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Clinical Trials:
High-Dose Vitamin D With Docetaxel
In Testing For Advanced Prostate Cancer

Researchers at Oregon Health & Science University have begun a
study to investigate the effect of high-dose vitamin D in combination with
the chemotherapy agent docetaxel (Taxotere), for patients with advanced
prostate cancer.

The ASCENT (AIPC Study of Calcitriol Enhancing Taxotere) study
is a multicenter, randomized, double-blind trial based on the promising
results of a preliminary study in Oregon. ASCENT will determine whether
a high dose of an active form of vitamin D, called calcitriol, taken once a
week in combination with docetaxel, is any more effective than docetaxel
alone for patients with androgen-independent prostate cancer (AIPC),
an advanced form of prostate cancer.

“Late-stage prostate cancer patients have few treatment options,
and we are cautiously hopeful that this study will further confirm and
extend the promising results we’ve already seen with docetaxel in
combination with high-dose pulse administration (HDPA) calcitriol,” said
OHSU Cancer Institute oncologist Tomasz Beer, study chairman and
assistant professor of medicine in the OHSU School of Medicine.

The study will enroll approximately 232 patients at about 20 medical
centers in the U.S., including OHSU. Additional sites will be added during
the next several months.

The study hopes to achieve a reduction of 50 percent or more in
prostate specific antigen levels in patients.

Results from the initial OHSU study were presented by Beer at the
American Society of Clinical Oncology conference last May. In that trial,

World Congress on Cancer Pain:
New Treatment Approaches Valuable
For Cancer Pain, Quality Of Life
By Lawrence M. Prescott

SAN DIEGO—A number of novel therapeutic agents for the
treatment of pain in patients with cancer are proving to be of value not
only for the relief of pain and as palliative care,  but also for improving
quality of life and enhancing survival, according to presentations at the
10th World Congress on Pain, sponsored by the International Association
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for the Study of Pain, held here last month.
Following are highlights of some of the more

prominent studies.

Transdermal Fentanyl
The use of transdermal fentanyl (Durogesic

Transdermal System, Janssen) has been shown to be
highly advantageous for cancer patients suffering
from pain during chemotherapy and radiotherapy, said
Mirco Bindi, of the Policlinico Le Scotte, University
of Siena, Siena, Italy.

“Patients’ quality of life improved soon after the
first phase of antineoplastic treatment,” Bindi said.
“Because of the satisfactory pain control, family
physicians were better able to implement cancer
treatment.”

“No opposition was encountered from either
patients or their relatives about the use of a strong
opioid and the use of this transdermal system
overcame any resistance from the patients,” Bindi
said. “Addiction and dependence never occurred.”

This study was carried out to determine if
treatment of pain with a transdermal opioid in
advanced cancer could improve the quality of life of
the patients and could overcome the cultural
resistance to opioids of patients, family, and general

practitioners. A total of 20 patients with advanced
metastatic disease were entered in the study at the
beginning or during cancer chemotherapy and/or
radiotherapy.  Locations of cancer included breast
(4), colon (4), prostate gland (4), pancreas (3),
,stomach (2), lung (2), and sarcoma(1).  The majority
of metastases were located in the bone, liver and/or
lymph nodes. To be included in the study, patients
had to present with pain intensity greater than 4 on
the visual analog (VAS) pain scores lasting over five
days and taking continuous non-steroidal anti-
inflammatory drugs (NSAIDs) or have a high
expectation of cancer remission with specific anti-
cancer treatment.

Each patient received a 25 mcg/h transdermal
fentanyl patch applied to the chest every third day,
Bindi said. Pain was measured with the linear VAS
(0-10) score both at the beginning of the study and
every two to four weeks for two to three months,
depending upon the treatment response. At the
beginning of the study, pain intensity ranged from 6
to 9 on the VAS scores.

All of the patients were still alive at six months
post-study, with an average Karofsky Performance
Status (KPS) 20 to 30 points higher than baseline
scores at the start of the trial. Patients who underwent
radiotherapy were able to suspend the transdermal
fentanyl patch earlier than those on chemotherapy.
Side effects were generally mild, with grade 1 nausea
and vomiting in three patients and grade ½ confusion
and delirium in two patients.  In addition, two patients
required hospitalization for paralytic ileus, but, in all
patients,  toxicity resolved in three to four days.

