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Clinical Trials:
High Response Rate of Hairy Cell Leukemia
Patients to Immunotoxin Treatment In Phase I

NEW ORLEANS—A phase I clinical trial at the U.S. National Cancer
Institute reports that 11 of 16 patients with chemotherapy-resistant hairy
cell leukemia, an uncommon form of B-cell cancer, had complete remissions
lasting up to 18 months, most without major side effects, when treated
with a new immunotoxin-based drug.

The phase I trial was presented at a minisymposium during the
American Association for Cancer Research’s annual meeting here last
month. The unusually high response rates lead researchers to have high
hopes for the use of this drug in HCL, and possibly in other patients.

“Phase I clinical trial response rates are usually very low,” said Robert
Kreitman, the lead investigator. “If the phase I results can be reproduced
in a phase II trial, we may be able to proceed to applying for FDA approval.”

The phase I trial has been extended to include more patients. Kreitman
and his colleagues are planning a phase II clinical trial for this drug that
will include centers across the country.

The drug, a recombinant immunotoxin, is one of several new agents
that have been developed in the Laboratory of Molecular Biology by Ira
Pastan, David Fitzgerald, Kreitman, and colleagues. The immunotoxins
are designed to link cell-killing toxins to antibodies, biologically active
molecules that guide the toxin to the cancer cell like a bomb in a missile.
This immunotoxin, BL22, is created by cloning portions of antibodies to
portions of a toxin excreted by the bacteria Pseudomonas. “Recombinant
DNA techniques allow cloning part of the antibody and part of the toxin to
make a smaller recombinant immunotoxin that gets into the tumor faster

Promising Results For Glivec In CML
Continue, FDA Grants Priority Review

NEW ORLEANS—The scientist who identified the promising new
agent for chronic myelogenous leukemia said the therapy, STI-571, now
called Glivec, is likely to be used as a single agent for molecular regression
in cases that are biologically early, while treatment for the disease in the
later, blast phase is likely to combine Glivec with other therapies.

Druker, professor at Oregon Health Sciences University in Portland,
and director, clinical research unit, and program leader for hematologic
malignancies, made his remarks as the 25th Richard and Hinda Rosenthal
Award Lecturer at the American Association for Cancer Research annual
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meeting here last month.
The U.S. Food & Drug Administration has

designated Glivec for priority review for approval.
The oral therapy could be approved and on the market
in six to eight months, Druker said.

Druker identified STI-571 as the most promising
of several tyrosine kinase inhibitors sent to him for
testing in 1993 by Novartis Pharmaceuticals. The
compound selectively targets Bcr-Abl, a gene linked
to CML.

Beginning in the late 1980’s, Novartis scientists
began a drug discovery program targeting a variety of
tyrosine kinase receptors, Druker said. Working from
a base compound, they synthesized related
compounds, and then screened these against the target
tyrosine kinase. “By looking at the structural features
that made better versus worse inhibitors, they could
make predictions about how to make better and better
compounds,” Druker said. “By completing this cycle
several times, they ended up with very potent and
selective inhibitors of various tyrosine kinases.”

Clinical trials of STI-571 began in June 1998.
Two articles in the April 5 issue of the New England
Journal of Medicine summarized the results.

In the first phase studies on CML patients in the
chronic stage, Glivec was tested on 83 people in doses

ranging from 25 mg to 1000 mg. Side effects were
minimal, according to the article, with the most
common problems being nausea and diarrhea.
Complete responses were seen in 98 percent of patients
treated with doses of 300 mg or greater and typically
occurred within the first month of therapy.

“The data indicates that the drug is well tolerated
and has significant anti-leukemic activity in patients
with CML,” the article states. “This trial . . .
demonstrates the potential for anti-cancer drug
development based on the specific molecular
abnormality present in a human malignancy.”

In the blast crisis study, the drug was tested in
58 patients in doses ranging from 300 mg to 1000
mg. Measurable responses occurred in 55 percent of
patients, including 11 percent who underwent complete
remissions.

The three institutions that participated in initial
testing of Glivec include UCLA’s Jonsson Cancer
Center, Oregon Health Sciences University and M.D.
Anderson Cancer Center in Houston.

