
 THE

CLINICAL CANCER LETTER
 Cancer research news for clinicians

Clinical Trials:
Herceptin Reduces
Recurrence
Of Breast Cancer

. . . Page 3

Frozen Sections
Help Avoid Second
Breast Surgery

. . . Page 4

BC Family History
Doesn't Convey Risk
Of Ovarian Cancer

. . . Page 5

FDA Approval:
Arimidex Wins Full
Approval For Early
Breast Cancer

. . . Page 5

NCI Cooperative Group,
Center Trials Listed

. . . Page 8

(Continued to page 2)

PO Box 9905 
Washington DC 20016 

Telephone 202-362-1809

© Copyright 2005 
The Cancer Letter Inc.

All rights reserved.

Vol. 28 No. 9
September 2005

(Continued to page 2)

Breast Cancer:
Breast Cancers Detected By Mammograms
Have Better Prognosis, Trials Analysis Finds

ASCO Backs Sentinel Node Biopsy
In Some Early Stage Breast Cancer 

The American Society of Clinical Oncology has developed a set of 
recommendations for the use of sentinel lymph node biopsy in patients with 
early stage breast cancer.

The ASCO guideline panel that developed the recommendations 
concluded that SNB can be used instead of axillary lymph node dissection 
for many people with early stage breast cancer who do not have clinically 
suspicious lymph nodes—usually meaning that the doctor cannot feel them 
during an examination. SNB is associated with fewer and milder long-term 
side effects than axillary node dissection. However, it is not yet known 

Women whose breast cancer was detected by screening mammography 
had a significantly better prognosis than those whose cancer was found another 
way—even if the cancer had already spread to their lymph nodes, according 
to researchers at University of Texas M. D. Anderson Cancer Center who 
looked at outcomes from randomized screening studies of more than 150,000 
women.

A likely reason for that finding is that mammography can detect tumors 
that are both slower growing and less biologically lethal than those found 
symptomatically, the researchers said.

The study is important because the survival benefit seen in this analysis 
is much greater than one would expect for screen-detected breast cancer, 
said the study’s lead author Donald Berry, chairman of the Department of 
Biostatistics and Applied Mathematics. Berry is well-known for his work in 
designing breast cancer clinical trials and for his research in evaluating the 
effects of screening mammography.

“We know that screening picks up many tumors before they can be 
detected in other ways and women may benefit from early treatment, but the 
advantage we found is much larger than what would be expected from the 
so-called stage shift that is associated with screening mammography,” Berry 
said.

Based on the results, Berry suggests that method of detection should be 
considered when a treatment plan for newly diagnosed breast cancer is being 
devised, and that this information also should be collected by researchers 
conducting clinical trials of experimental therapeutic strategies. “That 
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whether SNB has a positive effect on long-term survival 
in cancer patients.

“Sentinel node biopsy saves women from invasive 
surgery, allowing them to return to their daily activities 
much quicker. It’s a simpler process, and its effectiveness 
has been proven,” said Gary Lyman, lead contributor to 
the guideline and professor of medicine and oncology, 
and director of health services and outcomes research 
at the James P. Wilmot Cancer Center of the University 
of Rochester.

The guideline, published in the Sept. 12, issue of 
the Journal of Clinical Oncology, was developed by an 
ASCO Expert Panel that conducted a systematic review 
of literature available through February 2004 on the use 
of SNB in early stage breast cancer.

Oncologists use the SNB procedure to determine 
whether cancer has spread outside of the breast. When 
cancer spreads from the breast, it travels through the 
patient’s lymphatic system into the lymph nodes, which 
are tiny organs that fight infection and disease. The first 
lymph node or group of lymph nodes encountered is 
called the sentinel node.

To locate the sentinel node, the surgeon injects a 
weak radioactive substance that is not harmful to the 
patient, and/or a blue dye into the breast near the tumor. 

As opposed to axillary lymph node dissection in which 
20 to 25 lymph nodes are removed and examined, in 
SNB a smaller number of lymph nodes, usually between 
one and three, are removed and examined.

If the results of the SNB are negative for cancer, 
an axillary lymph node dissection is not needed, as 
long as an experienced surgical team has performed 
the procedure. 

However, if the results of the SNB show evidence 
of cancer, then a complete dissection of lymph nodes 
in the armpit is needed to determine how far the cancer 
has spread.