Dexketoprofen Trometamol In Cancer Pain
Dexketoprofen trometamol (DKP.TRIS)

(Laboratorios Menarini S.A.) an NSAID of the
arylproprionic acid family, appears to be of particular
analgesic value in patients with advanced cancer with
clinically relevant skeletal metastases and chronic pain
during the course of their disease, said Manuel Jesus
Rodriguez-Lopez, of the pain unit, Hospital Carlos
Haya, Malaga, Spain.

“Dexketoprofen trometamol 25 mg four times
daily by the oral route is a good analgesic therapy in
the treatment of cancer pain, comparable to ketoralac
10 mg four times daily, with a good tolerability profile,”
Rodriguez-Lopez said.

A clinical study was designed to evaluate the
efficacy and safety of orally administered DKP.TRI:S
25 mg four times daily for seven days in comparison
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to the well-known analgesic NSAID ketorolac 10 mg
four times daily as a control drug for the treatment
of cancer pain. A total of 115 patients of both sexes,
with a diagnosis of cancer and bone metastases, was
recruited.  Patients with moderate to severe pain
lasting for more than 10 days (pain intensity 4 or more
on the VAS and a pain rating index (PRI) of 10 points
or more), with no previous opiate treatment were
included in the study. The trial was carried out in 12
acute-care teaching hospitals in Spain in a randomized,
double-blind, parallel group fashion. Acetaminophen
500 mg plus codeine phosphate 30 mg were used as
rescue medication, as needed.

At the end of the seven-day treatment period,
mean values of VAS pain intensity scores were similar
in both groups, but the PRI was significantly better
in the patients who received DKP.TRIS than in the
ketorolac group. There was no difference between
groups in rescue medication requirements. The
incidence of adverse events was similar across both
treatment groups, but the number of patients with
treatment-related adverse events while on DKP.TRIS
was lower than for the patients receiving ketorolac,
with considerably more patients on ketoralac
withdrawing from the study due to adverse events
than did patients treated with DKP.TRIS.

Oxycodone/Morphine Combo for Cancer Pain
The combination of controlled-release

oxycodone (Oxycontin, Purdue Pharma) and
morphine, opioids with different preferential sites of
action, offers a useful alternative to morphine alone,
providing a better analgesia profile and less side
effects, said Gabriella Lauretti, department of
anesthesiology, Faculty of Medicine-RP-University
of Sao Paulo, Ribeiras Preto, Brazil.

To reach these conclusions, the analgesic
efficacy of controlled-release morphine, oxycodone,
and their combination was evaluated in 36 patients
with cancer pain. Controlled-release formulations of
oxycodone and morphine were administered as
morphine alone and morphine/oxycodone in an open-
label, randomized, titration phase to achieve stable
pain control for seven days. This was followed by a
double-blind, randomized, crossover phase in two
periods, 14 days each.

At any point, patients were allowed to use oral
morphine 10 mg as escape analgesic, as needed, in
order to keep the numeric value of the VAS score
less than 4 cm. Patients were asked to assess pain
intensity, adverse effects, and number of rescue

morphine tablets daily.
The weekly opioid consumption ratio of

morphine/oxycodone was 1:1:8, Lauretti said.  When
the ratio of morphine/oxycodone was fixed at this
ratio, the weekly rapid-release rescue morphine
analgesic consumption was 38% higher in patients
taking controlled-release morphine alone, compared
to patients receiving both morphine and oxycodone.\

Furthermore, there were considerably fewer
side effects in patients receiving oxycodone these
individuals complaining less of moderate to severe
emesis.

Methadone for Refractory Bone Pain
Methadone (Roxanne, Mallinckrodt) is effective

and better tolerated in cancer patients with
breakthrough bone pain refractory to opioids and
adjuvant analgesic drugs and should be used prior to
consideration of spinal analgesia, according to Natalia
Khojainova, Neurology, Memorial Sloan-Kettering
Cancer Center, New York.