Novartis submitted Glivec to the FDA for
approval on Feb. 27. FDA designated the drug for
priority review on March 7. Under a priority review,
FDA is required to respond to the drug approval
application within six months, meaning Glivec could
receive approval for marketing by mid-summer.

“Novartis is pleased by the FDA’s decision to
grant priority review of Glivec,” said David Epstein,
president of Novartis. “We will continue to work
closely with the agency so that Glivec can get to the
market and be available for patients as quickly as
possible.”

Glivec is now being tested on solid tumors, and
data from those studies will be released at the American
Society of Clinical Oncology meeting in May. In all,
Glivec is being tested in more than 5,000 patients in
30 countries, Novartis officials said.

CML represents 15-20 percent of all leukemias,
or one to two cases per 100,000 per year. In the US,
that’s 5,000 new cases per year. The average age of
onset is 50 to 60.

Most patients are diagnosed in the chronic, or
stable phase. The disease progresses to a highly lethal
and rapidly fatal acute leukemia as the malignant clone
loses it capability for terminal differentiation. In the
blast phase, median survival is only two to three
months, Druker said.

Current treatment for CML includes allogeneic
stem cell transplant which is the only curative therapy,
but only about a third of patients undergo the
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procedure, either because of age of patients or the
inability to identify appropriate donors. Other
treatments include interferon or hydrea.

“The sad fact is we cure less than 20 percent of
patients with our current therapy and we clearly need
new treatments,” Druker said.

For more information about UCLA testing of
Glivec, call 1-888-798-0719. For more information
about Novartis studies, call 1-800-340-6843 or visit
http://www.pharma.us.novartis.com.

Clinical Trials:
Study Finds HCL Responds
To Immunotoxin Treatment
(Continued from page 1)
and reduces the toxicity to the body,” said Kreitman.

The antibody portion of BL22 specifically binds
to the CD22 receptor, which is found in abundance
on the surface of many types of leukemia cells. CD22
is also found, in lower amounts, on the surface of
normal B cells. Therefore, it seems likely that BL22
would bind to and destroy both leukemic cells and
normal B cells. Because stem cells–the progenitors of
normal B cells–do not have CD22, any B cells lost in
the short-term treatment should be replaced by the
patient’s untouched stem cells. And, in fact, Kreitman
and his colleagues did not detect a decrease in normal
B cells of patients.

“Malignant stem cells--the progenitors of the
leukemic cells--may be CD22-positive as well and be
lost, too,” Kreitman said. “But only further follow-up
will determine if this is correct.”

Therefore, it is thought that this treatment may
not only clear the body of malignant circulating cells
but may remove the source of the cells, the malignant
stem cells.

The most serious side effect of BL22
immunotoxin treatment was a decrease in platelet and
red blood cell counts. This decrease suggests clotting
and breaking up of red blood cells in the kidney, which
can cause kidney failure. However, both patients
experiencing the side effect completely recovered and
had complete remissions of HCL. Taking the drug
with large quantities of fluid, investigators hope, will
make the drug more safe. They plan to test that theory
during the extended phase I trial.

It is possible that the BL22 immunotoxin will
prove to be useful in treating more than just hairy cell
leukemia. The phase I trial includes patients with other

types of leukemia and, while Kreitman and his
colleagues saw the most dramatic response in HCL, a
significant benefit was seen in the other types,
including chronic lymphocytic leukemia. These leads
are being followed up by the researchers.

“The hairy cell leukemia cells have more CD22
receptors and therefore respond faster and more
thoroughly than the other cancers being investigated,”
Kreitman said.

*   *   *
Trastuzumab increases the clinical benefit of

first-line chemotherapy in metastatic breast cancer that
overexpresses HER2, according to a study in the
March 15 issue of The New England Journal of
Medicine.

The study, by Dennis Slamon of the Division of
Hematology and Oncology, UCLA School of
Medicine, and others, evaluated the efficacy and
safety of trastuzumab, a recombinant monoclonal
antibody against HER2, in women with metastatic
breast cancer that overexpressed HER2. The study
randomly assigned 234 patients to receive standard
chemotherapy alone and 235 patients to receive
standard chemotherapy plus trastuzumab.

