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Clinical Trials:
SWOG Study To Test Predictive Value
Of Circulating Tumor Cells In Breast Cancer

Women With Early Breast Cancer Can Wait
Up To 12-Weeks For Chemo, Study Finds

The Southwest Oncology Group began a clinical trial to find out whether 
circulating tumor cells can be used to predict which women with metastatic 
breast cancer are responding well to a particular treatment and which are 
not. 

Identifying those who are not responding to treatment earlier in the 
process will give doctors the chance to switch them to a different chemotherapy 
regimen, which might save treatment time and help the patient avoid toxicities 
of chemotherapies that are not working.

Scientists believe that the number of circulating tumor cells—cancer 
cells found in the blood—may be a good predictor of treatment success or 
failure. Circulating tumor cells were discovered in the 1860s in the blood of 
a patient who died of cancer. However, because they are difficult to find and 
track, the cells were not able to be studied reliably in live patients until the 
recent development of the CellSearch system that made it possible to isolate, 
stain and count them.

The CellSearch system (Veridex) uses propriety technology to mix a 
patient’s blood with magnetic beads containing antibodies that are attracted 
to the circulating tumor cells. The magnetic beads coat the circulating tumor 
cells so that they can be separated from the other blood cells with a magnet. 
The cells are stained with fluorescent dyes for viewing under a fluorescent 
microscope, where they are examined, confirmed as circulating tumor cells 
and counted.

“Cancer researchers are moving toward an individual approach in cancer 

In an analysis of more than 2,500 patient records, Canadian researchers 
have found that it appears to be safe for women with early-stage breast cancer 
to wait up to 12 weeks after surgery to begin chemotherapy. 

However, they also reported for the first time that a delay of more than 
12 weeks can adversely affect outcome, increasing the risk of breast cancer 
recurrence and reducing overall survival by 60%, compared with starting 
treatment within 12 weeks of surgery. The study was published online earlier 
this month in the Journal of Clinical Oncology.

“Our findings can reassure women with early-stage breast cancer that it is 
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okay to take some time before they start chemotherapy to 
gather information, and be actively involved in treatment 
decision-making. These steps have been shown to reduce 
anxiety and depression associated with breast cancer,” 
said lead author Caroline Lohrisch, a medical oncologist 
with the BC Cancer Agency in Vancouver. “However, 
to achieve the full benefit of chemotherapy, patients 
should not delay further, and should ensure that they 
start treatment within three months of surgery.”

The researchers retrospectively reviewed survival 
among 2,594 women receiving chemotherapy (including 
treatment with the drugs doxorubicin, cyclophosphamide, 
epirubicin, methotrexate, and/or 5-fluorouracil) after 
surgery for stage I and II breast cancer between 1989 
and 1998 at the BC Cancer Agency. Five years after 
diagnosis, recurrence and overall survival were similar 
among women starting chemotherapy within 12 weeks 
of surgery, but the risk of recurrence increased and 
survival was significantly reduced among those who 
waited more than 12 weeks.

Among women who started chemotherapy within 
4 weeks of surgery, 84% were alive 5 years after 
diagnosis. Rates were similar among women who began 
chemotherapy 4 to 8 weeks and 8 to 12 weeks after 
surgery, with 85% and 89% alive 5 years after diagnosis, 

respectively. However, 5-year survival dropped to 78% 
among women who did not receive chemotherapy 
until more than 12 weeks following surgery. Similarly, 
recurrence rates were higher among women who began 
chemotherapy after more than 12 weeks, with 31% of 
patients experiencing a return of cancer, compared to 
18 to 26% of women who started treatment earlier.  
Previous studies had not examined these specific time 
intervals, nor had they identified a clear cut-off after 
which survival is reduced.

These findings suggest that delays in treatment 
due to limited resources and/or scheduling pressure in 
some treatment facilities will not reduce the success 
of chemotherapy as long as it is initiated within three 
months of surgery.  However, in facilities where limited 
resources may lead to delays of more than three months, 
strategies to reduce these delays should be considered.

