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FDA Approves Velcade For Treatment
Of Refractory Multiple Myeloma

The U.S. Food and Drug Administration earlier this month authorized
the use of Velcade (bortezomib) for Injection for the treatment of multiple
myeloma patients who have received at least two prior therapies and
have demonstrated disease progression on the last therapy.

Velcade is a first of a class of substances known as proteasome
inhibitors to receive FDA approval for the treatment of cancer, and is the
first treatment in more than a decade to be approved for patients with
multiple myeloma. Millennium Pharmaceuticals of Cambridge, Mass., is

American Roentgen Ray Society:
Smaller Ultrasound-Guided Biopsy Needle
Safe, Effective, For Suspected Breast Cancer

A 14-gauge tru-cut needle biopsy, guided by real-time ultrasound,
offers an easy, inexpensive, and fast way to accurately biopsy suspected
breast cancer, according to research presented at the annual meeting of
the American Roentgen Ray Society earlier this month in San Diego.

The study, the largest ever to review real-time ultrasound and biopsy
using a 14-gauge needle, found that the 14-gauge needle is more than
99% accurate in diagnosing breast cancer, said Richard Chesbrough, senior
staff physician at Henry Ford Hospital in Detroit.

As part of the study, 700 patients who had suspicious masses found
on ultrasound, had a biopsy with a 14-gauge automated tru-cut needle.
An average of five core samples was taken from each lesion biopsied.
The results indicated that there were 196 cancers; 193 cancers were
proven at subsequent surgical pathology, Chesbrough said.

“The three discordant lesions were subsequently proven to be other
types of cancer or a tiny focus of ductal carcinoma in situ on careful
radiology-pathology correlation,” Chesbrough said.

The 14-gauge needle biopsies indicated that 504 of the suspicious
masses were benign. Follow-up radiology-pathology correlation revealed
that nine of these diagnoses were discordant with imaging findings. These
patients underwent further surgical excision of their lesions. The remaining
patients with benign results have been followed for at least two years. To
date, none of these patients has developed cancer at the site of the original
lesion, he said.

“Many physicians are wondering if there is a need to use a larger 8,
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Velcade Approved Four Years
After Start Of Human Studies
(Continued from page 1)

Member,
Newsletter and Electronic
Publishers Association

World Wide Web: http://
www.cancerletter.com

Publisher: Kirsten Boyd 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 (ISSN 164-985X).
Published monthly, subscription $99 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.

the manufacturer of the drug, formerly known as
PS341.

Velcade was approved under FDA’s accelerated
approval program. The program helps make promising
products for serious or life threatening diseases
available earlier in the development process by
allowing approval to be based on a promising effect
of the drug, such as tumor shrinkage, before there is
actual evidence of improved survival or other clinical
benefit. The drug’s commercial sponsor worked
closely with FDA to define the studies that would be
conducted.

“As a result of close collaboration among the
company, the National Cancer Institute, and FDA in
the development and review of the drug, FDA was
able to make this novel therapy available sooner to
help many thousands of patients suffering from
multiple myeloma,” said FDA Commissioner Mark
McClellan. “The approval of Velcade illustrates
FDA’s commitment to providing patients with access
to safe and effective drugs as quickly as possible.”

The FDA’s approval of Velcade comes four and
a half years after the start of the first trial in humans.
The development and approval of Velcade is among
the most rapid for a cancer treatment. As part of this
accelerated approval, Millennium will be completing

preclinical and phase IV clinical studies, including a
study of previously untreated multiple myeloma
patients.

“The FDA approval of Velcade represents a
major advance in our fight against multiple myeloma,”
said Ken Anderson, director of the Jerome Lipper
Multiple Myeloma Center at Dana-Farber Cancer
Institute and the lead investigator in the preclinical
development and clinical trials of Velcade.  “With its
new and unique mechanism of action of inhibiting the
proteasome, Velcade is different from traditional
chemotherapies and represents a new treatment
option for patients.”

Velcade acts on tiny cell chambers called
proteasomes, preventing multiple myeloma cells from
proliferating, even those that were resistant to all
known therapies. Laboratory studies have shown that
the drug killed myeloma cells without seeming to harm
normal tissue.

“Velcade represents a new treatment paradigm
that targets the tumor cells and the bone marrow
microenvironment to overcome drug resistance,” said
Anderson. “This offers clinicians a greater potential
to improve patient outcome.”