Patients who had not previously received
adjuvant (postoperative) therapy with an anthracycline
were treated with doxorubicin (or epirubicin in the
case of 36 women) and cyclophosphamide with (143
women) or without trastuzumab (138 women).
Patients who had previously received adjuvant
anthracycline were treated with paclitaxel alone (96
women) or paclitaxel with trastuzumab (92 women).

The addition of trastuzumab to chemotherapy
was associated with a longer time to disease
progression (median, 7.4 vs. 4.6 months; P<0.001),
a higher rate of objective response (50 percent vs. 32
percent, P<0.001), a longer duration of response
(median, 9.1 vs. 6.1 months; P<0.001), a lower rate
of death at 1 year (22 percent vs. 33 percent, P=0.008),
longer survival (median survival, 25.1 vs. 20.3 months;
P=0.046), and a 20 percent reduction in the risk of
death.

The most important adverse event was cardiac
dysfunction, which occurred in 27 percent of the group
given an anthracycline, cyclophosphamide, and
trastuzumab; 8 percent of the group given an
anthracycline and cyclophosphamide alone; 13 percent
of the group given paclitaxel and trastuzumab; and 1
percent of the group given paclitaxel alone. Although
the cardiotoxicity was potentially severe and, in some
cases, life-threatening, the symptoms generally
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improved with standard medical management, the
study said.

Supportive Care:
Cancer Pain Treatment Guide
Published By NCCN, ACS

The National Comprehensive Cancer Network
and the American Cancer Society  have published their
first supportive care patient guideline, “Cancer Pain
Treatment Guidelines for Patients.”

Misperceptions about the likelihood of drug
addiction and abuse among cancer patients have
resulted in avoidance of appropriate pain control by
some patients.

“Undertreatment of pain is a significant public
health problem in our country, but the NCCN/ACS
patient pain guidelines will give cancer patients and
their families solid understanding and reasonable
expectations to make them informed collaborators with
their physicians in managing pain and preserving a
good quality of life,” said Robert Young, president-
elect of the American Cancer Society and president
of Fox Chase Cancer, an NCCN member institution.

The patient guidelines are the result of a
collaborative effort between NCCN and ACS and are
derived directly from the professional oncology
practice guidelines developed for physicians by the
NCCN. The patient guidelines also provide
background information on cancer pain, its causes,
various treatment options and a glossary of terms.

The NCCN/ACS pain guidelines is one of a series
developed by the partnership between the two
organizations, said William McGivney, CEO of the
NCCN. The patient guideline series includes breast,
prostate, and colon and rectal cancers. “We intend to
develop patient guidelines for the 10 most frequently
occurring cancers and the major supportive care
areas,” McGivney said.

Upcoming patient guidelines include lung cancer,
ovarian cancer, myeloma, non-melanoma skin cancer,
nausea and vomiting, and cancer-related fatigue. The
publications are also being translated into Spanish.

To order a free copy of the NCCN/ACS Cancer
Pain Treatment Guidelines for Patients or any of the
other NCCN patient guidelines, contact the National
Comprehensive Cancer Network (888-909-NCCN) or
the American Cancer Society (800-ACS-2345), or see
http://www.nccn.org or http://www.cancer.org.
Requests by email may be made to
patientinformation@nccn.org.

*   *   *
A study conducted at Emory University was

successful in preventing depression, anxiety and

Pediatric Oncology:
Wilms' Tumor Survivors
At High Risk Of Heart Failure

Children who are treated successfully for Wilms’
tumor with chemotherapy alone or in combination with
radiation are at increased risk of congestive heart
failure. They must be followed indefinitely by a
physician who is familiar with the potential long-term
complications of these treatment approaches,
according to research published in the April issue of
the Journal of Clinical Oncology.

Daniel Green, Department of Pediatrics, Roswell
Park Cancer Institute, is the author of the report from
the National Wilms’ Tumor Study Group.