ASCO Updates Guideline
On Follow-Up Management

The American Society of Clinical Oncology updated 
its 1998 clinical practice guideline recommending 
appropriate follow-up and management for breast cancer 
patients after treatment.

The guideline is being published in the Nov. 1 
issue of the Journal of Clinical Oncology.

The updated guideline provides the following 
treatment recommendations for breast cancer patients 
after they undergo primary, curative therapy:

—Physical examinations should be performed 
every three to six months for the first three years after 
diagnosis, every 6-12 months during the fourth and fifth 
years after diagnosis, then annually. 

—Physicians should counsel patients about 
symptoms of recurrence, including new lumps, bone 
pain, chest pain, abdominal pain, shortness of breath, 
or persistent headaches.

—All women should be counseled to perform 
monthly breast self-examination, although breast self-
examination should not replace mammography.

—Women who have undergone breast conserving 
surgery should receive a post-treatment mammogram 
one year after the initial mammogram, and at least six 
months after completion of radiation therapy. Then, 
unless otherwise indicated, a yearly mammographic 
evaluation should be performed.

—Patients should receive regular gynecologic 
follow-up care. Patients who receive tamoxifen should 
report any vaginal bleeding to their physicians.

The guideline update also recommends that a 
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physician experienced in cancer patient surveillance and 
breast examination collect information on patient history 
and perform a physical examination. This follow-up 
care and management can be provided by the primary 
care physician; however, there should be coordination 
of care transfer, including a treatment summary and plan 
for long-term treatment options, including extended 
endocrine therapy.

“Research shows that breast cancer follow-up by a 
primary care physician is safe and leads to similar health 
outcomes as follow-up care performed by a specialist,” 
said James Khatcheressian, lead author of the guideline 
and an assistant professor at Virginia  Commonwealth 
University.  

“In this situation, the panel recommends that if 
a patient  wishes to see their primary care physician 
exclusively, this transfer should take place  approximately 
one year after diagnosis.”

The availability of diagnostic testing for breast 
cancer patients has increased since the 1998 guideline 
was published. 

The 2006 guideline panel did not recommend the 
use of complete blood counts, FDG-PET scan, breast 
MRI, chemistry panels, bone scans, chest radiographs, 
liver ultrasounds, computed tomography scans, or tumor 
markers (carcinoembryonic antigen, cancer antigen 15-
3, and CA 27.29) for routine breast cancer follow-up in 
a patient without symptoms and no specific findings on 
clinical exam. 

The guideline update also recommends that 
patients at high risk for hereditary breast cancer, 
using the following criteria, be referred for genetic 
counseling:

—Patients with Ashkenazi Jewish heritage.
—History of ovarian cancer at any age in the 

patient.
—History of ovarian cancer in a first or a second-

degree relative  (e.g.,  parent, sibling, child, grandparent, 
uncle, aunt, nephew, niece, or half-sibling).

—Any first-degree relative with a history of breast 
cancer diagnosed before the age of 50.

—Two or more first- or second-degree relatives 
diagnosed with breast cancer at any age.

—Patient or relative with diagnosis of bilateral 
breast cancer

—History of breast cancer in a male relative.
“Overall, it is important for breast cancer patients 

and their physicians to be aware of the appropriate follow-
up and management strategies we have recommended 
so that breast cancer recurrences can be diagnosed and 
treated as early as possible,” Khatcheressian said.

Exercisers May Have Higher
Breast Cancer Survival

Women who reported the highest levels of physical 
activity in the year before they were diagnosed with 
breast cancer may have higher survival, according to 
a new study. 

Published in the Oct. 15, issue of CANCER, a 
peer-reviewed journal of the American Cancer Society, 
the study found that obese and overweight women who 
had higher levels of moderate or vigorous recreational 
physical activity within one year before diagnosis tended 
to have better five-year survival patterns compared 
to other groups. Women of ideal body weight did not 
experience survival benefits from exercise; more remote 
histories of physical activity also had no impact on 
survival. 

