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Cancer Screening:

PLCO Data Confirm Importance Of Regular

Colorectal Cancer Screening, NCI Says

New Therapies For Genitourinary Cancers

In Clinical Testing Presented At ASCO

By Lawrence M. Prescott
Several new approaches for the treatment of genitourinary cancers

appear to be of particular benefit in patients with metastatic renal cell
carcinoma, advanced urothelial cancer, refractory germ-cell cancer, and
men with advanced prostate cancer, according to investigators presenting
their findings at the 2003 annual meeting of the American Society of
Clinical Oncology.

Following are highlights of these studies.

Interleukin-2/Thalidomide for Metastatic Renal Cell Carcinoma
Results from a phase II trial point out that combination

immunotherapy with interleukin-2, an immunostimulatory agent, and
thalidomide, an immunomodulatory agent, appears tolerable and has a

New data from the Prostate, Lung, Colorectal, and Ovarian Cancer
Screening Trial give fresh insight into the appropriate screening intervals
for colorectal cancer after a negative exam.

The interim report, published in the July 2 issue of the Journal of the
American Medical Association, is the largest study to date of repeat
sigmoidoscopy screening after an exam.

The current accepted interval for sigmoidoscopy is 5 years after a
negative exam. This recommendation is based primarily on indirect
evidence. Exactly how often to repeat sigmoidoscopy is an evolving field
of research. Whether data from the new study, which measures the
incidence of growths or polyps three years after an initial exam, will play
a role in changing the current five-year interval is not clear.

“We have very little observational data on what to expect on repeat
screening after a negative exam,” said Robert Schoen, of University of
Pittsburgh, and f irst author of the study. “Our data are the f irst
representative estimate of what can be expected on repeat examination
three years after a negative sigmoidoscopy in the general population.”

In a study involving 9,317 participants, researchers measured the
incidence of benign, precancerous, and cancerous growths in the lower
24 inches of the large intestine three years after an initial screening when
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fair degree of activity in patients with metastatic renal
cell carcinoma according to Robert Amato, associate
professor of urology, Scott department of urology,
Baylor College of Medicine, Houston, Texas.

“Our results are consistent with our phase I
results, with more than a third of the patients treated
continuing on therapy with either objective response
or stable disease,” Dr. Amato said. “Based on these
results, a cooperative group will be developing a phase
III randomized trial of thalidomide plus interleukin-2
versus interleukin-2 versus thalidomide.”

Thalidomide inhibits angiogenesis, inducing
apoptosis in existing neovasculature, Dr. Amato
explained, and MRCC is characterized by a highly
developed vasculature. In addition, thalidomide has
been shown to increase IL-2 levels in patients with
human immunodeficiency virus. Because of this
background information, the combination of IL-2 and
thalidomide was evaluated in a phase I study of
patients with MRCC, in which 8 of 15 patients had
positive responses. Based on these encouraging
results, a phase II study was begun to further assess
the efficacy and toxicity of IL-2 and thalidomide in
patients with MRCC.

Thirty seven patients with histologically
confirmed MRCC, excluding sarcomatoid and/or

collecting duct tumors, bidimensionally measurable
disease, and no previous chemotherapy or
immunotherapy for renal cell carcinoma were enrolled
in the study, Amato said. Patients received thalidomide
(Thalomid, Celgene) 200 mg a day starting at week
0, escalated after 48 hours to 400 mg a day.

Interleukin-2 (Proleukin, Chiron) was
administered subcutaneously at a dose of 7 mIU/m2

on days one to five, weeks one to four, with rests at
weeks five and six, a cycle of treatment being six
weeks. Response was assessed every two cycles.

In 36 evaluable patients, there were two
complete responses, 11 partial responses, and six
patients with stable disease, Amato said. The overall
objective response rate was 36% and the overall
benefit rate was 52.7%.

Time on therapy ranged from three to 15
months. To date, 13 patients remain on treatment.
Median survival in responders is 11.7 months, with a
range of five months to 17+ months. Looking at the
combined totals of both the phase I and phase II
studies, in 51 evaluable patients, the overall objective
response rate was 37.2%, with three CR and 16 PR,
with eight patients having stable disease.

