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American Society of Hematology:
"Mini-Transplantation" In Testing
For Treatment Of Multiple Myeloma

Using a tag-team approach, researchers believe they may be able to
increase survival for patients with multiple myeloma.

In a multicenter study led by David Maloney at the Fred Hutchinson
Cancer Research Center in Seattle, it was shown that by combining standard
high-dose therapy and autologous stem-cell rescue with a procedure known
as mini-transplantation from a sibling, that transplant-related toxicities could
be reduced and survival increased for people diagnosed with multiple

Clinical Trials:
Higher Response For Gleevec In Trial;
CML Patients Allowed To Switch

In an interim analysis of a phase III study comparing Gleevec
(imatinib mesylate) to standard therapy (interferon injections plus Ara-C
[cytarabine] chemotherapy) for initial treatment in newly diagnosed CML
patients, the Gleevec arm demonstrated a substantially higher response.

An Independent Data Monitoring Board of hematologists and a clinical
statistician recommended a change in the protocol to enable the patients
on standard therapy who have not achieved a major cytogenetic response
to switch to Gleevec.

Gleevec is marketed by Novartis Oncology of East Hanover, NJ.
The change in the protocol was communicated to investigators and

patients on  Jan. 3 and allows patients on the control arm who have not
achieved a major cytogenetic response after one year of treatment with
interferon-alpha and cytarabine to switch to Gleevec, the company said.

According to the company, consent forms will be changed to inform
patients of the new data, and to urge them to speak with their physicians.

Called the IRIS study (International Randomized study of Interferon
vs. STI571), the phase III trial is evaluating Gleevec vs. the combination
of standard interferon and cytarabine as first-line therapy in patients with
CML. Between June 2000 and January 2001, the study enrolled 1,106
patients in 177 centers across 16 countries. The study was designed to
help determine the long-term outcome, including survival, of patients with
newly diagnosed CML.

*  *  *
A phase II trial of Onconase in patients with unresectable malignant
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myeloma.
Results of the study were presented last month

at the annual meeting of the American Society of
Hematology, in Orlando.

The phase II study involved 41 patients, ages
39-71, who had advanced-stage multiple myeloma.
All patients had previously undergone chemotherapy
to treat their disease. Now, more than four hundred
days after undergoing treatment, 85 percent are still
surviving, leading researchers to believe that this two-
step treatment option has potential as a cure. The
lead patients are now three years out from transplant
without evidence of disease.

“Harnessing the power of the donor immune
system to eradicate cancer with a lower toxicity is
exciting and promising,” said Maloney. The process,
called allogeneic immunotherapy has also been
successfully used for the treatment of patients with
leukemia, lymphoma and a solid tumor called renal
cell cancer.”

The first step in the two-step process is high-
dose chemotherapy followed by a transplant using the
patient’s own stem cells to reduce the disease burden.
Typically, patients undergoing high-dose chemotherapy
often experience a number of complications that can
be life threatening. The second step, one to three

months later, is the mini-transplant procedure, during
which the patient undergoes low-dose radiation
followed by an infusion of stem cells from a matched
brother or sister.

The concept of mini-transplantation was
developed in preclinical studies at the Fred Hutchinson
Cancer Research Center in a the group led by Rainer
Storb, head of transplantation biology at the
Hutchinson Center.

By separating the high-dose conditioning regimen
from the immunotherapeutic effect of mini-
transplantation, Maloney and colleagues believe there
is a decrease in death due to the transplant related
complications. Mini-transplantation establishes an
initial tolerance between the donor cells and the
patient’s own tissues, a phenomenon called mixed
hematopoietic chimerism. Later, the new immune
system of the donor replaces the patient’s bone
marrow. In the process, the donor immune system
attacks the malignant myeloma cells, through a  graft-
versus-myeloma effect.

For the patients, the treatment experience in step
two is dramatically different from step one, requiring
less hospitalization with most undergoing the
procedure in an outpatient setting. Clinic visits are
two to three times a week the first month and once or
twice a week for the duration of their recovery period.
Treatment-related toxicities are mild to moderate. The
low-dose radiation does not cause the usual severe
side effects associated with a high-dose transplant such
as nausea, vomiting or diarrhea, and patients do not
lose their hair. More significantly, blood counts never
drop below levels the body needs to fight infections
and stop bleeding.