“Over 60% of patients referred to our cancer
pain service are done so for breakthrough bone pain,”
Khojainova said. “Rapid onset and short duration of
pain make it difficult to treat this problem by
escalating the opioid dose. The dose required to
control incident pain can be significantly higher than
the baseline, causing intolerable sedation, cognitive
impairment, and myoclonus. This is generally
managed by ‘opioid rotation’ to alternative opioids.”

A series of 22 patients with severe incident bone
pain, all of whom had failed multiple trials of opioid
and adjuvant analgesic drugs, were found to achieve
good pain control on methadone. These patients,
ranging in age from 51 to 73 years old, ,were on
intravenous opioids for severe breakthrough pain due
to bone metastases. Rotation to methadone was done
because of uncontrolled pain in the setting of dose
limiting intolerable side effects.  In chronic systemic
administration of opioids, the corresponding
metabolites may increase steadily with dose and
exceed the highest tolerated levels when the dose of
administered opioid is sufficient to control incident
bone pain.

Eleven patients were rotated from fentanyl, nine
from morphine, one from hydromorphone, and one
from oxycodone. The average dose of preswitch
opioids was 16.4 mg/h in morphine equivalents (ME).
Average final methadone dose was 2.8 mg/h in ME.
Pain control was good to excellent in all patients, with
the VAS scores decreasing from 8 to 2.5.
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Implantable Drug Delivery
Device Offers Better Pain Relief
By Lawrence M. Prescott

San Diego—Results from the recently
completed Cancer Pain Trial point out that intrathecal
pain therapy with a programmable implantable drug
delivery system (IDDS), supplemented with
comprehensive medical management (CMM) as
needed, offers better clinical success than with CMM
alone in patients with refractory cancer pain.

IDDS provides better relief with smaller doses
of opioids, significantly reducing toxicities associated
with pain control drugs, and significantly improving
survival in patients with refractory cancer pain, said
Thomas Smith, in a presentation at the 10th World
Congress on Pain.

“Implantable intrathecal opioids reduced pain
scores by 52%, reduced side effects by 35%, and, so
far, have increased survival by two and a half
months,” said Smith, chairman of the Division of
Hematology/Oncology and Professor of Medicine,
Department of Medicine, Department of Medicine,
Massey Cancer Center, Virginia Commonwealth
University, Richmond, Virginia.

“There are no failures as yet and no problem of
tolerance to date, with some patients having had the
IDDS in place for more than two years,” Smith said.

The purpose of this study was to evaluate the
clinical effectiveness of the IDDS as a means of
providing pain control therapy to patients with
intractable cancer pain, Smith said. The IDDS used
in this trial was the Medtronic Synchromed Infusion
System, which consists of a hockey puck-sized
programmable pump and a catheter. The pump is
surgically implanted, in an hour-long procedure, just
under the skin of the abdomen and is connected to a
small flexible catheter that delivers pain medications
directly to the intrathecal space.

Initially, patients were brought to the hospital to
undergo a screening test for intrathecal morphine
efficacy. Morphine was administered directly into the
intrathecal space to see if the approach worked. If
patients did not get relief, the pump was not put in,
thus avoiding a surgical procedure in patients who do
not show benefit. Overall, however, in this study, 95%
of patients went on to have the pump implanted. The
efficacy test was performed one to two days before
randomization in the clinical trial, whenever possible,
and within a week in almost all patients.

Worldwide, 202 patients with refractory cancer

pain, as measured by a visual analogue scale (VAS)
pain score of over 5 despite more than 200 mg of
morphine or an oral equivalent per day, participated
in the study and were randomly assigned to either
IDDS or CMM, Smith said. The primary objective
was clinical success, defined as at least a 20%
reduction in the VAS pain scores from baseline to
four weeks with equal toxicity, or equal pain scores
with at least a 20% reduction in toxicity. Secondary
objectives included quality of life, drug-related side
effects over time, and healthcare resources utilization.
Change of composite toxicity from pain treatments
was measured by the National Cancer Institute
Common Toxicity Criteria (CTC), four weeks after
randomization.

