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New Biologic Therapies Showing Promise
In A Variety Of Advanced Solid Tumors
By Lawrence Prescott

New biologic therapies are showing promise in the treatment of
difficult-to-treat, sometimes fatal cancers such as metastatic renal cell
carcinoma, non-squamous lung cancer, and  a variety of advanced solid
tumors, according to presentations at the annual meeting of the American
Society of Clinical Oncology.

Anti-angiogenesis agent in non-squamous lung cancer:
Bevacizumab, a humanized monoclonal antibody to vascular endothelial
growth factor (rhuMAB-VEGF), when added to carboplatin plus

Clinical Trials:
Two Groups Take Different Approaches
To Toxicity Of Saltz Regimen In Studies
By Paul Goldberg

Two months after excessive mortality led two cooperative groups to
suspend accrual to trials of a combination regimen of CPT-11, 5-flourouracil
and leucovorin, the two groups have taken radically different approaches
to managing toxicity.

—Cancer and Leukemia Group B introduced aggressive dose
reductions for patients who exhibit signs of toxicity.

—In addition to making the same changes as CALGB, the North
Central Cancer Treatment Group reduced the initial dose of the FDA-
approved “Saltz regimen” for all patients, followed by a dose-escalation
for patients who tolerate the treatment.

To understand the causes of death, an independent contract research
firm is preparing to examine the files of the 54 patients who died within 60
days of initiation of treatment on all the arms of the CALGB-led intergroup
study C89803 and NCCTG study N9741.

A separate audit of patient files will be conducted by FDA. These
examinations may produce strategies for screening patients to find those
at risk of treatment-related death on the “Saltz regimen.”

The Saltz regimen was approved by FDA as the standard of care for
first-line therapy for advanced colorectal cancer. Following approval, the
regimen became the standard comparator arm on a variety of colorectal
cancer studies.

“You have a bunch of intelligent people looking at this, and trying to
come up with an answer, and coming up with two different approaches,

THE

CLINICAL CANCER LETTER
Cancer research news for clinicians



The Clinical Cancer Letter
Page 2 � June 2001

ASCO Presentations:
New Biologic Therapies
(Continued from page 1)

Member,
Newsletter and
Electronic Publishers
Association

World Wide Web: http://
www.cancerletter.comPublisher: Kirsten Boyd Goldberg

Editor: Paul Goldberg
Editorial Assistant: Shelley Whitmore Wolfe

Editorial:  202-362-1809  Fax: 202-318-4030
PO Box 9905, Washington DC 20016
E-mail: news@cancerletter.com

Customer Service: 800-513-7042
PO Box 40724, Nashville TN 37204-0724

THE CLINICAL

CANCER LETTER

THE CLINICAL CANCER  LETTER (ISSN 164-985X).
Published monthly, subscription $95 per year, by The Cancer
Letter Inc. All rights reserved. None of the content of this
publication may be reproduced, stored in a retrieval system, or
transmitted in any form (electronic, mechanical, photocopying,
facsimile, or otherwise) without prior written permission of the
publisher. Violators risk criminal penalties and $100,000 damages.

paclitaxel,resulted in an additive cytoxicity in patients
with non-squamous lung cancer improving overall
response rates, extending time to disease progression,
and, most importantly, providing a survival benefit,
compared to chemotherapy alone, said David Johnson,
professor of medicine and associate director of the
Vanderbilt-Ingram Cancer Center, Vanderbilt
University Medical School, Nashville, TN.

In a phase II study, 99 patients with advanced
non-small cell lung cancer were randomly assigned to
carboplatin AUC6 plus paclitaxel 200 mg/m2 (32 pts),
carboplatin plus paclitaxel with bevacizumab 7.5 mg/
kg (32 pts), and carbo-platin plus paclitaxel with
bevacizumab 15 mg/kg (35 pts), Johnson said.  In a
subset of 79 patients with non-squamous histology,
53 received bevacizumab (low-dose, 22 pts; high-dose,
31 pts).  Nineteen patients who received chemotherapy
alone and, were crossed over to bevacizumab.