Over the years, bone-marrow transplantation has
been proven as a successful treatment for leukemia,
lymphoma and a number of other blood and genetic
disorders. While long-term survival after
transplantation has increased significantly over the
years and many people survive to live healthy and
productive lives, a number of people are unable to
tolerate the rigors of the therapy, especially people
over age 50. It is known that the toxic effects of
conventional stem-cell transplants are a major problem
for older patients as well as younger patents with
medical problems.

*  *  *
Trisenox for blood cell cancers: Data from

clinical trials and post-marketing experience presented
at the annual meeting of the American Society of
Hematology show that Trisenox (arsenic trioxide)
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injection can be used to safely treat patients with blood
cell cancers such as multiple myeloma,
myelodysplastic syndrome (MDS), and acute
promyelocytic leukemia (APL) who have failed to
respond to prior treatment regimen, according to Cell
Therapeutics Inc., which markets Trisenox to treat
relapsed or refractory APL.

Clara Bloomfield, director of The Ohio State
University Comprehensive Cancer Center, presented
data on more than 600 patients with APL, multiple
myeloma, and other hematologic cancers or various
solid tumors who have been treated with Trisenox.
An analysis of the safety data from these patients
showed no deaths due to cardiac arrhythmias, and
that the side effects prevalent with standard
chemotherapy, including hair loss and mucositis, rarely
occurred in patients treated with Trisenox.

The adverse events that were reported in clinical
practice were generally manageable, reversible, and
did not require interruption of therapy.

The safety and low toxicity of Trisenox were
also demonstrated in a National Cancer Institute special
exception (compassionate use) program. Trisenox was
made available to 72 APL patients who had not
responded to at least one prior treatment regimen. A
total of 57 patients were evaluable. Forty-two patients
(74%) achieved a complete response, with nine serious
adverse events reported in six patients.

These safety and efficacy findings were
consistent with data from the pivotal multicenter trial
of Trisenox in which 87% of patients achieved a
complete response with 78% of them achieving a
molecular remission.

Early results from a multicenter trial show
Trisenox has activity in MDS. There have been major
responses observed in patients’ red blood cells and
platelets, which allowed some patients to become
transfusion independent. Side effects noted in some
patients included neuropathy, fever, low white blood
cell counts, and aortitis.

In a phase I/II study sponsored by NCI and
conducted at the University of Miami Sylvester
Comprehensive Cancer Center and Emory University,
Trisenox was safely combined with ascorbic acid to
treat patients with relapsed and refractory multiple
myeloma.

The phase I component of the study evaluated
six patients with multiple myeloma who had failed an
average of two prior chemotherapy regimens. Two
patients experienced a partial response (>25% decrease
in disease markers) and four patients experienced

stable disease (0-25% decrease in disease markers).
Grade I/II fatigue was the major side effect
encountered. Other side effects included grade I/II
sensory neuropathy, grade I nausea, grade I/II skin
rash and dry skin, grade II/III leukopenia, and grade I
edema. No cardiac arrhythmias were observed. The
phase II component of the study is underway.

Results from a phase II clinical trial of patients
with relapsed or refractory multiple myeloma also
indicate that Trisenox shows promise against this
disease. This multicenter trial is evaluating the safety
profile, rate of response, and overall and relapse-free
survival following treatment with Trisenox in 17
patients with relapsed or refractory multiple myeloma.
To date, of the 10 evaluable patients, three have had
periods of stable disease and four have had decreases
in serum M-protein, which is a marker for the disease.
The study is currently enrolling additional patients.

*  *  *
Idiotype immunotherapy in NHL: Initial phase

II results demonstrate that an idiotype immunotherapy
being developed by Genitope Corp., of Redwood City,
CA, can induce an anti-tumor immune response in
patients with aggressive non-Hodgkin’s lymphoma.
The results were presented at the ASH meeting.