Because more lymph nodes are studied in an 
axillary lymph node dissection, the doctor may have 
more confidence concerning how far the cancer has 
spread. However, this procedure can result in long-
term complications or disabilities, including pain and 
numbness in the arm and lymphedema, characterized by 
excess fluid in the arm that causes swelling.

“Knowing whether the cancer has spread helps 
determine the stage and approach to treatment,” Lyman 
said. “Patients whose cancer has spread to the lymph 
nodes may be treated differently than those where it has 
not spread to the lymph nodes.”

ASCO also released a new evidence-based patient 
guide, Sentinel Node Biopsy in Early Stage Breast 
Cancer. This guide is the patient version of the clinical 
practice recommendations and is available on ASCO’s 
patient website People Living With Cancer, at www.
PLWC.org.

For a copy of the guideline, visit www.asco.
org/guidelines, call 703-299-1180, or e-mail: 
guidelines@asco.org.

Mammograms: Better Survival,
Implications For Trials  
(Continued from page 1)
information may be just as important as other variables, 
such as the number of positive lymph nodes. If you don’t 
account for method of detection, the results may not be 
as accurate as they would be otherwise,” Berry said.

“The important message here for clinicians 
and patients is that breast cancer detected through 
mammography has a substantially better survival 
prognosis,” he said. “Of two women who have the 
same age, size of tumors, and similar stage of cancer 
and spread to lymph nodes, the one whose cancer 
was detected with mammography has a reason to be 
happier than the woman whose cancer was detected 
symptomatically,” Berry said. 
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While that sounds like good news for some 
patients, Berry said the conclusion should not be over 
interpreted.

“The paradox is that this result does not mean 
screening is beneficial,” he said. “Without screening, 
some of the women would not have been diagnosed 
with breast cancer at all, and in that group, some of 
them could have avoided surgery and treatment without 
detriment. The rub is that we don’t know which ones 
they are.”

This  issue has long plagued screening 
mammography, especially when the detected tumors are 
very small and have not spread. But this study appears 
to add a new element to the debate, Berry said. “Our 
conclusions apply generally, and are as important in 
node-negative breast cancer as they are in node-positive 
disease,” he said.

In this study, researchers examined data from three 
large randomized breast cancer screening trials—the 
Health Insurance Plan (HIP) of New York, which 
assigned about 62,000 women to screening or to a 
control group; and two Canadian National Breast Cancer 
Screening Studies (NBSS), which included a total of 
44,790 women in the screening groups and 44,961 
women in the control groups. 

They then looked only at women in these studies 
who were eventually diagnosed with breast cancer, and 
adjusted for stage and other tumor characteristics as a 
way to eliminate “lead-time bias.” Lead time is the time 
between when the tumor was detected by mammography 
and when the tumor would have been detected in the 
absence of screening. Lead-time bias occurs because 
lead time is added to the survival time of women 
detected by mammography but not to women whose 
tumors are detected clinically, Berry said. “Lead time 
is an artifact of screening and not necessarily a benefit 
of screening,” he said.

If lead-time bias was responsible for improved 
survival, and if it was eliminated from the screening 
mammography group, then those patients should have 
the same survival, statistically, as women whose cancer 
was detected outside of mammography, the researchers 
say.

But that is not what they found.
Instead they discovered that all things being equal, 

the method of detection was a statistically significant 
independent predictor of breast cancer survival. After 
adjusting for stage of disease, patients whose breast 
tumors were discovered after a previous negative 
mammography screen had a 53 percent greater risk 
of death from the cancer than women with screen-

detected cancer. Patients in the control group (where 
no mammography was used) had a 36 percent increased 
risk of death compared to screened patients.

“What is new here is that we found an effect that is 
beyond stage shift,” Berry said. “All breast oncologists 
know that tumors detected by mammography have a 
better survival than tumors detected otherwise because 
they are smaller and more likely to be node-negative. 
Our study shows that these patients are even better off 
than their clinical characteristics suggest.” 

The difference likely is due to what is called a 
“length bias” which occurs because screening detects 
disproportionately more slowly growing tumors, the 
researchers say. This bias statistically incorporates 
biological characteristics of the tumors which have not 
yet been discovered, or cannot yet be easily diagnosed, 
Berry said. 