FDA evaluated the safety and efficacy of
Velcade based on a study of 202 patients who had
received at least two prior therapies and
demonstrated disease progression on their most
recent therapy. Altogether, out of 188 patients
evaluated for response, twenty eight percent showed
a response to Velcade. The response lasted a median
time of one year. Another trial in 54 patients with
relapsed multiple myeloma showed similar responses.

There are no controlled trials of Velcade
demonstrating clinical benefit, such as improvement
in survival. To address this issue, Velcade’s developer
will perform additional studies, including the
completion of an on-going study and a study
comparing Velcade to standard therapy.

“The drug shows a significant effect on patients
with multiple myeloma that have not responded to
other treatments–a response that is likely to result in
significant clinical benefit,” said McClellan. “As with
other treatments approved under our accelerated
approval process, further studies are necessary for
clarifying Velcade’s clinical benefits.”

The most commonly reported adverse events
reported in clinical trials include nausea, fatigue,
diarrhea, constipation, headache, decreased appetite,
decreased platelets and red cells in the blood, fever,
vomiting, and peripheral neuropathy.
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FDA News:
Gleevec First Pediatric Cancer
Approval By FDA In 13 Years

Gleevec earlier this month became the first
oncology therapeutic agent in 13 years to receive FDA
approval for a pediatric indication.

The agent was approved for treatment of
pediatric patients with chronic phase Philadelphia
chromosome positive (Ph+) chronic myelogenous
leukemia whose disease has recurred after stem cell
transplant or is resistant to interferon alpha. Gleevec
(imatinib mesylate) is sponsored by Novartis
Pharmaceuticals.

The approval used an approach endorsed by the
Congressionally-mandated pediatric oncology
subcommittee of the Oncologic Drugs Advisory
Committee of extrapolating adult efficacy data
combined with a demonstration of proof-of-concept
in children.

A major portion of the data that led to the
approval came from a Children’s Oncology Group
study that was supported by NCI and Novartis.

“This action was a synthesis of many factors
including the submission of quality data, the use of
extrapolation, the application of advice from the
pediatric oncology subcommittee of the ODAC and
federal initiatives to develop product information for
pediatric patients,” said Steven Hirschfeld, a pediatric
oncologist at the FDA Center for Drug Evaluation
and Research. “We anticipate that this approval will
be the first of many in the years to come.”

The most recent drug to receive a pediatric
cancer indication was teniposide, approved in 1990
for refractory leukemia. The agent is sponsored by
Bristol-Myers Squibb.

11 or 12-gauge needles in order to get enough tissue
for an accurate breast diagnosis. This study shows
us that less is really more,” Chesbrough said. Patients
“don’t have to sacrifice accuracy by having a less
invasive biopsy when you have the ability to see the
biopsy performed under real-time ultrasound.”

The cost of the 14-gauge needle is about one-
tenth the cost of the larger needles, he said. It is
readily available, and a biopsy using this needle takes
significantly less time than a biopsy using larger
needles and vacuum systems, he said.

MR Imaging Should Be Considered
For Breast Screening of High Risk Women

MR imaging can find breast cancers that
mammography has missed and should be considered
for screening high-risk women, a new study suggests.
The study is the largest to date done in the U.S.

Researchers at Memorial Sloan Kettering
Cancer Center in New York reviewed the records of
367 women who had their first MR imaging screening
examination. The examination was done using

Roentgen Ray Society:
Annual Meeting Reports:
New Breast Biopsy Methods
(Continued from page 1)

FDA Clears Rapid Test
For Aspergillus Infection

FDA cleared for marketing the first rapid
laboratory test for a life-threatening invasive fungal
infection that occurs in leukemia patients, organ and
bone marrow transplant patients, and patients whose
immune systems are compromised by illness or
chemotherapy.

The test will allow doctors to diagnose invasive
aspergillus infection quicker and begin treatment with
anti-fungal drugs sooner. The new test, the Platelia
Aspergillus EIA, manufactured by Bio-Rad
Laboratories, of Redmond, Wash., detects Aspergillus

galactomannan antigen in blood, and is a good indicator
of invasive infection. Results are available in about
three hours, FDA said. By comparison, the standard
culture method of testing for aspergillus takes a
minimum of four weeks before results are available.

“Earlier detection means earlier and more
accurate intervention with life-saving treatment for
these critically ill patients,” said FDA Commissioner
Mark McClellan. “One of FDA’s goals is to help make
new products that improve medical care available to
the public as quickly as possible.”