Fourteen patients were enrolled in the study,
conducted at Stanford University Medical Center and
University of Nebraska Medical Center.  All 14 have
completed their first series of immunizations and, at
the time of the meeting, eight of those 14 patients had
demonstrated anti-tumor immune responses.  Further
studies are being conducted to determine the optimal
chemotherapy and vaccine schedule.

“The fact that we have seen immune responses
in aggressive NHL patients gives us a sense that
improvements can be made on current options which
do not cure all patients and suggests that we may be
able to offer a new therapy to these patients,” said
John Timmerman, research fellow, Division of
Oncology, and clinical instructor, Department of
Medicine, Stanford University School of Medicine.

In clinical trials, the immunotherapy appears to
be safe and non-toxic, with minor side effects reported
to be inflammation at the site of the injection and flu-
like symptoms. These side effects are believed to be
largely due to the immune stimulation.

Idiotype immunotherapy is an investigational
therapy in which a custom-made protein (the idiotype)
is derived from the patient’s tumor cells. B-cell non-
Hodgkin’s lymphoma expresses a surface antibody
containing the idiotype, which is used as a tumor-
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specific marker. The tumor-derived idiotype is
modified to appear foreign and when administered,
stimulates the patient’s immune system to attack the
tumor while leaving healthy cells unharmed.

The idiotype immunotherapy is produced using
High Throughput Gene Expression Technology, a
technology developed and patented by Genitope. The
technology allows the company to rapidly generate
custom-made proteins to combat tumors.

The therapy is being studied in phase III clinical
trials for its potential efficacy in low-grade B-cell non-
Hodgkin’s lymphoma. Patients who have received no
prior therapy are being recruited by 22 research sites
in the U.S. and Canada. Patients will receive a
standard chemotherapy regimen and then will be
randomized. Approximately 240 patients will receive
their custom-made idiotype immunotherapy and 120
patients will receive a non-specific vaccine-like
therapy. All patients are expected to complete
immunization by the end of 2003.

*  *  *
Revimid in multiple myeloma: Phase I/II trials

of Revimid in patients with refractory and relapsed
multiple myeloma demonstrated significant anti-tumor
activity and was generally well tolerated, according to
presentations at the annual meeting of the American
Society of Hematology.

Paul Richardson presented data from an open-
label safety clinical trial conducted at Dana-Farber
Cancer Institute. The study included 24 evaluable
patients with rapidly advancing refractory multiple
myeloma, sixteen of whom had failed thalidomide and
all of whom had failed at least two prior regimens.

Patients were treated with one of four doses of
Revimid: 5 mg/day, 10 mg/day, 25 mg/day or 50 mg/
day. After 28 days, if tolerated and without disease
progression, patients were permitted to continue on
therapy.

Nineteen patients (79 percent) achieved stable
disease or better and 63 percent of patients
experienced a greater than 25 percent reduction in
paraprotein. No dose limiting toxicities were observed
within 28 days at any dose level. In the extension
phase of the trial, dose reduction was required for
grade 3 thrombocytopenia and grade ¾ neutropenia.
Somnolence, constipation and neuropathy, common
side effects of thalidomide, were not observed.

“Revimid demonstrated anti-tumor activity in
these very difficult to treat patients,” said Richardson.
“The therapy was generally well tolerated and may
represent a new approach to the treatment of multiple

myeloma.”
Maurizio Zangari, from the Arkansas Cancer

Research Center, reported on the treatment of 15
refractory multiple myeloma patients who participated
in two clinical trials: a four week, open-label safety
trial and an extension trial.

In the first trial, patients received a daily dose
of 5 mg, 10 mg, 25 mg, or 50 mg of Revimid. If
tolerated and without disease progression, patients
entered an extension trial in which the dose could be
adjusted. Eight patients (53 percent) experienced a
greater than 25 percent reduction in paraprotein and
one patient achieved a complete response. In the
extension phase of the trial at higher doses, clinically
significant, but manageable, reductions in both the
granulocyte and platelet counts were observed.

“We are looking forward to advancing Revimid
based on its clinical activity and tolerability,” said
Zangari.