“If we were able to get down to the molecular 
level to assess just the right factors at play in cancer 
development and progression, that might tell us how 
lethal a tumor is, but we can’t do that right now.”

In the meantime, Berry suggests that information 
on method of detection should be collected for every 
clinical trial in order to improve the accuracy of findings, 
or at least as a way that might account for unexpected 
results. “I am always surprised that clinical trials of 
new agents result in better outcomes than expected, and 
it may just be that screen-detected breast tumors are 
becoming more common over time,” he said.

The study was published in the Aug. 17 issue of 
JNCI.

Herceptin Reduces Recurrence
In Early HER2+ Breast Cancer

A planned interim analysis of a phase III trial of 
Herceptin (Trastuzumab) plus chemotherapy in the 
adjuvant setting showed a significant reduction in the 
risk of disease recurrence in women with early-stage 
human epidermal growth factor receptor 2 (HER2)-
positive breast cancer.

The international study was supported by Sanofi-
Aventis and Genentech, and conducted by the Breast 
Cancer International Research Group, which plans 
to submit the data to the San Antonio Breast Cancer 
Symposium, scheduled for Dec. 8-11.

The trial evaluated three regimens as adjuvant 
therapy following initial treatment with surgery: 
doxorubicin and cyclophosphamide (AC) followed 
by Herceptin plus Taxotere (docetaxel) chemotherapy 
(experimental arm); Taxotere and carboplatin 



The Clinical Cancer Letter
Page 4 n September 2005

Frozen Section Analysis
Helps Avoid Second Surgery

Women with breast cancer who undergo 
lumpectomy could avoid a return trip to the operating 
room, thanks to a laboratory test that quickly confirms 
whether surgeons have removed the entire tumor 
before their patients head home, University of Florida 
physicians report.

A UF study, published this month in the Journal of 
the American College of Surgeons, found that women 
whose tumors are studied using a method known as 
frozen section analysis are less likely to need a second 
or third operation to remove cancerous cells missed 
during the first surgery.

“We were the first institution, to my knowledge, to 
extensively evaluate lumpectomy margins using frozen 
section,” said Edward Copeland III, the UF surgeon 
credited with helping to develop the technology. “One 
of the beauties of this technique is that we can take out 
the minimum amount of breast tissue possible and get 
safe results.”

Surgeons at most institutions rely on a labor-
intensive method called “permanent section analysis” 
to check whether any cancerous cells remain along the 
margins of an excision. But the technique is cumbersome: 

chemotherapies plus Herceptin (TCH) (experimental 
arm); AC followed by Taxotere alone (control arm).

This study showed that adding Herceptin to 
Taxotere following AC chemotherapy or adding 
Herceptin to Taxotere and carboplatin chemotherapies 
resulted in improved disease-free survival compared 
to chemotherapy alone, which is consistent with the 
results obtained from a joint analysis of the two U.S. 
cooperative group studies (NSABP and NCCTG).

The reduction in the risk of disease recurrence, 
the primary endpoint of the study, was 51 percent in 
the arm adding Herceptin to Taxotere following AC 
and 39 percent in the TCH arm. These reductions are 
statistically significant and crossed the predefined 
efficacy boundary.

These findings resulted from a planned interim 
analysis of 3,222 patients after approximately one-third 
of the required number of relapses had occurred. The 
comparison of efficacy data from the two Herceptin-
containing regimens is not sufficiently mature to reliably 
determine differences at this time. The number of events 
required for analysis of the secondary endpoint of overall 
survival has not yet been reached; these data will be 
available at a later date.

Once doctors obtain tissue samples from the margins, 
a pathologist spends several hours treating the samples 
and embedding the tissue in paraffin  wax. When the 
“permanent sections” are finally ready for analysis 
two to three days later, the surgery has already ended 
and the patient has been sent home. If any cancerous 
cells are detected, the patient must return for a second 
procedure.

Copeland, who was the first director of the UF 
Shands Cancer Center, began using frozen section 
analysis 20 years ago when he tired of waiting for results 
from the traditional method. The technique is efficient: 
Tissue samples are frozen in an embedding compound 
and sent to a pathologist for immediate analysis. In the 
typical case, where five margins are evaluated, frozen 
section adds only 15 minutes to the operative time, 
Copeland estimated.

As a result, surgeons have a better chance of 
removing all affected tissue during the initial operation, 
significantly reducing the need for further procedures. 
After the surgery, doctors consult the permanent sections 
to confirm that the margins are clean.

