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Clinical Trials:
U.S., Canada Begin ExCel Trial To Evaluate
Aromasin For Breast Cancer Prevention

NCI Closes Iressa Trial For NSCLC
When Data Indicate No Survival Benefit

U.S. and Canadian researchers this month began the first North American 
clinical trial to evaluate the role of an aromatase inhibitor in the prevention 
of breast cancer.

Coordinated by the National Cancer Institute of Canada Clinical Trials 
Group, the ExCel study will examine the potential benefit of exemestane 
(Aromasin, Pfizer) and its ability to prevent breast cancer in women who are 
at increased risk for the disease. Exemestane suppresses estrogen production, a 
key component in the development of some types of breast cancer. Exemestane 
could provide women with an alternative option to tamoxifen, the only drug 
FDA-approved for breast cancer “risk reduction.”

“Breast cancer is a major public health issue—every 30 seconds 
somewhere in the world a woman is diagnosed with this disease,” Paul 
Goss, the ExCel research study chairman, said. “Thousands of women have 
already beat breast cancer thanks to recent research on aromatase inhibitors. 
As a result, we think this could be an effective approach to preventing it from 
developing in the first place.” 

The ExCel study will follow more than 4,500 postmenopausal women 
from the U.S., Canada, and Spain over five years. To be eligible, women must 
be 35 or older and have an increased risk of developing breast cancer. Risk 
factors can include age, family history of breast cancer, age at first menstrual 
period, and age at first live birth. 

Initial results of the trial could be available within four years. Investigators 
hope to see as much as a two-thirds reduction in the incidence of breast cancer 
among women in the treatment group.  

Researchers have closed a randomized clinical trial comparing gefitinib 
(Iressa) vs. placebo following chemotherapy and radiation for patients with 
non-small cell lung cancer  that had spread only to nearby tissues or lymph 
nodes. Review of interim data indicated that gefitinib would not improve 
survival.

The clinical trial was sponsored by the U.S. National Cancer Institute and 
was conducted by a network of researchers led by the Southwest Oncology 
Group. AstraZeneca Pharmaceuticals, which manufactures gefitinib, provided 
the agent for the trial under the Clinical Trials Agreement with NCI for the 
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development of gefitinib. Iressa inhibits an enzyme 
(tyrosine kinase) present in lung cancer cells, as well 
as other cancers and normal tissues, that appears to be 
important to the growth of cancer cells.

Based on a review of the limited data available 
from the phase III clinical trial, the Data Monitoring 
Committee overseeing the trial (known as S0023) 
recommended the closure, as the trial would not meet its 
primary endpoint of improved survival. Detailed results 
from the study will be presented at the American Society 
of Clinical Oncology Annual Meeting on May 14.

The study was designed to assess whether 
maintenance therapy with gefitinib would improve 
overall survival and progression-free survival as 
compared to placebo in patients with stable or 
responding disease. These patients had inoperable stage 
III NSCLC and already had completed the combined 
chemotherapy regimen of cisplatin and etoposide with 
radiation, followed by docetaxel. A total of 672 patients 
in this study were to be randomized to one of two 
treatment arms following chemotherapy and radiation: 
one arm would receive gefitinib daily and the other arm 
would receive a placebo daily. As of March 10, 611 
patients were entered and 276 were randomized to one 
of the two arms.

“The interim analysis indicates that even with 

accrual of more patients or with longer follow-up, 
the gefitinib arm would not improve survival,” said 
Laurence Baker, chairman of SWOG and professor of 
internal medicine and pharmacology at the University 
of Michigan in Ann Arbor. 

This analysis did confirm, however, the favorable 
survival seen with the chemotherapy and radiation 
regimen previously reported by SWOG, and thus 
patients currently entered in the trial are being advised 
to complete this part of their treatment.

“Based on the analysis, the use of gefitinib 
following chemotherapy and radiation should not be 
prescribed for this group of patients,” said Scott Saxman, 
who oversees lung cancer clinical trials for NCI.

Breast Cancer:
Avastin Improves PFS
In Advanced Breast Cancer

Preliminary results from a large, randomized 
clinical trial for patients with previously untreated 
recurrent or metastatic breast cancer show that 
those patients who received bevacizumab (Avastin) 
in combination with standard chemotherapy had a 
longer time period before their cancer progressed than 
patients who received the same chemotherapy without 
bevacizumab.

