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ASCO Annual Meeting:
Gleevec Produces 59% Response Rate
In Gastrointestinal Stromal Tumors

SAN FRANCISCO—Gleevec, newly approved by FDA for chronic
myeloid leukemia, induced remarkable responses in patients with advanced
gastrointestinal stromal tumors in two studies presented at the plenary
session of the American Society of Clinical Oncology annual meeting this
month.

In the first study Gleevec, previously known as STI-571, an oral
signal transduction inhibitor, produced a 59 percent response rate in patients
with GIST, according to researchers at Oregon Health Sciences University

Preoperative Chemo Doubles Survival
In Locally Advanced Bladder Cancer

SAN FRANCISCO—Median survival nearly doubled in patients with
locally advanced bladder cancer who were treated with chemotherapy
before surgery to remove their bladders, compared to patients treated with
surgery alone, the current standard of care.

In a phase III randomized trial of 317 patients, researchers concluded
that patients who received neoadjuvant chemotherapy had a median survival
of 6.2 years, compared to 3.6 years for patients who received surgery
alone.

“Although the results of a single clinical trial alone does not change
the standard of care, the striking results of this study require that patients
should at least be informed that preoperative chemotherapy might
significantly change their survival,” said study leader Ronald Natale, acting
medical director of Cedars-Sinai Comprehensive Cancer Center. Natale
presented the study at the plenary session of the American Society of
Clinical Oncology annual meeting earlier this month.

This research also suggests that chemotherapy alone may be effective
in some patients with bladder cancer. In 38 percent of patients, there was
no pathological evidence of cancer found in removed bladders treated
with neoadjuvant chemotherapy.

“The question of whether we can preserve the bladder or at least
defer cystectomy can now be considered,” Natale said.

Moderate to severe side effects associated with use of the
chemotherapy regimen (MVAC, or methotrexate, vinblastine, doxorubicin,
and cisplatin) included low blood cell counts, hair loss, mouth sores, and
gastrointestinal upset. MVAC treatment did not interfere with patients’
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and three other institutions that enrolled patients.
In the phase II clinical trial, 148 patients enrolled.

Of these, 145 were evaluable for side effects and 86
patients were evaluable for response. The patients
ranged in age from 18 to 83 years old, with the median
age being 54. Fifty-five of the participants had
received previous chemotherapy, 16 had received
radiation therapy,and 94 had had surgery.

To be eligible, patients had to have
gastrointestinal stromal tumors that could not be
removed surgically or else had spread beyond the
original site-tumors considered incurable by the
standard treatment combination. They also had to
have evidence that the c-KIT protein was expressed
by their tumor.

Half the study participants started with a daily
dose of 400 milligrams of Gleevec and half received
600 milligrams daily. Patients on the lower dose whose
cancer continued to progress were allowed to switch
to the higher dose.

An analysis found that 59 percent of the patients
responded to STI-571. Patients receiving the higher
600 milligram dosage had a slightly higher response
rate (68 percent). However, the difference in response
rate has not been shown to be statistically different
from response of patients taking the 400 milligram

dose. Stable disease was seen in 26 percent of patients
and 13 percent had tumors that continued to progress.

“These results are very exciting and demonstrate
the value of therapy that is molecularly targeted at
what makes a cell cancerous,” said the lead author,
Charles Blanke, an oncologist at Oregon Health
Sciences University. “For the first time, STI-571 is
showing tremendous benefit in a solid tumor.”

“It’s important to note that none of the patients
who have had an objective response to this drug have
shown disease progression,” said Margaret von
Mehren, principal investigator for the study at Fox
Chase Cancer Center and a co-author of the ASCO
paper. “These results validate the concept of
molecularly-targeted therapy for an advanced solid
tumor.”

Relatively few patients in the study experienced
severe side effects. These included abnormal
gastrointestinal bleeding (5 percent), abnormal liver
function tests (3 percent), a low number of white cells
(neutropenia) in the blood (3 percent), infection (2
percent) and swelling or edema (3 percent).

It is not know whether Gleevec will have an effect
on the overall survival of patients with GIST,
researchers said.

