those with a recurrence score 
of 11 to 25. Women in this last group will comprise 4,390 
women, or about 44 percent of the study population. 
Because the degree of benefit of chemotherapy for 
women with recurrence scores between 11 and 25 is 
uncertain, TAILORx seeks to determine if the Oncotype 
DX test will be helpful in future treatment planning for 
this group.

Hormonal therapies in the trial are assigned 
based on menopausal status and include tamoxifen 
and the aromatase inhibitors anastrozole, letrozole and 
exemestane. Women on the chemotherapy arm of the 
trial will receive one of several standard combination 
chemotherapy regimens considered to be the best 
available standard care today. It will also be possible 
for women participating in TAILORx to participate in 
other NCI-sponsored clinical trials, provided the therapy 
prescribed in the clinical trial is consistent with their 
assigned therapy in TAILORx.

Additional goals of this clinical study are to create 
a tissue and specimen repository for patients enrolled in 
the trial and to collect follow-up information regarding 
the health status of those who participate in the study. 
Tissue collected in this study will be stored for use in 
future studies to learn more about breast cancer and 
to evaluate, and potentially refine, diagnostic tests for 
treatment decisions to an even greater degree than in 
TAILORx.

“With TAILORx, we are taking a big step toward 
personalized medicine. By using cutting- edge diagnostic 
tests, we’ll be able to customize an individual’s cancer 
treatment,” said Joseph Sparano, Montefiore Medical 
Center, Bronx, N.Y., and Eastern Cooperative Oncology 
Group protocol chair.

Women in the study will have a physical exam 
performed by their doctor every three to six months for 
the first five years, then once a year after that for up to 
20 years. An annual mammogram will check for signs 
of recurrence.

For eligibility and registration information 
regarding TAILORx, go to www.ctsu.org and enter 
“TAILORx” in the search box.

survival rate for women who had surgery and negative 
surgical margins was 27 percent, compared to 16 percent 
for women who had surgery and positive margins and 12 
percent for women who did not undergo surgery. 

The most common sites for breast cancer 
metastasis include the bone, the brain, and the liver.  
The improved survival effect in this analysis was 
particularly pronounced among women whose cancer 
had metastasized only to bone at initial diagnosis. 
Among women who had only bone metastases, those 
who underwent surgery and had negative surgical 
margins were 80 percent more likely to be alive five 
years after diagnosis than women who did not have 
surgery.

“There is an urgent need to conduct a multi-center, 
prospective, randomized clinical trial to re-evaluate the 
current treatment paradigm for breast cancer patients 
with metastases at initial diagnosis,” said study co-
author Christine Bouchardy. Rapiti and Bouchardy have 
submitted a protocol to conduct such a study.

Implants Don’t Cause Cancer,
Long-Term Study Finds

The longest follow-up study to date of cancer 
incidence among women with silicone breast implants 
shows having implants does not put women at an 
increased risk for cancer; in fact, breast implants were 
actually shown to be associated with a decreased breast 
cancer risk.

That’s according to research led by Joseph 
McLaughlin, cancer epidemiologist with the Vanderbilt-
Ingram Cancer Center and the International Epidemiology 
Institute, and colleagues at the Karolinska Institute in 
Stockholm, Sweden. Their paper was published in the 
April 19 issue of the Journal of the National Cancer 
Institute.

McLaughlin and colleagues studied 3,486 Swedish 
women who had cosmetic breast implantation for the 
first time from 1965 to 1993 using data collected from 
the Swedish Inpatient Register and Cancer Register, 
among other extensive records collected in Sweden. 
They have the best cancer registries in the world, going 
back almost 50 years, said McLaughlin.

He followed women over an average of more than 
18 years, but some were tracked for up to 40 years. It is 

http://www.ctsu.org
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the longest follow-up of women with breast implants for 
cancer incidence seen in the literature. It includes more 
than 2,200 women who were followed for 15 years or 
more after breast implantation and over 700 women who 
were followed for at least 25 years.

McLaughlin said he was not surprised to find that 
the women with implants had a decreased risk of breast 
cancer. They tend to be thin, have smaller breasts, have 
children at a younger age, and all of these things are 
associated with a decreased risk of breast cancer, he 
said.