“Data from this analysis showed that combining
bevacizumab with chemotherapy in this patient
population appeared to improve response rates, extend
time to disease progression, and increase survival as
compared to chemotherapy alone,” said Johnson.

The overall response rate was 32.3 percent in
the high-dose bevacizumab with chemotherapy group
and 31.8 percent in the low-dose bevacizumab with

chemotherapy group compared to 12percent for
chemotherapy alone. Time to disease progression was
32 weeks in the high-dose combination group and 19
weeks in the low dose combination group, compared
to 17 weeks for chemotherapy alone. The median
survival time was 77 weeks in the high-dose
combination group, 61 weeks in the low-dose
combination group, and 53 weeks for chemotherapy
alone, Johnson said.

While preliminary, the survival time of 77 weeks
for the patients treated with the high dose bevacizumab
plus chemotherapy was noteworthy given the fact that
patients in the control arm were allowed to cross-
over and receive bevacizumab after disease
progression.

High-dose interleukin-2 for metastatic renal
cell carcinoma: Initial findings from a phase 3 trial
comparing high-dose recombinant human interleukin-
2 (rhIL-2) and low dose IL-2 plus interferon alfa-2b
(IFNá2b) reaffirm the role of high-dose IL-2 therapy
as the treatment of choice for patients with metastatic
renal cell carcinoma with HD IL-2 producing
significantly more responses than LD IL-2 and
interferon, with response rates of 25percent versus
12percent, respectively, said tated David McDermott,
hematology division, Beth-Israel Deaconess Medical
Center and instructor of medicine, Harvard Medical
School, Boston, on behalf of the Cytokine Working
Group.

A total of 193 patients with metastatic renal cell
carcinoma were randomized to outpatient LD
subcutaneous IL-2 together with INFá-2b or in-patient
HD bolus IL-2, McDermott said.  Ninety-nine patients
received HD IL-2 iv 600,000 IU/kg every 8 hours on
days one to five and 15 to 19 (maximum of 28 doses)
every 12 weeks. Ninety-four patients received LD Il-
2 sc 5MIU/m2 every 8 hours on day one, than once-
daily five days a week for four weeks in conjunction
with sc/IFNá-2b 5 MIU/m2 three times a week for
four weeks, every six weeks.

The primary objectives are three-year
progression-free survival, and overall survival based
on differences seen in earlier studies.  Secondary
endpoints includes toxicity, response rate, response
duration and percent complete response.

In the HD IL-2 group, tumor response was seen
in 25 of 99 patents or 25 percent of patients treated
compared to 12 of 94 patients or 12 percent of patients
who received LD IL-2 plus IFNá-2b, a statistically
significant difference in favor of HD IL-2.  There
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also was a significant improvement in quality of
response favoring the HD IL-2 arm, with 8 complete
responders on HD IL-2 compared to 2 CR on LD IL-
2 plus INFá-2b.  In addition, 17 patients on HD IL-2
achieved partial responses compared to 10 patients
on LD IL-2 with IFNá-2b.  The difference in response
rates between the two treatment arms was 14.6
percent.

The median duration of the tumor response in
patients receiving HD IL-2 is 16 months, with 10 of
these ongoing at a range of 16 to 38 months, said
McDermott. This compares to a median response
duration of 13 months in the LD IL-2 plus INFá-2b,
with 4 of the responders ongoing with a range of 11
to 37 months.

These patients have not been followed long
enough to determine overall survival and progression-
free survival, which are the study’s primary endpoints,
McDermott said.

Preliminary findings demonstrate that the median
survival for patients on LD IL-2 and interferon -2b
was 12 months compared to 15 months on the HD
IL-2 arm.  This trend in survival benefit for HD IL-2,
however, is not yet statistically significant and final
data will be made available upon study completion.