Identifying factors in cancer patients that predict 
outcome (i.e., prognosis) is important for physicians 
planning patient management and patients understanding 
their disease. In breast cancer, clinical indicators, such 
as tumor size, regional lymph node involvement, and 
estrogen-receptor status, have been shown to influence 
outcome. 

Other lifestyle factors, such as weight, may 
also predict disease course. While these factors are 
statistically associated with outcome to some degree, 
they may not explain all the variation which has lead 
researchers to search for additional prognostic factors, 
such as physical activity.

While exercise has been shown to be a significant 
factor in preventing breast cancer, its role in prognosis 
after diagnosis remains unclear but has also been 
infrequently studied. Page E. Abrahamson, now at the 
Fred Hutchinson Cancer Research Center in Seattle, led 
researchers while at the University of North Carolina, 
Chapel Hill to investigate the relationship between pre-
diagnosis physical activity and survival in 1264 women 
with breast cancer.

The authors report that pre-diagnosis exercise did 
improve disease outcome. Survival modestly increased 
among women with body mass index (BMI) greater 
than 25 who reported highest levels of physical activity 
within one year of diagnosis. There was no benefit for 
women with BMI less than 25. Also, physical activity 
in adolescence or early adulthood had no impact on 
survival.

“Given that obesity is relatively well established 
as a poor prognostic factor in breast cancer, it is hopeful 
that activity may provide an opportunity to improve 
survival in this sub-population,” the authors wrote.



The Clinical Cancer Letter
Page 4 n October 2006

New Screening Tool Helps GP
ID Hereditary BC Risk

A new screening tool for the general practitioner 
effectively identifies patients at risk for hereditary breast 
cancer, according to a new study. 

Published in the Oct. 15, issue of CANCER, 
the study reveals a newly developed, simple scoring 
tool called the “pedigree assessment tool” (PAT) was 
100 percent sensitive in identifying women at high 
risk for the hereditary breast cancer syndrome. The 
PAT outperformed another commonly used tool, the 
modified Gail model, in correctly assessing individual 
patient risk. 

Only two to three percent of breast cancers are 
known to be the result of hereditary syndromes – that 
is, caused by germline mutations. The most commonly 
recognized breast cancer genes are BRCA1 and BRCA2. 
While rare, inheritance of these mutated genes leads to 
an approximately 80 percent lifetime risk of developing 
breast cancer. Current management protocols offer hope 
to these mutation carriers that breast cancer can be either 
prevented or managed effectively through intensive 
early detection programs. Therefore, identification of the 
high risk patients with this hereditary cancer syndrome 
in the general practice is critical for early referral for 
genetic counseling and rigorous screening.

Several quantitative assessments are available to 
physicians to calculate an individual patient’s risk for 
developing breast cancer. One example is the modified 
Gail model. Collecting familial and individual risk data, 
the tool is able to quantifiably assess both five-year and 
lifetime absolute risk of developing invasive breast 
cancer. One of its weaknesses, according to some, is 
that it may substantially underestimate breast cancer 
risk in the subgroup of women with hereditary breast 
cancer syndromes and is not well-suited for identifying 
these women. 

Led by Kent Hoskins, of the OSF Saint Anthony 
Center for Cancer Care in Rockford, IL, researchers 
developed the PAT as a simple, scoring tool to better 
“identify women in a primary care setting with family 
cancer histories suggesting a hereditary breast cancer 
syndrome.” In this study, they tested the PAT against the 
Gail model in a population of 3906 women to identify 
potential BRCA mutation carriers and risk-stratify 
them. 

PAT scoring was effective at identifying the 86 
high risk patients with potential BRCA hereditary 
syndromes. With a PAT score of 8 or greater (i.e., high 
BRCA probability), sensitivity and specificity were 100 

percent and 93 percent, respectively. In contrast, the 
Gail model calculations were no better than 73 percent 
in regards to specificity, and that at the expense of 
sensitivity, which fell to 27 percent. Further comparison 
between the PAT and the Gail tools showed that the PAT 
was more effective at assigning women to the high risk 
BRCA group.