Women in the study did show an increased risk for 
lung cancer, but McLaughlin attributes the outcome to 
the number of women with implants who are smokers, 
rather than any effects from the implants. Women in 
Sweden who have breast implants smoke much more 
than the general population.

McLaughlin said the take home message is women 
with breast implants should not be concerned about 
an increased risk for cancer. This is one in a series of 
reassuring study results that shows there is no credible 
evidence to indicate an excess risk of any form of cancer 
due to breast implantation.

The study was funded by the International 
Epidemiology Institute, which received funds from 
the Dow Corning Corporation; however McLaughlin 
said they were not involved in any aspect of the study 
design, data collection or analysis or interpretation of 
the results.

Immune Systems Don't Stop,
Causing Fatigue For Survivors

Breast cancer survivors who suffer from persistent, 
debilitating fatigue years after their diagnosis have 
something in common: their immune systems don’t shut 
down following treatment, according to researchers at 
UCLA’s Jonsson Cancer Center.

This constant immune system activation, which 
researchers discovered by measuring specific proteins 
in blood samples from survivors, may be causing the 
fatigue, UCLA researchers theorize. Their discovery 
may lead to behavioral interventions such as tai chi and 
yoga that will help alleviate persistent fatigue, which 
affects about a third of breast cancer survivors for years 
after they complete treatment.

The study is the first to look at the cellular basis for 
immune activation in fatigued breast cancer survivors, 
said Michael Irwin, a researcher at UCLA’s Jonsson 
Cancer Center and the study’s lead author. The research 
appeared in the May 1 issue of Clinical Cancer Research, 

the peer-reviewed journal of the American Association 
of Cancer Research.

“Without knowing why this fatigue happens at 
the cellular level, we can’t develop efficient therapies 
to treat it,” said Irwin, who also serves as director of 
the Cousins Center for Psychoneuroimmunology at the 
Semel Institute for Neuroscience and Human Behavior 
at UCLA. “Right now, we have no treatment for cancer-
related fatigue and we need something that will allow 
patients to return to their prior level of functioning.”

A small study at UCLA had previously demonstrated 
abnormalities in immune activation in breast cancer 
survivors. If researchers could determine the biological 
factors underlying this activation, and therefore fatigue, 
they could uncover a biomarker for the condition that 
could help them predict which patients would suffer 
from fatigue and which would not, Irwin said.

Irwin and his colleagues took blood samples 
from breast cancer survivors one to five years out 
from diagnosis and placed them into two groups, those 
who suffered from persistent fatigue and those who 
did not. The researchers measured the levels of a pro-
inflammatory cytokine protein in their blood—levels that 
indicated the immune system was turned on. Irwin said 
the pro-inflammatory protein levels were significantly 
different between the two groups. Those with persistent 
fatigue had 30 percent more of the proteins circulating in 
their blood. Additionally, their immune cells produced 
more cytokines in laboratory analyses than the cells 
from survivors without fatigue, and those cytokines 
were more efficient at producing the pro-inflammatory 
proteins driving the immune response.

“This study proved that there is an aberrant 
immune response in breast cancer survivors with 
persistent fatigue,” Irwin said. “With this information, 
we may now be able to identify those patients at greatest 
risk for persistent fatigue and implement interventions 
early on that will lessen the severity and duration of 
the fatigue.”

The immune systems of women undergoing 
treatment for breast cancer are activated at high levels to 
help them fight disease and help the body recover from 
the side effects of chemotherapy and radiation. Some 
data suggest that survivors who develop fatigue might 
have immune system changes before the cancer and the 
treatments may be exacerbating that. Further studies are 
needed to understand how this immune activation occurs 
and what clinical factors predispose to it, Irwin said

“We know from studies that animals with immune 
activation and cytokines circulating in their blood don’t 
move around a lot, they don’t eat, they don’t engage in 
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sexual activity,” Irwin said. “From our study, we believe 
that the severity of fatigue in breast cancer survivors is 
not related to the type of treatment they received or its 
duration, but rather that the fatigue is driven by constant 
immune activation. Their immune systems simply don’t 
shut down after treatment.”