Signal transduction inhibitors interfere with the
enzymes that trigger tumor cell growth. In GIST,
Gleevec blocks the growth signal of c-kit, a gene that
is overexpressed and promotes cell proliferation.
Gleevec blocks signal transduction for a variety of
tyrosine kinase receptors. In patients with chronic
myeloid leukemia, the drug blocks the activity of the
bcr-abl gene product, which is pathologically
associated with the disease. Gleevec generated a
complete hematologic response in most CML patients
tested.

Since solid tumors are more difficult to treat than
CML, the clinical advance in this rare tumor is proof
that signal transduction inhibition can work, and work
well, oncologists said. A larger clinical trial of STI-
571 in GIST is currently underway.

Although other cancers, such as small-cell lung
cancer and mast cell leukemia, also express c-kit, it is
not yet known whether blocking this pathway will
inhibit cell growth or cause responses in these cancers.

Gleevec was approved by the U.S. Food and
Drug Administration on May 10 for treatment of CML.
The drug shows promise in the treatment of patients
with CML and GIST, according to two New England
Journal of Medicine reports published April 5. The
journal reported on results of Gleevec treatment for a
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woman with a gastrointestinal stromal tumor that had
recurred in her liver and abdomen with more than 28
tumors.

Dramatically, after six months, the largest liver
tumors had shrunk by 70 percent, six tumors vanished
and no new ones were seen.

That one-person study led to two multi-center
trials to see if STI-571’s promise would hold true for
other people with GIST. A grant from the drug’s
manufacturer, Novartis Pharmaceuticals, supported
the study presented at ASCO.

A second study, sponsored by the National
Cancer Institute in collaboration with the Southwest
Oncology Group and the Eastern Cooperative
Oncology Group, is now open to GIST patients. Fox
Chase’s von Mehren is the principal investigator for
the ECOG study.

A smaller, phase I, dose-testing clinical trial
conducted by the European Organization for Research
and Treatment of Cancer’s Soft Tissue and Bone
Sarcoma Group also found that Gleevec resulted in
clinical and radiological improvement in the majority
of patients with GIST.

In 36 patients with GIST, only four progressed
in the first eight weeks of treatment. Doses were
escalated from 400 mg twice daily to 500 mg twice
daily, and researchers found that nearly all patients
could tolerate 400 mg twice daily for more than two
months.

Study author Allan van Oosterom, of the
Department of Oncology of UZ Gasthuisberg, called
the results of the study “impressive.” EORTC is
conducting a 600-patient phase III clinical trial, he
said.

“These studies demonstrate the concept of
targeted therapy with tyrosine kinase inhibitors in a
solid tumor with dramatic success rates,” said Charles
Sawyers, plenary session discussant and associate
professor of medicine at the University of California,
Los Angeles.

Gleevec Approval Sets Record
For FDA Review: 73 Days

Setting a speed record in approval of oncology
drugs, FDA completed the review of the oral drug
Gleevec in 73 days.

Novartis, the drug’s sponsor, submitted a New
Drug Application for Gleevec (imatinib mesylate) on
Feb. 27.

On May 10, the drug received accelerated

approval for chronic myeloid leukemia patients in the
blast crisis, accelerated phase, or in chronic phase
after failure of interferon-alpha therapy.

The approval is based on the surrogate endpoints
of overall hematologic and cytogenetic response rates
in three phase II open-label, single arm studies.

“We want people to take a clear message from
the approval of Gleevec: Give us a drug that really
works, and we will find the resources to approve it in
the shortest time possible,” said Richard Pazdur,
director of the FDA Division of Oncology Drug
Products.

Usually, oncology drugs have a modest impact
on the disease. Gleevec is different. According to the
package insert, 88 percent of chronic phase patients
who failed interferon had a hematologic response, and
49 percent experienced a major cytogenic response.

Among accelerated phase patients, 63 percent
had a hematologic response, and 21 percent had a
major cytogenic response. Hematologic respose was
reported in 26 percent of patients in myeloid blast
crisis,  and cytogenic respose was reported among
13.5 percent.

“We realized, after discussions with our
consultants and patients, that this was a very active,
potentially lifesaving drug,” Pazdur said. “This
motivated the review team to expedite the review
process.”

Since Gleevec received “priority review,” the
agency had six months to complete the work.
However, the agency decided to beat that deadline.

