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Multiple Myeloma:

Radiotherapy In Combination With Zometa

Provide Pain Control For Advanced Myeloma

Penn Begins Clinical Trial Of A Vaccine

For Breast Cancer Based On Telomerase

By Lawrence M. Prescott
SAN DIEGO—Targeted radiotherapy with Samarium (Sm) 153

ethylene diamine tetramethylene diphosphate (EDTMP) combined with
zoledronic acid (Zometa, Novartis), an intravenous biphosphonate, offers
an effective and safe palliative treatment option for elderly patients with
symptomatic multiple myeloma not eligible for further chemotherapy,
according to a presentation at the 45th Annual Meeting of the American
Society of Hematology.

“I think that these elderly patients are forgotten because of their
age and their advanced disease,” said Francesco Iuliano, hematologist/
oncologist at Azienda Opedaliera Pugliese-Ciaccio, Cantanzaro, Italy.
“With this kind of treatment, however, patients safely can achieve a good
quality of life without pain.”

Pain control is of mandatory importance in the palliative treatment
of cancer patients, Iuliano said. Osteolytic bone destruction and consequent
bone pain are the hallmarks of multiple myeloma. Elderly patients
refractory to chemotherapy are the best candidates for non-toxic

Researchers at the Abramson Cancer Center of the University of
Pennsylvania have begun a phase I clinical trial to evaluate the
effectiveness of a telomerase peptide as a possible vaccine against breast
cancer.

The study will measure potential tumor cell shrinkage in patients
after an immune response has been triggered to an antigen—the telomerase
peptide—found in more than 90 percent of breast cancer tumors.

The study is made possible through a $500,000 grant from the Avon-
NCI Progress for Patients Awards program, a special private-public
partnership between the Avon Foundation Inc. and the National Cancer
Institute.

“This is the first clinical study to use a telomerase peptide as a possible
vaccine against breast cancer,” said lead researcher Robert Vonderheide,
an assistant professor at the Leonard and Madlyn Abramson Family
Cancer Research Institute at the University of Pennsylvania. “Our hope
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is that the immune response will kill the cancer and
improve the health of patients.”

The study will enroll 28 patients with metastatic
breast cancer. Patients will be injected with one of
three escalating doses of the telomerase antigen in
combination with adjuvant therapies (granulocyte-
macrophage colony stimulating factor, GM-CSF) over
a period of seven months. The immune and tumor
response to the telomerase-based vaccine will be
monitored over the duration of the study and
compared to a control response to an injection of
cytomegalovirus peptide.

The results of an earlier feasibility study, also
led by Vonderheide and published Feb. 1 in  Clinical
Cancer Research, showed immune responses with
little toxicity in seven breast and prostate cancer
patients after they were injected with small amounts
of a similar telomerase peptide vaccine.

“One breast cancer patient in the earlier study
showed temporary tumor regression, prompting us to
accelerate research into the possibility of a vaccine,”
said trial principal investigator Susan Domchek, a
breast medical oncologist at the Abramson Cancer
Center and assistant professor at Penn’s School of
Medicine.

Patients can obtain further information about the

trial by calling: (215) 615-3360, or toll free at 1-800-
789-PENN (7366).

Breast Cancer Researchers

Plan Collaborative Studies

About 100 of the country’s leading breast cancer
scientists recently met in Boston to share current
research findings and discuss joint efforts to speed
promising research initiatives.

Sponsored by the Dana-Farber Cancer Institute
and NIH, the meeting was an unusual gathering of
scientists from 10 medical centers that NCI has
awarded a Specialized Program of Research
Excellence grant designed to turn laboratory
discoveries into improved ways to diagnose and treat
breast cancer.

This was the first conference, or “roundtable,”
of the Breast Cancer SPORE alone, said J.  Dirk
Iglehart, a breast surgeon and director of the Women’s
Cancers Program at Dana-Farber. Normally, the
SPORE participants attend a July meeting in
Washington that involves meetings of several SPORE
groups for other cancers.