Research at RPCI and other member institutions
of the NWTSG found congestive heart failure is a
significant cause of morbidity in adults treated as
children for Wilms’ tumor with doxorubicin alone or
in combination with thoracic or left abdominal
irradiation.

The relative risk of congestive heart failure was
increased fourfold in female patients over their male
counterparts and the elapsed time from treatment to
the onset of congestive heart failure was variable.

The study found the cumulative frequency of
congestive heart failure was 4.4% at 20 years after
diagnosis among patients treated initially with
doxorubicin, and 17.4% at 20 years among those
treated with doxorubicin for their first or subsequent
relapse of Wilms’ tumor.

Patients who also received left or whole abdomen
radiation had a higher risk of congestive heart failure
than did patients who received either no radiation
therapy or radiation therapy only to the right abdomen.

The study recommends additional research to
determine if a decrease in the dose of doxorubicin
significantly reduces the risk of congestive heart failure
while treating Wilms’ tumor successfully.

“This research is particularly meaningful in that
it will help direct future treatment regimens and clinical
trial studies while providing critical information to
former patients and their physicians regarding long-
term follow up care,” said Green. “These patients
should be told of their potential risk for congestive
heart failure and closely monitored.”

Wilms’ tumor is a cancer of the kidney most
often seen in children under the age of seven.
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Oncology Nursing:
Without Advance Directives,
Families Prolong Treatment

In the absence of advance directives, families
were more likely to push for prolonging life for the
patient even when the treatments were not working
and the patient was suffering, according to a study.

When the patient had a written advance directive
to guide the family, the family was more comfortable
focusing on the patient’s quality of life as the guide to

physical distress in cancer patients with the
prophylactic use of antidepressants, the March 29 issue
of New England Journal of Medicine reports.

Andrew Miller, professor, Department of
Psychiatry and Behavioral Sciences at Emory
University School of Medicine, and Emory colleagues
in the Department of Psychiatry and Behavioral
Sciences, Winship Cancer Institute and Rollins School
of Public Health, found in a study of 40 patients with
malignant melanoma that providing the antidepressant
paroxetine (Paxil) two weeks before beginning cancer
treatment significantly reduced the development of
clinical depression.

Also reduced was the number of patients who
had to discontinue cancer treatment because of severe
emotional or physical distress.

The study’s objective was to prevent depression
by treating patients who were about to be given
Interferon-alpha, an agent predominantly used to treat
malignant disorders and infectious diseases. Although
an effective therapy, IFN-alpha has been associated
with high rates of central nervous system side effects,
including the development of severe depression that
in some instances has led to suicide.

Patients were randomly assigned either a placebo
or the paroxetine. Almost 50% of patients who got
the placebo became significantly depressed while
receiving the cancer treatment versus only about 10%
in the group that received the antidepressant.

“Patients who received the antidepressant also
experienced significantly less anxiety, less
concentration and memory problems and far less
intense physical symptoms such as abdominal
discomfort, pain and fatigue,” said Miller. “We wonder
whether such an approach may have broader
applications, including prevention of physical and
emotional complications of other cancer treatments
and possibly even major surgery.”

reaching the decision to stop life-sustaining treatments,
the study by researchers from the Oregon Health
Sciences University said.

“With advance directives, families are able to
concentrate on improving the patient’s quality of life
during the time left, rather than futilely prolonging
life, with high risk of making patients suffer
unnecessarily,” said Virginia Tilden, the principal
investigator of the study.

The study focused on 74 family members whose
relatives had recently died in hospitals. Families were
interviewed twice-at one to two months after the death
of their relatives and again at six to nine months
afterwards. Their responses indicated that half a year
later their stress was still high but had notably
improved.

“Nurses and doctors can play a strong role in
encouraging patients before they become gravely ill
to complete advance directives and to discuss them
with their families,” said Susan Tolle, a co-investigator
of the study. “This will reduce stress on their families
down the road.”

According to the study, families indicated that
ending life support was the “hardest thing I have ever
done in my life.” Typical sentiments were “I wouldn’t
wish this [reaching a decision] on my worst enemy,”
and “I can’t remember what went on because I was
so upset.”