The team of 15 reviewers took no shortcuts,
Pazdur said. “This was  not done at the expense of
the quality of the review,” he said. “Few oncologists
realize the complexity of NDA reviews, which require
the coordinating of the efforts of teams of field experts,
toxicologists, med reviewers, physicians and chemists.”

Also, to speed up the drug’s review outside the
US, the agency has made the entire approval package
available to regulators in Canada, Japan, and Australia.

To speed development of the drug, Novartis, too,
worked at an extraordinary speed. Novartis officials
said that after learning about the potential of the agent,
the company scaled-up the manufacturing to speed
accrual to clinical trials.

As a result, Novartis filed the NDA 32 months
after the first patient received the drug, the company
said. On the average, six years go by between the
first human test and the filing of an NDA.

According to the company, about 7,500 patients
in 30 countries are being treated for CML. Of these
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patients, approximately 5,000 are part of an expanded
access program, which was established solely to
provide access to patients who were in medical need,
the company said.

Ironically, Medicare does not cover oral drugs.
Thus, Novartis put together a patient assistance
program. A reimbursement hotline can be reached at
1-877-GLEEVEC.

In clinical trials, adverse events included nausea
(55-68%), fluid retention (52-68%), muscle cramps
(25-46%), diarrhea (33-49%), vomiting (28-54%),
hemorrhage (13-48%), musculoskeletal pain (27-
39%), skin rash (32-39%), headache (24-28%), and
fatigue (24-33%).

Edema was most frequently periorbital or in
lower limbs and was managed with diuretics, other
supportive measures, or by reducing the dose of
Gleevec, the company said.

The frequency of severe edema was 1-5%.
More serious side effects include elevated liver
enzymes (1.1-3.5%), severe superficial edema (1-5%)
and hemorrhages (0.4-16%).

Novartis submitted filing applications for Gleevec
to health authorities in the European Union,
Switzerland, Canada, Australia and Japan. Gleevec
was designated as an Orphan Drug in the U.S.,
European Union, and Japan.

Originally, the drug was known as STI-571. STI
is an acronym for “signal transduction inhibitor.”

Later, the compound was given the name Glivec,
which was changed earlier this month to Gleevec, to
avoid confusion with Gliadel wafer, a brain tumor
treatment sponsored by Guilford Pharmaceuticals.

Outside the US, the Novartis drug is known
under its former spelling, Glivec.

Study Finds HCL Responds
To Immunotoxin Treatment
(Continued from page 1)

ability to tolerate the major surgery, a concern of the
research team which has now been satisfactorily
addressed. Newer chemotherapy regimens might
produce the positive results without the severity of
side effects.

“This trial supports the concept that use of
chemotherapy early on at the time of surgery is better
than surgery alone and chemotherapy at the time of
relapse,” said Dean Bajorin, of Memorial Sloan-
Kettering Cancer Center. Bajorin, who discussed the
abstract at the plenary session, added that the study

places bladder cancer in a group of diseases, including
breast and colon cancer, that may benefit from
chemotherapy before surgery.

Also serving as a discussant for the abstract was
Cora Sternberg, of the Vincenzo Pansadoro
Foundation. Sternberg cautioned that the study does
not establish whether it is necessary to administer
chemotherapy before surgery, to use such therapy after
surgery, or to treat only patients who have relapse
after cystectomy.

“The results of this study should not be seen in
isolation but rather in the context of results of similar
studies,” she said.

Sternberg also noted that subgroups of patients
who may benefit more from this therapeutic approach
could not be better defined because of the small
number of patients studied.

Advances Found In Treatment
Of Aerodigestive Cancers

SAN FRANCISCO—Significant advances in the
treatment of cancers of the aerodigestive tract were
presented at the annual meeting of the American
Society of Clinical Oncology earlier this month.

The advances will affect the lives of people with
some of the most common cancers of the aerodigestive
tract, including colon, esophageal, and laryngeal
cancers, and a common, painful inflammation of the
mucous membranes along that tract called mucositis.

Here are the highlights:
—The addition of a short course of

chemotherapy before surgery yields promising
improvement in overall survival in patients with
esophageal cancer as compared to surgery alone, say
researchers at the Medical Research Council’s Clinical
Trials Unit in London.