The clinical trial was sponsored by the U.S. 
National Cancer Institute and conducted by a network 
of researchers led by the Eastern Cooperative Oncology 
Group. Genentech Inc., of South San Francisco, 
Calif., which manufactures bevacizumab, provided 
bevacizumab for the trial under the Cooperative 
Research and Development Agreement with NCI.

The Data Monitoring Committee overseeing the 
trial (known as E2100) recommended that the results 
of a recent interim analysis be made public because 
the study had met its primary endpoint of increasing 
progression-free survival.

Preliminary results suggest that patients in the 
study who received bevacizumab in combination with 
standard chemotherapy consisting of single-agent 
paclitaxel had a delay in worsening of their cancer by 
four months, on average, compared to patients treated 
with paclitaxel chemotherapy alone. This difference is 
statistically significant.

“This study is the first to find a benefit of anti-
angiogenic therapy in patients with breast cancer and 
represents a major advance in the treatment of patients 
with metastatic disease,” said study chairman Kathy 
Miller, of the Indiana University Medical Center. 
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A total of 722 women with recurrent or metastatic 
breast cancer who had not previously received systemic 
chemotherapy for their recurrent or metastatic disease 
were enrolled in this study between December 2001 and 
May 2004.  Patients were randomized to one of the two 
treatment arms. One group received standard treatment 
consisting of single-agent paclitaxel. The second group 
received the same regimen of paclitaxel with the addition 
of bevacizumab.

Patients whose tumors overexpressed HER-2 were 
not included in the study unless they had previously 
received trastuzumab (Herceptin) or were unable to 
receive trastuzumab. Also excluded were patients 
who had received preventive chemotherapy treatment 
with paclitaxel within the previous 12 months, as well 
as patients with a prior history of blood clots or who 
were on blood thinners. Serious bleeding and blood 
clots were rare in this study. Patients receiving the 
combination of paclitaxel and bevacizumab had slightly 
more neuropathy, abnormally high blood pressure, 
and proteinuria, in which urine contains an abnormal 
amount of protein, than patients receiving paclitaxel 
alone. Other side effects were similar between the two 
treatment groups.

Bevacizumab, a humanized monoclonal antibody 
that has been approved for metastatic colorectal cancer 
in combination with chemotherapy, is designed to 
bind to and inhibit vascular endothelial growth factor 
(VEGF). VEGF is a protein that plays a critical role in 
tumor angiogenesis.

“It is noteworthy that a previous company-sponsored 
trial in patients who received prior chemotherapy 
for advanced disease did not show a benefit with 
bevacizumab in combination with capecitabine, a 
different chemotherapy agent,” said JoAnne Zujewski, 
who heads breast cancer trials for NCI’s Cancer Therapy 
Evaluation Program. “It is fortunate that ECOG, assisted 
by multiple other NCI-sponsored Cooperative Groups, 
persisted with this trial in patients with newly diagnosed 
advanced breast cancer, as the agent is clearly active in 
this setting.”

Preoperative Drug Combo
Benefits HER-2 Breast Cancer

A new use of the drug Herceptin appears to offer a 
much more powerful treatment advantage than expected 
for patients with HER-2-positive breast cancer, say 
researchers at the University of Texas M. D. Anderson 
Cancer Center.

When combined with chemotherapy and used 
before surgery in early stage breast cancer the drug 

proved beneficial, eliminating 42 percent more tumors 
than chemotherapy alone. The clinical trial of this new 
treatment plan was halted early, the researchers report 
in the Journal of Clinical Oncology.

“This is a far better result than we had anticipated 
and seems to suggest that simultaneous use of 
chemotherapy and Herceptin offers a much more 
potent treatment than use of these drugs sequentially, or 
alone,” said lead investigator Aman Buzdar, professor 
in the Department of Breast Medical Oncology at M. 
D. Anderson.

“This is the best treatment result we have seen in 
this patient population,” Buzdar said. “It shows that we 
can potentially change the natural history of a disease 
that is associated with a high risk of recurrence and 
death.”