Other study findings indicated that clinicians and
families believed that poor quality of life and patient
preference not to suffer were about equal in
importance in deciding whether to withdraw life
support. But families gave prolongation of life a
stronger consideration than did clinicians.  Both groups
indicated a patient’s preference, if known, was first
among considerations about ending life support.

Funded by the National Institute of Nursing
Research, the study results appear in the March/April
issue of the journal Nursing Research.

“An advance directive can be very helpful for
families making decisions about end of life issues,”
said NINR Director Patricia Grady. NINR coordinates
NIH end-of-life/palliative care research.

Fewer than 20 percent of adults have advance
directives, “which means we must find strategies to
significantly increase their use to diminish stress for
both patients and families going through life’s final
phase,” Grady said.

The Clinical Cancer Letter is now available in an email
version. For details, visit http://www.cancerletter.com.
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Cancer Control:
Long-Term Estrogen Use May
Increase Ovarian Cancer Risk

Women who use estrogen after menopause for
10 years or more have a substantially increased risk
of death from ovarian cancer, report scientists from
the American Cancer Society.

In a new analysis of the Society’s large
prospective US cohort study, Cancer Prevention Study
II (CPSII), Carmen Rodriguez, senior epidemiologist,
and her epidemiological research department
colleagues, followed the health status of 211,581
postmenopausal women from enrollment in l982 to
l996. These women had no history of cancer,
hysterectomy or ovarian surgery at the time they were
entered in the study.

A total of 944 ovarian cancer deaths were
recorded during the 14 years of follow up. Women
who were using estrogen replacement therapy when
they entered CPSII had death rates that were
substantially higher than never-users, with a risk ratio
(RR) of 1.51 (or a 51% excess risk).

Baseline users with 10 years or more of estrogen
use had a risk of dying of ovarian cancer that was
more than double of that of never-users (RR of 2.20).

Women who were former users of ERT, but not
users at study entry, also had higher ovarian death
rates, but not as high as baseline users. The increased
risk of mortality persisted up to 29 years after women
stopped using ERT.

Overall, women who had a current or former
history of ERT had an increased death rate with a RR
of 1.23.

“Our findings support the hypothesis that ERT
increases the rate of fatal ovarian cancer and that this
risk association is greater with longer use and also
greater with more recent use,” said Rodriguez. “To
our knowledge, no other prospective study has
examined the association between duration of ERT
and ovarian cancer mortality.”

According to the authors, one possible
mechanism to account for these findings may be that
postmenopausal estrogen therapy raises levels of serum
estradiol and estrogen, the forms of estrogen found
circulating in the body.  These substances have a direct
effect on cells in the ovary.

Increased exposure to estrogen is known to
increase proliferation of ovarian cells and some women
with ovarian cancer experience a beneficial effect when
treated with the drug tamoxifen, a powerful anti-

estrogen.
According to American Cancer Society Chief

Medical Officer Harmon Eyre, the potential increase
of ovarian mortality risk with ERT must be considered
in the broad context of the overall balance of known
risks and benefits of postmenopausal hormone
therapy.

“First of all, the overall lifetime risk of American
women for ovarian cancer is low, less than 2 percent
on average,” said Eyre. “Additionally, this study was
not able to assess the effect of current hormone
therapy which commonly combines the hormone
progesterone with estrogen. More studies will be
needed to confirm these results and also to look at
the effect on mortality of combined therapy or HRT
as it is commonly called, against the effect of
unopposed estrogen therapy.  But if these current
results do hold up, then we will have to list ovarian
cancer among the health risks associated with 10 years
or more of estrogen use.”

In The Lab:
Natural Substance Blocks
Androgen Activity In Vitro

Quercetin, a natural substance found in apples,
onions, tea and red wine, may be a potentially novel
approach for preventing and treating prostate cancer,
according to a laboratory research study conducted
at Mayo Clinic in Rochester.

The results of the study were presented March
26, at the annual meeting of the American Association
for Cancer Research in New Orleans. The study also
is published in the March issue of the journal
Carcinogenesis.