FDA cleared the product based on clinical
studies of the test’s performance at three cancer
centers that showed the test could accurately identify
the presence or absence of the aspergillus antigen.

The centers tested 1,890 blood samples collected
from 170 patients. Thirty-one patients had proven or
probable invasive aspergillosis. The new test correctly
identified 25 of the 31 people who had aspergillus
antigen (80.7% sensitivity).  When 148 patients
without signs or symptoms of invasive aspergillosis
were tested, the test correctly identified 132 of the
148 (89.2% specificity) as not having the antigen.
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contrast media. All of the women were considered
to be at high risk of developing breast cancer, said
Elizabeth Morris, lead author of the study presented
May 6 at the American Roentgen Ray Society annual
meeting .

High risk patients include those that have
previously been treated for breast cancer, have a first
degree relative with breast cancer, have the BRCA
1 or 2 gene, or have been diagnosed with a benign
lesion that can be a precursor to breast cancer.

Based on the MR results, 59 women underwent
a biopsy. “Biopsy revealed cancer that was not
previously seen on a mammogram or felt on a physical
examination in 17 (24%) of these women,” said
Morris. “Biopsy revealed high-risk lesions in 13
women and benign disease in the remaining group of
women.”

More than half of the MR detected cancers
were ductal carcinoma in-situ. “These were early
cancer, pre-invasive cancers,” she said.

“There is a lot of interest in MR screening for
breast cancer, particularly for high risk women
because we want to find a supplemental test for
mammography,” Morris said. “While our study
indicates that MR is a very valuable tool, more
patients need to be studied and cost analyses need to
be done before it is made universally available.”

New MR-Guided Breast Biopsy Method
MR-guided breast biopsy with a 14-gauge

stainless steel core biopsy needle is both feasible and
effective, when used with an MR-compatible coaxial
device, a new study shows.

MR imaging can detect lesions that are not seen
on mammography and sonography. Because tissue
diagnosis of suspicious lesions is often required, the
ability to perform MR-guided biopsy or wire
localization is important. However, MR-guided core
needle biopsies have been restricted because of the
limited availability of MR compatible core biopsy
needles, said Xiaoming Chen, assistant professor in
the department of radiology at University of
Washington School of Medicine, Seattle, and an author
of the study.

“This new method uses an MR-compatible
coaxial device, which consists of an outer titanium
sheath and an inner titanium stylet to target the lesion,
and a standard stainless steel 14-gauge core biopsy
needle to sample the lesion,” said Chen, who
presented the study at the Roentgen Ray meeting.
“The titanium sheath, which is inserted into the breast

tissue, is imaged with the breast so we can confirm
that the tip of the sheath is right at the location of the
lesion.”

After the lesion is localized, the patient is moved
outside of the bore of the magnet, where the biopsy
is performed. Because the sheath is in line with the
lesion, the radiologist can use the stainless steel core
biopsy needle to complete the procedure.

Constance Lehman, Chen, and other
researchers from University of Washington Medical
Center and Seattle Cancer Care Alliance, reviewed
35 breast biopsies from 29 women ages 35-74. Each
patient underwent an MR-guided breast biopsy using
this new method. All biopsies were technically
successful, said Chen. Biopsies indicated cancer in
eight patients, and high-risk lesions (atypical ductal
hyperplasia) in five patients.  Surgical follow-up
confirmed malignancy in all eight patients.

Two of the five patients with high-risk lesions
were also upgraded to malignancy after surgery.

Whole Body PET Proves Accurate
In Detecting Breast Cancer Spread

Whole body 18FDG-PET is a more accurate test
than CT for locating cancer spread in breast cancer
patients, a study presented at the American Roentgen
Ray Society annual meeting found.

Thirty-two patients (28 with cancer; two with
high risk lesions and two with suspected disease) had
both a CT examination and a whole body 18FDG-
PET examination, said Simin Dadparvar, associate
professor of radiology at Drexel University College
of Medicine in Philadelphia. The study was done at
Hahnemann University Hospital. In addition, 29 of
the patients underwent a bone scan.

Currently CT is the standard way to detect
cancer metastases in the lung, liver, and other soft
tissues, Dadparvar said. “However, in our study,
18FDG-PET was twice as sensitive as CT in
detecting cancer spread (93% sensitivity vs. 46%
sensitivity),” she said.