Although this combination of therapies seems to 
show better efficacy, as well as less risk of heart damage 
than has been seen before with Herceptin treatment, “the 
jury is still out on the long-term safety and outcome. As 
in all such studies, we will need to wait years to follow 
the progress of our patient participants,” Buzdar said.

Details of the trial result, slated for the June issue 
of the journal, were posted online Feb. 28 because of 
interest in the study. Preliminary results of the trial were 
presented in June 2004 at the annual meeting of the 
American Society of Clinical Oncology.

After only 34 of a planned 164 patients had 
completed therapy, the trial’s Data Monitoring 
Committee stopped the clinical trial because of the 
obvious benefit seen in patients who received Herceptin 
and chemotherapy before surgery, compared to patients 
treated with chemotherapy alone. In that group, rates 
of pathological complete remission (pcr), defined as 
the complete disappearance of cancer in breast tissue 
removed during surgery, was 66.7 percent in Herceptin-
treated patients, compared to 25 percent in patients who 
received only chemotherapy.

Of all 42 patients who had enrolled in the study, 
including the eight who continued to receive treatment 
after the study had been halted, 26 percent in the 
chemotherapy arm achieved pathologic complete 
remission, compared with 65.2 percent in patients treated 
with both Herceptin and chemotherapy, according to the 
JCO study.

If the trial had enrolled all 164 patients, statisticians 
calculated a 95 percent probability that the combination 
of Herceptin and chemotherapy would prove superior, 
Buzdar said.

Between 25 percent and 30 percent of breast 
cancers are known to over-express the human epidermal 
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growth factor receptor 2 (HER-2), a protein that fuels 
the growth, and thus the aggressiveness, of the cancer. 
Herceptin is a monoclonal antibody drug designed to 
block the action of these receptors, but use of the agent 
by itself has shown only modest benefits.

The Food and Drug Administration approved use 
of Herceptin in 1998 for treatment of metastatic breast 
cancer in combination with chemotherapy. The long 
term outcome of such treatment, however, has not yet 
been established, according to Buzdar, and several large 
and lengthy clinical trials are now under way to test for 
cancer recurrence and survival after use of Herceptin 
with chemotherapy.

But researchers at M. D. Anderson wanted to test 
use of the drug combination in patients with earlier 
stage breast cancer, defined as stage II to IIIa. In order 
to immediately see if it had an effect on cancer, they 
sought to use it before surgery, so that when breast 
tissue was later removed, they could look for evidence 
of an effect.

The trial they designed was the first to compare 
preoperative use of Herceptin and chemotherapy against 
use of chemotherapy alone in patients with operable 
breast cancer, Buzdar said.

Patients enrolled in the study were randomized 
to four cycles of paclitaxel followed by four cycles of 
fluorouracil, epirubicin and cyclophosphamide alone 
or the same regimen with 24 weekly, simultaneous 
Herceptin treatments. To reduce the substantial 
incidence of heart failure and cardiac dysfunction seen 
with traditional use of Herceptin and anthracycline-
based chemotherapy, the researchers used epirubicin 
instead of doxorubicin, which has been shown to be 
less toxic to the heart.

The researchers offered the combination of 
therapies for a longer period of time than is usual, and 
the drugs also were given at the same time—another 
departure from traditional practice.

The goal of the study has been to see whether 
tailoring the chemotherapy regimen and adding 
Herceptin would double rates of pathological complete 
remission. “Instead of the 20 percent improvement we 
had hoped for, we saw almost twice that,” Buzdar said. 
“We were totally surprised with these striking findings, 
and pleased that we may have a better treatment for 
women with HER-2 breast cancer.”

They also found that it did not matter whether 
the patients’ tumors were estrogen-receptor positive or 
negative—a distinction that usually demarcates which 
patients will respond to hormonal therapy. And, to date, 
no cases of congestive heart failure or other such serious 

heart problems have yet been observed in the patients, 
Buzdar said.

Within several months, the research team will 
launch additional studies, enrolling larger groups of 
patients, to test the effects of this approach before 
surgery. “The data from this trial is so convincing that 
we decided that in these new studies, all patients must 
receive Herceptin,” Buzdar said.

The study was funded by research grants from 
manufacturers of drugs used in the trial, including 
Genentech, Pfizer and Bristol-Myers Squibb.