“A lot of work and a lot of e-mailing is going to
happen now, increasing the level of collaboration
between groups, which will be very helpful,” said
Iglehart, who heads the SPORE grant to Dana-Farber/
Harvard Cancer Center, which was first awarded in
2000. “Some clinical trials will now be possible
because several centers with small numbers of
patients will pool their efforts.”

Areas of research that prompted high interest
and discussion included:

—Preoperative or “neoadjuvant” chemotherapy
treatment for patients prior to having their tumor
removed, rather than afterward. By reversing the
normal sequence, researchers can measure within a
short time the drug’s effects on the tumor while it
remains in the body. In some cases the drug shrinks
the tumor sufficiently to allow a more limited surgery.
This change means researchers can get data on drug
effects more quickly, sometimes within a few weeks.

—Investigating treatments for a particularly
aggressive type of breast cancer, known as “basal-
like” tumors, that has been discovered through
genomic microarray studies of cancer cells. This type
may make up 10 percent or more of breast cancers.

Sorting through molecular “signaling pathways”
in cells that have been implicated in causing abnormal
cancerous growth to identify targets for drugs that
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can block the errant signals.
—Arranging collaborations among centers that

have access to normal and cancerous tissues from
breast cancer patients, along with clinical information
on their medical outcomes. Such joint efforts could
yield larger databases and collections of tissues for
important studies.

—Using studies of genetic differences among
breast cancers to subdivide them and match them to
treatments based on their genetic profiles. In
traditional clinical trials, drugs are given to large groups
of women without knowledge of the genetic
differences.  “If you don’t do the subdividing, you
might miss a drug that is very effective for a small
group of women,” said Eric Winer, director of Dana-
Farber’s Breast Oncology Center.

Jorge Gomez, chief of the NCI Organ Systems
Branch, said the SPORE effort and meetings such
as the roundtable are part of a strategy to move drugs
more quickly into clinical testing. “We have funded
overall more than 90 early phase clinical trials and
biomarker studies,” said Gomez. “Of these studies,
more than 20 are funded in the breast SPORE group.”

Breast Implants Lessen Ability

Of Mammograms To Find Cancer

Breast implants decrease the ability of
mammography to detect breast cancer, according to
a large national study led by researchers from Group
Health Cooperative’s Center for Health Studies and
six other institutions that participate in the NIH-
funded Breast Cancer Surveillance Consortium.

The study found that screening mammography
missed 55 percent of breast cancers in women with
implants, compared to only 37 percent among women
without implants.

“With breast implants on the rise, it’s important
to know whether implants interfere with the detection
of breast cancer,” said Diana Miglioretti,  an
investigator at CHS and the lead author of the article,
published in the Jan. 28 issue of the Journal of the
American Medical Association.

More than 260,000 women in the U.S. received
breast implants for cosmetic reasons in 2002, an
increase of 11 percent since 2000.

Breast implants make mammograms more
difficult to read because the implants show up as a
solid white mass on the mammography film, blocking
the view of breast tissue, Miglioretti explained.

The researchers also found that although

mammography does not find cancer as well in women
with implants, this problem does not result in more
advanced cancers at diagnosis. Women with implants
were diagnosed with cancers of similar stage and size
as women without implants. Even among women with
implants who had breast symptoms such as a breast
lump, the tumors were not more advanced. In fact,
among the subset of women with symptoms, women
with implants had smaller tumors than women without
implants.

The study also showed that breast implants do
not cause more false-positive mammography results
compared to women without implants.

The researchers suggested several possible
reasons for finding little difference in tumor
characteristics among women with implants and
women without implants, despite the way implants
interfere with mammography. It may be that women
with implants detect cancer more easily than other
women because they have less of their own breast
tissue or because the implant provides a firm platform
to press against, which may make the tumors more
noticeable. Also, women with breast implants are told
to check their breasts often for any problems, so they
may be more likely to find lumps on their own. In
addition, women with implants may be more body
conscious and seek medical advice more quickly if
they have a symptom.

“We really don’t know for certain,” said
Miglioretti.

The researchers advise women with breast
implants, as well as all women, to continue getting
their mammograms at recommended intervals.