Endostatin in advanced solid tumors: Final
results from a phase I trial of recombinant human
endostatin (rHE) show that this anti-angiogenic drug
is safe, reduced blood flow, and produced some
shrinkage of tumors, said Roy Herbst, assistant
professor of thoracic/head and neck medical oncology
and assistant professor in cancer biology, University
of Texas M.D. Anderson Cancer Center.

“This phase I trial of endostatin was a successful
one at M.D. Anderson if you keep in mind the goals
of a phase I trial,” Herbst said. “We not only
accomplished the goal of determining the safety of
the drug, but also learned more about the
pharmacology of the drug and how the body reacts to
endostatin. Using positron emission tomography scans,
we were able to see decreases in blood flow with
increasing doses of the drug. We see promise in this
drug in future trials.”

The phase I trial was designed to test the
mechanism of action, safety, and dose, but not the
efficacy of endostatin administered in a daily 20-minute
infusion of a range of doses (15, 30, 60, 120, 180,
and 300 mg), Herbst said. The trial included 25
patients with varied diagnoses including breast cancer,
melanoma, head and neck cancer, colon cancer, renal

cell carcinoma, and sarcoma.
All participating patients were selected from

among current M.D. Anderson patients, selection
being based on ease of tumor biopsy, individual
performance status, disease site, and order of
evaluation. All had failed previous standard treatments
or had no standard therapy for their disease.

The primary endpoint was determination of a
biologically effective dose by measuring tumor blood
flow and examining tumor tissue for evidence of
endothelial cell apoptosis. Patients were required to
have frequent tumor biopsies to study the biological
effects of the drug. Patients also had regular
computerized tomography and PET scans.  These
diagnostic tests, plus ongoing pharmacokinetic analyses
and physical examinations helped determine the
biologic activity of the drug through measurement of
blood flow and metabolic activity within the tumors,
as well as monitor patients’ reactions to the drug.

Two patients demonstrated evidence of tumor
shrinkage but all patients ultimately experienced
disease progression, Herbst said. Endostatin was well
tolerated, however, and had a good pharmacokinetic
profile.  Also, tumor imaging showed that increasing
doses of the drug were associated with decreased
blood flow to tumors and reduced metabolic activity
in the cancers. Biopsies of tumors from all patients
before and after treatment demonstrated a trend to
increased cell death in both tumor cells and endothelial
cells lining nearby blood vessels.

Researchers are cautiously optimistic, said
Herbst. While cancer progressed in all patients
eventually, it may be that higher doses of endostatin
alone or biochemotherapy, combining endostatin and
chemotherapy, might be more effective.

because we don’t have data,” said Leonard Saltz, a
colorectal cancer expert at Memorial Sloan-Kettering
Cancer Center and the principal investigator on the
CALGB study.

“They are both reasonable approaches to address
concerns,” Saltz said. “One is saying, let’s start low,
and go back up in those people who need it, the other
is saying, let’s keep the dose we were using, but make
more aggressive modifications in the dose for people
who are showing early signs of toxicity.”

Clinical Trials:
Groups Take Two Approaches
To Toxicity Of Saltz Regimen
(Continued from page 1)
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At the time the excess mortality was found, the
CALGB study evaluating the Saltz regimen in the
adjuvant setting had completed accrual, and all the
patients had received initial treatment.

However, the CALGB strategy was adopted by
sponsors of trials of new therapies that are being
compared to the Saltz regimen. Sugen and Imclone
have adopted the CALGB approach, sources said.

It is unknown what impact the dose reductions
would have on survival, experts say. Would the narrow
advantage associated with the Saltz regimen shrink or
be lost when the initial dose is reduced?

In an attempt to answer this question, NCCTG
will enroll another 700 patients to test the modified
version Saltz regimen. Since this would not be a
randomized trial, the question of the impact of the
dose reduction would not be answered definitively,
experts say.