The authors conclude that this study “demonstrated 
that a simple point scoring system (PAT) performs very 
well in identifying women in a screening mammography 
population who would benefit from referral to a cancer 
risk clinic for genetic counseling and consideration of 
DNA testing of appropriate family members.” 

In the context of developing comprehensive breast 
screening tools for the general practice, the authors assert 
that “such a strategy could be effectively employed by 
combining the Gail model with a tool like the PAT.” 

Ovarian Cancer:
Genomic Tests Not Shown
To Decrease Deaths,
Improve Quality Of Life

According to a new evidence report supported by 
a partnership of the Agency for Healthcare Research 
and Quality, the Centers for Disease Control and 
Prevention’s Division of Cancer Prevention and Control, 
and CDC’s National Office of Public Health Genomics, 
many genomic tests currently used to diagnose and guide 
treatment of ovarian cancer have not been shown to 
decrease the number of women who die from the disease 
or improve their quality of life.

The report indicates that physical exams, 
ultrasounds, and other routine screening efforts have 
been unsuccessful in reducing the numbers of women 
affected by and who die from ovarian cancer, compared 
with similar efforts aimed at other causes of cancer 
deaths in women.

Because current strategies have not proven to be 
effective, there is tremendous interest in identifying the 
disease in its earliest stages by looking at genes, gene 
expression levels, proteins, and tumor markers. These 
tests focus on detecting a gene-based tumor marker, 
such as CA-125; or identifying genetic mutations such 
as BRCA1 and BRCA2 that indicate increased risk for 
developing cancer; or identifying genetic changes that 
predict response to therapy in women with ovarian 
cancer.

Researchers performed a comprehensive review of 
the literature and found few studies evaluated genetic 
tests other than CA-125 or BRCA1 and BRCA2 to 
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diagnose ovarian cancer or identify women at risk. 
Among the tests evaluated in the report, the researchers 
found no studies showing that changing treatment based 
on test results reduced deaths or improved quality of life 
in women who were diagnosed with ovarian cancer.

The team stated that research aimed at improving 
treatment options and the discovery of treatment, 
lifestyle, or dietary choices that could prevent ovarian 
cancer would likely offer greater promise for major 
reductions in deaths from the disease.

For more information on the report, visit www.
ahrq.gov/clinic/tp/genovctp.htm. Copies of the report 
are available free of charge by contacting the AHRQ 
Publications Clearinghouse at 800-358-9295.

GI Cancer:
ASCO Updates Guideline
On Use Of Tumor Markers

The American Society of Clinical Oncology 
has updated its clinical practice guideline for the use 
of tumor markers in gastrointestinal cancer and has 
included additional tumor markers that address a broader 
range of cancers.

In developing the updated guideline, an ASCO 
expert committee reviewed the use of tumor markers 
in gastrointestinal cancers and made recommendations 
based on their effectiveness for screening, staging, 
post-surgery surveillance, and monitoring response to 
treatment.

The guideline updated recommendations for 
the use of carcinoembryonic antigen (CEA) in post-
surgery surveillance and in monitoring patient response 
to systemic therapy. CEA is a tumor marker found in 
many types of cells, but its level may be elevated in 
people with colorectal cancer and certain other types 
of cancers. An antigen is a substance that stimulates 
the immune system.

The guidelines recommend that physicians test for 
CEA after surgery, every three months for three years 
after initial treatment of colorectal cancer, if the patient 
is a candidate for surgery or chemotherapy upon disease 
recurrence. In addition, CEA should be used as the tumor 
marker of choice for monitoring systemic therapy in 
patients with metastatic colorectal cancer.

The previous guideline had recommended that 
post-surgery CEA testing could be performed every two 
to three months for two years after diagnosis in patients 
who would be healthy enough to undergo surgery if 
their tumor recurred. The previous guideline did not 
recommend the use of CEA alone for monitoring patient 

response to systemic therapy due to insufficient data. 
“The updated CEA tumor marker recommendations 

really signal the advances we have made in the treatment 
of colorectal cancer,” said Gershon Locker, lead 
author of the guideline and Professor of the Division 
of Hematology/Oncology at Evanston Northwestern 
Healthcare, Northwestern University Feinberg School of 
Medicine. “Better chemotherapy regimens are available 
today, so oncologists are more comfortable using CEA 
as a post-surgery tumor marker because there are a 
greater number of treatment options for the patient 
whose tumor recurs.”