“While mammography is less sensitive for
women with implants, it did catch 45 percent of their
cancers and it’s still the best method for early
detection of breast cancer,” Miglioretti said.

The researchers further advise women with
implants to:

—Contact your physician right away if you find
a lump or detect other problems with your breasts.
Do this even if you recently had a normal
mammogram.

—Use a mammography facility that has
experience with implants.

—Tell the mammography staff about your
implants when you schedule your exam so that the
staff can perform additional imaging using a technique
called implant displacement views, which moves the
implant out of the way to allow a better view of breast
tissue.
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Clinical Trials:

Unclear Whether Clinical Trials

Benefit Patients, Review Finds

There is little evidence that participating in a
clinical trial directly improves a cancer patient’s
treatment outcome, according to a new study.

Although clinical trials are conducted to test
experimental treatments for the benefit of future
patients, some oncologists contend that cancer
patients who enroll in trials experience better
outcomes than non-participants—a benefit known as
a “trial effect.”

In a study published in the Jan. 24 issue of the
journal Lancet, researchers at Dana-Farber Cancer
Institute report that a review of more than two dozen
published cancer studies comparing outcomes among
trial and non-trial patients found little convincing
evidence that such a trial effect exists. They caution
that more research is needed to determine whether
there is a predictable benefit from trial participation.

“Clinical trials are critical to the advancement
of cancer care, but it is important that people who
enroll in a study understand that their participation is
intended primarily to benefit future patients,” said
Jeffrey Peppercorn, a clinical fellow at Dana-Farber
and the paper’s first author.

The researchers reviewed 26 published studies
that compared the outcomes of cancer patients
enrolled in a clinical trial with those not enrolled.
Fourteen studies showed some evidence that trial
participants had better outcomes, but only nine of the
trials were designed to compare the outcomes of the
participants with those non-participants who would
have been eligible for the trials. Of these, three studies
suggested better outcomes among trial participants
than among non-participants. No studies showed that
participants had worse outcomes than non-
participants.

“We found a few instances in which cancer trial
participants may have had better outcomes than non-
participants, but the limitations of the data we
reviewed made it difficult to establish a definitive link
between trial participation and improved outcome,”
said senior author Steven Joffe, an instructor in
pediatrics at Dana-Farber and at Children’s Hospital
Boston and Harvard Medical School.

Although they didn’t detect an immediate benefit
for study participants, Peppercorn and Joffe reaffirm
the importance of trial participation, and they suggest
that their findings should shift the emphasis on

recruitment of trial patients.
“We strongly encourage cancer patients to

consider enrolling in clinical trials because their
involvement can help improve cancer treatments over
time,” said Peppercorn. “Many patients find it
rewarding to know that they are contributing to the
larger fight against cancer.”

The study was funded in part by the National
Cancer Institute. The paper’s other authors are Jane
Weeks, of Dana-Farber, and E. Francis Cook, of
Brigham and Women’s Hospital and Harvard School
of Public Health.

Cancer Screening:

Combination of Pill, Pap Test,

May Result In False Positive

Women on birth control pills who get abnormal
Pap test results may want to double check the findings
if their doctor uses one of the new, liquid-based testing
systems.

Pathologists in the Arthur G. James Cancer
Hospital and Richard J. Solove Research Institute
Comprehensive Cancer Center at The Ohio State
University recently tested 84 Pap smears that had
been obtained using the ThinPrep testing method.

All of the specimens came from women using
birth control pills and all were found to contain signs
of dysplasia, a condition that indicates the presence
of human papilloma virus infection (HPV), a precursor
to cervical cancer.

When pathologists went a step further, however,
and performed specific tests to confirm the presence
of the sexually transmitted virus, only a third of the
samples were found to be infected.

“In essence, we found out that we had been
telling two-thirds of the women we were testing with
this method that they had a venereal disease, when,
in fact, they did not,” said Gerard Nuovo, an expert
in HPV infection, who led the study.

Nuovo said liquid-based Pap tests are superior
to traditional Pap smear methods because they filter
out blood, inflammation and mucous that can
complicate diagnosis. But the ThinPrep method, which
is widely used, uses a high-pressure filtering system
to eliminate unwanted material that alters the
appearance of the squamous cells that line the cervix
to look like they are HPV-infected when, in reality,
they are not, he said.