In the largest phase III clinical trial of its kind in
esophageal cancer, enrolling 802 patients, British
researchers found that patients randomized to receive
neoadjuvant chemotherapy for six weeks followed by
surgery survived for a median of 17 months, compared
to 13 months for patients treated with surgery alone.
Two-year survival was 43 percent for patients treated
with neoadjuvant chemotherapy and surgery
compared to 34 percent for surgery alone.

“Preoperative chemotherapy offers a significant
survival benefit and should be used before surgery,”
said lead author Peter Clark, a consultant in medical
oncology at the Medical Research Council’s Clinical
Trials Unit in London.
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Esophageal tumors tend to spread quickly beyond
the esophageal wall. Neoadjuvant chemotherapy
works by either shrinking the primary tumor (thereby
making it  more operable),  by eradicating
micrometastases, or both. Unlike previous trials that
have used longer chemotherapy regimens without
success, this study used a short course of
chemotherapy.

In this trial, patients were treated with cisplatin,
followed by fluorouracil. Each drug was delivered for
a four-day period, followed by a two-week rest period.

—Patients with locally advanced cancer of the
larynx treated simultaneously with chemotherapy and
radiation preserve the use of their voicebox
significantly longer than patients treated with traditional
therapy, a study presented at the ASCO plenary session
found.

“Results from this study support that
concomitant cisplatin and radiotherapy should now
be the standard approach to spare the larynx from
surgical removal,” said the lead author, Arlene
Forastiere, professor of oncology at Johns Hopkins
Oncology Center. “This treatment offers significantly
more patients the opportunity to preserve their voice.”

Standard therapy for locally advanced laryngeal
cancer is chemotherapy followed by radiation, surgical
removal of the larynx or in some cases, radiotherapy
alone.

The phase III clinical trial randomized 547
patients with locally advanced laryngeal cancer to three
treatment groups: chemotherapy followed by radiation,
concomitant chemoradiotherapy, or radiation alone.
The chemotherapy used in the trial was cisplatin and
5-fluorouracil.

The researchers calculated the number of patients
who did not respond to treatment within two years
and required surgery to remove their larynx.
Researchers concluded that concomitant
chemoradiotherapy provided the best results. Only 12
percent of patients in the concomitant
chemoradiotherapy group required surgery, compared
to 26 percent of patients treated with chemotherapy
followed by radiation and 31 percent of patients
treated with radiation alone.

—A recombinant human tissue growth factor
significantly improves the quality of life for patients
undergoing stem cell transplant for cancers of the bone
marrow or lymph nodes, according to the results of a
phase II trial.

Patients with leukemia, lymphoma, Hodgkin’s
disease, or multiple myeloma often cannot eat, drink,

or talk for a week or more following chemotherapy,
radiation, and blood stem cell transplant treatments,
as a result of a painful condition called mucositis.
Mucositis is an inflammation of the mucous
membranes that results in open sores or ulcers in the
mouth.

No effective therapy is currently approved for
treatment of severe oral mucositis, which can be seen
in close to 80 percent of patients undergoing stem cell
transplants, and requires intravenous fluids and
nutrition in the hospital as well as pain medications.

Researchers in the U.S. and Canada conducted
a phase II, double-blind, placebo-controlled trial of
experimental recombinant human keratinocyte growth
factor (rHuKGF or KGF) in 129 patients. The injected
drug is a synthesized form of the naturally occurring
growth factor that stimulates the growth of mucosal
cells lining the gastrointestinal tract.

Use of KGF decreased the duration of severe
oral mucositis by half, according to lead author,
Ricardo Spielberger, of the City of Hope National
Medical Center in Duarte, Ca. Researchers tested the
effectiveness of the drug when used for three days
before radiation, and compared it to the effectiveness
seen when used three days before radiation and three
days after transplantation. All patients in the trial
received radiation and stem cell transplant. Both
groups were also compared to placebo.

Patients using the pre- and post- treatment KGF
experienced less severe oral mucositis and had an
average duration of only 4 days compared to 7.7 days
for patients who used a placebo, and 5 days for those
patients who only received the drug prior to radiation.
Significantly less opioid painkillers were needed and
the use of intravenous nutrition appeared reduced.
Patients also reported significantly less mouth and
throat pain.

A final phase III randomized clinical trial is
needed to compare the most effective schedule and
dose of KGF to a placebo before the drug can be
recommended for use in all patients, Spielberger said.