Generally, Amato concluded, treatment was
well tolerated. Drug-related toxicities were mostly
grade one or two and included somnolence,
constipation, rash, flu-like symptoms, fluid retention,
hypotension, hypothyroidism, and deep vein
thrombosis.

Gemcitabine/Oxaliplatin In Cisplatin-Refractory
Germ-Cell Cancer

The combination of gemcitabine and oxaliplatin
(GEMOX) appears to be an effective approach for
the outpatient treatment of patients with multiple
relapsed or cisplatin-refractory germ-cell cancer, said
Carsten Bokemeyer, professor of medicine,
department of oncology, Tubingen University Hospital,
Tubingen, Germany, speaking for the German Testis
Cancer Study Group.

“Gemcitabine and oxaliplatin together is feasible,
relatively well tolerated, and associated with an
acceptable toxicity profile,” Bokemeyer said. “It
exhibits a significant activity with responses seen in
about a third of these normally chemotherapy-
refractory patients.”

While treating patients with cisplatin-refractory
germ-cell cancer has been a therapeutic challenge,
Bokemeyer noted, several relatively recent studies
have suggested that both oxaliplatin and gemcitabine
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have single agent activity in about a fifth of patients
with cisplatin-refractory germ cell cancer. A phase
II study, therefore, was carried out to evaluate the
efficacy and safety of the GEMOX combination in
patients with relapsed or cisplatin germ-cell cancer.

A total of 29 patients with germ-cell cancer
were enrolled in this study, Bokemeyer said. Primary
tumor localization was gonadal in 24 patients,
retroperitoneal in two patients, and mediastinal in
three patients. All patients previously had received a
median of six cycles of cisplatin and 25 patients had
previously failed high-dose chemotherapy with stem
cell transplantation. Twenty of these patients were
considered cisplatin-refractory. The patients were
treated with gemcitabine (Gemzar, Lilly) 100 mg/m2

as an iv infusion over 30 minutes on day 1 and day 8,
followed by a two hour iv infusion of oxaliplatin
(Eloxatin, Sanofi Synthelabo) 130 mg/m2 on day 1
and day 21.  The median number of cycles delivered
was two, with a range of 1.1 to 5 cycles.

An objective response rate was observed in
38% of the patients, 11 of whom has a radiological
partial response with a tumor marker decrease greater
than 80% and one patient who had a complete
response, Bokemeyer said. Eight of the responders,
including the patient with a complete response, were
in the cisplatin-refractory group. Median time to
disease progression in responding patients was three
months, with five patients remaining disease-free for
more than five months.

With regard to the safety prof ile of the
chemotherapeutic regimen, GEMOX was relatively
well tolerated, Grade 3/4 neutropenia and
thrombocytopenia being reported in 16 patients, but
of short duration.  Only three patients developed
neutropenic fever. Grade III neurotoxicity was
observed in three patients.

Trastuzumab Plus Combination Chemotherapy
In HER2-Positive Advanced Urothelial Cancer

The combination of trastuzumab, paclitaxel,
carboplatin, and gemcitabine offers a promising level
of activity in patients with HER2 overexpressing
advanced urothelial cancer, according to Maha
Hussain, professor of medicine and urology,
department of internal medicine, University of
Michigan, Ann Arbor, Michigan.

“Data from our study confirm the high rate of
HER2 overexpression in urothelial cancer, particularly
transitional cell carcinoma,” Hussain said.

Assessment of HER2 status is of therapeutic

significance because HER2 gene amplification/HER2
protein overexpression in breast tumors is associated
with improved response to trastuzumab, a humanized
monoclonal antibody that binds to the extracellular
domain of the HER2 receptor, and the study data
points out that trastuzumab combined with known
active chemotherapeutic agents has resulted in
objective responses, confirming the original study
hypothesis.

Previously, Hussain said, the rate and
significance of HER2 overexpression was
investigated in muscle-invasive urothelial cancer of
the bladder. HER2 overexpression was found in 28%
of primary tumors. There was, however, no prognostic
significance with regards to survival.  Since
trastuzumab has been linked to improved outcomes
in HER2 overexpressing breast cancer tumors, and
since the combining trastuzumab with either paclitaxel
or carboplatin, both of which are used for the
treatment of metastatic urothelial cancer,  is
synergistic, a multicenter phase II study was designed
to evaluate the safety and efficacy of the combination
of trastuzumab, paclitaxel,  carboplatin, and
gemcitabine in patients with HER2 overexpressing
recurrent or metastatic urothelial cancer.