18FDG-PET was also better at detecting bone
metastases than bone scans. In addition to the high
level of accuracy, 18FDG-PET means less radiation
exposure to the patient. The radioisotope, 18
Fluorodeoxyglucose, is injected into the vein one hour
before the whole body PET examination.  The
majority of the radioactive material is excreted by
the kidneys about eight hours after the examination.

The CT examination, on the other hand, requires
multiple scans of different parts of the body, which
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means more exposure to radiation. Since 18FDG-PET
can detect cancer spread to soft tissue as well as to
bone, the patient only needs to have the one test
instead of having to undergo a CT examination and
then a bone scan, Dadparvar said.

Microscopic Camera Provides Better Look
At Small Bowel Than Standard X-Ray

A new capsule that contains a microscopic
camera and transmitter can create better pictures of
the small bowel than standard x-ray procedures can,
a new study presented at the American Roentgen
Ray Society annual meeting found.

The capsule is easily swallowed by the patient,
and there is no need for the patient to drink barium
before the procedure.

The study, conducted by Sandor Joffe, section
head of abdominal imaging, and his colleagues at Beth
Israel Medical Center in New York, found that
wireless capsule endoscopy was better able than a
small bowel series to find the cause of the patient’s
symptoms.  The small bowel series consists of a series
of x-rays of the abdomen after the patient drinks
several cups of barium.

Twenty patients underwent both the wireless
capsule endoscopy and the small bowel series. These
patients had a variety of symptoms; many of them
were being examined because they were anemic or
blood had been detected in their stool.

The wireless capsule endoscopy was much
better in finding vascular malformations as well as
ulcerations or erosions in the bowel, all of which can
cause bleeding, said Joffe.

“Significant findings, based on their ability to
explain the patient’s symptoms were noted on the
small bowel series in only two cases. That compares
to 11 cases with the capsule endoscopy,” said Joffe.

There are some downsides to the use of the
capsule endoscopy, Joffe said. The patient swallows
the capsule, then must wear a data receiver for eight
hours. The patient can walk, work, or do whatever
else he or she wants during this time as long as it
isn’t very strenuous.

Although the images are reviewed at high speed
at a workstation, it is a time-consuming process for
the gastroenterologist to view all the images from the
examination.

Patients with a small bowel obstruction or
narrowing of the small bowel should not have a
capsule endoscopy procedure, because the capsule
could get lodged in the bowel. These patients should

have the small bowel series instead, Joffe said.

MR, New Contrast Agent Effective
In Diagnosing Testicular Cancer Spread

MR imaging plus a new contrast agent
(ferumoxtran-10, Combidex) is dramatically better
than current techniques in determining if testicular
cancer has spread, a new study indicates. The
contrast agent is awaiting FDA approval.

Sixteen patients with proven testicular cancer
had an MR examination without the new contrast
media and a separate MR examination 24 hours after
the contrast media had been injected to determine if
their disease had spread into their lymph nodes, said
Mukesh Harisinghani, a radiologist at Massachusetts
General Hospital.

Harisinghani presented the study May 5 during
the American Roentgen Ray Society annual meeting
in San Diego.

The images were reviewed by two radiologists
who indicated whether they believed the lymph nodes
were benign or malignant. “The signal intensity of
the lymph nodes, that is how bright the lymph nodes
looked on the MR image, changed from light (before
the contrast media was given) to dark (after the
contrast media) for benign disease,” said
Harisinghani.

The signal intensity was relatively unchanged
for malignant lymph nodes. The radiologist’s diagnosis
was compared to the results of biopsy of the lymph
nodes, and the MR images were 92 percent accurate
in identifying malignant disease.

“This new method of diagnosing metastases in
testicular cancer patients is substantially better than
using CT to image the lymph nodes and measure their
size,” Harisinghani said. “While larger lymph nodes
are suspicious, lymph nodes that haven ’t grown in
size can also be hiding malignant disease.”
Study Suggests Differences In CT Readings
At Oncology Centers vs. General Hospitals

Preliminary results of a recent study suggest
that CT readings at oncology centers are more time-
consuming, complex, and have many more findings
than readings at general hospitals, said Eric
vanSonnenberg, chief of radiology at Dana-Farber
Cancer Institute, who presented results of the study
at the American Roentgen Ray Society annual
meeting.

The study examined the complexities involved
in CT readings at oncology centers vs. general
hospitals and how they affect relative value unit
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assessments,  which measure productivity of
physicians.