Normal squamous cells may contain glycogen,
which can easily be seen in conventional Pap smears
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or in tests done with systems that use gravity, and
not high pressure, to remove unwanted cells. With
the ThinPrep, the glycogen can be distorted and may
produce a halo-like effect that is often cloudy. In
HPV-infected cells, the halo is clear.

Hormonal therapy, pregnancy, or even different
phases of the menstrual cycle heighten the effect, so
women who fall into these categories may want to
be especially careful in evaluating their Pap test
findings, Nuovo said.

Nuovo and his colleagues have now switched
to a gravity-based Pap testing system that eliminates
the unwanted material through a centrifuge, a process
that does not appear to alter the cells in any way.

“The bottom line is that women need to ask what
kind of test their gynecologist is using when they go
in for a Pap test,” said Nuovo. “If it is a ThinPrep,
and they are told they have low-grade dyplasia, which
indicates HPV infection, they should simply ask to
have HPV-specific testing done, or request that the
test be repeated using a different method.”

HPV testing costs about $50 to $150 and is often
covered by insurance. Currently, if a woman is
diagnosed with an abnormal Pap smear, she usually
has to have a colposcopy.

The study was published in the journal Cancer
Cytopathology and supported by a grant from the
Lewis Foundation.

Prostate Cancer:

Obese Men More Likely

To Have Aggressive Tumors

Obese men with prostate cancer are more likely
to have aggressive tumors and to experience cancer
recurrence after surgery compared to men of normal
weight or those who are overweight but not obese,
according to two new studies.

 Although more research is needed, the findings
suggest that men may be able to modify their risk of
aggressive prostate cancer by maintaining a healthy
weight.

The studies were published Dec. 22 by the
Journal of Clinical Oncology.

“The primary role of obesity in prostate cancer
is stil l  unclear,  but i t  appears to induce the
development of more aggressive tumors,” said
Christopher Amling, of the Naval Medical Center,
Department of Urology, in San Diego and lead author
of one of the studies. “I would advise patients to
maintain a normal body weight to limit the possibility

that they would develop clinically significant, more
aggressive prostate tumors.”

Both studies examined the relationship between
obesity and prostate cancer recurrence in large
samples of men with localized prostate cancer who
had undergone surgery to remove the prostate.

While obesity rates in the general adult
population are similar between African-American and
Caucasian men, both studies found that obese patients
in the study groups were more likely to be African
American. This finding may help explain why
African-American men with prostate cancer
generally have more aggressive tumors and worse
outcomes compared to Caucasians.

“We suspect that worse outcomes among
African-American men with prostate cancer are
related to obesity rather than race,” said lead author
of the second study, Stephen Freedland, of the multi-
institution Shared Equal Access Regional Cancer
Hospital Database and the James Buchanan Brady
Urological Institute at the Johns Hopkins University
School of Medicine.

“If we can target obesity in the African-
American community, we may be able to reduce the
burden of prostate cancer among black men,”
Freedland said.

While other studies have indicated that obesity
influences cancer recurrence for women diagnosed
with breast cancer, the current studies are the first
to investigate the relationship between obesity and
prostate cancer recurrence after surgery.

Amling’s study involved 3,162 prostate cancer
patients, including 19% who were obese. Obesity was
defined as a body mass index of 30 kg/m2 or higher—
the equivalent of a 5 foot, 10 inch man weighing 210
pounds or more. In this study, obesity was associated
with an elevated Gleason score and a higher rate of
cancer recurrence (determined by elevated PSA
levels). African-American men in the study were
more likely to be obese (27% vs. 18% of white men),
have higher cancer recurrence rates, and more
aggressive disease.