Seventy three patients with histologically or
cytologically confirmed urothelial cancer and
measurable, evaluable disease were enrolled into the
study, Hussain said. HER2-positive disease was
assessed by a score of 2+ or 3+ using
immunohistochemistry with the DAKO Hercep Test
sampling from a primary or metastatic site, gene
amplification by a positive FISH score over 2 by Vysis
system, and an elevated serum HER2 level, over 16
ng/mL, determined by ELISA.

To date, 28 eligible patients have been assigned
to treatment with trastuzumab (Herceptin,
Genentech) 4 mg/kg loading dose iv, ,and 2 mg/kg
subsequent infusions on days 1, 8, and 15, paclitaxel
(Taxol, Bristol-Myers Squibb) 200 mg/m2 as a 3 hr iv
infusion on day 1, carboplatin (Paraplatin, Bristol-
Myers Squibb) AUC=5 as a 15 minute iv infusion on
day 1, and gemcitabine (Gemzar, Lilly) as a 15 minute
iv infusion on day 1 and 8, all in a 21 day cycle. The
primary endpoint is rate of cardiac toxicity. Secondary
endpoints are response rate,  t ime to disease
progression, and survival duration.

The number of patients who tested HER2-
positive varied depending on the testing method used,
Hussain said. Total overexpression of HER2 was 51
out of 73 patients for a 51% positivity rate. Of these,
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IHC detected the highest numbers of HER2-positive
patients, 35 patients, 17 who were 2+ and 18 who
were 3+. Only eight patients were positive by serology
and seven patients positive by FISH, the latter group
all being IHC 3+.

Interim analysis of the preliminary efficacy
findings reported three complete responses and 12
partial responses in the 28 pts treated to date, Hussain
said, for an objective response rate of 53.6%. One
patient had stable disease and eight individuals were
too early to assess. Chemotherapy-induced toxicities
associated with the combination regimen are mainly
hematologic and there is no evidence of cardiac
toxicity in the patients evaluated up to the present
time.

Hormone Therapy Effects QOL Positively,
Negatively In Men with Prostate Cancer

Apart from the clear deterioration of sexual
function, hormone therapy has both negative and
positive effects on the quality of life of men with
advanced prostate cancer, said Richard Stephens,
chief statistician for the Medical Research Council
Trials Unit, London, United Kingdom.

“In the United Kingdom, men with locally
advanced prostate cancer generally are given at least
three months of hormone treatment with androgen
deprivation routinely prior to radical radiotherapy,”
Stephens said. “A quality-of-life analysis based on
the data from a large-scale MRC trial pointed out
that hormone therapy appears to have a small negative
impact on physical functioning but has a positive
impact on satisfaction with treatment and emotional
functioning. In addition, urinary function improves in
symptomatic patients while it worsens in non-
symptomatic patients.”

The RT01 trial initially was designed to compare
“standard dose” conformed radiotherapy with “high
dose” conformed radiotherapy in men with locally
advanced prostate cancer, Stephens said. A total of
843 men were given three to six months of hormone
therapy and then randomized to standard 64 Gy/32f
radiotherapy or high-dose 75 Gy/37f radiotherapy.
Quality of life was assessed at pre-hormone
registration, pre-radiotherapy randomization, and 10
weeks after the start of radiation. As not all of the
843 patients were registered prior to starting hormone
therapy, only 301 men were identified who completed
questionnaires within 14 days of the pre-defined
timepoints and where there was at least three months
between pre-hormone and pre-radiotherapy

questionnaires.
Looking at each quality of life characteristic

separately, considering hormone therapy’s effect on
urinary function, of the 301 men evaluated, 132
patients were asymptomatic pre-hormone therapy,
with 94 or 71% showing no change and 38 or 25%
worsening in the pre-radiotherapy phase. The
remaining 169 men were symptomatic pre-hormone
therapy, and, in the pre-radiotherapy phase, 31 or 18%
worsened, 67 or 40% had no change, and 71 or 42%
showed improvement in urinary function. Overall,
24% improved, while 23% worsened.