Revimid has also completed the initial phase of
a clinical trial in metastatic melanoma, and based on
the results, the trial is being expanded with an
additional 60 patients. Further studies are planned for
Revimid in anti-inflammatory diseases, in addition to
a recently initiated congestive heart failure pilot trial.

“These encouraging results continue to validate
our pipeline of IMiD compounds and based on these
data we will substantially expand the clinical
development of Revimid,” said Sol Barer, president
and COO of Celgene Corp. “Following discussions
with the FDA, we plan to initiate two pivotal clinical
programs for Revimid in multiple myeloma and
metastatic melanoma with over 1,000 patients in each
program. Each program will be comprised of three
pivotal trials, in both refractory and newly diagnosed
stages of each disease.”

The IMiDs are novel, small molecule, orally
available analogs of thalidomide that are designed to
be more potent and have demonstrated a better safety
profile in clinical trials than the parent compound.
Celgene’s IMiDs have significantly greater
immunological activity than thalidomide in in vitro
studies. Data published in The Journal of Immunology
demonstrated that IMiDs potently inhibit the
inflammatory cytokines TNF-alpha and interleukin
(IL)-1 beta while stimulating the anti-inflammatory
cytokine IL-10. IMiDs were also reported in Blood to
enhance T-cell proliferation and IL-2 production.
Revimid and the IMiD pipeline are covered by a
comprehensive intellectual property estate of U.S. and
foreign issued patents and pending patent applications
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including composition-of-matter, pharmaceutical
composition and use patents.

*  *  *
Treating cutaneous T-cell lymphoma patients

with Targretin (bexarotene) boosted the activity of
Ontak (denileukin diftitox) and increased patient
response rates in a pilot phase I study, said Tufts New
England Medical Center researchers at the ASH
meeting.

In another study, researchers at Wake Forest
report that Ontak showed anti-cancer activity in
patients with fludarabine-refractory CLL.

Tufts researchers evaluated whether low doses
of Targretin would upregulate IL-2 receptor expression,
and whether the combination of Targretin and Ontak
was tolerable. Nine CTCL patients were started on
Targretin at 75, 150, 225, or 300 mg/day. On day
eight of the study, treatment with Ontak was initiated
at a dose of 18 mg/kg/day x 3 every 21 days.

The results showed that p55 expression
increased in six of the seven patients treated with 150
mg/day or greater of Targretin for seven days, and
that the overall response rate with the combination
was approximately 75 percent. Three patients had a
complete response, and three others had a partial
response.

“These pilot results are promising because
upregulation of the IL-2 receptor occurred even at
low doses of Targretin, and because response rates
exceeded those typically seen with either drug alone,”
said Francine Foss, associate professor of medicine
and director of the lymphoma program at Tufts
NEMC. “The combination of Targretin and Ontak also
had an acceptable tolerability profile. However, it is
important to emphasize that these preliminary results
must be validated in a randomized phase II study,
which we plan to pursue.”

One patient experienced a hypersensitivity
reaction to Ontak and three had vascular leak
syndrome. Eight patients had hypertriglyceridemia
after treatment with Targretin, and seven had thyroid
toxicity. Four patients experience grade 2 or 3
leukopenia and six experienced grade 2-4 lymphopenia
(four grade 3, on3 grade 4).

In the second study, all eight patients treated
with Ontak experienced reduction sin peripheral CLL
cells, with >80 percent clearance in seven evaluable
patients after two or three cycles of treatment. One
patient showed a partial remission, with shrinkage of
abdominal nodes and clearance of CLL cells from
bone marrow.

In two of three evaluable patients who were
treated with three cycles of Ontak, the percentage of
p55 positive cells fell from 76 percent and 85 percent
to 6 percent and 0 percent, respectively. Ontak-related
toxicities, which were similar to those previously
reported, included asthenia, vascular leak syndrome,
transient elevated transaminases and CPK, fever,
nausea, vomiting, myalgias and anorexia.