“If one does a dose modification of the Saltz
regimen, does that modified schedule have the same
therapeutic efficacy as the original schedule?” said
Richard Pazdur, director of the FDA Division of
Oncology Drug Products. “The NCCTG study might
give us some insight into what’s going on, but it doesn’t
replace a randomized study comparing the two dose
schedules.”

NCCTG: Old Saltz Vs. New Saltz Unethical
In the NCCTG study, the dose of CPT-11 is

reduced from 125 mg/m2 to 100 mg/ m2, and the dose
of 5-FU from 500 mg/ m2 to 400 mg/ m2.
Acknowledging that the trial would be imperfect,
NCCTG leadership said a trial of the Saltz regimen
versus modified Saltz regimen would be unethical.

“We don’t believe that a randomized trial of
original Saltz versus modified Saltz would be ethical
to conduct, based on the first-cycle toxicity that we
have observed on the original Saltz regimen,” said
NCCTG statistician Daniel Sargent.

“We wanted to try to get the best data we could
on the efficacy of original Saltz versus modified Saltz,
and the best data we could generate is to compare
both the old Saltz and the new Saltz to the same arm,
and that common arm would be Oxaliplatin/5-FU,”
Sargent said. “We will have a comparison of old Saltz
and of new Saltz to the Oxaliplatin regimen, and we
will be able to make an indirect comparison between
new Saltz and old Saltz. This is imperfect, but it is
the best data we will be able to generate.”

In the NCCTG trial, the death rate was 4.8
percent on the Saltz regimen arm, and 1.8 percent on

each of the two arms testing Oxaliplatin-containing
regimen.

In the CALGB trial, the death rate was 2.2
percent on the Saltz arm and 0.8 percent on the 5-
FU/LV arm. Enrollment in the two trials was halted
by the data and safety monitoring committees in April.

Richard Goldberg, chairman of the NCCTG
gastrointestinal cancer program and protocol chairman
for the metastatic disease trial, said the addition of a
new arm would allow NCCTG to collect
pharmacogenomic data that could point to the causes
of toxicity of the regimen.

“Previously, we said, ‘Don’t dose-reduce during
the first four treatments. Wait till you have given all
four,’ ” Goldberg said. “Now we are saying, ‘If there
is toxicity in week 1 and week 2, reduce the dose
during week 3 and week 4.’ We are allowing
individualized dose modifications to occur sooner.

“Following the first cycle, we are allowing dose
escalation for the Olympic athletes in the crew. So
those people who tolerate it well can go up,” Goldberg
said.

Taking this logic one step further, Goldberg said
he is troubled by the decisions of several
pharmaceutical companies to keep Saltz as a standard
regimen. “I worry about what the study coordinators
are going to do if they observe excess toxicity after
the first cycle of treatment,” Goldberg said. “Are they
going to say, that’s the way it goes. We are using big
guns to treat big disease?

“Or are they going to say, we wish we had
modified the doses and made them a little lower?”

Methodology Questions About Dose
The regimen’s toxicity raises questions about the

methodology for setting the doses for cytotoxic drugs,
several experts said.

In most cases, clinical trials determine the
maximum tolerated dose of the drug, and, typically,
patients are given that dose from the outset.

“Traditionally, with cytotoxic drugs, we treat with
the MTD or near-MTD doses,” Pazdur said. “Newer
cytostatic drugs, where doses are based at biologically
effective doses, have tended to examine several doses
of the drug. Is it possible to back off and take a look
at less toxic schedules of cytotoxic drugs?”

Richard Schilsky, chairman of CALGB and
associate dean at the University of Chicago, said
patients who enroll in phase I studies that are used to
determine the doses of drugs are not always
representative of the population studied in larger
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studies.
“The idea of MTD is based on the notion of

steep dose-response curves for most cytotoxic drugs
in pre-clinical models, therefore justifying the idea
that drugs should be dosed at the highest level a patient
can tolerate,” Schilsky said.