At four weeks, clinical success was achieved
in 84.5% of IDDS patients versus 70.8% patients only
on CMM. The mean VAS pain score fell from 7.5 to
3.67 in the IDDS group compared to 6.36 to 5.27 in
those on CMM, pain being relieved by 52% in IDDS
patients versus a 39% drop in the SMM group. Also,
fatigue and reduced consciousness significantly
improved in the IDDS group. Also, use of IDDS
reduced composite drug-related toxicity by 50%
compared with a 17% decrease in patients on CMM.

Smith said that although survival was not an
endpoint of the trial, survival six months after
randomization was superior in patients in the IDDS,
with 54.5% alive compared to 33.8% of the SMM
group. This amounted, on average, to an additional
two and a half months of good quality of life at the
end of life. Independent of randomized assignment,
improvement in opioid toxicity is associated with
significantly improved survival. It should be noted,
however, that improvement in opioid toxicity was
significantly greater in the IDDS group.

According to Eric Buchser, head physician,
Anesthesia and Pain Management, Hospital de Zone,
Morges, Switzerland, and one of the collaborators in
the study, “the decrease in fatigue is especially
important. This is usually potentiated by anticancer
treatment or even pain therapy. Once you get rid of
the pain, patients still complain about fatigue.  When
the IDDS is implanted, however, despite the use of
opioids, as only tiny amounts are used, there is a major
decrease in fatigue seen.”

“It should be noted, that this is an elegant piece
of work and should change the way we treat these
patients,” Buchser said. “The IDDS offers a cost-
effective reduction of pain in the last few weeks of
the patient’s life. In contrast, giving conventional
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treatment actually kills the patient. Giving large
amounts of opioids causes respiratory depression and
other drug-related toxicities which lead to a faster
death.”

Supportive Treatment:
New Drug Reverses Damage
To Liver In Stem Cell Transplant

A study led by researchers at Dana-Farber
Cancer Institute has shown that a drug extracted from
porcine intestinal tissue reduced the risk of death in
patients who experienced a severe and often-fatal
complication of stem cell transplants.

The experimental drug defibrotide reversed
severe veno-occlusive disease (VOD) of the liver in
more than one third of the stem cell transplant
recipients enrolled in the study. VOD is a type of
potentially fatal liver damage that can result from the
high doses of chemotherapy given prior to a transplant.
The findings, which will be published in the Dec. 15
issue of Blood, have been posted at
www.bloodjournal.org.

“Stem cell transplant patients suffering from
severe veno-occlusive disease are at a very high risk
of death, with a mortality rate in excess of 90 percent.
The results from this study are compelling, especially
given the remarkable safety of the drug in this
extremely sick population,” said Paul  Richardson, a
hematologic oncologist at Dana-Farber who led the
multi-center study. “This trial, which is the largest of
its kind to date, confirms prior reports from smaller
studies, and provides a strong platform for us to move
forward with further trials of defibrotide, both in
therapy for established VOD and its prevention.”

Five to 60 percent of stem cell transplant
patients develop VOD, which ranges in severity from
mild and reversible to severe and almost always fatal.
Stem cell recipients have an elevated risk for VOD
due to the high-dose chemotherapy they undergo prior
to transplantation and the type of transplant they have,
with allogeneic (unrelated donor) transplant recipients
being at greater risk than autologous (related donor)
patients.

Chemotherapy drugs can damage the cells lining
the small blood vessels in the liver as well as liver
cells. This disrupts the liver’s circulation, causing it
to swell painfully, and results in VOD. Patients with
VOD usually become jaundiced and bloated, and they
are at risk for other organs to fail, such as the kidneys
and lungs.

Under a research protocol allowing it to be used
on an emergency basis, defibrotide was given to 88
transplant patients who had severe VOD and multi-
system organ failure. The drug reversed VOD
completely in 32 patients (36 percent), and 31 patients
(35 percent) survived at least 100 days after
transplant, a milestone used to determine transplant
success. Less than 10 percent of these patients
typically would have been expected to survive 100
days post-transplant.