“There is no question that frozen section saves 
about 50 percent of women with positive margins a 
second operation,” Copeland said.

In the recent study, frozen section analysis 
evaluated the lumpectomy margins of 97 patients who 
underwent lumpectomy between 2001 and 2004. The 
women, mostly between 48 and 71 years of age, were 
diagnosed with a noninvasive form of breast cancer 
called ductal carcinoma in situ or with stage I or II 
invasive carcinoma.

The researchers compared the accuracy of frozen 
section analysis with traditional permanent section 
analysis. Study results clearly indicated that frozen 
section analysis is a safe and effective way to evaluate 
breast tumor margins, Copeland said. More than half 
the 97 patients in the study were spared additional trips 
to the operating room because cancerous tissue was 
successfully detected during the surgery.

However, the procedure failed to detect cancerous 
margins in 19 patients, indicating that frozen section 
analysis should continue to be used in conjunction with 
permanent section.

Frozen section analysis adds about $851 to the cost 
of each surgery, while returning for a second surgery 
adds thousands of dollars to the cost of treatment.

Despite the apparent advantages, analysis of 
the frozen sections is tricky. Adipose, or fat-storing, 
tissue is poorly preserved during the freezing process. 
As a result, frozen sections are of lower quality than 
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permanent sections and are sometimes difficult to 
evaluate, emphasizing the importance of experienced 
and capable pathology technicians. False positive results 
could result in unnecessary mastectomy, say opponents 
of the technique, a situation that Copeland points out has 
never occurred at UF. Many surgeons prefer to wait for 
permanent section results before removing additional 
breast tissue on the spot.

During the UF study, there were no false positives, 
said Dominique Coco, a UF pathology resident who 
performed the data analysis, “which means that the 
surgeons did not remove additional breast tissue 
unnecessarily, based on the results of frozen section 
analyses.”

FDA Approval:
Arimidex Gets Full Approval
For HR+ Early Breast Cancer

The U.S. Food and Drug Administration granted full 
approval status to Arimidex (anastrozole, AstraZeneca) 
for the adjuvant treatment of hormone receptor-positive 
early breast cancer in postmenopausal women. 

In September 2002, the FDA approved a 
supplemental New Drug Application for Arimidex under 
the provisions for accelerated approval, with further 
follow-up required for full approval. The supplemental 
approval was based on recurrence-free survival data 
from the Arimidex Tamoxifen Alone or in Combination 
trial with a median duration treatment of 31 months. 

Complete five-year data from the ATAC trial 
was published in December 2004 in the Lancet 
and was presented at the 2004 San Antonio Breast 
Cancer Symposium. The data indicated that Arimidex 
significantly reduced the relative risk of breast cancer 
recurrence by 17 % over tamoxifen in the clinically 
relevant hormone receptor-positive patients for whom 
Arimidex is indicated. This data was submitted to the 
FDA to satisfy the accelerated approval requirement 
for five years of follow-up on Arimidex use in early 
breast cancer. 

Arimidex and tamoxifen remain the only hormonal 
therapies approved by the FDA for the primary adjuvant 
treatment (treatment following surgery, with or without 
radiation) for hormone receptor-positive postmenopausal 
women with early breast cancer.

The most common side effects seen with Arimidex 
versus tamoxifen in the early breast cancer clinical 
trial include hot flashes (36% vs 41%), joint disorders, 
including arthritis, arthrosis and arthralgia (36% vs 
29%), weakness (19% vs 18%), mood changes (19% vs 
18%), pain (17% vs 16 %), nausea and vomiting (13% 
vs 12%), sore throat (14% vs 14%), depression (13% vs 
12%), hypertension (13% vs 11%), osteoporosis (11% 
vs 7%) and headache (10% vs 8%).  Fractures, including 
spine, hip and wrist fractures, occurred more often with 
Arimidex than tamoxifen (10% vs 7%).

Breast Cancer Family History
Doesn't Increase Risk
Of Ovarian Cancer, Study Says

Women with a strong family history of breast cancer 
but who don’t have breast cancer genetic mutations can 
now be reassured that they are not at increased risk for 
ovarian cancer, according to a new study by researchers 
at Memorial Sloan-Kettering Cancer Center.