“The problem is that the highest dose a given
individual can tolerate may be lower or higher than
the average dose that appears tolerable for a
population of patients. The key is understanding the
inter-individual variation in a drug’s effects so that
doses can be optimized for individuals.

“In the case of CPT-11, this may be particularly
important due to genetic variation in drug metabolism
that could put some patients at high risk,” Schilsky
said.

Venturing further into theory, Goldberg said the
value of MTD is uncertain in cases when the regimens
are so toxic that only a few patients tolerate the
intended dose of the drug.

 “What is the meaning of the maximum tolerated
dose?” Goldberg asked. “Only 60 percent of patients
get the full dose of the Saltz regimen in Cycle 2. And
if you look at the subsequent cycles, dose reductions
continue to occur over time. So, the idealized regimen
is only idealized for Cycle 1.”

Saltz said his is not the only regimen to require
an adjustment of the dose. In fact, about 40 percent
of patients treated with 5-FU/LV require dose
adjustment, he said.

“It is standard practice in oncology to aim high
and watch carefully, and dose-adjust, so we don’t
under-treat those people who require a higher dose,”
Saltz said. “One thing that doesn’t seem to happen is
that we as oncologists rarely, if ever, escalate a dose,
and I am a little concerned that that’s not likely to
happen in the modifications made by NCCTG. I hope
it does, in those patients who should be escalated.”

Patient Charts To Be Reviewed
A clearer picture of the problem is likely to

emerge after a group of oncologists review the charts
of patients who died within 60 days of starting the
treatment on the two trials.

The review was paid for by Pharmacia, which
contributed the funds to the CALGB foundation,
enabling the cooperative group to hire Theradex, an
oncology clinical research firm, to conduct the review.

After Theradex collects the charts, one set will
be set to FDA, and another will be reviewed by an
independent panel of colon cancer experts. The review

is expected to be completed by mid-July, sources said.
The reviewers’ goal is to determine whether

protocols were followed properly and whether clinical
risk factors for severe toxicity can be identified.

Though the work is yet to begin, the reviewers
have already stumbled into a fundamental problem.
“One of the things I have already learned is that there
are no criteria for attribution of  cause of death in
cancer clinical trials,” said Mace Rothenberg, chairman
of the review committee and Ingram Associate
Professor of Cancer Research at Vanderbilt Ingram
Cancer Center.

“The cooperative groups don’t have it, NCI
doesn’t have it, FDA doesn’t have it,” Rothenberg
said. “So one of the factors likely to be at play here is
that each individual investigator, along with the group
operations office and biostatistician were applying
common-sense criteria for determining whether deaths
were drug-related.

“We have well established guidelines for toxicity
grading, but when there is a death, it’s left to the
physician’s judgment.”

Rothenberg said that along with analyzing the
data from the two trials, the group would attempt to
develop criteria for establishing attribution of deaths
on clinical trials.

According to data presented last year to FDA,
median survival among metastatic colon cancer
patients receiving the Saltz regimen was 14.8 months,
compared to 12.6 months for 5-FU/LV. Though thin,
the survival advantage was statistically significant
(p=0.042).

After the Saltz regimen became the standard of
care, the NCCTG trial was redesigned. Since its start
in the fall of 1998, the trial has been modified twice
because of problems on the control arm. In the process,
three of the trial’s arms have been discontinued, and
one arm added.

“This trial has been quite a laboratory,” Goldberg
said. “It demonstrates how trials of this magnitude
take on a life of their own and have to be tended
throughout their course.”

Zevalin Regimen Better Than
Rituximab Alone For NHL
By Lawrence Prescott

Ibritumomab tiuxetan (Zevalin, IDEC)
radioimmunotherapy has been shown to be safe and
more effective than rituximab (Rituxan, IDEC) alone
for the treatment of relapsed or refractory low-grade,
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follicular, or CD20+ transformed B-cell non-Hodgkin’s
lymphoma, regardless of age or extent of disease.