“Our laboratory results showed quercetin blocks
the androgen (hormone) activity in androgen-
responsive human prostate cancer cell lines,” said
Nianzeng Xing, the Mayo Clinic researcher who
presented the results of the study.

“By blocking the androgen activity, the growth
of prostate cancer cells can be prevented or stopped,”
he said. “Our study suggests quercetin may be a
potential non-hormonal approach to accomplishing that
goal.”

Quercetin is an abundant, naturally occurring
flavonoid compound. In addition to apples, onions,
black and green tea, and red wine, the compound is
found in green leafy vegetables, beans and citrus fruits.
The compound is used in treatments for allergic
conditions such as asthma, hay fever, eczema and
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NCI-Approved Clinical Trials
Listed For Month Of March

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 Treatment of patients with Metastatic

Melanoma and Renal Cancer with a Combination of
Flt3L and CD40L. NCI Surgery Branch, protocol
1035, Hwu, Patrick, phone 301-402-1156.

Phase I Study of Continuous Weekly Dosing of
Dimethyl Benzoylphenylurea in Patients with Solid
Tumors Not Responding to Conventional Therapy.
Johns Hopkins University, protocol 1351, Wolff,
Antonio, phone 410-614-4192.

Phase I Study of Histone Deacetylase Inhibitor,
MS-275, with an Oral 28 Day Dosing Schedule in
Refractory Solid Tumors and Lymphomas. NCI
Medicine Branch, protocol 2792, Sausville, Edward,
phone 301-496-8720.

Phase I Multiple-Dose and Pharmacokinetic
Trial of Perillyl Alcohol. Cleveland Clinic Foundation,
protocol 5471, Budd, George, phone 216-444-6480.

Dose Finding Study of IDEC-Y2B8 with
Autologous Stem Cell Support. Johns Hopkins
University, protocol 970, Flinn, Ian, phone 410-614-
5542.

Phase I Study of Gemcitabine, Carboplatin or
Gemcitabine, Paclitaxel and Radiation Therapy for
Patients with Favorable Prognosis Inoperable Stage
IIIa/b Non-Small Cell Lung Cancer. Radiation Therapy
Oncology Group, protocol RTOG-L-0017, Choy, Hak,
phone 615-343-9239.

Phase I/II Trial of STI571 and High-Dose
Cytarabine in Myeloid Blast Crisis of Chronic Myeloid
Leukemia. UCLA, protocol 1870, Paquette, Ronald,
phone 310-825-5608.

Phase I/II Trial of STI-571 and Chemotherapy
in Lymphoid Blast Crisis Chronic Myeloid Leukemia
and Philadelphia Chromosome-Positive Acute
Lymphoid Leukemia. UCLA, protocol 4292, Paquette,
Ronald, phone  310-825-5608.

Phase II Studies:
Phase II Study of Oxaliplatin, 5-Fluorouracil, and

Leucovorin in Patients with Metastatic Colorectal
Carcinoma Previously Treated with Irinotecan. North
Central Cancer Treatment Group, protocol N9946,
Pitot, Henry, phone 507-284-4718.

Phase II Study of ZD 1839 for Patients with
First Relapse Glioblastoma Multiforme. Duke
University Medical Center, protocol 1253, Friedman,
Henry, phone 919-684-5301.

Phase II Study of PS-341 in Metastatic
Neuroendocrine Tumors. Ohio State University
Hospital, protocol 1856, Shah, Manisha, phone, 614-
293-7809.

Phase II Study of Intraperitoneal Recombinant
Human Interleukin-12 in Patients with Peritoneal
Carcinomatosis Disease <1 cm) Associated with
Ovarian Epithelial Cancer. M.D. Anderson Cancer
Center, protocol 2251, Lenzi, Renato, phone 713-792-
2828.

Phase II Study of Bevacizumab in Combination
with Vinorelbine in Stage IV Breast Cancer. Dana-
Farber Cancer Center, protocol 2716, Burstein,
Harold, phone 617-632-5340.