—IMC-C225 (cetuximab), a monoclonal
antibody, produces responses in some patients with
advanced colorectal cancer who are no longer
responding to standard treatment, according to a study
by researchers at Memorial Sloan-Kettering Cancer
Center.

Patients with colorectal cancers that are resistant
to the standard drugs irinotecan (CPT-11) and
fluorouracil (5-FU) have few treatment options. In
this phase II trial, patients on CPT-11 with worsening
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disease were given the exact same dose and schedule
of CPT-11 with the addition of IMC-C225. Of 121
patients, 27 patients (23 percent) achieved a greater
than 50 percent shrinkage of their tumor on both drugs.

“We achieved a remarkable response rate in this
most resistant patient population,” says Leonard Saltz,
associate attending physician at Memorial Sloan-
Kettering Cancer Center, and principal investigator
on the trial. “Now that we have shown that responses
can be achieved in these resistant patients, we are
excited about the possibility of using it in conjunction
with first-line chemotherapy, before patients develop
resistance.”

IMC-C225 is a member of a new class of drugs
that specifically blocks the epidermal growth factor
receptors on the tumor cell surface, disrupting the
chemical signals that cause tumors to grow.

All patients in the phase II trial had tumors that
expressed EGF receptors. Of patients with colon
cancer (whose tumors were tested for EGF receptors),
72 percent were found to express the receptors, a
number far higher than expected, and those patients
were eligible for treatment.

“IMC-C225 appears to block signals in the
cancer cell that tell it to continue to grow and survive,
leaving tumors more vulnerable to standard
chemotherapy,” Saltz said. Further studies of the drug
are ongoing in colorectal cancer, as well as in other
cancers, including head and neck, pancreas, and lung
cancers.

Silicone Implants Not Linked
To Increased Risk Of Death

In one of the largest studies on the long-term
health effects of silicone breast implants, researchers
from the U.S. National Cancer Institute found that
women with implants were not at increased risk for
most causes of death compared to the control group.

The exceptions were deaths from suicide, and
brain and respiratory cancers. The significance of the
increased cancer risks is not clear.

The study, published in the May issue of
Epidemiology, is the first to look at all causes of
mortality of breast implant patients. Previous reports
have limited their analyses to mortality from breast
cancer and found, as in this report, no increased risk
in breast cancer mortality for implant patients
compared to the general population.

The participants in the current study were from
18 plastic surgery practices and included 13,500

women who had implant surgery for cosmetic reasons
and, for comparison, 4,000 women similar in age who
had some other type of plastic surgery, such as removal
of fat from the stomach or wrinkles from the face or
neck. The average length of follow-up was 13 years.
The researchers compared all causes of mortality of
the implant patients to two separate control groups:
the general population and the 4,000 plastic surgery
patients.

Compared to the general population, they found
that nearly every cause of death—including all cancers,
circulatory and digestive system diseases, endocrine,
nutritional, metabolic and immune diseases, and
cirrhosis of the liver—was decreased among implant
patients.

The lower mortality rates of the implant
population support previous findings that people who
undergo elective surgery are generally healthier than
their peers in the general population. The lower rates
are due primarily to fewer deaths from cancers and
diseases of the circulatory system, the most common
causes of death in the general population.

The exceptions to the lower rates were deaths
from brain cancer, suicide, pneumonia and
emphysema. Breast implant patients were two to three
times more likely to die from brain cancer, and nearly
twice as likely to die from suicide, pneumonia, and
emphysema, compared to the general population. The
researchers also found, after 15 or more years of
follow-up, an increased risk of respiratory tract cancer
among implant patients.

The implant patients, however, did not have
higher mortality rates from diseases that have been
tentatively linked to silicone exposure. These include
cancers such as sarcoma and multiple myeloma, as
well as a variety of connective tissue disorders—
scleroderma, Sjorgrens disease and lupus
erythematosus.

The scientists also looked to see if there were
mortality differences among the implant patients
related to the calendar year of the implant, the
woman’s age at the time of surgery, or the type of
implant. One significant finding was that women who
were age 40 or older at the time of surgery had a two-
to three-fold increased risk from suicide 10 or more
years later.