The work, published in the Sept. 21, issue of JNCI, 
is one of the first prospective studies to allow doctors 
to tailor ovarian cancer screening recommendations for 
women with a family history of breast cancer but with 
no identifiable BRCA mutation.

In the 10 years since the discovery of BRCA1 
and BRCA2 genes, it has been learned that the risk 
for ovarian cancer in families with mutations in these 
genes is increased 6- to 61-fold. However, it has also 
emerged that up to half of families with multiple cases 
of breast cancer do not have mutations in either BRCA1 
or BRCA2. Up until the current study, there has been 
limited data with which to inform such families as to 
their risk for ovarian cancer.

The MSKCC Clinical Genetics Service studied 
199 families with multiple cases of breast cancer but 
no identified BRCA mutation. During follow-up, 19 
new cases of breast cancer were diagnosed, three times 
more than the six cases that were expected. Only one 
case of ovarian cancer was diagnosed, which is what 
researchers would have anticipated in an average risk 
population.

While the authors conclude that women from these 
families do not have an increased risk of ovarian cancer, 
they also indicate that the genetic mechanism for up 
to half of hereditary breast cancer remains unknown. 

Ongoing research at MSKCC, in collaboration with 
other scientists in the U.S., Canada, and Israel, is 
underway to map undiscovered genes associated with 
hereditary breast cancer.

The lead author of the study is Noah Kauff, 
a gynecologist in the Clinical Genetics Service at 
MSKCC. The senior author is Kenneth Offit, chief of 
the Clinical Genetics Service at MSKCC.
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Brain Tumors:
Endoscopic Surgery Provides
Equal Or Better Results

A research study by a NewYork-Presbyterian 
Hospital/Weill Cornell Medical Center neurosurgeon 
demonstrates that surgeons who use an endoscope to 
biopsy or resect intraventricular brain tumors in patients 
without hydrocephalus achieve equal if not better results 
than similar cases where hydrocephalus is present.

Minimally invasive surgery, where possible, is 
generally preferred to open brain surgery, because it is 
associated with less morbidity, less scarring, and shorter 
recovery time.

The study appears in the October issue of Operative 
Neurosurgery.

Using an endoscope to remove intraventricular 
brain tumors (tumors within the brain’s ventricles or 
cavities) is seen as one of the most challenging aspects 
of neurosurgery because the ventricles are located 
near the center of the brain. And, in patients without 

myeloma. AnorMED plans to complete phase III patient 
enrolment and 3-month follow-up in 2006.

This phase II study was the first study to evaluate 
the combination of Mozobil and G-CSF in cancer 
patients requiring stem cell transplantation. The study 
included 25 patients, 10 patients with multiple myeloma 
and 15 patients with non-Hodgkin’s lymphoma. The 
study was designed to determine if patients who are 
given Mozobil plus G-CSF, compared to G-CSF alone, 
have more stem cells available for transplantation. This 
study also evaluated the number of stem cell collections 
needed to obtain the target number of stem cells required 
for transplantation.  

Each patient served as their own control, receiving 
either Mozobil and G-CSF or G-CSF alone first. After 
the initial treatment, stem cells were collected from 
each patient followed by a 13- to 17-day wash out 
period which allowed for the medication to be cleansed 
from the patient’s system before the patient began the 
alternative treatment regimen in the second phase of the 
trial. The patient then received the alternate treatment 
and underwent stem cell collection again.

Patients in the study experienced few additional 
side effects with the combination therapy compared 
to therapy with G-CSF alone. Side effects related to 
Mozobil were generally very mild and transient. The 
most frequently reported included gastrointestinal, 
injection site redness and nausea.

Stem Cell Transplantation:
Mozobil Plus G-CSF Increases
Rate Of Cell Mobilization

A study published in the current issue of the 
journal Blood demonstrates that cancer patients who 
received AMD3100 (Mozobil) plus granulocyte-
colony stimulating factor (G-CSF) were able to collect 
more stem cells in less time compared to the standard 
mobilization regimen, G-CSF alone. 

“Cancer patients need better stem cell mobilization, 
as the strongest predictor of success in transplant is the 
number of cells available for transplantation,” said study 
lead investigator Neal Flomenberg, chief, Division 
of Medical Oncology, Thomas Jefferson University, 
Philadelphia. “Mozobil has the potential to help more 
patients collect more stem cells for transplant. I have a 
lot of hope that this drug could become a new standard 
in stem cell mobilization.”