Results from a phase III randomized trial point
out that higher response rates are seen with the Zevalin
regimen when radioactivity is added, compared to
those achieved with rituximab alone, while maintaining
the advantage of outpatient administration, according
to Thomas Witzig, speaking at the 2001 Annual
Meeting of the American Society of Clinical Oncology.

Zevalin is an anti-CD20 murine IgG kappa
monoclonal antibody, which is the murine parent of
rituximab, bound to tiuxetan which forms a strong
chelate with the isotope 90Yttrium (90Y), Witzig said.
90Yttrium is the isotope of choice because its higher
beta energy and longer path length makes it superior
for RIT. The advantage of a radiolabeled antibody is
that lymphocytes are inherently sensitive to radiation.

In the controlled study, 143 patients with low
grade, follicular or transformed NHL and lesions
greater than 2.0 cm were randomly assigned to Zevalin
RIT or rituximab alone, said Witzig. The Zevalin
regimen (73 pts) consists of rituximab 250 mg/m2 on
day 0 and day 8, followed on day 7 with 90Y-Zevalin,
while the control arm patients (70 pts) received 4
weekly doses of rituximab 375 mg/m2.  The primary
endpoint was overall response rate, with secondary
endpoints of response duration, time to pro-gression,
quality of life and safety.

Baseline characteristics were well balanced
demographically in the two groups, Witzig said.  Most
patients had two prior therapies, with the last therapy
being refractory.  Forty percent of patients had bulky
disease (greater than or equal to 5 cm) and 18 percent
had extra-nodal disease.

The overall response rates, based on the
International Workshop NHL Response Criteria, were
80 percent in the Zevalin RIT-treated patients
compared to 56 percent in those on rituximab alone,
with 34 percent versus 20 percent being complete
response, respectively, Witzig said.  Patients with bone
marrow involvement had an ORR of 77 percent in
the Zevalin arm compared to 44 percent in the
rituximab control arm. Furthermore, response to
Zevalin was statistically superior to rituximab within
prognostic subsets including age, gender, extra-nodal
disease, bulk of disease, number of prior regimens,
and splenomegaly.

The median duration of response in the Zevalin
group was 14 months versus 12 months on rituximab
alone, with 32 percent of Zevalin patients and 19
percent of rituximab patients in ongoing response,

Witzig said. While the time to progression was
comparable between the two groups, there was a trend
in favor of Zevalin in patients with follicular disease.
In addition, the quality of life analysis showed a
significant increase in quality of life in the Zevalin-
treated patients compared to those on rituximab alone.

Zevalin adverse events were primarily
hematologic, with the primary toxicity being platelet-
derived and 32 percent having Grade 4 neutropenia.
Only one patient, however, was hospitalized for
infection, said Witzig. The most common side effect
was grade one nausea, which was mild and self-
limiting.

SWOG Trial Reports Longest
Survival To Date For NSCLC

The use of the taxane docetaxel (Taxotere) after
standard chemotherapy with cisplatin/etoposide plus
radiotherapy produces the longest survival reported
to date in patients with stage IIIB non-small cell lung
cancer, investigators from the Southwest Oncology
Group said at the annual meeting of the American
Society of Clinical Oncology.

The study presented by Laurie Gaspar, the
radiation oncology co-chair of the SWOG Lung
Committee and chairman of radiation oncology at the
University of Colorado Health Sciences Center in
Denver, found that 40 percent of patients remained
alive at three-year follow-up.

A prior SWOG study had documented a 17
percent three-year survival rate, which was the highest
survival rate that had ever been reported in
pathologically staged IIIB NSCLC. In the earlier
investigation, two additional cycles of cisplatin/VP-
16 were administered after initial concurrent
chemotherapy and radiotherapy.