In an assessment of possible deterioration of
physical function on hormone therapy, overall, based
on the ACT-physical well-being subscale, scores
improved in 24% of 247 patients evaluated, had no
change in 22% of these men, and worsened in 54%
of this study population. A 10-item assessment of
sexual function in 291 patients showed that sexual
function reduced significantly from pre-hormone to
pre-radiotherapy phase.  In contrast, the FACT-P
questionnaire demonstrated a significant improvement
in emotional functioning, the UCLA Prostate Cancer
Index demonstrated improved satisfaction with
treatment, and the SF 36 showed significantly
improved health transition overall in the total study
group.

Clinical Trials:

Satraplatin Improved PFS

In Refractory Prostate Cancer

A phase III trial of satraplatin (GPC Biotech
AG) doubled progression-free survival of patients with
hormone refractory prostate cancer, according to data
presented at the American Society of Clinical
Oncology annual meeting.

The study involved 50 randomized patients and
evaluated the use of satraplatin plus prednisone
(N=27) versus prednisone alone (N=23) for use as a
first-line chemotherapy treatment in hormone-
refractory prostate cancer.

The study showed that satraplatin treatment
significantly lengthened the time to disease
progression (p=0.023). The median time to disease
progression was 5.2 months for satraplatin versus 2.5
months for the control arm. At six months, 41% of
patients treated in the satraplatin arm were
progression free versus 22% of patients in the control
arm, said Cora Sternberg, chief of the Department
of Medical Oncology at the San Camillo and Forlanini
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Hospitals, Rome, Italy.
A greater than 50% decline in prostate-specific

antigen was experienced by 33% (9/27) of patients
in the satraplatin arm versus 9% (2/23) of patients in
the control arm. The median overall survival time was
15 months for patients treated in the satraplatin arm
versus 12 months for patients in the control arm.

“The impact on progression-free status in such
a small study is encouraging,” Sternberg said.
“Satraplatin appears to be a very well tolerated and
promising chemotherapeutic agent. It may prove to
be important in the future in the treatment of hormone-
refractory prostate cancer. As an oral compound, it
should offer the additional advantages of easier
outpatient administration and patient convenience.”

Marcel Rozencweig, senior vice president, drug
development, for GPC Biotech, said the company will
continue to pursue the drug's development. “We
remain on track to achieve our stated goal of
beginning satraplatin phase III registrational trials in
the third quarter of this year,” he said.

Satraplatin is a member of the platinum family
of compounds. Phase II trials have been successfully
completed in HRPC, as well as in other tumor types,
including ovarian and small cell lung cancer. Adverse
reactions are dose related and consist mainly of
myelosuppression, emesis and diarrhea.

Childhood Cancer Survivors

May Have Early Heart Problems

Childhood cancer survivors may develop earlier
and more extensive cardiovascular disease than
doctors originally thought, according to two major
clinical studies.

Researchers at the University of Rochester
Medical Center have found survivors as soon as five
years after therapy showed signs of cardiomyopathy
and premature atherosclerosis.

While scientists have long known that some
cancer treatments can damage the heart, the new
studies offer a comprehensive view of what effects
chemotherapy and radiation have on the
cardiovascular system as the children grow into
adulthood.

The studies were presented at the American
Society of Clinical Oncology annual meeting in June.

“Long-term childhood cancer survivors may be
at significant risk of serious cardiovascular problems
at a much younger age,” said Steven Lipshultz, chief
of pediatric cardiology, associate chair of pediatrics,

and professor of oncology at the University of
Rochester Medical Center. “We need to be cognizant
of this and closely monitor their cardiovascular health
as part of a comprehensive coordinated program far
sooner than most doctors would expect. And we need
to help them with prevention of risks for heart failure
and heart attacks as much as possible.”

Cardiovascular screening is performed while
children are undergoing treatment that could cause
heart problems. Lipshultz recommends doctors
continue periodic cardiovascular screenings soon after
the patient completes treatment to monitor the
condition of their cardiovascular health.

A team of multidisciplinary researchers at the
URMC Long-Term Childhood Cancer Survivors
Program closely examined nearly 300 young adults
who survived cancer and their siblings. They found
the survivors had signs of cardiomyopathy and
premature atherosclerosis, Lipshultz said.