Prostate Cancer:
Combination Radiation/Vaccine
May Benefit Some Patients 

A pilot study of an experimental therapy for 
prostate cancer has found that a cancer vaccine can be 
safely administered to patients undergoing radiation 
therapy. 

In some patients receiving the vaccine, an immune 
response against tumor cells may occur, according to 
the results of a phase II clinical trial led by scientists 
at the U.S. National Cancer Institute. A strong immune 
response is an indication that the body is fighting the 
cancer.

This was the first trial to combine radiation and 
a cancer vaccine for treating prostate cancer, and the 
results now pave the way for a larger trial to evaluate 
the efficacy of the combination therapy in treating the 
disease. The combination therapy was well tolerated.

Cancer vaccines are intended either to treat existing 
cancers or to prevent the development of cancer. The 
experimental vaccine used in this study was designed to 
strengthen the body’s natural defenses against prostate 
cancer. 

“The idea is that you can stimulate the body’s 
immune system to recognize and attack tumor cells 
through the use of a vaccine,” said James Gulley, of 
NCI’s Laboratory of Tumor Immunology and Biology 
and the first author on the study. 

The study appears in the May 2005 issue of 
Clinical Cancer Research.

Thirteen of 17 patients who received the 
combination therapy had at least a threefold increase 
in immune cells that attack a protein on the surface of 
tumor cells, compared to no detectable increases in eight 
patients who received radiation alone. The researchers 
also found evidence that the vaccine may have “revved 
up” the immune systems of some patients against other 
tumor proteins.
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The rationale for testing a vaccine/radiation 
combination came from the preclinical observations 
that radiation can alter tumor cells in a way that makes 
it easier for the body’s immune system to kill tumors. 

In addition, cancer patients who get hormonal 
therapy plus radiation tend to do better than those who 
receive radiation alone. The researchers hypothesized 
that stimulating the immune system with a vaccine might 
be another way to generate a “systemic” therapy that 
might work in conjunction with localized radiation.

An estimated 30 percent to 40 percent of patients 
treated with surgery or radiation for localized prostate 
cancer relapse within a decade.

“We have shown that this therapy is safe and 
well-tolerated, the first step toward finding alternative 
treatments for patients with localized prostate cancer, 
especially those at high risk for failing current 
treatments,” said Gulley.

“Inoperable” Prostate Cancer
May Be Operable, Curable  

New findings from Mayo Clinic indicate that cT3 
prostate cancer, a disease in which the cancer has spread 
locally from inside the prostate to immediately outside 
it, is operable and has15-year cancer survival rates of 
almost 80 percent. 

“These patients have a better chance if they 
undergo surgery and are living longer than if they 
undergo radiation therapy,” said Horst Zincke, Mayo 
Clinic urologist and senior study investigator.

Treatment of this type of prostate cancer has been 
controversial, as it is a stage 3 cancer in which the 
malignancy has spread. Due to its advanced stage, some 
physicians have considered it inoperable via radical 
prostatectomy, according to Zincke. Many patients 
come to him for a second opinion after being told their 
cT3 prostate cancers could not be surgically removed, 
he said.

“It’s considered inoperable by some urologists 
and referred to radiation oncology,” said Zincke. “They 
think surgery can’t be done because the cancer is outside 
the prostate. Currently, only 15 percent are referred for 
surgery.”

The problem with radiation therapy as the first 
line of treatment for cT3 prostate cancer, according to 
the Mayo Clinic researchers, is the cancer survival rate, 
which is 79 percent at only five years. In contrast, with 
radical prostatectomy, 79 percent of the patients lived 
at least 15 years. 

When malignant prostate tumors are high grade—

more aggressive—they are not especially responsive 
to radiation therapy alone, Zincke said. He believes 
the current trend away from surgery is a disservice to 
patients. “Patients are being denied surgical treatment 
when indeed they could have had surgery,” he said.

The cancer survival rates for cT3 prostate cancer 
with radical prostatectomy not only approach those of 
cT2 prostate cancer (cancer confined to the prostate), 
which is 90 percent at 15 years, but they are even more 
impressive due to the ages of the patients, said Zincke. 
“It’s significant because the average patient is only 62 
years old,” he said. “So, a 15-year survival is a long 
time.”