Irwin and his team studied 32 breast cancer 
survivors with persistent fatigue and compared their 
blood samples to 18 survivors who did not suffer from 
fatigue. The pro-inflammatory proteins in the blood of 
fatigued cancer survivors could be used as a biomarker 
to classify those women who may suffer from fatigue 
after treatment. In those who appear to be predisposed 
to fatigue—the women whose immune systems have not 
shut off as they should—it may be possible in the future 
to provide interventions that might eliminate or, at the 
least, alleviate the severity and duration of the fatigue.

While there are drugs such as statins that can be 
used to dampen immune response, future studies by 
Irwin and his team will focus on behavioral interventions 
such as tai chi and yoga. Exercise and meditation, 
Irwin said, have been shown to decrease levels of pro-
inflammatory cytokine expression in the blood.

Colorectal Cancer:
Chemo Can Harm Liver,
Affect Surgical Outcomes

Patients and their physicians should be careful 
when selecting a chemotherapy drug to treat colorectal 
cancer that has spread to the liver, say researchers at the 
University of Texas M. D. Anderson Cancer Center.

While surgery to remove liver metastases also 
has proven beneficial, both of the most commonly used 
chemotherapy drugs to treat these tumors can seriously 
injure the liver, the researchers report in the May 1 
issue of the Journal of Clinical Oncology. Furthermore, 
the damage caused to the liver by these preoperative 
chemotherapy regimens can adversely affects long-term 
surgical outcomes.

Use of chemotherapy before surgery offers several 
important benefits, including reducing the size of tumors 
such that they are more easily removed and, potentially 
doubling the survival rate.

Results of their 13-year study of 406 patients, 
treated either at M. D. Anderson or at a hospital in 
Torino, Italy, found that one drug, irinotecan, produced 
steatohepatitis (an inflamed “fatty” liver) in 20 percent 
of patients who used it, and three of those patients later 
died.

Most of these complications were seen in patients 

who were overweight or who already had a fatty liver, 
a condition known as steatosis, said lead author Jean-
Nicolas Vauthey, professor in the Department of Surgical 
Oncology at M. D. Anderson.

“Most patients who use preoperative chemotherapy 
when their colorectal cancer spreads to the liver do just 
fine,” Vauthey said. “But this study shows us that we 
need to screen patients in advance and use the drug that 
is right for them.”

The other most commonly used chemotherapy 
drug, oxaliplatin, produced sinusoidal dilation (swelling 
and leaking of blood vessels in the liver) in almost 19 
percent of patients who used it, but no deaths were 
associated with this condition.

“Although such serious complications are 
comparatively rare, our finding that the choice of 
chemotherapy matters in outcome will become 
increasingly important as this surgery becomes more 
widespread,” Vauthey said.

The study is the first to analyze the association 
between chemotherapy use before surgery, changes 
in the function of the liver and postoperative outcome 
in patients with liver metastases. It is also the first to 
monitor patient progress for 90 days post surgery.  Most 
surgery outcome studies follow patients for only 30 
days, “which is not long enough for these complications 
to develop,” Vauthey said.

Of the 406 patients enrolled in the study, 248 
were treated with preoperative chemotherapy and 
158 were not. For the entire group, the perioperative 
complication rate was about 21 percent, and injury to 
the liver occurred in almost 23 percent. Steatosis was 
identified in almost nine percent as was high-grade 
sinusoidal dilation, and steatohepatitis occurred in about 
eight percent of patients. The investigators further found 
that while no specific chemotherapy regimen was linked 
to development of steatosis, oxaliplatin was associated 
with sinusoidal injury and irinotecan was connected to 
steatohepatitis when compared to patients who did not 
receive chemotherapy.

In all, 11 patients died within 90 days of surgery, 
and six of those deaths occurred in the 92 patients 
who had hepatic injuries. Five of those patients had 
steatohepatitis, and one had steatosis. Of the five patients 
who developed steatohepatitis, three had been treated 
with irinotecan.

Although steatohepatitis is typically a benign 
condition, “its presence in patients undergoing 
chemotherapy treatment may result in failure to 
regenerate new liver tissue, which can lead to liver 
disease and failure,” Vauthey said.
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ASCO Releases Guideline
On Use Of Growth Factors

The American Society of Clinical Oncology has 
developed an updated guideline on the use of white 
blood cell growth factors (CFS) to prevent febrile 
neutropenia, a potentially dangerous side effect from 
cancer treatment. 

The new guideline will be published in the July 1 
issue of the Journal of Clinical Oncology.