“Despite advances in combined modality
treatment in unresectable stage III NSCLC, results
with currently available chemoradiotherapy suggest
that a plateau in efficacy may have been reached,
with median survival times of 12 to 18 months and
two- to three-year survivals of 20 to 25 percent,” said
David Gandara, chairman of the SWOG Lung
Committee and professor of medicine and director of
clinical research at the University of California Medical
Center at Davis. “Our results far exceed the best
results described to date. While these data are not a
randomized comparison and must be interpreted with
caution, they are highly encouraging.”

The phase II study included 83 patients with
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newly diagnosed primary bronchogenic (originating in
the air passages of the lungs) stage IIIB disease that
was too extensive to be cured by surgery. In stage
IIIB NSCLC, the disease has invaded surrounding
organs and there may be significant lymph node
involvement.

The median age of the study population was 60
years. Sixty-one patients were men, and 22 were
women. Their performance status (PS) ranged from
0 to 2.

All patients received cisplatin, 50 mg/m2,
administered intravenously on days one and eight, and
etoposide, 50 mg/m2, administered intravenously each
day for five days. The chemotherapy treatment was
repeated four weeks later. On the first day of
chemotherapy, patients started radiotherapy, which
continued for five days a week for six weeks.
Consolidation docetaxel, 75 to 100 mg/m2, was
administered intravenously starting about four weeks
after the completion of chemoradiotherapy, and the
treatment  was repeated every 21 days for three cycles.
Consolidation therapy refers to the use of a second
round of chemotherapy to eradicate residual cancer
cells.

The median survival was 27 months and the
progression free survival was 16 months.  The one-
and two-year survival rates were 76 percent and 54
percent, respectively. In the earlier SWOG trial in
which identical concurrent chemoradiotherapy was
followed by two additional cycles of cisplatin/etoposide
instead of consolidation docetaxel, the median survival
was 15 months, and the one-and two-year survival
rates were 48 percent and 34 percent, respectively.

Concurrent chemoradiotherapy was reasonably
well tolerated. Side effects during consolidation
docetaxel treatment included esophagitis and
neutropenia. Three patients died of pulmonary
complications.

Disease relapse was documented in 53 patients.
In 15 cases, the first site of disease relapse was the
brain, suggesting the development of a “sanctuary site”
in the brain, similar to that observed in small cell lung
cancer trials. “In view of the high brain relapse rate,
prophylactic cranial irradiation may be considered in
future studies,” said Gaspar.

 Further investigation of the use of consolidation
docetaxel is being planned in a trial to be conducted
jointly by SWOG, the National Cancer Institute-
Canada, and NCCTG that is evaluating the efficacy
of maintenance therapy with the investigational
compound ZD 1839. ZD 1839, also known as Iressa,

is one of a new class of agents known as tyrosine
kinase inhibitors that block the pathways involved in
the proliferation and survival of cancer cells and other
processes that promote cancer cells. Tumor regression
has been reported in lung cancer patients treated with
the compound.

Two Drugs Slow Progress
Of Metastatic Prostate Cancer

Two novel drugs designed to block the spread
of metastatic prostate cancer in bone appear to
significantly slow clinical progression of the cancer.

The first study included 244 patients with
hormone-refractory prostate cancer that had spread
to the bones but who did not yet have associated
symptoms. Patients enrolled in the phase II trial were
randomized to receive either the oral drug, ABT-627
(atrasentan) or a placebo.

Patients treated with ABT-627 experienced a
longer interval compared to the placebo group (198
days vs. 129 days, respectively) before indicators such
as imaging tests or onset of pain signaled further bone
metastasis, researchers at Johns Hopkins University
concluded. These findings are especially important
given the current lack of successful treatment options
for patients who did not respond to hormone therapy.

The drug also doubled the time (from 10 weeks
in the placebo group to 20 weeks) for prostate specific
antigen tests to rise by more than 50 percent— another
indicator of slowing of progression.