“The results are encouraging but preliminary,”
said Arthur Frankel lead author and professor of
medicine and cancer biology at Wake forest. “We are
completing recruitment for the phase II study and
planning a follow-u[ trial in which we use combination
therapy with Targretin to enhance IL-2 receptor
expression and sensitivity to ONTAK. Because there
are few effective drugs to treat patients with CLL,
evaluating the potential clinical utility of Ontak is an
important initiative.”

*  *  *
Pentostatin for GvHD: SuperGen Inc. said data

from a phase II study of its anticancer drug pentostatin
(Nipent) showed a 60 percent overall response rate
for refractory chronic graft-versus-host disease.

Ten evaluable patients, all who had failed at one
prior immunosuppressive regimen (one of which must
have included steroids) were given Nipent every two
weeks for three months. At the end of the three
months, patients who had achieved either stable
disease or who had shown improvement were weaned
off their other medications. The overall response rate
was 60 percent—5 complete responses and one partial
response. One patient has a mixed response and three
patients progressed with disease. Major responses
were observed in all organ systems, including the liver.

“The results suggest that pentostatin has activity
in the treatment of chronic GVHD,” said Viki Anders,
oncologist at the Georgia B. Volgelsang Oncology
Center at Johns Hopkins University, and the lead
investigator. “These data are encouraging, since these
patients were heavily pre-treated and are usually
difficult to treat. The therapy was well-tolerated, and
no severe infections were reported.”

*  *  *
Rubitecan for leukemia and MDS: SuperGen

Inc. said that data from a phase II study demonstrated
that its oral anticancer drug rubitecan is active in both
chronic myelomonocytic leukemia and myelodysplastic
syndromes.

Thirty-five evaluable patients, who had received
a minimum of one prior therapy, and who were
diagnosed with either CMML (23) or MDS (12), were
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treated. The median age of the study population was
69 years (range, 29-81 years). the objective response
rate was 28 percent—4 complete responses and 6
partial responses. Also, hematological improvement
was observed in 14 percent, leading to an overall
response rate of 42 percent.

The most common side effect was diarrhea (in
20 percent of patients) and nausea/vomiting (in 9
percent of patients), which usually improved during
periods off therapy.

“We conclude that 9-NC (rubitecan) has activity
in CMML and MDS,” said Hagop Kantarjian,
oncologist at M.D. Anderson and lead investigator.
“A lower dose and a hiatus between cycles may
improve tolerance.”

mesothelioma resulted in one-year and two-year
survival rates of 34.3% and 21.6%. The results were
published in the Jan. 1 issue of the Journal of Clinical
Oncology.

Thirty-seven percent of those enrolled had not
responded to prior systemic chemotherapy.

Median survival rates typically range from six to
eight months for unresectable MM patients treated
with systemic therapy.

Onconase (ranpirnase) is a ribonuclease drug
developed from the eggs of Rana pipiens, the leopard
frog. Ribonuclease enzymes interrupt protein
synthesis, resulting in the inhibition of cell growth and
the induction of apoptosis (programmed cell death).

Study results were analyzed using criteria
developed by the Cancer and Leukemia Group B.
Through a 10-year retrospective study of 337 patients,
the CALGB identified six groups based on prognosis
for survival.

The intent-to-treat group includes all 105 patients
enrolled in the study, and the treatment target group
(81 of the total 105 patients enrolled) includes those
patients who met the predefined CALGB criteria for
categories 1 to 4 combined.

Those in the treatment target group had one and
two-year survival rates of 42% and 26.8%,
respectively, compared to 34.3% and 21.6% for the
intent-to-treat group.

The 41 patients whose tumors either shrank or
whose cancer was halted from progressing had a

median survival of 18.5 months; one-year of 61%
and two-year survival rates of 40.8%.

A randomized, controlled phase III trial of the
combination of Onconase with doxorubicin vs.
doxorubicin in the treatment target group of patients
with unresectable malignant mesothelioma is underway
in the U.S. and Europe.

Onconase is being developed by Alfacell Corp.
*  *  *

Myriad Genetics Inc. (Nasdaq: MYGN) of Salt
Lake City said it has submitted to FDA a multi-center,
double-blind, placebo-controlled clinical trial of its
prostate cancer drug, Flurizan (MPC-7869) at 65 sites
in the U.S.