The 2006 Update Committee agreed unanimously 
that reduction in febrile neutropenia was an important 
outcome that justified use of CSFs when the risk of 
febrile neutropenia was 20% or higher and no other 
equally effective chemotherapy regimen with a risk of 
febrile neutropenia lower than 20% was available. The 
previous guideline had recommended CSF use when the 

Researchers further noted that irinotecan was 
associated with an increased risk of steatohepatitis 
whether or not a patient was overweight, but that the 
effect was more pronounced in patients with a higher 
body mass index.

Given these findings, researchers recommend 
patients be screened for BMI and for preexisting 
steatosis, which chemotherapy can morph into 
steatohepatitis. Patients in these categories should avoid 
irinotecan, Vauthey said. 

While both oxaliplatin and irinotecan are equally 
effective when combined with fluorouracil, as are other 
chemotherapy regimens, “this study shows us that we 
need to screen patients in advance and use the drug that 
is right for them, Vauthey said.

Supportive Care:
FEBT, For Pain Control, Shows
Positive Results In Phase III

Results of a phase III clinical trial demonstrate 
positive results with a fentanyl effervescent buccal tablet 
(FEBT, Cephalon Inc.) in all measures of pain control 
assessed in a chronic cancer pain population.

The data were reported in a platform presentation at 
the annual meeting of the American Pain Society earlier 
this month. FEBT utilizes a new delivery technology 
designed to produce a more rapid and efficient absorption 
of medicine. The medication is designed to help patients 
with a common, yet undertreated, component of chronic 
pain called breakthrough pain, which is characterized 
by its fast onset.  

“Helping patients get better control of their pain 
requires that clinicians adequately address breakthrough 
pain,” said Donald Taylor, of Comprehensive Pain 
Care PC in Marietta, Ga., a study investigator. “For 
breakthrough pain, you need a medication that comes 
closer to matching the rapid onset of the pain episodes 
and has a relatively short duration of action. Based on 
the results of the phase III clinical trials, FEBT appears 
to have that profile.” 

The fentanyl tablet is placed between the upper 
cheek and the gum, where an effervescent reaction helps 
the active ingredient, fentanyl, dissolve and enhances 
the rate and extent of absorption. If approved by FDA, 
FEBT would be the first oral buccal tablet developed 
specifically for the treatment of breakthrough pain in 
cancer patients.  

The double-blind, placebo-controlled, randomized 
trial evaluated FEBT in chronic pain patients with 
cancer-related breakthrough pain. Thirty U.S. sites 

enrolled 123 patients with cancer who were already 
receiving various around-the-clock opioid medications 
for persistent pain, and had one to four episodes of 
breakthrough pain a day that were controlled with a 
short-acting oral opioid. After the initial dose titration 
phase, 72 patients completed a double-blind phase 
in which they were randomly assigned to one of 18 
predefined dosing regimens that would expose each 
individual patient to both FEBT and placebo during 
the course of the study. Patients had the option to use 
their prior supplemental opioid for any breakthrough 
pain episode that did not respond within 30 minutes of 
FEBT or placebo administration.  

FEBT produced clinically significant decreases in 
pain intensity after administration—analgesic effect was 
apparent at the first time point measured, 15 minutes 
after administration, and was sustained throughout the 
one-hour assessment. 

There was significantly more pain relief reported 
with FEBT than placebo. Mean global medication 
performance ratings—a measure of patient satisfaction—
were higher for FEBT compared to placebo at all points 
of evaluation.  

Study patients were twice as likely to require 
supplemental opioid medications for episodes of 
breakthrough pain when using the placebo dose than 
after receiving FEBT.

Adverse events associated with FEBT in the 
clinical trial were typical of those seen with opioids and 
in cancer populations being treated with chemotherapy, 
including nausea (22%), dizziness (22%), and headache 
(15%). Two patients withdrew from the study because 
of adverse events at the site of tablet placement.
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FDA Approvals:
FDA Approves Medication
For Smoking Cessation

The U.S. Food and Drug Administration approved 
Chantix (varenicline tartrate) tablets, to help cigarette 
smokers stop smoking.

The active ingredient in Chantix, varenicline 
tartrate, is a new molecular entity that received a priority 
FDA review because of its significant potential benefit 
to public health. 