With the combination of Mozobil and G-CSF, 
100% of patients collected enough cells for transplant, 
compared to 64% of patients using G-CSF alone. 
Further, 84% of patients in the Mozobil +G-CSF study 
arm collected 50% more stem cells per day than patients 
in the G-CSF arm. Sixty percent of patients in the 
Mozobil+G-CSF arm collected the ideal amount of stem 
cells in two days compared to 16% in the G-CSF arm. 

“Remarkably, nine patients in this study who failed 
to collect the minimum acceptable number of stem 
cells for a transplant using G-CSF alone successfully 
collected the target number of stem cells using the 
new mobilization regimen with Mozobil,” Flomenberg 
said. He added, “This is very promising for patients, as 
collecting more cells can mean the difference between 
a patient being able to receive a transplant or not.”

The study results from 20 five cancer patients show 
Mozobil in combination with G-CSF is a superior stem 
cell mobilization regimen compared to G-CSF alone, 
based on the yield of stem cells collected per day, the 
reduction in stem cell collection time and successful 
mobilization of patients who failed in the G-CSF arm. 
These results were statistically significant and highly 
skewed toward improved collection with Mozobil + 
G-CSF with a p value less than or equal to 0.001.

Data reported from this study and ongoing phase II 
studies of Mozobil are the basis for two pivotal phase III 
studies that are underway at 40 transplant centers across 
the U.S. The studies will evaluate 600 cancer patients 
undergoing stem cell transplantation: one study will 
enroll 300 patients with non-Hodgkins lymphoma and 
the other study will enroll 300 patients with multiple 



The Clinical Cancer Letter
Vol. 28 No. 9 n Page 7

hydrocephalus (swelling of the brain) the challenge is 
actually much greater because patients lack the enlarged 
ventricles that allow surgeons wider pathways to the 
tumor site and more room to operate once there.

Only a few medical centers in the U.S. have 
surgeons with enough training to remove intraventricular 
brain tumors in patients with or without hydrocephalus, 
and most patients end up undergoing a traditional 
craniotomy—where a portion of the skull is removed 
in order to gain access to the brain—and enduring the 
greater risk, longer recovery times, and greater scarring 
the procedure involves.

“Our study demonstrates that minimally invasive 
brain surgery is gaining ground,” said Mark Souweidane, 
the study’s author and vice chairman of the department 
of neurological surgery and director of pediatric 
neurological surgery at NewYork-Presbyterian/Weill 
Cornell, and associate professor of clinical neurological 
surgery at Weill Cornell Medical College. “We know 
that endoscopic surgery is safer than opening a patient’s 
brain—a craniotomy—and now, from our study, we 
know that even one of the most difficult types of 
endoscopic surgery—intraventricular tumors in patients 
without hydrocephalus—is becoming safer.”

Souweidane hopes his study will encourage 
hospitals and neurosurgeons to invest in endoscopic 
training, and will encourage patients with brain tumors 
to ask questions and explore their surgical options.

In Souweidane’s study, 80 patients at NewYork-
Presbyterian/Weill Cornell who underwent endoscopic 
management for an intraventricular brain tumor were 
identified from a prospective database. Of these patients, 
15 had an intraventricular tumor without concomitant 
hydrocephalus and underwent primary endoscopic 
surgery for biopsy or resection. The surgical technique, 
the success rate, and patient outcome were assessed and 
then compared with the 65 hydrocephalic patients who 
underwent similar procedures.

Of the 15 patients without hydrocephalus, 11 
had tumors located in the third ventricle (direct center 
of brain) and four had tumors located in the lateral 
ventricle (slightly above the center and forward). 
In all 15 patients, the ventricular compartment was 
successfully cannulated (entered) and the intended goal 
was accomplished: 12 patients had successful diagnostic 
sampling (a biopsy), and three had complete resection 
of a colloid cyst. There were no operative complications 
related to the endoscopic procedure, nor were there 
any recognized neurological complications, seizures, 
or surgically related infections or deaths. No patient 
required subsequent intervention for hydrocephalus.

Myelodysplastic Syndromes:
Aranesp Improved Anemia
In MDS In Phase II Trial

Interim data from a phase II study evaluating the 
use of 500 mcg of Aranesp (darbepoetin alfa) every three 
weeks to treat anemia in patients with a bone marrow 
disorder known as myelodysplastic syndromes.