The updated guideline also suggests that CA-19-9 
may be used, in conjunction with other tests, to monitor 
patient response to pancreatic cancer treatment. CA 19-
9 is an antigen that can be found in the adult pancreas, 
salivary ducts, gastric and colonic epithelium, pancreatic 
fluid, gastric fluid, and saliva. The update committee 
suggested that CA 19-9 be measured every one to three 
months as an aid to monitoring treatment response in 
patients with locally advanced or metastatic pancreatic 
cancer

The panel also did not recommend the use of CA 
19-9 as the sole determinant of tumor resectability or 
surgery results.

The guideline also encouraged patients to enroll in 
clinical trials that focus on the use of additional tumor 
markers as a screening or surveillance tool for colorectal 
or pancreatic cancer.

Quality of Care:
Standard Surgical Protocol
Improved Endometrial Staging

Through a prospective quality assessment, 
researchers at Mayo Clinic Cancer Center have shown 
that instituting a standardized protocol for surgical 
management of endometrial cancer results in improved 
surgical staging and increased detection of paraaortic 
nodal disease.

Andrea Mariani presented these findings Oct. 17, 
at the 2006 International Gynecologic Cancer Society 
biennial meeting in Santa Monica, Calif.

Mayo’s gynecologic oncologists, when looking at 
ways to improve quality of care for endometrial cancer 
patients, retrospectively examined more than a decade 
of surgical data, in a population of about 1,100 patients, 
showing that a lymphadenectomy was performed only 
on 65 percent of those patients now considered at risk 
for lymph node invasion. Only 38 percent of these had 
systematic pelvic and paraaortic nodes removed. Of 

www.ahrq.gov/clinic/tp/genovctp.htm
www.ahrq.gov/clinic/tp/genovctp.htm
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FDA Approves Avastin
For Recurrent NSCLC

FDA made the following cancer drug approvals 
this month:

—Avastin (bevacizumab) in combination with 
carboplatin and paclitaxel for the initial systemic 
treatment of patients with unresectable, locally 
advanced, recurrent or metastatic, non-squamous, non-
small cell lung cancer.

This approval was based on an improvement in 
survival time when Avastin was added to a standard 
chemotherapy regimen.

“FDA believes it is crucial for cancer patients 
to have many treatment options available to them in 
their battle against this disease,” said Richard Pazdur, 
director, Office of Oncology Drug Products, Center for 
Drug Evaluation and Research, FDA. “With the approval 
of Avastin, patients with this type of lung cancer will 
not only have access to another treatment option, but 
one that has been shown in clinical trials to increase 
survival time.” 

Clinical Trials:
SWOG Opens Study Testing
Circulating Tumor Cells
(Continued from page 1)
therapy,” said Jeffrey Smerage, who is coordinating 
the intergroup study S0500. “In this study, we plan to 
compare the level of circulating tumor cells in patients 
before they begin chemotherapy for metastatic breast 
cancer to the level three weeks after their chemotherapy 
has begun.”

Previous studies have indicated that patients whose 
circulating tumor cells remain elevated after starting 
therapy have likely been placed on treatment that will not 
work. “We believe that identifying elevated circulating 
tumor cells will help us detect which patients are on 
ineffective therapy,” said Smerage, assistant professor 
of internal medicine at the University of Michigan. 
“The point of this trial is to determine if switching to a 
different, potentially beneficial chemotherapy regimen 
immediately, rather than waiting for clinical evidence 
of progression, will be better for them.”

SWOG and Cancer and Leukemia Group B, which 
also is participating in the trial through the Cancer 
Trials Support Unit, are seeking to enroll 500 women 
with metastatic breast cancer who have not yet received 
chemotherapy for that stage of the disease. 

For further information, contact the SWOG 
protocol department at 210-450-8808.