Freedland’s study involved 1,106 patients,
including 22% who were obese. In this study, mild
obesity was also defined as a body mass index of 30
kg/m2 or greater. However, moderate and severe
obesity was defined as a body mass index of 35 kg/
m2 or greater—equivalent to a 5 foot, 10 inch man
weighing 245 pounds or more—and was associated
with a higher Gleason score and higher rates of cancer
recurrence (determined by rising PSA levels). Men
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Therapeutic Modalities Improve

Patient Quality of Life In Trials

By Lawrence Prescott
SAN DIEGO—Palifermin (Amgen), a

recombinant form of human keratinocyte growth
factor, reduced the incidence and duration of severe
oral mucositis in patients with hematological
malignancies undergoing high dose chemotherapy and
radiotherapy with peripheral blood progenitor cell
transplants, according to a study presented at the 45th
Annual Meeting of the American Society of
Hematology.

Patrick Stiff, professor of hematology/oncology,
Loyola University Chicago Strich School of Medicine
and director of the Cardinal Bernadin Cancer Center
Loyola University Health System, said the therapy
resulted in clinically meaningful reduction in mouth
and throat soreness and improvements in overall
quality of life.

“These findings are especially exciting because

with a BMI of 35 kg/m2 or greater had a 60% risk of
cancer recurrence within 3 years, the investigators
found.  In this study, 31% of African-American men
were obese, compared to 21% of Caucasian men.

Amling and Freedland suggest that proteins and
hormones stored in body fat—such as leptin and
insulin-like growth factor-1—may promote prostate
tumor growth in obese men.  Also, obese men typically
have lower testosterone levels and higher estrogen
levels, which may encourage the growth of cancer.
In addition, diets high in fat may promote tumor
growth.

An accompanying editorial in the JCO
commends the studies for presenting a provocative
thesis relating obesity to prostate cancer
aggressiveness and outcome.

“In light of the rising incidence of obesity
worldwide, identifying obesity as a risk factor for
aggressive prostate cancer is important, since it may
be one of the few modifiable risk factors for prostate
cancer,” said Alfred Neugut, professor of medicine
and epidemiology, and head of cancer prevention at
Columbia University’s Herbert Irving Comprehensive
Cancer Center and author of the editorial.

“The number of prostate cancer survivors is
steadily increasing and it will be important to
investigate if weight loss and other lifestyle changes
can improve prognosis in those already diagnosed with
prostate cancer,” Neugut said.

$2.5 Million NCI Grant To Fund

Brachytherapy Improvement

Researchers at the University of Rochester
Medical Center are working to end the guesswork
associated with brachytherapy for prostate cancer.

The researchers are designing a robotic system
to deliver radiation with greater precision in hopes of
improving survival and minimizing side effects.

Funded by a five-year $2.5 million grant from
the National Cancer Institute, the team will design
and build a robotic system to assist surgeons.

Brachytherapy is a common treatment for early
stage prostate cancer that involves the surgical
placement of tiny radioactive seeds into the prostate
gland to destroy cancer cells. The success of
brachytherapy hinges on treatment planning and
placement of the radioactive seeds at precise
locations within the prostate to destroy all nearby
cancer cells without harming healthy tissue.

“Current instruments and technology associated

with this procedure are very crude,” said Paul
Okunieff, radiation oncology chair at the URMC
James P. Wilmot Cancer Center. “The surgeons insert
seeds into the prostate and in most cases they are
‘eyeballing it’ and guessing where the seeds should
go.”

It takes a highly skilled team to effectively place
the seeds, using past experience and intuition to guide
long needles to distribute the seeds into the prostate
gland with pinpoint precision.

“It takes significant time and training for
surgeons to be skilled at brachytherapy,” said surgeon
Edward Messing, urology chair. “Any advances in
technology that can expand and increase the accuracy
and precision should improve the outcomes for men
with prostate cancer.”

Medical physicist Yan Yu,  associate professor
of radiation oncology, secured the five-year NCI grant
and will lead the program to develop a motorized
needle manipulation and seed deposition system.

The robotic system would integrate ultrasound
imaging and treatment planning software systems
developed at URMC to improve radiation dosage. In
the operating room, the system would replicate the
surgeon’s motions, sensing the force and rotation
needed to place the radioactive seeds.