The data were presented at the 17th International 
Symposium of the Multinational Association of 
Supportive Care in Cancer in Geneva.

“The majority of MDS patients develop clinically 
significant anemia during the course of their disease, 
which often leads to fatigue and increased red blood 
cell transfusions,” said Janice Gabrilove, professor 
of medicine, hematology and medical oncology at 
Mount Sinai School of Medicine, and the study’s lead 
investigator. “In this study, low risk MDS patients 
receiving Aranesp every three weeks, who had no prior 
erythropoietic therapy, exhibited an overall response 
of 77 percent, increased hemoglobin levels and 
improvements in patient reported fatigue.” 

Results of an interim analysis were presented from 
the first 100 patients of an approximately 200 patient, 
phase II, single arm study of low risk MDS patients 
(those with a low risk of progressing to acute myeloid 
leukemia) with anemia and treated with Aranesp 500 
mcg administered every three weeks. Of the 100 patients 
evaluated, 63 percent had no prior erythropoietic agent 
use. 

The primary endpoint of the study was the 
proportion of patients achieving an erythroid response 
(defined in accordance with the International Working 
Group Response Criteria) during the 13-week test period. 
Secondary endpoints included changes in hemoglobin 
level from baseline, incidence of transfusions and impact 
on patient reported fatigue. 

Results were presented for all 100 patients for 
incidence of transfusion and patient reported fatigue 
and 90 patients were evaluated for erythroid response 
and target hemoglobin. In the group who had no 
previous treatment with an erythropoietin (n=57), 77 
percent of patients had an erythroid response with 47 
percent classified as major (greater than or equal to 2 
g/dL increase from baseline hemoglobin or transfusion 
independence). In the previously erythropoietin treated 
group (n=33), 36 percent experienced an erythroid 
response with 21 percent classified as major. Two-thirds 
of patients achieved hemoglobin levels above 11 g/dL, 
the target range for patients with chemotherapy-induced 
anemia.
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NCI Cooperative Group,
Cancer Center Trials Listed 

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 Suberoylanilide Hydroxamic 

Acid in Combination with Gemcitabine in Patients 
with Epithelial Tumors. M.D. Anderson Cancer Center, 
protocol 6865, Varadhachary, Gauri, phone 713-792-
2828.

Phase I, Pharmacokinetic and Pharmacodynamic 
Study of BAY 43-9006(Sorafenib) in Combination 
with CCI-779 (Temsirolimus)in Advanced Solid 
Malignancies. Cancer Therapy and Research Center, 
protocol 7146, Patnaik, Amita,          phone 210-949-
5069.

Phase I Study of Tipifarnib and Sorafenib in 
Patients with Biopsiable Advanced Cancers. M.D. 
Anderson Cancer Center, protocol 7156, Kurzrock, 
Razelle, phone 713-794-1226.

Phase I/II
Phase I/II Dose Escalation Study of R115777 

(Zarnestra) Combined with Velcade (PS-341) in Patients 
with Relapsed Multiple Myeloma. H. Lee Moffitt 
Cancer, protocol 7032, Beaupre, Darrin Michael, 813-
745-8090.

Phase II
Phase II Trial of Capecitabine (Xeloda) and 

Peginterferon Alfa-2a (Pegasys) for Recurrent or 
Progressive Brain Metastasis from Breast and Colorectal 
Carcinoma. M.D. Anderson Cancer Center, protocol 
6810, Morris Dean, phone 713-745-3806.

Phase II Study of AZD2171 in Breast Cancer 
Stage IV. Dana-Farber Cancer Institute, protocol 7099, 
Burstein, Harold, phone 617-632-3800.

Phase II Study of AZD2171 in Progressive 
Unresectable, Recurrent or Metastatic Renal Cell 
Carcinoma. Princess Margaret Hospital Phase II 
Corsortium, protocol 7128, Sridhar, Srikala, phone 
905-387-9495.

Phase II Study of AZD2171 in Previously 
Untreated Patients with Metastatic or Recurrent 
Malignant Melanoma. Princess Margaret Hospital 
Phase II Corsortium, protocol7137, Quirt, Ian, phone 
416-946-2269.

Phase II Study of Conformal Radiotherapy In 
Patients with Low-Grade Gliomas. Children’s Oncology 
Group, protocol ACNSO221, Cherlow, Joel, phone 
562-933-0300.