Lung Cancer:
Lilly Begins Phase III Trial
Of Alimta In Extensive SCLC

Eli Lilly and Co. began a phase III trial evaluating 
Alimta (pemetrexed for injection) in extensive-stage 
small cell lung cancer.

The trial, known as GALES for Global Analysis 
of Pemetrexed in SCLC Extensive Stage, will enroll 
1,820 patients with extensive-stage SCLC. The study’s 
primary objective is to compare the overall survival 
after treatment with pemetrexed plus carboplatin versus 
etoposide plus carboplatin in previously untreated 
patients with extensive-stage SCLC. The principal 
investigator of this study is Nick Thatcher, of Christie 
Hospital NHS Trust in Manchester, United Kingdom. 

“An innovative aspect of this study is that we 
will employ the use of pharmacogenomic analysis to 
assess potential biological characteristics relative to 
a patient’s potential response to chemotherapy,” said 
Richard Gaynor, vice president, cancer research and 
global oncology platform leader for Eli Lilly. 

these, the average numbers of pelvic and paraaortic 
nodes dissected were 19 and 7.1 respectively, with 20 
percent and 9 percent of those documented as positive 
for endometrial cancer.

Using this information, the team developed a 
protocol to assist in surgical decision making. In January 
2004, they instituted a surgical management protocol 
that allowed omission of node removal only for patients 
with specific low-risk features, with all other patients 
automatically receiving a lymphadenectomy.

In this prospective study of 288 patients treated 
from 2004 through 2005 using the new protocol, 
90 percent of patients considered at risk received a 
lymphadenectomy, with 93 percent of these having 
systematic pelvic and paraaortic nodes removed. The 
average number of dissected nodes was 35.9 and 16.1 
respectively, with 19 percent and 13 percent of those 
being positively documented as cancerous.

When node-positive patients only were assessed, 
39 percent of the patients in the retrospective group had 
positive paraaortic nodes compared to 62 percent in the 
prospective group, leading the team to conclude that 
often paraaortic disease had been previously overlooked. 
The researchers concluded that using a standardized 
protocol improved results in terms of better accuracy 
in surgical staging and increased detection of paraaortic 
nodal disease. An analysis is looking at whether the 
protocol improved survival.
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—Rituxan (Rituximab, Genentech and Biogen 
Idec) for patients with CD20-positive, B-cell non-
Hodgkin’s lymphoma.

One new indication for Rituxan is for first-line 
treatment of previously-untreated patients with follicular 
NHL in combination with CVP (cyclophosphamide, 
vincristine and prednisolone) chemotherapy. The second 
new indication is for the treatment of low-grade NHL 
in patients with stable disease or who achieve a partial 
or complete response following first-line treatment with 
CVP chemotherapy.

“The goal of treating low-grade or follicular NHL, 
a chronic cancer marked by multiple recurrences, is 
to delay disease progression for as long as possible,” 
said Howard Hochster, professor of medicine and 
clinical pharmacology, New York University School of 
Medicine and Cancer Institute. “These approvals enable 
doctors and patients to select among different treatment 
options with Rituxan in the front-line setting. As we 
demonstrated in the Eastern Cooperative Oncology 
Group trial, the use of extended Rituxan dosing following 
induction CVP chemotherapy in patients who reached 
stable disease or better has been shown to decrease the 
risk of disease progression, relapse or death.”

Last February, Rituxan in combination with 
CHOP (cyclophosphamide, doxorubicin, vincristine and 

prednisone) or other anthracycline-based chemotherapy 
was approved as first-line treatment for patients with 
diffuse large B-cell lymphoma. Rituxan was approved 
in 1997 as a single agent for patients with relapsed or 
refractory, low-grade or follicular CD20-positive, B-
cell NHL.