The younger patients in the trial fared better
than those who were older, said Eva Guinan, director
of the Pediatric Stem Cell Transplant Program at
Children’s Hospital Boston and a pediatric oncologist
at Dana-Farber. Many of the survivors were younger
than 18, including infants as young as 8 months.

“We’ve had some children in the Intensive Care
Unit with incredibly severe VOD, who were on
ventilators and dialysis, and who are now long-term
survivors with excellent function,” said Guinan, an
associate professor of pediatrics at Harvard Medical
School.

VOD is more common in transplant centers that
accept sicker patients with a poorer outlook,
Richardson says, and less common in centers that
include only the best candidates. Some individuals are
more susceptible to VOD than others, but it is not
possible to always identify those patients ahead of
time.

Previously, doctors administered clot-busting
drugs like t-PA and heparin to treat VOD, but the
drugs caused severe bleeding and were ineffective
in patients with multi-system organ failure. In this
study, defibrotide, which is a single stranded piece of
DNA that is selectively active on the surface of small
blood vessels and repairs blood vessel injury, did not
cause any serious bleeding and side effects, such as
hot flashes, were mild.

Richardson and his colleagues are conducting a
randomized, prospective trial of defibrotide to verify
this study’s findings and determine the best dose.

“Given the drug’s favorable safety record and
promising activity, we plan to next study this drug as
a prophylactic agent in patients undergoing transplant.
In the future, this may allow us to treat patients who
otherwise would be denied transplants because of
their high risk of VOD,” said Richardson, an instructor
at Harvard Medical School.

Co-authors of the study include researchers at
Dana-Farber, Brigham and Women’s Hospital,
Children’s Hospital, Massachusetts General Hospital,
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Beth Israel Deaconess Medical Center, and Harvard
Medical School, all in Boston; Columbia University,
New York; Loyola University Medical Center,
Chicago; University of Colorado Health Center,
Denver; Duke University Medical Center, Durham,
NC; Johns Hopkins Oncology Center, Baltimore; and
Fred Hutchinson Cancer Research Center, Seattle.

The study was funded in part by the Orphan
Products Development Program of the Food and Drug
Administration. Defibrotide is manufactured by
Gentium SpA of Como, Italy.

New Approach To Replacing
Immune Cells Shrinks Tumors

A new approach to cancer treatment that
replaces a patient’s immune system with cancer-
fighting cells can lead to tumor shrinkage, according
to NCI researchers.

The study demonstrates that immune cells,
activated in the laboratory against patients’ tumors
and then administered to those patients, can attack
cancer cells in the body. The experimental technique,
known as adoptive transfer, has shown promising
results in patients with metastatic melanoma who have
not responded to standard treatment.

In the study, 13 patients with metastatic
melanoma who had not responded to standard
treatments were treated with immune cells produced
in the laboratory specifically to destroy their tumors.
The treatment resulted in at least 50 percent tumor
shrinkage in six of the patients, with no growth or
appearance of new tumors. Four additional patients
had some cancer growths disappear.

Researchers have tried previously to treat
cancer with immune cells but the cells did not survive
well in the body. “In the past, only a fraction of a
percent of the cells we injected were able to survive,
and they would persist for only a few days,” said
Steven Rosenberg, of NCI, the lead researcher on
the study.

Improvements in the way immune cells are
generated in the laboratory and the way patients’
bodies are prepared to receive them, however, have
led to different results. “We have been able to
generate a very large number of immune cells that
appear in the blood and constitute a majority of the
immune system of the patient,” Rosenberg said.
“These persist for over four months and are able to
attack the tumor.”

Researchers used a small fragment of each

patient’s melanoma tumor to grow T cells in the
laboratory. Exposure to the tumor activated the
immune cells so that they would recognize and attack
cells from each specific cancer.

Once the T cells had multiplied to a sufficient
number to be used for treatment, they were
administered to patients. Patients were also given a
high dose of interleukin-2, which stimulates continued
T cell growth in the body.  Prior to the immunotherapy,
chemotherapy had been used to deplete patients’ own
immune cells. Diminishing the old cells provided an
opportunity for the new T cells to repopulate patients’
immune systems.