The authors previously showed that other plastic
surgery patients may be a more appropriate
comparison group than women in the general
population for studies of the health effects of breast
implants because of certain similarities between the
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B-14 Trial: No Advantage
To 10 Years Of Tamoxifen

A trial with seven years of follow-up has found
no advantage to giving tamoxifen for more than five
years to women with estrogen receptor-positive, lymph
node-negative breast cancer.

These results are presented by Bernard Fisher
and colleagues of the National Surgical Adjuvant
Breast and Bowel Project in the May 2 issue of the
Journal of the National Cancer Institute.

In 1982, the NSABP started clinical study B-14
to evaluate the worth of giving tamoxifen for five years
to patients with estrogen receptor (ER)-positive breast
tumors and negative axillary lymph nodes. Before
entering the study, patients were treated either by total
mastectomy or by lumpectomy plus radiation. Once
enrolled in the study, women were randomly assigned
to receive tamoxifen (10mg twice a day taken orally)
or a placebo.

When the placebo and tamoxifen groups in this
study were compared, there was a highly statistically
significant benefit in disease-free survival through five
years of follow-up among tamoxifen-treated women
of all ages; these results were published in 1992.

A second aim of the B-14 study was to determine
whether there was any advantage in taking tamoxifen
for more than five years. A group of women who
completed five years of tamoxifen therapy and who
remained free of disease were assigned to either an
additional five years of therapy or five years of
placebo.

In the extended study, 593 women were randomly
assigned to receive tamoxifen and 579 women took
the placebo. Seven years after this second phase of
the study began, analyses show a slight advantage for
patients who discontinued tamoxifen after five years
relative to those who continued to receive it.

Specifically, for the placebo group versus the
tamoxifen group, disease-free survival was 82% versus
78%, relapse-free survival was 94% versus 92%, and
overall survival was 94% versus 91%. This lack of
benefit from additional tamoxifen therapy was
independent of age or other characteristics.

two groups of patients. These include the number of
pregnancies, previous gynecologic operations, and
operations for benign breast disease, levels of alcohol
consumption, and rates of cigarette smoking.

Although both plastic surgery groups have lower
mortality rates than the general population, women
with breast implants have slightly higher overall
mortality rates than other plastic surgery patients.
Specifically, the researchers found that implant
patients were three times more likely to die from
respiratory tract cancer, two to three times more likely
to die from brain cancer, and four to five times more
likely to die from suicide.

The reason for the increase in respiratory tract
cancers is not clear. There is not enough information
to evaluate whether this increase may be related to
silicone exposure or to higher smoking rates among
implant patients. The vast majority of women with
respiratory cancers were not alive at the time of the
study. Therefore, lifestyle information obtained from
questionnaires sent to living participants was not
available.

However, the surviving implant patients do not
have higher smoking rates than the other plastic
surgery patients. Likewise, the reasons for the higher
rate of brain cancer are not clear. There have been
suggestions that implants may have an effect on
neurologic pathways, but the data on this association
are not consistent. It is possible that the higher risks
observed for both brain and respiratory cancers are
not related to exposure to silicone, but are due to
either chance findings or to factors common to women
who choose to have implants.

The higher suicide rates of the implant patients
correlate with characteristics described among implant
patients in previous reports—marital difficulties,
depression, emotional disorders, and low self-esteem.

It is estimated that between 1.5 million and 2
million U.S. women have had breast implants since
they first appeared on the market in 1962. About 80
percent are for cosmetic reasons and 20 percent for
breast reconstruction after breast cancer surgery. The
current study does not include patients who received
implants following a diagnosis of breast cancer.

In a previous analysis of the data published last
year in Cancer Causes and Control, the authors found
no association between breast implants and the
subsequent risk of breast cancer. A second report
showed that risks for most other cancers among
implant patients were not increased, with the exception
of brain and respiratory cancers. Future analyses will

evaluate the risk of connective tissue disorders.
The study is ti t led: “Mortality Among

Augmentation Mammoplasty Patients.” The authors
are Louise Brinton, Jay Lubin, Mary Cay Burich,
Theodore Colton, Robert Hoover. Epidemiology, May
2001;12(3):321-326.
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NCI-Approved Clinical Trials
Listed For April 2001

The National Cancer Institute’s Cancer Therapy
Evaluation Program approved the following clinical
research studies last month.

For further information about a study, contact
the principal investigator listed.