The FDA approval of Rituxan as a first-line 
treatment in previously-untreated patients with 
follicular, CD20-positive, B-cell NHL in combination 
with CVP chemotherapy is based on data from a Phase 
III, randomized, controlled study of 322 patients. 
The study evaluated the first-line use of Rituxan in 
combination with CVP chemotherapy (R-CVP) versus 
CVP chemotherapy alone.  All patients received up to 
eight three-week cycles of CVP chemotherapy. Patients 
in the R-CVP arm received Rituxan 375 mg/m2 on Day 
1 of each treatment cycle.

—R-CVP improved median progression-
free survival to 2.4 years from 1.4 years for CVP 
chemotherapy alone.

—R-CVP reduced the risk of disease progression, 
relapse or death by 56 percent compared to CVP 
chemotherapy alone (hazard ratio = 0.44 p<0.0001).

The following adverse events occurred more 
frequently (≥5%) in patients receiving R-CVP compared 
to CVP alone:  rash (17% vs. 5%), cough (15% vs.6%), 
flushing (15% vs. 3%), rigors (10% vs. 2%), pruritis 
(10% vs. 1%), neutropenia (8% vs. 3%), and chest 
tightness (7% vs. 1%).

The FDA approval of Rituxan for the treatment 
of low-grade, CD20-positive, B-cell NHL in patients 
with stable disease or who achieve a partial or complete 
response following first-line treatment with CVP 
chemotherapy, is based on a Phase III, randomized, 
controlled Eastern Cooperative Oncology Group study 
of 322 patients. 

Study participants received Rituxan 375 mg/m2 
given in four weekly infusions, every six months for up 
to 16 doses, or observation.  Rituxan reduced the risk of 
disease progression, relapse or death by more than 50 
percent over observation (hazard ratio estimate in the 
range of 0.36 - 0.49).

The following adverse events were reported 
more frequently ( ≥5%) in patients receiving Rituxan 
following CVP compared with those who received no 
further therapy:  fatigue (39% vs. 14%), anemia (35% 
vs. 20%), peripheral sensory neuropathy (30% vs. 18%), 
infections (19% vs. 9%), pulmonary toxicity (18% vs. 
10%), hepato-biliary toxicity (17% vs. 7%), rash and/or 
pruritis (17% vs. 5%), arthralgia (12% vs. 3%), and 
weight gain (11% vs. 4%),  Neutropenia was the only 

The multi-center clinical trial supporting this 
approval enrolled 878 patients who had not received prior 
chemotherapy. The median age of the patients was 63, 
and 46 percent were women. The trial compared Avastin 
plus carboplatin and paclitaxel with chemotherapy by 
carboplatin and paclitaxel alone.  The main outcome 
measure of the study was duration of survival. 

The median overall survival time for patients in 
the Avastin plus carboplatin and paclitaxel arm was 12.3 
months versus 10.3 months for patients receiving only 
carboplatin and paclitaxel. 

The most serious adverse events associated 
with Avastin, including some that were fatal, 
were gastrointestinal perforation, wound healing 
complications, hemorrhage, blockage of the arteries, 
abnormally high blood pressure, albumin deficiency 
in the blood and congestive heart failure. The most 
common adverse events in patients receiving Avastin 
included weakness, abdominal pain, headache, diarrhea, 
nausea and vomiting.

Avastin, in combination with intravenous 5-
fluorouracil-based chemotherapy, was previously 
approved for first- or second-line treatment of patients 
with metastatic cancer of the colon or rectum. 
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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/II
Phase I/II Study of Vorinostat (Suberoylanilide 

Hydroxamic Acid) in Combination with Azacitidine 
in Patients with the Myelodysplastic Syndrome. Weill 
Medical College of Cornell University, protocol 6898, 
Silverman, Lewis, phone 212-241-5520.

Phase II
SARC (Sarcoma Alliance for Research through 

Collaboration) Study: Phase II Study of Sequential 
Gemcitabine Followed by Docetaxel for Recurrent 
Ewing’s Sarcoma, Osteosarcoma, or Unresectable 
or Locally Recurrent Chondrosarcoma. Children’s 
Oncology Group, protocol AEWS0421, Fox, Elizabeth, 
phone 301-402-6641.