Analysis of blood and tumor samples from many
of the patients who responded favorably to the
treatment revealed that the administered immune cells
were thriving, multiplying rapidly, and attacking tumor
tissue. T cells activated against melanoma became
the major component in patients’ immune systems.
They persisted for several months and were able to
destroy metastases throughout the body.

Over time, patients’ old immune systems
recovered, restoring their ability to fight infections.
Researchers report that among the patients in the
study, only occasional opportunistic infections
developed during treatment. Other side effects were
mild autoimmune disorders.

IL13-PE38 Looks Promising
In Early Tests Against Gioma

Preliminary data from a phase I/II study of IL13-
PE38 (NeoPharm Inc.) in malignant glioma found that
five of 18 patients experienced tumor necrosis when
the agent was infused prior to surgical resection of
the tumor.

The findings were presented Sept. 8 at the Fifth
Congress of the European Association of Neuro-
Oncology, held in Florence, Italy.

The presentation was drawn from one of three
phase I/II clinical trials NeoPharm is conducting for
IL13-PE38.

The pre-resection regimen involved convection-
enhanced delivery (CED) of IL13-PE38 at various
concentrations (0.25, 0.50, 1.0 or 2.0 ug/ml) and
appeared to be well tolerated with no reports of dose-
limiting toxicity. Prolonged survival has been observed
to beyond one year.

The trial is designed to determine the
histologically effective concentration (HEC) of IL13-
PE38; important evidence of the drug’s ability to
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Clinical Trials Approved
In August 2002 By NCI

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 Study of PS-341 in Combination with
Docetaxel in Patients with Advanced Solid Tumors.
Johns Hopkins University, protocol 1858, Armstrong,
Deborah, phone 410-614-2743.

Phase I, Dose-Finding, Safety, and
Pharmacokinetic Study of the Epidermal Growth
Factor Receptor Tyrosine Kinase Inhibitor OSI-774
in Patients with Unresectable Hepatocellular
Carcinoma and Moderate Liver Dysfunction. M.D.
Anderson Cancer Center, protocol 5349, Abbruzzese,
James, phone 713-792-2828.

Phase I Study of OSI-774 in Combination with
Standard Fractionation Radiation Therapy in Patients
with Oral Cavity or Oropharyngeal Cancer Stage II

Clinical Trials:
High-Dose Vitamin D In Testing
For Advanced Prostate Cancer
(Continued from page 1)
81 percent (30 of 37) of patients treated with HDPA
calcitriol in combination with docetaxel had a
reduction in PSA levels of more than 50 percent. Four
other studies of docetaxel without calcitriol have
reported that 38 percent to 46 percent of the patients
had more than a 50 percent reduction in PSA levels,
about half the rate as those patients on the
combination therapy.

The ASCENT trial is supported by Novacea Inc.
in collaboration with Aventis Pharmaceuticals Inc.

US Oncology Begins Trial
Of Taxotere And Xeloda

US Oncology is launching a large definitive
clinical trial designed to study the use of Taxotere
(docetaxel) in combination with Xeloda (capecitabine)
as adjuvant therapy for early stage breast cancer.

Recent studies indicate Taxotere and Xeloda in
combination provide a survival advantage over

Taxotere alone in metastatic breast cancer patients.
This clinical trial will evaluate whether

Adriamycin plus Cytoxan (AC) followed by Taxotere
and Xeloda improves the overall survival rate in high-
risk, early stage breast cancer patients compared with
AC followed by Taxotere alone.

“This trial will answer the question about
whether the Taxotere/Xeloda combination will further
increase the cure rate of early stage breast cancer,”
said Joyce O’Shaughnessy, US Oncology principal
investigator, co-chairman of the US Oncology Clinical
Research Breast Committee, and co-director of the
breast cancer research program at Baylor-Sammons
Breast Center in Dallas. “Few treatments improve
the overall survival of metastatic breast cancer
patients as does Taxotere and Xeloda, so this
treatment also may improve long-term survival in early
stage breast cancer.”

Patient enrollment for the trial is now under way
within the US Oncology research network. The study
will enroll 1,810 patients.