In addition to a favorable survival rate for the 
cT3 prostate cancer patients studied, the Mayo Clinic 
researchers also found urinary incontinence rates and 
complications were akin to those for cT2 prostate 
cancer.

Some of the patients studied with cT3 prostate 
cancer had additional, or adjuvant, therapy after surgery, 
such as hormone therapy or radiotherapy. Zincke 
indicates that adjuvant therapy is necessary for patients 
whose prostate cancer affects the lymph nodes. Surgery 
alone may be sufficient treatment for those without 
lymph node involvement. Approximately 50 percent 
of the cases of cT3 prostate cancer do not involve the 
lymph nodes.

The study also found that 25 percent of the patients 
were overstaged—told that they had a cT3 prostate 
cancer, a more advanced form, rather than what they 
really had a cT2 prostate cancer in which the malignancy 
is confined inside the prostate.

Zincke points to following patients over 15 years 
post-treatment as a strength of the study. “The highest 
incidence of prostate cancer death is not reached until 11 
years after treatment, so 15-year data is significant,” he 
said. “In contrast, five-year data is less meaningful.”

Zincke recommends that patients with cT3 prostate 
cancer seek a surgeon who performs at least one prostate 
surgery per week and has completed at least 300 prostate 
surgeries. He explains that currently only 3 to 4 percent 
of urologists are doing more than one prostate cancer 
surgery per week. As they seek an appropriate surgeon, 
he encourages patients that “if someone tells you your 
cT3 prostate cancer is inoperable, don’t give up.”

With more common use of prostate-specific antigen  
testing in the U.S., more prostate cancers are now caught 
earlier, before the cancer spreads. The frequency of cT3 
prostate cancers seen at Mayo Clinic has declined to 
3 percent of all prostate cancers. Canada and Europe 
have much higher rates of cT3 prostate cancer, as PSA 
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testing is not conducted as frequently and more cancers 
are discovered later.

This study was conducted as a single-institution, 
retrospective study of 5,652 men who had radical 
prostatectomy at Mayo Clinic for confirmed prostate 
cancer.

Chronic Myeloid Leukemia:
Benefit Seen In Novel Drug
That Treats Gleevec Resistance

An investigational drug is producing powerful 
responses in patients resistant to Gleevec, the targeted 
therapy that helps most people diagnosed with chronic 
myeloid leukemia, according to an international research 
team headed by investigators at the University of Texas 
M. D. Anderson Cancer Center.

The drug, AMN107, is showing an increasingly 
strong benefit as doses are being steadily raised, say the 
researchers, who presented their latest analysis at the 
annual meeting of the American Association for Cancer 
Research earlier this month.

In an ongoing study that has enrolled more than 
100 patients, over 90 percent of those with the earlier 
stage “chronic” phase of CML have had a hematologic 
response, meaning their blood counts have returned to 
normal, said Francis Giles, a professor of medicine in 
the Department of Leukemia at M. D. Anderson. 

More than 70 percent of patients with the advanced 
“accelerated” and terminal “blast” stages of the disease 
have similarly benefited, and the number of complete 
molecular remissions in patients also is steadily 
increasing, he said.

Giles can offer only estimates of response because 
he said that this study employs a new model of clinical 
trial design in which patients are continuously being 
given higher doses of the drug. “So the results change 
daily as patients fare increasingly better on higher 
doses,” he said. “We are seeing benefit at lower doses 
that will only be fully quantifiable when all patients are 
on the maximal safe dose—a dose which we have not 
yet defined.”

Clear activity was seen at the very first dose of 50 
milligrams offered to the first patients who enrolled in 
May 2004, Giles said. “This week everyone is being 
moved to the latest ceiling, which is 400 milligrams 
twice a day, and based on its safety and effectiveness, 
I believe we will soon move to 600 milligrams twice 
a day.

“If I had to guess, I would think the overall 
response rate across the whole population will be well 

over 75 percent,” he said. Only within the last month 
have chronic phase patients been allowed into the study, 
and Giles estimates response in those patients may 
reach close to 100 percent because their cancer has not 
yet had the chance to form new mutations that the drug 
cannot treat. For that same reason, some patients with 
more advanced cancer will not respond to the drug, 
Giles points out.