Prospective Phase II Study of a High Dose, Short 
Course Regimen(R-CODOX-M/IVAC) Including CNS 
in HIV-Associated Burkitt’s and Atypical Burkitt’s 
Lymphoma. AIDS-Associated Malignancies Clinical 
Trials Consortium, protocol AMC-048, Noy, Ariela, 
phone 212-639-7423.

Phase II Trial of Bevacizumab in Combination 
with Cisplatin/Etoposide and Oncology Group Twice 
Daily Radiation for Patients with Limited-Stage Small 
Cell Lung Cancer. Eastern Cooperative Oncology 
Group, protocol E1506, Dowlati, Afshin, phone 216-
844-1228.

Phase II Study of Sunitinib, an Oral Multi-Targeted 
Tyrosine Kinase Inhibitor, in Patients with Relapsed 
or Refractory Diffuse Large B-Cell Lymphoma. NCI 
of Canada Clinical Trials Group, protocol NCIC-182, 
Buckstein, Rena, phone 416-480-5847.

Phase II Study of Sunitinib in Patients with 
Advanced Malignant Pleural Mesothelioma, NCI of 
Canada Clinical Trials Group, protocol NCIC-183, 
Laurie, Scott, phone 613-533-6430.

Phase II Study of Sunitinib an Oral Multi-Targeted 
Tyrosine Kinase Inhibitor in Patients with Unresectable, 
Locally Advanced or Metastatic Cervical Carcinoma. 
NCI of Canada Clinical Trials Group, protocol NCIC-
184, Mackay, Helen, phone 416-946-2253.

Phase III
Randomized, Phase III, Double-Blind, Placebo-

Controlled Study to Evaluate the Efficacy and Safety 
of Palifermin for Reduction of Oral Mucositis in 
Patients with Locally Advanced Head and Neck 
Cancer Receiving Radiation Therapy with Concurrent 
Chemotherapy (Followed by Surgery for Selected 
Patients). Radiation Therapy Oncology Group, protocol 
RTOG-0435, Rosenthal, David, phone 713-563-2353.

—Taxotere (docetaxel, Sanofi-Aventis) Injection 
Concentrate for use in combination with cisplatin and 
fluorouracil prior to radiotherapy for the treatment of 
patients with inoperable, locally advanced squamous 
cell carcinoma of the head and neck. 

Taxotere was approved on the basis of the results 
of a multicenter, randomized trial of 358 patients with 
previously untreated, inoperable, locally advanced 
SCCHN.  The patients were divided into two groups; one 
received Taxotere in combination with the chemotherapy 
drugs cisplatin and fluorouracil, and the other received 
only cisplatin and fluorouracil. Chemotherapy was 
administered prior to radiation therapy. Surgery was 
allowed after chemotherapy, either before or after 
radiation therapy. 

The patients in the Taxotere arm of the trial 
experienced a longer survival time (18.6 months versus 
14.2 months) and a longer time to disease progression or 
death (11.4 months versus 8.3 months) than the group 
on cisplatin and fluorouracil alone. 

The most frequent adverse events reported during 
the trial by the patients on Taxotere were decreases in 
white and red blood cells, loss of hair, inflammation of 
the mouth and esophagus, and nausea.  Compared to 
patients in the control arm,  patients on Taxotere had 
greater hair loss, decreases in white blood cells, fever 
or infection with low white blood cells, fluid retention, 
diarrhea and neurosensory abnormalities.

—Zolinza (vorinostat, Pantheon Inc.) capsules for 
the treatment of cutaneous T-cell lymphoma.

Vorinostat was approved for patients who have 
tried and failed other therapies. The drug is to be used 
when the disease persists, gets worse, or recurs during 
or after treatment with other medicines, according to 
the FDA.

Approval was based on two clinical trials involving 
107 CTCL patients who received vorinostat after their 
disease had recurred following treatment. About 30 
percent of patients responded to the drug, defined by 
measurable improvement in skin lesions; the response 
lasted 168 days on average.

Grade 3 or 4 adverse event that occurred more frequently 
( ≥2%) in the Rituxan arm compared with those who 
received no further therapy (4% vs. 1%).