To determine how radiologists were using their
time, vanSonnenberg and his colleagues compared
the CT reports of 100 patients from an oncology
center to CT reports of 100 patients from an affiliated
general hospital. Reports were compared for type and
number of associated studies, including chest,
abdomen, and/or pelvis, length of report, number of
characters, presence/absence of comparison films,
number of tumor measurements obtained, and number
of overall negative studies.

The average number of words in a CT report
for the same examination at an oncology center was
338 compared with 276 at a general hospital.
Similarly, the average number of characters in a report
at an oncology center was 1,807 compared with 1,541
at a general hospital.

Prior scans were obtained and directly compared
with the current scans in more than 90% of oncology
center cases, compared with 50% at a general
hospital.  Likewise, measurements of tumor size were
made in three-quarters of oncology center cases vs.
20% of general hospital cases.

CT scans in general hospitals are usually
intended to target specific problem areas,
vanSonnenberg said. “Exams at oncology centers are
not just about a specific diagnosis or anatomic site;
cancer can affect so many areas of the body with a
host of potential complications,” he said.

Because the CT scans are more complex, it
takes radiologists more time to read them,
vanSonnenberg said. “CT scans read at general
hospitals, for example, can take 3-5 minutes, while
those at a cancer center can take upwards of 10-15
minutes,” he said.

American Association of
Neurological Surgeons:

New Agent Targets Glioma
Tumor Cells Prior To Surgery

IL13-PE38QQR, a tumor-targeting agent in
development by NeoPharm Inc., showed evidence
of cytotoxic effect against malignant gliomas tumor
cells at a concentration range of 0.5-2.0 mcg/mL when
infused directly into the tumor prior to surgical
resection, according to preliminary results from a
phase I/II study.

Sandeep Kunwar, assistant professor,
Department of Neurological Surgery, University of

California San Francisco, presented the results on 24
patients from one of several IL13-PE38QQR phase
I/II clinical trials, at the American Association of
Neurological Surgeons annual meeting in San Diego
late last month.

The study also provides evidence of the clinical
effect of IL13-PE38QQR when it is administered
after tumor resection to areas of the brain at risk for
tumor recurrence. Although not an efficacy study,
prolonged survival has been observed to beyond one
year, Kunwar said.

IL13-PE38QQR has received orphan drug
designation in Europe and the U.S. NeoPharm has
exclusively licensed IL13-PE38QQR from the
National Cancer Institute and the FDA, and is
developing the agent under a Cooperative Research
and Development Agreement with the FDA Center
for Biologics Evaluation and Research in the
laboratory of Raj Puri.

The findings presented at AANS involved
research conducted at several institutions including
M.D. Andersen Cancer Center, Memorial Sloan
Kettering Cancer Center, the University of California
San Francisco, Yale University, CBER/FDA research
collaborators, and NeoPharm, the trial sponsor. This
particular clinical trial was designed in three stages
to assess the safety, tolerability and biologic effect
of IL13-PE38QQR as a complement to surgical
resection of recurrent malignant glioma: Stage 1 (15
patients) and Stage 2 (9 patients) were recently
completed; Stage 3 is ongoing.

The primary objective of Stage 1 was to
determine the histologically effective concentration
(HEC) of IL13-PE38QQR in order to provide direct
evidence of the drug’s ability to destroy malignant
glioma tumor cells. Patients underwent an initial tumor
biopsy on Day 1, followed by the placement of one
intratumoral catheter and continuous convection-
enhanced delivery (CED) of IL13-PE38QQR over
48 hours on Days 2-4. The tumor was then surgically
resected (en bloc, or completely in one piece, if
possible) on Day 8. Tumor tissue was microscopically
evaluated for necrosis (cell death) in relation to
catheter placement. At the end of the resection
procedure, two or three catheters were placed into
the peritumoral (brain adjacent to the tumor resection)
cavity. Post-resection IL13-PE38QQR was
administered by CED for 96 hours on Days 10-14 in
an effort to prevent tumor recurrence.  Pre-operative
CED was well-tolerated. Secondary trial objectives
included measurement of survival without tumor
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Cancer Prevention:
Fruits, Vegetables Protective
Against Cancer, IARC Says

Eating fruits and vegetables may lower the risk
of cancer, particularly cancers of the gastrointestinal
tract, according to a high-level international review
of research findings.

The scientific review, coordinated by the
WHO’s International Agency of Research on Cancer,
was carried out by 22 scientists from 10 countries.