Chantix acts at sites in the brain affected by nicotine 
and may help those who wish to give up smoking in two 
ways: by providing some nicotine effects to ease the 
withdrawal symptoms and by blocking the effects of 
nicotine from cigarettes if they resume smoking.

The effectiveness of Chantix in smoking cessation 
was demonstrated in six clinical trials, which included 
a total of 3,659 chronic cigarette smokers who were 

risk of febrile neutropenia was 40% or higher.
The guideline panel recommended a number of 

additional situations in which it is appropriate to use 
CSFs, including:

—Patients who are receiving dose-dense 
chemotherapy (treatment given more frequently, such 
as every two weeks instead of every three weeks).

—Patients who are over age 65 with lymphoma 
being treated with curative chemotherapy.

—Patients with health conditions that place them 
at a higher risk of developing complications from 
neutropenia.

“CSFs are supportive medications, which means 
they are not intended to treat the cancer, but rather 
to prevent patients from developing dangerous side 
effects from cancer treatment,” said Thomas Smith, lead 
author of the guideline and a medical oncologist with 
the Massey Cancer Center at Virginia Commonwealth 
University. Smith noted that most chemotherapy 
programs do not have a 20% risk of febrile neutropenia, 
so will not need CSFs.

The guideline also includes new recommendations 
for the use of CSFs for patients receiving radiation 
treatment and for older patients; and also includes 
updates on recommendations for patients with specific 
diseases, such as acute leukemia and myelodysplastic 
syndromes, and for pediatric patients.

Use of CSFs poses both risks and benefits. 
Treatment with CSFs can lower the risk that a patient 
will be hospitalized because of febrile neutropenia, but 
CSFs also can cause side effects, including bone aches, 
low-grade fever, and malaise.

The guideline also outlined situations in which 
CSFs should not be used routinely, including:

—Patients receiving chemotherapy and radiation 
therapy at the same time.

—Patients with neutropenia and no fever.
—Patients receiving chemotherapy with a risk of 

febrile neutropenia that is less than 20%.
ASCO also released a corresponding patient guide 

available at www.plwc.org.

Imaging:
Medicare Covers All PET Scans
For Cancer In New Program

The Academy of Molecular Imaging said that 
its National Oncologic PET Registry began accepting 
patient entries earlier this month.

NOPR will be managed by the American College 
of Radiology and American College of Radiology 

Imaging Network. The NOPR was formally approved 
by the Centers for Medicare and Medicaid Services and 
the ACR Institutional Review Board.

Until now, Medicare only reimbursed for positron 
emission tomography scans for several common cancers, 
but the opening of the NOPR means that Medicare 
beneficiaries will have PET scans covered for essentially 
all types of cancers including, but not limited to, brain, 
cervical, small cell lung, pancreatic, testicular, and 
ovarian cancers.

More than 600 PET facilities nationwide have 
registered to take part in the NOPR and can be 
reimbursed by CMS for PET indications currently not 
covered for payment. NOPR will collect data to assess  
the impact of PET in the management of cancer.

Obtaining coverage for PET under the NOPR 
requires that the patient’s referring physician complete 
a short questionnaire before and another after the PET 
scan, which the PET facility will submit electronically 
to the NOPR database. This information is sent to 
CMS as a condition for payment. Also, if the patient 
and the referring physician indicate their willingness to 
participate in the research component of the NOPR, the 
data will be used by the NOPR investigators to assess the 
effect of PET on referring physicians’ plans of intended 
patient management across a wide spectrum of cancer 
indications for PET. The NOPR investigators, with data 
analysis support from the ACRIN Biostatistics Center at 
Brown University, will report their findings to CMS.

For further information about the NOPR, see www.
cancerpetregistry.org.

http://www.plwc.org
 www.cancerpetregistry.org
 www.cancerpetregistry.org
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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 Trial of PXD101 in Combination with 

13-cis-Retinoic Acid in Advanced Solid Tumor 
Malignancies. City of Hope National Medical Center, 
protocol 7251, Luu, Thehang, phone 626-256-HOPE.

Phase I Study of the RAF Kinase and Receptor 
Tyrosine Kinase Inhibitor Bay43-9006 (Sorafenib) in 
Children with Refractory Solid Tumors or Refractory 
Leukemias. COG Consortium, protocol ADVL0413, 
Widemann, Brigitte, phone 301-496-7387.