“This is quite exciting because the data suggests
this low-toxicity pill leads to clinical benefit and delays
time before patients may need additional systemic
treatments,” said Michael Carducci, the lead study
author and assistant professor of oncology at Johns
Hopkins University.

The second study, conducted by British
researchers from the Royal Marsden Hospital in
Sutton, England, concluded that of 311 patients with
advanced prostate cancer that had spread to the bone,
those who used oral clodronate reported pain from
bone metastasis at a median of 24 months, compared
to a median of 19 months in patients randomized to
receive a placebo.

Results from the phase III trial also suggest an
overall survival benefit of 7 months. This study
suggests that there may be a lengthening of the interval
to bone pain and perhaps an improvement in survival.
Confirmatory studies with longer follow-up are needed,
however.
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NCI-Approved Clinical Trials
Listed For May 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 Flavopiridol in Combination
with 5-Fluorouracil, Leucovorin and Irinotecan in
Patients with Advanced Malignancies. Mayo Clinic,
protocol 2450, Bible, Keith, phone 507-284-4304.

Phase I Study of EMD 121974 in Patients with
Advanced Solid Tumors. University of Colorado,
protocol 3358, Eckhardt, Gail, phone 303-315-0882.

Phase I Study of PS-341 in Pediatric Patients
with Refractory Solid Tumors. Children’s Oncology

Group, protocol ADVL0015, Blaney, Susan, phone
713-770-4586.
Phase I/II Studies

Phase I/II Safety and Efficacy Trial of
Bevacizumab: Anti-VEGF Humanized Bevacizumab:
Anti-VEGF Humanized Therapy for Myelodysplastic
Syndrome. Stanford University, protocol 2271,
Greenberg, Peter, phone 650-725-8355.

Phase I/II Trial of STI571 in Children with
Newly Diagnosed Poor Prognosis Brainstem Gliomas
and Recurrent Intracranial Malignant Gliomas.
Pediatric Brain Tumor, protocol PBTC-006, Pollack,
Ian, phone 412-692-6177.

Vaccine Therapy with Tumor specific P53
Peptide in Adult patients with Low Burden
Adenocarcinoma of the Ovary. NCI Medicine Branch,
protocol T99-0074, Khleif, Samir, phone 301-496-
0901.

Vaccine Therapy with Tumor Specific P53
Peptides in Adult Patients with Adenoma of the Breast.
NCI, Naval Medical Oncology Branch, protocol T99-
0075, Khleif, Samir, phone 301-496-0901.
Phase II Studies

Immunization of HLA-A* 0201 Patients with
Metastatic Cancer Using a Peptide Epitope from the
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New Ultrasound Technique
For Hard To Diagnose Cysts

Breast harmonic imaging, a new ultrasound
technique, can be successfully used to diagnose hard
to see breast cysts, which could eliminate the need
for some biopsies, a study shows.

A study of 30 patients with 117 breast cysts found
that harmonic imaging provides higher resolution and
better detail of small cysts or cysts that are deeper in
the breast than conventional ultrasound, said Derek
Muradali, of the University Health Network and Mount
Sinai Hospital in Toronto, Canada.

The patients in the study underwent a
conventional ultrasound examination and a harmonic
imaging examination. Two radiologists reviewed the
conventional ultrasound images and the harmonic
images and found, in 80 percent of the cases, that
harmonic images were “superior to conventional
ultrasound,” said Muradali. The radiologists did not
know which images were conventional or harmonic
images when they made their assessment.

Harmonic imaging has been used in the past,
but it is only recently that linear transducers (the
probes) used in breast ultrasound have become
available for use in harmonic imaging.

Harmonic imaging will likely become the
standard of care for patients with cysts that are
difficult to diagnose with conventional ultrasound,
Muradali said.

He presented his study at the American Roentgen
Ray Society meeting on April 30 in Seattle.