At a week-long meeting in Lyon, France, the
group concluded that findings from both human studies
and animal experimental studies “indicate that a higher
intake of fruits and vegetables is associated with a
lower risk of various types of cancer.”

The clearest evidence of a cancer-protective
effect of eating more fruits is for stomach, lung and
oesophageal cancers. Similarly, “a higher intake of
vegetables probably reduces the incidence of cancers
of the oesophagus and colon-rectum,” the group said.

“In many studies, there is a fairly consistent
association of higher levels of fruits and vegetables
intake with some reduction in cancer risk,” said Paul
Kleihues, IARC director. “This, plus the evidence of
beneficial effects of fruits and vegetables on other
major diseases such as heart disease, indicates that
individuals and communities should increase their
intake of these foods. This is an important message
for governments, the food industry and consumers.”

The Working Group estimated that about one in
10 cancers in Western populations are due to an
insufficient intake of fruits and vegetables. Similar,
although variable, fractions apply to other populations
around the world, and may be higher in regions where
the intake of fruits and vegetables is lower.

The Working Group’s chairman, Tony
McMichael, from the Australian National University,
pointed out that the evidence for any particular type
of cancer in relation to fruits and vegetables intake
lacks certainty. However, the pattern of findings for
cancers overall is persuasive, he said.

“Individual dietary habits are complex,” said

progression and overall survival.
In Stage 1, pre-resection IL13-PE38QQR

concentrations were escalated from 0.25 to 2.0 mg/
mL. Histopathological (microscopic) analysis revealed
necrosis in patients receiving concentrations of 0.5 –
2.0 mg/ml. Five specimens had necrosis
topographically related to the catheter in an ovoid zone
extending 0.3-2.0 cm from the tip. All 15 patients
were able to complete the post-resection infusion at
0.25 mg/ml. The most frequently observed adverse
events were headache (48%), sensory symptoms
(29%), motor symptoms (24%), aphasia (19%),
incoordination (19%), seizure (19%), fatigue (14%),
confusion (14%) and hemiparesis (14%).

With confirmation of the HEC in Stage I, the
pre-resection infusion was omitted and escalation of
post-resection peritumoral infusion concentration
began at 0.5 mg/ml in Stage 2. Nine patients were
enrolled to determine the maximum tolerated infusion
concentration (MTIC). All patients tolerated the
peritumoral infusion and no dose limiting toxicities
were observed for the six patients at 0.5 mg/mL.  Two
of three patients at 1.0 mg/mL developed
symptomatic radiographic changes near the former
catheter insertion location. As a result, 0.5 mg/mL
was designated the MTIC. Enrollment of patients in
Stage 3, to examine escalation of the infusion duration,
is ongoing.

While the trial was not designed to determine
efficacy, clinical and radiographic follow-up revealed
survival without tumor progression of 3 to 90+ weeks.
In addition, overall survival from time of treatment
ranged from 12 to 90+ weeks (median 45 weeks).

“While numerous questions as to how best to
optimize drug delivery remain to be addressed in this
and subsequent trials, we have observed that the
selective molecular targeting of IL13-PE38QQR
when coupled with CED is among the more hopeful
therapies we have investigated in controlling the
infiltrative tumor burden,” said Kunwar. “Although
this is a small group of patients, the degree of response
in a phase I study is encouraging.”

In recognition of his research, AANS selected
Kunwar to receive the Ronald L. Bittner Award for
Brain Tumor Research, as the top young investigator
at this year’s annual meeting.

IL13-PE38QQR is currently under investigation
in two phase I/II trials in addition to the one Kunwar
presented.

One  study is being conducted through the New
Approaches to Brain Tumor Therapy Consortium,

funded by the NCI Cancer Therapy Evaluation
Program. The second trial is being conducted at six
participating sites including University Hospital
Eppendorf and University Hospital Kiel in Germany,
Chaim Sheba Medical Center and Dana Hospital Tel
Aviv in Israel, and the Cleveland Clinic and the
University of Colorado in the United States.
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NCI-Approved Clinical Trials
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
Phase I Pharmacokinetic Interaction Study of

Irinotecan and Thalidomide in Patients with Advanced
Solid Tumors. University of Chicago, protocol 5814, Ratain,
Mark, phone 773)702-4400.

Pharmacogenetic and Pharmacodynamic Study of
Erlotinib (OSI-774) Toxicity in Patients with Advanced
Non-Small Cell Lung Cancer. University of Chicago,

protocol 5948, Rudin, Charles, phone 773-702-4142.