Despite what he calls very exciting results from the 
use of AMN107, he stresses that CML patients should 
not think that they need to switch to this experimental 
drug. “Gleevec is incredibly powerful and failures are 
very rare in early phase CML. It is very effective in the 
great majority of patients,” he said. “We are focused on 
a minority of patients, less than 10 percent of chronic 
patients, who more than likely need some other form of 
intervention to give them a normal life span.”

CML is caused by the errant swapping of genetic 
material in bone marrow stem cells that produces an 
abnormality called the Philadelphia chromosome. 
This chromosome contains a new fused-together gene, 
BCR-ABL, which produces an enzyme that switches on 
uncontrolled growth in the bone marrow cell. Gleevec 
binds to this Bcr-Abl enzyme, shutting down its activity, 
which often leads to death of the leukemia cell.

AMN107 is estimated to be up to 30 to 100 times 
more potent than Gleevec because it was designed 
to more efficiently bind to Bcr-Abl, including to 
mutated forms of the enzyme that can produce Gleevec 
resistance, Giles said.

But the drugs have not been compared head-to-
head, so Giles said, “I can’t say that AMN107 is better 
than Gleevec.”

Giles, however, is planning to open a clinical 
trial at M. D. Anderson this summer to test AMN107 
as a frontline therapy  in chronic phase CML patients. 
Another six clinical trials testing the drug in all three 
separate phases of CML, as well as in other leukemias 
in which Gleevec has shown some benefit, also are 
slated to open soon.

Giles suggests that in the future, both Gleevec and 
AMN107, as well as perhaps other new tailored agents, 
may all be used in treating CML, especially if these 
drugs show a synergistic effect.

M. D. Anderson enrolled patients in the study, 
as did researchers at the University of Frankfurt in 
Germany. Giles presented first results of the therapy in 
fewer patients last December at the annual meeting of 
the American Society of Hematology.

The study is being funded by Novartis, which 
manufacturers both AMN107 and Gleevec.
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Aromatase inhibitors are currently being used to 
treat breast cancer and results from a study published 
in a March 2004 issue of the New England Journal of 
Medicine demonstrated that exemestane can prevent 
the occurrence of new cancers in the opposite breast of 
women who have already had breast cancer, suggesting 
that it may also be able to prevent the disease in healthy 
women. 

The Intergroup Exemestane Study found that 32 
percent fewer women had a recurrence in their breast 
cancer when they switched to exemestane after two 
to three years of tamoxifen, compared to those who 
continued on tamoxifen for five years, the current 
standard of care. Twice as many women receiving 
tamoxifen developed second or new breast cancers than 
those treated with exemestane.

Clinical studies have also shown that aromatase 
inhibitors are associated with fewer serious side effects 
than tamoxifen. Side effects may include nausea and 
hot flashes.

“While tamoxifen has already been shown to 
reduce the incidence of primary breast cancer, many 
women choose not to take this drug because of its known 
side effects,” said Goss, director of breast cancer research 
at Massachusetts General Hospital and professor of 
medicine at Harvard Medical School. “Results of this 
study will provide women with important information 

Clinical Trials:
U.S., Canada Begin Excel
Study Of Aromatase Inhibitor
(Continued from page 1)

Melanoma:
NCI's Rosenberg Confirms
2002 Immunotherapy Results

A team of researchers led by Steven Rosenberg, 
at the National Cancer Institute found that patients 
with advanced melanoma who had not responded to 
previous therapies experienced a significant reduction 
in the size of their cancers as a result of receiving a new 
immunotherapy. 

This immunotherapy consisted of a combination 
of chemotherapy and reintroduction of their own 
(autologous) activated lymphocytes. Autologous 
lymphocytes are white blood cells that have been 
removed from the patient, activated to attack the tumor, 
then reintroduced into the patient. The promise of this 
therapy is that a patient’s own immune system can be 
used to treat existing tumors. 

Results are reported in the April issue of the 
Journal of Clinical Oncology.

“These results represent confirmation of our 
original findings that were published in Science in 
2002,” said Rosenberg. The findings were in an initial 
patient population of 13. 