Four hundred early-stage prostate cancer patients
will be enrolled to evaluate systemic disease
progression of prostate cancer, the company said.
Patients will be assigned to one of three regimes
(either one of two different doses of Flurizan or
placebo). The primary clinical endpoints for the trial
include time to metastases and effect on prostate
specific antigen levels. To date, two phase I trials and
one phase IIa trial have been completed in healthy
volunteers and late-stage cancer patients, which
demonstrated encouraging results in safety,
bioavailability and pharmacokinetics, the company
said.

*  *  *
Prostate cancer prevention: GTx, Inc., of

Memphis, TN, is testing whether Acapodene
(toremifene) can prevent prostate cancer by reducing
pre-cancerous lesions.

A clinical trial is underway of 500 patients with
pre-cancerous lesions at 60 sites.

About 30 to 50 percent of men with high-grade
pre-malignant lesions, called prostatic intraepithelial
neoplasia (PIN), develop cancer within the three years
following diagnosis.

Acapodene has been shown in previous clinical
trials to dramatically eliminate these pre-cancerous
lesions by 72 percent and the incidence of cancer by
more than 50 percent, the company said.

“Acapodene has some very exciting possibilities
for the treatment of prostate cancer through an avenue
that hasn’t been explored before now—prevention,”
said John Seigne, assistant professor of surgery at
Moffitt Cancer Center and Research Institute in
Tampa and lead investigator of the study. “If the
results of the trial are consistent with earlier trials, the
drug may greatly reduce the incidence of prostate
cancer in those men who are diagnosed with pre-

Clinical Trials:
Onconase Prolongs Survival
Of Mesothelioma, Study Says
(Continued from page 1)
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malignant lesions.  We may now have a weapon in
the arsenal to attack prostate cancer before it occurs.”

Men with pre-malignant prostate lesions may
enroll in the study. Study sites are listed on the GTx
web site at gtxinc.com, or potential study candidates
can contact clinicaltrials@gtxinc.com or 901-523-9700
x137 to find the study site nearest them.

In the most recent study, 18 men with high-grade
PIN were treated with Acapodene daily for four
months. On subsequent biopsies, 72 percent of the
men had no high-grade PIN after the treatment,
compared to a norm of 17.9 percent after no treatment.
The prostate cancer incidence in the study was 16
percent, compared to a normal incidence of 39.5
percent in men with untreated high-grade PIN.

GTx has licensed Acapodene for prevention and
treatment of prostate cancer from a Finnish
pharmaceutical company, Orion Pharma. The U.S.
Food & Drug Administration approved Orion Pharma’s
toremifene (Fareston) for the treatment of advanced
breast cancer in 1997.

*  *  *
Preventing neutropenia: Identifying subgroups

of patients at high risk of developing febrile neutropenia
may help keep patients from developing the problem,
and thus cut the rate of dose reductions, according to
a study reported at the San Antonio Breast Cancer
Symposium.

“Research has shown that about 20 percent of
early-stage breast cancer patients receive a modified
regimen of chemotherapy in terms of lowered dose
or treatment delays because they have developed or
are at risk for developing negative neutropenic events
requiring hospitalization,” said Edgardo Rivera, study
author and assistant professor, breast medical oncology,
M.D. Anderson Cancer Center, Houston.  “This study
suggests that physicians can use validated risk models
to identify patients who may be at higher risk for
chemotherapy-induced neutropenia and then take
preventive action to help avoid derailing their
chemotherapy.”

The open-label study found that 95.3 percent of
high risk patients who received Neupogen compared
with 79.9 percent of high risk patients in the control
group were able to receive chemotherapy on schedule.
More than four times as many control patients (20.1
percent) as Neupogen patients (4.7 percent) received
a reduced regimen of chemotherapy due to
neutropenia. More than twice as many control patients
(7.1 percent) as Neupogen patients (2.7 percent) were
hospitalized with febrile neutropenia.