Phase I/II
Phase I/II Study of G3139 (Genasense) in Patients

with Waldenstrom’s Macroglobulinemia. Mayo Clinic,
protocol 5826, Gertz, Morie, phone 507-284-4102.

Phase I/II Pilot Study of Sequential Vaccinations with
rFowlpox-PSA L155)-TRICOM (Prostvac-F/TRICOM)
Alone, or in Combination with rVaccinia-PSA L155)-
TRICOM (Prostvac-V/TRICOM), and the Role of GM-CSF,
in Patients with Prostate Cancer. NCI Medicine Branch,
protocol 5911, Arlen, Philip, phone 301-496-0629.

Phase I/II Dose Escalation Study of Subcutaneous
Campath-1H During Intensification Therapy in Adults with
Untreated Acute Lymphoblastic Leukemia. Cancer and
Leukemia Group B, protocol CALGB-10102, Stock, Wendy,
phone 773-834-8982.

Phase II
Phase II Study of Arsenic Trioxide in Patients with

Advanced Adenocarcinoma of the Esophagus or
Gastroesophageal Junction, M.D. Anderson Cancer
Center, protocol 5647, Ajani, Jaffer, 713-792-2828.

Phase II Study of PS-341 Alone or in Combination
with Irinotecan in Patients with Adenocarcinoma of the
Esophagus, Gastroesophageal Junction, or Stomach. New
York Hospital-Cornell University Medical Center, protocol
5941, Wadler, Scott, phone 212-746-2844.

Phase II Study of Depsipeptide in Patients with
Relapsed or Refractory AML. University of Chicago,
protocol 5965, Odenike, Olatoyosi, phone 773-702-3354.

Phase II Trial of Oral Perifosine in Patients with
Metastatic Androgen Independent Prostate Cancer. NCI
Medicine Branch, protocol 5970, Dahut, William, phone
301-435-8183.

Randomized Comparison of Peptide Immunization in
Patients at High Risk for Recurrence of Melanoma. NCI
Surgery Branch, protocol 6211, Rosenberg, Steven, phone
301-496-4164.

Interferon Alpha Plus 13-Cis-Retinoic Acid
Modulation of BCL-2 Plus Paclitaxel for Recurrent Small
Lung Cancer. Eastern Cooperative  Oncology Group,
protocol E6501, Aisner, Joseph, phone 732-235-7401.

Parallel Phase II Trials of ZD1839 (Iressa) Alone or
Weekly Carboplatin and Paclitaxel Followed by ZD1839
(Iressa) (Oncologists Must Choose) for Metastatic Non-
Small Cell Lung Cancer in >/= 65 Years of Age. North
Central Cancer Treatment Group, protocol NO222, Jatoi,
Aminah, phone 507-284-3077.
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Oncology Group, protocol AEWS02P1, Felgenhauer, Judy,
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McMichael, “They are accompanied by various other
personal behaviours, such as smoking and alcohol
consumption, that can also affect cancer risk. So, it
is not easy to get conclusive evidence on diet-cancer
relationships.”

American Society for Clinical
Pharmacology:

Heavy Smokers And Drinkers
Have Different Brain Chemistry

Smokers and alcoholics have higher levels of a
specific drug-metabolizing enzyme, cytochrome P450
2B6 (or CYP2B6), in their brains, according to
research presented at the annual meeting of the
American Society for Clinical Pharmacology and
Therapeutics, in Washington, DC, last month.

The study, led by Sharon Miksys, of University
of Toronto, is the first that examines heavy drinking
and smoking and their association with elevated levels
of brain nicotine-inactivating CYP2B6.

Findings suggest that smokers and alcoholics
may respond differently to certain drugs that are
changed by this enzyme, such as nicotine, ecstasy,
and bupropion, an antidepressant that is also used in
smoking-cessation treatment.

CYP2B6 can activate tobacco-smoke
procarcinogens and other drug toxins such as cocaine,
PCP, and amphetamines, suggesting that smokers and
drinkers may be at higher risk of brain damage by
neurotoxins. Some drugs and chemicals such as
methamphetamine, cocaine and “angel dust” (PCP)
are converted by CYP2B6 to toxic intermediates,
meaning smokers and alcoholics could be at higher
risk of toxic effects on neurons in brain regions where
this enzyme is high.