Phase II Multidose, Single Arm, Multicenter
Institution Trial of Cisplatin and Gemcitabine in
Combination with Recombinant Humanized Anti-
p185HER2 Monoclonal Antibody in Patients Who
Have Untreated p185HER2 Overexpressing Advanced
Local (Stage IIIb Pleural Effusion Only) and
Metastatic (Stage IV) Non-Small Cell Lung Cancer.
M.D. Anderson Cancer Center, protocol 4450, Herbst,
Roy, phone 713-792-6363.

Phase II, Pharmacologic and Biologic Study of
Escalating Doses of Thalidomide Administered Orally
Once a Day in Combination with a Fixed Dose of
SU5416 in Patients with Metastatic Melanoma.
University of Texas Health Science Center, protocol
66, Rowinsky, Eric, phone 210-616-5945.

Phase II Study of Neo-Adjuvant Paclitaxel,
Estramustine and Carboplatin Plus Androgen Ablation
Prior to Radiation Therapy in Patients with Poor
Prognosis Localized Prostate Cancer. Cancer and
Leukemia Group B, protocol CALGB-99811, Kelly,
William, phone 212-639-7992.

Limited Access Phase II Trial of Capecitabine
in Advanced, Persistent or Recurrent Squamous Cell
Carcinoma of the Cervix. Gynecologic Oncology
Group, protocol GOG-0076CC, Garcia, Agustin,
phone 323-865-0470.

Phase II Exploratory Evaluation of Fenretinide

hives. It’s also used clinically to treat several
inflammatory conditions, including gout, pancreatitis
and prostatitis.
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of Multimodality Therapy Comparing 4 Cycles of
Doxorubicin and Cyclophosphamide with or without
Dexrazoxane (AC +/- Z) Followed by 12 Weeks of
Weekly Paclitaxel with or without Trastuzumab (T +/
- H) Followed of Weekly Trastuzumab or None in
Women with Her-2+ Stage IIIA, IIIB or Regional
Stage IV Breast Cancer. Cancer and Leukemia Group
B, protocol Stage IV Breast Cancer, Graham, Mark,
phone 919-859-6631.

Phase III Randomized Crossover Trial of
Chemotherapy (Doxorubicin/Cisplatin and G-CSF)
versus Hormonal Therapy (Tamoxifen/Megestrol
Acetate) in patients with Stage III & IV or Recurrent
Endometrial Cancer. Gynecologic Oncology Group,
protocol GOG-0189, Bloss, Jeffrey, phone 573-883-
1057.

Phase III Trial to Evaluate the Efficacy of
Maintaining Hemoglobin Levels Above 120 G/L with
Erythropoietin Versus Above 100 G/L without
Erythropoietin in Anemic Patients Receiving
Concurrent Radiation and cisplatin for Cervical Cancer.
Gynecologic Oncology Group, protocol GOG-0191,
Thomas, Gillian, phone 416-480-4619.

Phase III Randomized, Placebo-Controlled,
Double-Blind Trial Evaluating the Effect of
Exemestane in Clinical Stage cT1-3 cN0-1 M0
Postmenapausal Breast Cancer Patients Completing
at Least Five Years of Tamoxifen Therapy. National
Surgical Adjuvant Breast and Bowel Project, protocol
NSABP-B-33, Mamounas, Eleftherios, phone 330-
363-6281.

Phase III Study of Radiation Therapy and 06
Benzylguanine Plus BCNU Versus RT and BCNU
Alone for Newly Diagnoses Glioblastoma Multiforme
and Gliosarcoma. Southwest Oncology Group,
protocol S0001, Spence, Alexander, phone 206-543-
2342.

Phase III Randomized Comparison of Standard
Doxorubicin and Cyclophosphamide VS Weekly
Doxorubicin and Daily Oral Cyclophosphamide
Plus G-CSF as Neoadjuvant Therapy for
Inflammatory and Estrogen-Receptor Negative Locally
Advanced Breast Cancer. Southwest Oncology Group,
protocol S0012, Ellis, Georgiana, 206-598-4518.

Randomized, Double-Blind, Placebo-Controlled,
Ascending Unit Multiple-Dose Study to Evaluate the
Safety, Tolerance, and Steady-State Pharmacokinetic
Properties of Metastat (COL-3) Capsules Administered
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