US Oncology is affiliated with more than 850
physicians operating in over 450 locations, including
77 outpatient cancer centers, in 28 states.

destroy malignant tumor cells. Patients undergo an
initial tumor biopsy on Day 1, followed by the
placement of one intratumoral catheter and
continuous convection-enhanced delivery (CED) of
IL13-PE38 at a low flow rate over 48 hours on Days
2-4. The tumor is then surgically resected (en bloc,
or completely in one piece, if possible) on Day 8.
Tumor tissue is evaluated for necrosis (cell death) in
relation to catheter placement. At the end of the
resection procedure, two or three catheters are placed
into the brain adjacent to the tumor resection cavity.
Post-resection CED regimen of IL13-PE38 is then
administered for 96 hours on Days 10-14 to protect
normal brain tissue from tumor recurrence.

Pre-operative CED was well-tolerated. Thus
far, IL13-PE38 at concentrations ranging from 0.25-
2.0 mg/mL appear to be cytotoxic against GBM.
Preliminary results of resected tumors in 5 patients
demonstrate necrosis (cell death) in an ovoid zone
extending 0.3-2.0 cm from the catheter tip. The CED
route of administration may optimize delivery of IL13-
PE38 for treatment of malignant glioma.

IL13-PE38 has received orphan drug
designation in Europe and the U.S. NeoPharm has
licensed IL13-PE38 from the National Cancer Institute
and the FDA.
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Either Concurrently or Sequentially with Rituximab
in Patients with Intermediate- or High-Grade HIV-
Associated B-cell Non-Hodgkin’s Lymphoma. AIDS-
Associated Malignancies Clinical Consortium, protocol
AMC-034, Sparano, Joseph, phone 718-904-2555.

Phase II Study of G3139 (Genasense) + Imatinib
Mesylate (Gleevec, STI571) in Patients with Imatinib-
Resistant Chronic Myeloid Leukemia. Cancer and
Leukemia Group, protocol CALGB-10107, Wetzler,
Meir, phone 716-845-8447.

Phase II Trial of Imatinib Mesylate; (Gleevec;
STI571) in Treatment of Recurrent Oligodendroglioma
and Mixed Oligoastrocytoma. North Central Cancer
Treatment Group, protocol NO272, Jaeckle, Kurt,
phone 904-953-7102.

Phase II Study of Oxaliplatin in Children with
Medulloblastoma, Supratentorial Primitive
Neuroectodermal Tumors and Atypical Rhabdoid
Teratoid Tumors  After Failure of Initial Therapy.
Pediatric Brain Tumor Consortium, protocol PBTC-
010, Fouladi, Maryam, phone 901-495-2094.

Phase II/III
Phase II Study of Gemtuzumab Ozogamicin

(Mylotarg) and Standard Dose Ara-C for Patients
With Relapsed Acute Myeloid Leukemia. Southwest
Oncology Group, protocol S0117, Godwin, John, phone
708-327-3180.

Phase II/III Randomized Trial of Two Dose
Schedules for Delivering Prophylactic Cranial
Irradiation for Patients with Limited Disease Small
Cell Lung Cancer. Radiation Therapy Oncology
Group, protocol RTOG-0212, Wolfson, Aaron, phone
305-243-4210.

Phase III
Phase III Comparison of Prophylactic Cranial

Irradiation Versus Observation in Patients with Locally
Advanced Non-Small Cell Lung Cancer. Radiation
Therapy Oncology Group, protocol RTOG-0214, Gore,
Elizabeth, phone 414-805-4465.

Other
Evaluation of Hypoxia by EF5 Binding in Cervix

Cancer. Gynecologic Oncology Group, protocol GOG-
8002, Thomas, Gillian, phone 416-480-4619.

Pilot Study of the Relationship Between EF5
Uptake and Concentration of Oxygen-Related
Metabolites in Head and Neck Cancer. Duke
University Medical Center, protocol 5929, Brizel,
David, phone 919-668-5637.

or III and in Combination with Standard Fractionation
Radiation Therapy and Low Oral Cavity or
Oropharyngeal Cancer Stage III and IV. Johns
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