“We’ve known that there was a link between
cancer treatment and cardiomyopathy, but there
haven’t been any comprehensive studies of the many
ways chemotherapy and radiation affect patients’
cardiovascular systems as they grow older, including
premature atherosclerosis, reduced physical activity,
and obesity,” Lipshultz says. “It’s alarming that we’ve
found such dramatic heart damage and blood vessel
risk in some survivors who are just 10 or 15 years
from treatment.”

One study, funded by the National Cancer
Institute’s Office of Cancer Survivorship, analyzed
176 survivors and 64 siblings. The former patients—
who were treated for leukemia, lymphoma, Hodgkin’s
disease, sarcoma, Wilms’ tumor and other less
common tumors—were on average 18 to 21 years
old and about 15 years from therapy. They generally
reported feeling healthy.

These patients were divided into two groups,
those treated with anthracycline chemotherapy and
radiation therapy, and those who were treated with
other therapies.

The researchers analyzed echocardiograms,
exercise stress tests, and a number of blood tests
that may predict cardiovascular disease to determine
the survivors’ and siblings’ overall health. The results
showed that some members of both groups of cancer
survivors had experienced some cardiovascular
damage. These changes included both weakened
heart muscle and increased signs of premature
atherosclerosis.

The childhood cancer survivors, compared to
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their siblings, were less active and had markedly
different body compositions with less muscle and
more fat, putting them at higher risk of elevated blood
pressure and other metabolic diseases.

The second study, funded by the Food and Drug
Administration, focused on 48 Boston area adults
treated for Hodgkin’s disease between 1970 and
1991, when they were under the age of 25. Each had
received radiation therapy to an area that included
the heart in order to treat the disease.

Lipshultz and M. Jacob Adams, fellow in
community and preventive medicine, pediatric
cardiology and a Wilmot Cancer Fellow, conducted
an analysis of how the radiation affected the
survivors’ cardiovascular systems. A general health
questionnaire was reviewed in addition to
echocardiograms and stress tests.

While these patients, now mostly in their 30s,
reported feeling healthy in the survey, results of
clinical testing showed early signs of cardiovascular
disease. There were signs of cardiomyopathy, heart
valve irregularities, electrical malfunctions and
distress during exercise.

When researchers looked closely at the survey
answers, they found reports of fatigue during normal
daily activities such as climbing stairs, doing household
chores or undergoing a hectic day at work.

“The evidence of cardiovascular disease was
there, but these people hadn’t noticed it yet,” Lipshultz
said. “That is exactly why we doctors need to be
responsible in our treatment of long-term survivors
and closely monitor them for late effects of their
treatment. The problems begin long before we
originally thought.”

Shift Towards More Treatable

AIDS Lymphomas Identified

Researchers from the National Cancer Institute
have identified a biological basis for the observation
by physicians that, since the use of highly active
antiretroviral therapy to treat HIV, there has been an
improvement in the prognosis for patients with AIDS-
related lymphomas.

The results of the new study, in the June 15 issue
of the journal Blood, suggest that the use of
antiretroviral therapy (known as HAART) has caused
a shift in the majority of AIDS-related lymphomas to
a type that usually responds well to chemotherapy.

AIDS-related lymphomas now make up the
cause of death for up to 20 percent of patients with

HIV. Although the prognosis is generally poorer than
for those patients with similar cancers who do not
have HIV, survival has improved significantly since
the use of HAART.

The authors of the study analyzed lymphoma
samples from 39 patients with HIV who were being
treated with a chemotherapy regimen known as dose-
adjusted EPOCH. They found high levels of proteins
that indicated these cancers were particularly well-
suited to respond to the treatment.

“Our findings suggest that the improved immune
function associated with HAART has led to a shift in
which cells are most likely to give rise to lymphoma.
The type of AIDS-related lymphoma most common
today responds much more readily to treatment than
lymphoma from the pre-HAART era,” said Wyndham
Wilson, head of the Lymphoma Clinical Research
Section of NCI’s Experimental Transplantation and
Immunology Branch, and lead author on the study.

Dose-adjusted EPOCH, which is made up of
the drugs etoposide, prednisone, vincristine,
cyclophosphamide, and doxorubicin, recently was
shown by the same research team to be a highly
effective treatment for AIDS-related lymphomas. In
the current study, 29 patients (74 percent) achieved
complete response to the lymphoma treatment, and
five (13 percent) achieved partial response.