The study enrolled 624 stage I-III breast cancer
patients receiving adjuvant chemotherapy regimens
of Adriamycin-cyclophosphamide, cyclophosphamide-
methotrexate-fluorouracil, or cyclophosphamide-
doxorubicin-fluorouracil. Following the Silber risk
model, patients whose absolute neutrophil count
(ANC) reached a nadir of 500/mm3 after the first cycle
of chemotherapy were assigned to the high risk group,
and all other patients were assigned to the low risk
group.

High risk patients received Neupogen for all
subsequent cycles of chemotherapy starting 24 hours
after the administration of chemotherapy and
continuing for a maximum of 14 days until their ANC
reached = 10,000/mm3 (considered out of danger for
neutropenic events). Low risk patients received
Neupogen in subsequent chemotherapy cycles only if
they developed neutropenia with a fever, or had a
delay in chemotherapy due to neutropenia. The other
low risk patients were the control group.

Cancer Survivorship:
Late Effects In Breast Cancer
Treatment Found In Study

Long-term breast cancer survivors report
excellent quality of life many years after treatment,
but the use of chemotherapy and tamoxifen in addition
to surgery may result in decreased physical functioning
over time, according to a study published in the Jan.
2 issue of the peer-reviewed Journal of the National
Cancer Institute.

The study, one of the largest examining quality
of life in long-term breast cancer survivors, could
influence the way doctors treat women with very
small tumors, said Patricia Ganz, senior author of the
article and director of the Division of Cancer
Prevention and Control Research at UCLA’s Jonsson
Cancer Center.

“The question has been asked: Should every
woman, even those with very small tumors, receive
chemotherapy or tamoxifen or both after surgery?”
Ganz said. “I think, in light of this research, the answer
may be no. This study shows there are some subtle
costs to be paid with adjuvant therapy.  But the only
place this would carry any weight would be in women
with tumors less than a centimeter in size.”

There is a substantial benefit to additional
treatment with chemotherapy and/or tamoxifen in
women with tumors larger than a centimeter, or in
patients whose cancer has spread to the local lymph
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nodes. However, for very small tumors, the risk of
recurrent cancer is so low that the potential short-
and long-term toxicity of the treatments may play a
role in decision-making, Ganz said.

Prior to this study, it was generally accepted that
adjuvant treatments did not diminish long-term quality
of life and physical functioning. But this research
indicates that women who receive these treatments
may have a significant decline in physical functioning
compared to breast cancer survivors who did not
receive these treatments.

Previous studies, including a large study by Ganz
and her colleagues at UCLA, USC and at Georgetown
University Medical School, have shown that breast
cancer survivors experience good quality of life and
physical functioning in the first few years after
treatment.

In this study, Ganz focused on 763 disease-free
women in Los Angeles and Washington, DC, who
were an average of 6.3 years out from breast cancer
diagnosis. The women, who had participated in Ganz’s
earlier study, filled out 42-page questionnaires seeking
information on such quality of life issues as physical
functioning, social functioning, pain, mental health,
vitality, sexual desire and function and body image.
Standardized measures were used to rate quality of
life, mood and well being.

Overall, the disease-free breast cancer survivors
reported excellent quality of life, with high levels of
health and emotional well-being. The study confirmed
previous findings that a breast cancer diagnosis is
harder psychologically on younger women than it is
on older women, and can positively affect diet,
exercise, and spirituality.

A difference emerged in the comparison of
women according to past types of adjuvant treatment,
where several aspects of physical functioning were
worse in women who had received treatment with
chemotherapy and/or tamoxifen.

The study concludes: “These findings suggest
that there may be... effects from treatment that do
not appear until many years later.”

Clinical Trials Approved
By NCI Last Month Are Listed

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
Intra-lesional rF-B7.1 versus rF-Tricom Vaccine in

the Treatment of Metastatic Cancer. Albert Einstein
College of Medicine, protocol 3351, Kaufman, Howard,
phone 718-430-3517.

Phase I Study of UCN-01 in Combination with
Irinotecan in Resistant Solid Tumor Malignancies.
Washington University, protocol 5582, Fracasso, Paula,
phone 314-454-8817.

Phase II
Phase II Study of Epothilone B Analogue BMS-

247550 in Relapse and /or Refractory Stage III or IV
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