The team will also develop a technique to verify
the placements of seeds in the operating room, using
ultrasound technology.
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there are currently no approved therapies for the
treatment or prevention of oral mucositis,” Stiff said.
“In the trial, patients given palifermin experienced
improvements in their ability to eat, drink, talk,
swallow, and sleep, as well as their overall functional
well being.”

Severe oral mucositis, characterized by serious
mouth ulcerations, is a frequent complication in
patients with hematologic malignancies receiving high-
dose chemotherapy and/or total body irradiation with
PBPC support, Stiff said. Patients undergoing PBPC
transplant consider severe mucositis one of the most
debilitating side effects of this treatment.  Everyday
activities like eating, swallowing, and talking can
become difficult or even impossible, leading to
malnutrition and dehydration that often requires
hospitalization.

In the original study, 212 patients were randomly
assigned to receive either palifermin 60 mcg/kg/day
or placebo for three days prior to high-dose
chemotherapy and total body irradiation, Stiff said.
All patients then received PBPC transplantation
followed by an additional three days of either
palifermin or placebo. In the original study report
(Spielberger etal Proc ASCO 2003), palifermin
reduced the incidence of severe oral mucositis and
its related clinical sequelae significantly compared to
placebo. In addition, palifermin-treated patients had
almost one week less severe mucositis compared to
those receiving placebo (3.7 days vs 10.4 days).
Furthermore, three times fewer patients on palifermin
had grade 4 oral mucositis compared to placebo-
treated patients (20 percent vs 62 percent).

In this additional part of the study, quality of life
was assessed using a mucositis-specific daily diary
questionnaire and the Functional Assessment of
Cancer Therapy-General Stiff said.  All 212 patients
in the study reported daily on the soreness of their
mouths and throats, as well as their limitations in
carrying out daily activities.

Significant improvements in the palifermin group
in mouth and throat soreness, the primary QOL
endpoint from the daily diary questionnaire, was
significantly improved, compared with the placebo
group, with patients receiving palifermin reporting a
reduction in soreness of 54 percent versus those on
placebo, said Stiff. This reduction in soreness
translated into a 40 percent improvement, on average,
in palifermin-treated patients’ ability to eat, drink,
swallow, sleep, and talk. In addition, signif icant
improvements in the palifermin group compared to

those on placebo were seen in two of the four domains
of the FACT-G: functional well being and physical
well being.

Darbepoetin alfa for Anemia
In another presentation at the ASH meeting, an

interim analysis of a randomized, controlled study,
darbepoetin alfa (Aranesp, Amgen) was well
tolerated and effective for the treatment of anemia
in patients with cancer not receiving concurrent
chemotherapy, said Veena Charu, community
practitioner at Pacif ic Cancer Medical Center,
Anaheim, California.

“Oncologists are beginning to focus not only on
chemotherapy-induced anemia, but anemia of cancer
as well,” Charu said. “Building on the findings of
previous studies, we designed this study to examine
the efficacy of Aranesp in treating cancer patients
with anemia not receiving chemotherapy.”

“In point of fact, the drug was not only very
effective in these patients that have anemia of cancer
but also was very convenient for these individuals as
well as for the healthcare personnel,” said Charu.
“The patients don’t have to make multiple visits and
the staff, therefore, has more time to concentrate or
other patients.”

A total of 170 patients with anemia of cancer
were enrolled into a multicenter, randomized
comparative, open-label, 25-week study, Charu said.
In a four to one randomization, 135 patients were
treated for 21 weeks with darbepoetin alfa 3.0 mcg/
kg every two weeks, and 35 patients were untreated
controls, receiving no treatment for 12 weeks of
observation followed by 9 weeks of treatment with
darbepoetin alfa 3.0 mcg/kg every two weeks. A
Subjects Outcomes Questionnaire consisting of health
care utilization, work productivity, and health-related
quality of life was administered at baseline and every
4 weeks through the end of the study. The objective
of the analysis was to estimate the differences
between the two study groups with respect to
hematopoietic response and change in hemoglobin
from baseline, incidence of red blood cell
transfusions, change in HRQOL, and incidence of
adverse events.