Phase I/II 
Phase I/II Study of the Combination of BAY 

43-9006 (Sorafenib) and CCI-779(Temsirolimus)in 
Patients with Metastatic Melanoma. M D Anderson 
Cancer Center, protocol 7140, Kim, Kevin, phone 713-
792-2921.

Phase I/II Trial of Epothiline Analog BMS-
247550 (Ixabepilone), Mitoxantrone, and Prednisone 
in Hormone Refractory Prostate Cancer Patients 
Previously Treated with Chemotherapy. University of 
California, protocol 7347, Rosenberg, Jonathan, phone 
415-353-9278.

Open-Label Phase I/II Study of Intravenous 
Infusion of Tetra-o-Methyl Nordihydroguaiaretic Acid 

in Subjects With Recurrent High Grade Glioma. New 
Approaches to Brain Tumor Therapy Consortium, 
protocol NABTT-0503, Grossman, Stuart, phone 410-
955-8837.

Phase II
Phase II Trial of Bevacizumab and Erlotinib in 

Patients with Advanced Biliary Tumors. Mayo Clinic 
Rochester, protocol 7024, Holen, Kyle, phone 608-
265-0051.

Multi-Center Phase II Study of the Halichondrin 
B Analog E7389 in Recurrent Epithelial Ovarian, 
Fallopian Tube, or Peritoneal Cancer. Memorial Sloan 
Kettering, protocol 7431, Hensley, Martee, phone 212-
639-6902.

Phase II Study Using a Myeloablative Lymphocyte 
Depleting Regimen of Chemotherapy and Intensive 
Total Body Irradiation Followed by Infusion of Tumor 
Reactive Lymphocytes and Reconstitution with CD34+ 
Stem Cells in Metastatic Melanoma. NCI Surgery 
Branch, protocol 7769, Rosenberg, Steven, phone 301-
496-4164.

Phase II Trial of Cytarabine and Clofarabine 
in Patients with Relapsed or Refractory Acute 
Lymphoblastic Leukemia. Southwest Oncology Group, 
protocol S0530, Advani, Anjali, phone 216-445-9354.

Phase III
Intensive Multi-Agent Therapy, Including Dose-

Compressed Cycles of Ifosfamide/Etoposide and 
Vincristine/Doxorubicin/Cyclophosphamide for Patients 
with High-Risk Rhabdomyosarcoma. Children’s 
Oncology Group, protocol ARST0431, Weigel, Brenda, 
phone 612-626-5501.

Phase III Randomized Study of Hypofractionated 
3D-CRT/IMRT Versus Conventionally Fractionated 
3D-CRT/IMRT in Patients with Favorable-Risk Prostate 
Cancer. Radiation Therapy Oncology Group, protocol 
RTOG-0415, Lee, Robert, phone 336-713-6505.

Phase III Randomized Study of Imatinib, with 
or without Bevacizumab in Patients with Metastatic 
or Unresectable Gastrointestinal Stromal Tumors. 
Southwest Oncology Group, protocol S0502, Blanke, 
Charles, phone 503-494-1556.

Other
Evaluation of Cerebral Spinal Fluid Proteome 

and Angiogenisis Proteins in Children with Newly 
Diagnosed Central Nervous System Disorders. Pediatric 
Brain Tumor Consortium, protocol PBTC-N08, Rood, 
Brian, phone 202-884-2800.

treated with varenicline.  Five of the six studies were 
randomized, controlled clinical trials in which Chantix 
was shown to be superior to placebo in helping people 
quit smoking.  These smokers had previously averaged 
21 cigarettes a day for approximately 25 years.  In two 
of the five placebo-controlled studies, Chantix-treated 
patients were also more successful in giving up smoking 
than patients treated with Zyban (bupropion).

The approved course of Chantix treatment is 12 
weeks. Patients who successfully quit smoking during 
Chantix treatment may continue with an additional 
12 weeks of Chantix treatment to further increase the 
likelihood of long-term smoking cessation.

In clinical trials, the most common adverse effects 
of Chantix were nausea, headache, vomiting, flatulence, 
insomnia, abnormal dreams, and dysgeusia (change in 
taste perception).

Chantix is manufactured and distributed by Pfizer 
Inc., New York, N.Y.
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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.