Phase II Clinical and Biologic Study of PTK787/
ZK222584 in Patients with Low-Grade Neuroendocrine 
Tumors. Eastern Cooperative Oncology Group, protocol 
E6203, Holen, Kyle, phone 608-265-0051.

Phase II Study of Rituximab and Temozolomide 
in Recurrent Primary CNS Lymphoma. North American 
Brain Consortium, Abrey, Lauren, phone 212-639-
5122.

Phase II Study of Intravesical Gemcitabine in 
Patients with Superficial Bladder Cancer Who Have 
Failed Intravesical BCG. Southwest Oncology Group, 
protocol SO353, Skinner, Eila, phone 323-865-3705.

Phase II Trial of Novel Oral Anti-Angiogenic 
Agent AZD2171 in Malignant Pleural Mesothelioma. 
Southwest Oncology Group, protocol SO509, Garland, 
Linda, phone 520-626-3434.

Phase II Study of BAY 43-9006 as Single Agent 
in Unresectable or Metastatic Gallbladder Carcinoma 
and Cholangiocarcinoma. Southwest Oncology Group, 
protocol SO514, El-Khoueiry, Anthony, phone 323-
865-3967.

Phase III
Adjuvant Therapy for Patients with Unilateral 

Retinoblastoma with High Risk Features on 
Histopathologic Examination. Children’s Oncology 
Group, protocol ARET0332, Chintagumpala, Murali, 
phone 832-822-420.

Multicenter Phase III Placebo-Controlled Trial 
of Celecoxib for Prevention of Capecitabine-Induced 
Palmar/Plantar Syndrome in Patients with Metastatic 
Breast and Colorectal Cancer. M.D. Anderson Cancer, 
protocol MDA-03-26, Lin, Edward, phone 713-792-
2828.

Pilot
Pilot  Study of  Temozolomide and O6-

Benzylguanine for treatment of High-Grade Glioma, 
Using Autologous Peripheral Blood Stem Cells 
Genetically Modified for Chemoprotection. Cincinnati 
Childrens Hospital Medical Center, protocol 7036, 
Wagner, Lars, phone 513-636-1849.

Pelvic Mass Study to Develop Serum Proteomic 
Profiles for Epithelial Ovarian Cancer Diagnosis and 
Prognosis. Gynecologic Oncology Group, protocol 
GOG-0220, Kohn, Elise Carole, phone 301-402-2726.
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A Notch-Signaling Pathway Inhibitor in Patients with T-cell Acute Lymphoblastic
Leukemia/Lymphoma (T-ALL)

An investigational study for children, adolescents and adults with relapsed and refractory T-cell acute 
lymphoblastic leukemia/lymphoma is now accruing patients at various centers around the country.

This study’s goal is to evaluate the safety and tolerability of a Notch inhibitor as a rational molecular
therapeutic target in T-ALL, potentially uncovering a novel treatment for these cancer patients. 

Eligibility criteria and treatment schema for the study include:

Notch-Signaling Pathway Inhibitor in Patients with T-ALL

Eligibility Criteria Patient must be = 12 months with a diagnosis of T-cell acute lymphoblastic
leukemia/lymphoma AND must also have: 

� Relapsed T-ALL
� T-ALL refractory to standard therapy 
� Not be a candidate for myelosuppressive chemotherapy due to age or comorbid 

disease
ECOG performance status =2 for patients >16 years of age OR Lanksy performance level 
>50 for patients 12 months to =16 years of age
Fully recovered from any chemotherapy and >2 weeks from radiotherapy, immunotherapy, 
or systemic steroid therapy with the exception of hydroxyurea or intrathecal therapy 
Patient must be >2 months following bone marrow or peripheral blood stem cell 
transplantation
No treatment with any investigational therapy during the preceding 30 days
No active or uncontrolled infection 
Patients must have adequate renal and hepatic function

Treatment Plan Open label and non-randomized, this study is conducted in two parts. Part I is an accelerated 
dose escalation to determine the maximum tolerated dose (MTD), and Part II is a cohort 
expansion at or below the MTD.  MK-0752 will be administered orally.  Plasma 
concentrations will be measured at defined time intervals.

For information regarding centers currently open for enrollment, please contact 1-888-577-8839.