The interim analysis at 12 weeks showed that
treatment with darbepoetin alfa compared with no
treatment resulted in a substantial increase in the
mean change in hemoglobin, 2.8 g/dL versus 0.3 g/
dL respectively, Charu said. The baseline hemoglobin
levels of the two groups were equivalent, being 10.2
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Protocols Approved By NCI

During January 2004

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 Trial of the Farnesyltransferase

Inhibitor, R115777 and Radiotherapy in Patients with
Locally Advanced Pancreatic Cancer. University of
Pennsylvania Cancer Center, protocol 6407, Hahn,
Stephen, phone 215-662-7296.

Phase I/II
Phase II Study of Single Agent Depsipeptide

Followed by a Phase I Study of Rituximab/Fludarabine
Combination with an Escalating Dose of Depsipeptide
in Relapsed or Refractory Low Grade B Cell
Lymphomas. University of Maryland Cancer Center,
protocol 6015, Badros, Ashraf, phone 410-328-1238.

Phase II
Phase II Study of Trastuzumab in Combination

with BMS-247550 in Women with Metastatic
Breast Cancer. Dana-Farber Cancer Center, protocol
6297, Bunnell, Craig, phone 617-632-3800.

Phase II Study of the mTOR Inhibitor, CCI-779
in Patients with Advanced Non-Small Cell Lung
Cancer. North Central Cancer Treatment Group,
protocol NO323, Adjei, Alex, phone 507-538-0548.

approaches aimed at improving quality of life. While
the efficacy of 153Sm-EDTMP as a palliative agent
for the treatment of bone metastases is well known,
its effects in patients with symptomatic refractory
multiple myeloma is undocumented and the synergistic
effects of combining radioactive and non-radioactive
bisphosphonates are not known.

For this reason, a study was carried out to
investigate the toxicity, clinical impact, and quality of
life of sequential dosing of 153Sm-EDTMP and
zoledronic acid in eight elderly symptomatic refractory
multiple myeloma patients.  The median age in this
group of individuals was 79 years and all of them had
severe bone pain from refractory multiple myeloma
requiring a combination of nonopioid analgesics.
Median time from disease diagnosis to targeted
therapy was 12 years. All patients were in DS stage
IIIA and three of them had received more than two
previous chemotherapeutic regimens. Patients were
treated with approximately 54 microCuries (mCi) of
153Sm-EDTMP every 12 weeks and 4 mg of
zoledronic acid iv every 28 days. Patients were asked
to quantify their pain using a visual analogue scale
(VAS), with a numeric range of 0 to 10. At baseline,
the median pain level was seven, ranging from seven
to nine. Quality of life assessment was based on
results from the Therapy Impact Questionnaire
(TIQ).

Two courses of 153Sm-EDTMP plus zoledronic
acid were sufficient to produce long-term symptom
improvement in seven patients, and the eighth patient
improved after three courses, Iuliano said. After
treatment, the median pain score was reduced to two,
with a range of zero to three, and  there was no need

Radiotherapy In Combination

With Zometa For Palliation

(Continued from page 1)

for analgesics.
Overall, with a followup of 11 months, this

combination therapy resulted in a very good control
of pain, improvement in quality of life, and some
reduction in M-component, Iuliano said. The M-
component being decreased more than 25% in half
of the treated patients, and this was of some
importance as it suggested antitumor activity. Finally,
at last followup, patients were still stable.  Both
patient and physician assessments indicated that onset
of pain relief occurred within one week of
administration of 153Sm-EDTMP and that the
palliative effect persisted for more than five months
in all cases.

Also, durable pain relieving effects seen for more
than eight months in better than half of the patients
most probably depended on the action of zoledronic
acid.

g/dL in the darbepoetin alfa group and 10.3 g/dL in
the control group. In addition, there was an increase
in the estimated proportion of patients with a
hematopoietic response in the darbepoetin-alfa-
treated patients compared to the control group, 81
percent vs 27 percent, or a hemoglobin response, 72
percent vs 12 percent.

Also, darbepoetin alfa-treated patients had a
significant reduction in the estimated proportion of
patients receiving RBC transfusions in the darbepoetin
alfa treatment group compared to those in the control
group, 30 percent vs 10 percent, said Charu.