The researchers analyzed proteins associated
with tumor growth, drug resistance, and the origin of
the cancer in patients’ lymphoma samples, and found
that the majority of samples had high levels of proteins
associated with rapid growth. High levels of proteins
associated with multidrug resistance have been found
in other studies. Dose-adjusted EPOCH is effective
against cancers with both of these characteristics.

Previous research has shown that the type of
cell that gives rise to lymphoma plays an important
role in determining how well the cancer will respond
to standard chemotherapy. Wilson’s research team
found that lymphomas in the current study were likely
to have originated from cells that correspond to a
favorable prognosis. This is in contrast to AIDS-
related lymphomas from the era before HAART,
which were much more likely to arise from the cell
type correlated with a poor clinical outcome.

A second important finding of this study is that
antiretroviral therapy can be safely suspended during
lymphoma treatment. Although physicians have
traditionally considered HAART necessary to prevent
uncontrolled HIV replication and loss of immune
function during chemotherapy, drug interactions can
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have adverse effects on the lymphoma treatment.
This study found that temporarily discontinuing
HAART did not worsen AIDS progression and
allowed for high overall survival. Once lymphoma
treatment was complete, viral control and immune
recovery were again achieved.

Cancer Screening:

Polyp Growth Found In 14%

Of PLCO Participants

(Continued from page 1)
no polyps or growths were found. The participants
were screened using sigmoidoscopy. Those with a
polyp or growth were referred to their physicians for
further follow-up, usually a colonoscopy.

The researchers found that 13.9 percent (1,292
out of 9,317) of the participants had a polyp or growth.
The majority were benign. However, 2.3 percent of
the participants (214 out of 9,317) had nonadvanced
adenomas and 0.8 percent (78 out of 9,317) had an
advanced adenoma or cancer. These growths were
present in the rectum or lower colon. A handful of
previous smaller studies of repeat sigmoidoscopy
ranging from approximately one to five years in
selected populations reported an incidence rate for
adenomas of around 5 percent to 6 percent, and an
advanced adenoma rate of less than 1 percent.

Men and women in the PLCO trial were
screened twice with sigmoidoscopy, at the initial visit
and at either the third or fifth annual visit. Those
enrolled before December 1995 received
sigmoidoscopy at enrollment and three years later;
those enrolled after December 1995 undergo
sigmoidoscopy initially and five years later. The 9,317
participants in this study were screened three years
after their initial screening.

Most public health organizations such as the
U.S. Preventive Services Task Force, American
Cancer Society, and American Gastroenterological
Association recommend that men and women at
average risk begin colorectal cancer screening at age
50. Approximately 75 percent to 80 percent of
colorectal cancers occur among people at average
risk. The tests recommended include:

—Fecal occult blood test, every year.
—Sigmoidoscopy, every five years.
—Colonoscopy, every 10 years.
—Double contrast barium enema, every five

years.
People with a personal or family history of

colorectal cancer or adenoma, or an illness
predisposing them to colorectal cancer (e.g.,
inflammatory bowel disease), are considered at
increased risk. They are advised to begin screening
at an earlier age and may need to be tested more
frequently.

The recommended interval for colonoscopy
screening is every 10 years after a negative exam.
Although this technique is more sensitive than
sigmoidoscopy for detecting cancer and large polyps,
the costs are considerably higher and influence its
use as a screening tool.

Data supporting a five-year interval for flexible
sigmoidoscopy and a 10-year interval for colonoscopy
come from several sources: case control studies
showing that sigmoidoscopy was associated with a
reduction in colorectal cancer deaths up to 10 years
from the last screening exam; a few small studies of
repeat sigmoidoscopy or colonoscopy ranging from
one to five years after a negative exam that found
few instances of advanced lesions; and studies on
the natural history of polyps suggesting that it takes
years for a polyp to evolve into cancer.

“Although the appropriate interval for repeat
screening for sigmoidoscopy and colonoscopy is an
evolving field of research, it is important that people
at average risk undergo one of the recommended
screening procedures beginning at age 50,” said Peter
Greenwald, director of the NCI Division of Cancer
Prevention. “Screening at an earlier age is
recommended for those at higher risk.”