Phase I Studies
Phase I Study of Thrice Weekly Hu1D10 in

Patients with Chronic Leukemia/Small Lymphocytic
Lymphoma and Lymphocytic Acute Lymphoblastic
Leukemia. Ohio State University Hospital, protocol
1254, Porcu, Pierluigi, phone 614-293-7808.

Phase I Trial of Mature Dendritic Cell
Immunotherapy of Metastatic Melanoma. Baylor
University Medical Center, protocol 4170, Fay, Joseph,
phone 214-820-2610.

Phase I Study of Genasense, a Bcl-2 Antisense
Oligonucleotide, Combined with Carboplatin and
Etoposide in Patients with Small Cell Lung Cancer.
University of Chicago, protocol 5110, Rudin, Charles,

phone 773-702-4142.
Phase I Dose Finding Study of Aerosolized GM-

CSF in the Treatment of Metastatic Melanoma. North
Central Cancer Treatment Group, protocol N0071,
Markovic, Svetomir, 507-284-6188.

Phase I Evaluation of the Safety and
Pharmacokinetics of ABT-627 in Adults with
Recurrent Malignant Gliomas. NABTT Brain Tumor
Consortium, protocol NABTT-2008, Phuphanich,
Surasak, phone 813-972-4673.

                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                
Phase II Studies

Phase II Trial of PS341 in Patients with
Advanced Renal Cell Carcinoma. Sloan Kettering
Cancer Center, protocol 3031, Drucker, Beverly,
phone 212-639-7216.

Phase II Study of  Bryostatin 1 and High-Dose
1B-Arabinofuranosylcytosine in 1B-
Arabinofuranosylcytosine in Patients with Refractory
Leukemia. Medical College of Virginia, protocol 4710,
Grant, Steven, phone 804-828-5211.

Phase II Trial of COL-3 in Patients with HIV
Related Kaposi’s Sarcoma. AIDS-Associated
Malignancies Clinical Trials Consortium, protocol
AMC-027, Dezube, Bruce, phone 617-667-7082.

Phase II Study of Intensive Induction
Chemotherapy Followed by Autologous Stem Cell
Transplantation Plus Immunotherapy for Mantle Cell
Lymphoma. Cancer and Leukemia Group B, protocol
CALGB-59909, Damon, Lloyd, phone 415-353-2421.

Phase II Evaluation of Tirapazamine in
Combination with Cisplatin in Recurrent Platinum
Sensitive Ovarian or Primary Peritoneal Cancer.
Gynecologic Oncology Group, protocol GOG-0146M,
Covens, Allans, phone      416-480-4026.

                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                
Phase III Studies

Phase III Trial of Cisplatin/Etoposide/
Radiotherapy with  Consolidation Docetaxel Followed
by Maintenance Therapy with ZD 1839 or Placebo in
Patients with Inoperable Locally Advanced Stage III
Non-Small Locally Advanced Stage III Non-Small Cell
Lung Cancer. Southwest Oncology Group, protocol
S0023, Kelly, Karen, phone 303-315-8801.

Other Studies
Pilot Study of Tandem High Dose Chemotherapy

with Stem Cell Rescue Following Induction Therapy
In Children with High Risk Neuroblastoma. Children’s
Oncology Group, protocol ANBL00P1, Grupp,
Stephan, phone 215-590-5475.

The authors note that the duration of tamoxifen
therapy may not be completely resolved until the
findings from two large British trials become available.
Because it is anticipated that large populations of
women (20,000 patients in one study alone) will be
randomly assigned to both of these trials, it is likely
that the major findings will not be available for about
10 years.

The authors conclude that, at present, the
NSABP findings provide substantial justification for
the conclusion that there is no additional advantage
for continuing tamoxifen therapy for more than five
years in patients with ER-positive tumors and negative
axillary lymph nodes.

Editorial writer Jeffrey Abrams, of NCI, noted
that the NSABP B-14 trial has provided many valuable
lessons regarding breast cancer treatment, including
the findings that tamoxifen treatment benefits both
premenopausal and postmenopausal women and that
tamoxifen decreases the incidence of contralateral
breast cancers.

Although the updated results of Fisher et al. do
not completely resolve the duration question, five years
of tamoxifen treatment for ER-positive, lymph node-
negative breast cancer patients is a reasonable
standard, outside of the clinical trial setting, Abrams
concluded.