These new findings were reported on 35 patients 
with melanoma that had progressed throughout the 
body. The patients had not responded successfully 
when treated with standard therapies and had developed 
growing tumors. Blood was drawn from the patients, 
and then lymphocytes, a type of white blood cell in the 
blood that can attack tumors, were separated from other 
parts of the blood. Next, patients were treated for two 
days with the chemotherapy agent cyclophosphamide 
followed by five days of fludarabine. The chemotherapy 
drugs were used to reduce the number of lymphocytes 
circulating in the blood, therefore reducing competition 
for the newly activated tumor-fighting lymphocytes 
being reintroduced in to the blood stream.

After the seven days of chemotherapy, the patients 
received their own lymphocytes that had been renewed 
with increased tumor-fighting capacity. They also 
received a high dose of Interleukin-2 (IL-2), a protein 
made by the body that makes the tumor-fighting cells 
mature and multiply.

Of the 35 patients in this study, 18 (51 percent) 
experienced an improvement in the amount of tumor 
present at diverse sites in the body: lung, liver, lymph 
nodes, brain and skin. Eight other patients demonstrated 
a mixed or minor response. Of the 18 patients showing 
improvement, 15 had a partial response that lasted from 
two months to more than two years. It is noteworthy that 

there were three (9 percent) patients who continued to 
experience complete disappearance of tumors. This result 
is particularly significant because these patients had not 
responded to standard treatments or chemotherapies 
used in treating patients with melanoma.

Thirteen patients relapsed after positive response 
to therapy and developed tumors at pre-existing or new 
sites within the body. There were no treatment-related 
deaths in this study. The loss of white blood cells, which 
fight infections, led to the development of infections in 
seven patients. Toxicities related to the chemotherapy 
and administration of a high dose of IL-2 were easily 
managed.

“The results of this study are encouraging, and 
suggest that some patients with melanoma who do not 
respond to conventional treatments may get a durable 
benefit from treatments based on using their own immune 
cells” said Mark Dudley, coauthor of the study.
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NCI-Approved Clinical Trials
The National Cancer Institute’s Cancer Therapy 

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 Intravenous CCI-779 in 

Combination with Bryostatin-1 in Solid Tumors. Fox 
Chase Cancer Center, protocol 5785, Balzer-Haas, 
Naomi, phone 215-728-2974.

Phase I Study of ZD1839 and Radiation in Patients 
with Squamous Cell Carcinoma of the skin. M.D. 
Anderson Cancer Center, protocol 6012, Weber, Randal, 
phone 713-745-0497.

Phase I Trial of Arsenic Trioxide in Combination 
with Pamidronate Disodium. City of Hope National 
Medical Center, protocol 6458, Twardowski, Przemyslaw. 
Phone 626-359-8111, ext. 2307.

Phase I Clinical Trial of Mature Autologous 
Dendritic Cells Loaded with Irradiated Autologous 
Tumor Cells for the treatment of Non-Small Cell 
Lung Cancer. University of California at Los Angeles, 
protocol 6766, Roth, Michael, phone 310-206-7389. 

Phase I/II
Phase I/II Trial of CCI-779 and Bevacizumab in 

Stage IV Renal Cell Carcinoma. Mayo Clinic Rochester, 
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Cetuximab Plus Cisplatin, Irinotecan and Thoracic 
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Clinically Unresectable Esophageal Cancer: A Phase II 
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Group, protocol S0414, Thomas, Charles, phone 210-
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Phase III Trial Comparing Doctaxel and Prednisone 
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about another potentially effective tool for breast cancer 
prevention.” 

Women enrolled in the study will be randomized 
to one of two groups and all will take one pill a day for 
five years, either exemestane or a placebo. Women will 
participate in two follow-up visits during the first year 
and then annual follow-up visits. 

The NCIC Clinical Trials Group, based at Queen’s 
University in Kingston, Ontario, is working with 
physicians in Canada, the U.S., and Spain to coordinate 
the study.

Exemestane was approved in the U.S. in 1999 
for the treatment of advanced breast cancer in 
postmenopausal women whose tumors have stopped 
responding to tamoxifen. It is also approved in Canada, 
Europe, Japan, and South America. 

Further information about the study is available at 
www.excelstudy.com.

http://www.excelstudy.com