The PLCO Cancer Screening Trial is a large
randomized trial sponsored by NCI evaluating whether
certain cancer screening practices reduce the
number of deaths from prostate, lung, colorectal, and
ovarian cancer. The 155,000 participants nationwide
were randomized from 1993 through 2001, and will
be followed for at least 14 years from the time they
enrolled.

Participants randomized for screening receive
screening for three of the four cancers being
evaluated, depending on gender. It will be years before
researchers know if screening reduces cancer
mortality among PLCO participants. There is
evidence from previous randomized trials that periodic
fecal occult blood testing reduces risk of death from
colorectal cancers by 15 percent to 33 percent. To
date, there have been no completed randomized
trials testing whether screening reduces the risk of
colorectal cancer death for any of the other colorectal
cancer screening tests.
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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 Study of G3139 Antisense

Oligonucleotide (Oblimersen) in Combination with
CHOP and Rituximab in Untreated Advanced Stage
Diffuse Large B Cell Lymphoma. British Columbia
Cancer Agency, protocol 5818, Klasa, Richar, phone
604-877-6000.

Phase I Study of the Combination of 17-AAG
and Imatinib Mesylate (Gleevec)in Patients with
Blastic Phase, Accelerated Phase of Chronic Myeloid
Leukemia or Patients with Chronic Phase CML who
have not Achieved a Cytogenetic Response with
Imatinib Mesylate. Wayne State University, protocol
5932, Schiffer, Charles,  phone 313-745-8910.

Phase I Study of SS1(dsFv)-PE38 Anti-
Mesothelin Immunotoxin in Advanced Malignancies:
I.V. Infusion QOD Dosing. NCI Lab of Molecular
Biology, protocol 6221, Hassan, Raffit, phone 301-
451-8742.

Phase I Trial of Flavopiridol in Patients with
HIV-Related Kaposi’s Sarcoma. AIDS-Associated
Malignancies Clinical Trials Consortium, protocol
AMC-040, Browning, Philip, phone 615-936-1918.

Phase I Study Using Low Dose Radiotherapy
as a Docetaxel Chemosensitizer for Recurrent,
Persistent or Advanced Ovarian, Peritoneal or
Fallopian Tube Cancer. Abdominal Gynecologic
Oncology Group, protocol GOG-9915, Mohiuddin,
Mohammed, phone 606-323-6486.

Phase I/II
Treatment of Patients with Metastatic

Melanoma Using Tumor Infiltrating Lymphocytes
Transduced with an Interleukin-2 (SBIL-2) Gene
Following the Administration of Nonmyeloablative but
Lymphocyte Depleting Regimen. NCI Surgery
Branch, protocol 5855, Rosenberg, Steven,  phone
301-496-4164.

Phase II
Phase II Study of Depsipeptide in Relapsed/

Refractory Multiple Myeloma. New York Hospital-
Cornell University Medical Center, protocol 5996,
Niesvizky-Iszaevich, phone 212-746-3964.

Phase II Study of the Combination of
Cyclophosphamide, Prednisone and Rituximab in
Children, Adolescents, and Young Adults with CD20
Postive Post-Transplant Lymphoproliferative Disease
Following Solid Organ Transplantation. Children’s
Oncology Group, protocol ANHL0221, Gross,
Thomas, phone 614-722-3552.

Phase II Study of Irinotecan in Patients with
Advanced Transitional Cell Carcinoma of the
Urothelium. Southwest Oncology Group, protocol
S0306, Beer, Tomasz, phone 503-494-0365.

Phase II Trial of PS-341 in Patients with
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Agricultural Pesticide Use

Linked To Prostate Cancer

Exposure to agricultural pesticides may be
associated with an increased risk of prostate cancer
among pesticide applicators, according to a large
study.

The study, part of the Agricultural Health Study
of pesticide applicators and their spouses, was
published May 1 in the American Journal of
Epidemiology. The AHS is funded by NCI, the
National Institute of Environmental Health Sciences,
and the Environmental Protection Agency.

In the report, evaluating 45 pesticides, methyl
bromide was linked to the risk of prostate cancer in
the entire group, while exposure to six other pesticides
was associated with an increased risk of prostate
cancer only among men with a family history of the
disease. The AHS is following nearly 90,000
participants from North Carolina and Iowa.

For further information, see www.aghealth.org.


