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A multi-institutional study showed that new combinations of 
rituximab and fludarabine produced long-term remissions in some 
chronic lymphocytic leukemia patients. The combination was shown 
to be less toxic than rituximab, fludarabine and cyclophosphamide, and 
did not increase the risk of therapy-related myelodysplastic syndrome 
or acute myeloid leukemia.

The study, published in the Journal of Clinical Oncology, 

Patients taking Gleevec (imatinib) for chronic myelogenous 
leukemia, and in remission after two years of treatment, have a mortality 
rate similar to that of the general population according to a study 
published online March 22 in the JNCI. 

The article offers the first evidence that a disseminated cancer, not 
amenable to surgery, can be controlled to the point of giving patients 
a normal life expectancy.

Many patients in this study, known as the Long-Term Imatinib 
Effects study, reported side effects, but survival rates remained high 
even after eight years of taking the drug.

Imatinib was the first drug to produce complete and lasting 
responses in CML patients and is now widely used as first-line 
treatment.

But most information on the long-term effects of the oral, targeted 
agent has come from industry-sponsored trials at selected centers.  
To learn about outcomes in patients taking imatinib under normal 
circumstances, outside of trials, Carlo Gambacorti-Passerini of the 
University of Milano Bicocca/San Gerardo Hospital in Monza, Italy, 
and colleagues collected data on patients from 27 centers in Europe, 
North and South America, Africa, the Middle East, and Asia. 

The ILTE study enrolled 832 patients who were in complete 
remission after two years of taking the drug.  Twenty deaths occurred 

Chronic Lymphocytic Leukemia:
Rituximab and Fludarabine Combination 
Produces Long-Term Remissions in CLL

DCIS:
Radiation, Tamoxifen
After Lumpectomy
Reduces Recurrence

. . . Page 4

Glioblastoma:
Dendritic Cell Vaccine
May Boost Survival

. . . Page 6

Breast Cancer:
Triple-Negative Risk
Increases With
Multiple Births

. . . Page 8

Prostate Cancer:
Statins Associated
With Lower Risk
of High-Grade Cancer

. . . Page 9

NCI-Approved Trials
. . . Page 10

FDA Approvals
. . . Page 12

(Continued to page 2)

PO Box 9905 
Washington DC 20016 

Telephone 202-362-1809

© Copyright 2011 
The Cancer Letter Inc.

All rights reserved.

Vol. 34 No. 3
March 2011

(Continued to page 2)

Chronic Myelogenous Leukemia:
Two-Year Remission While Taking Gleevec 
Puts Patients Into Normal Mortality Rate



The Clinical Cancer Letter
Page 2 n March 2011

performed nearly 10 years of follow up of 104 
people diagnosed with CLL, with 13 percent of 
patients having remissions lasting more than seven 
years. Patients with certain genetic features in their 
CLL cells achieved long-term remission even when 
a small amount of disease remained after initial 
therapy. All patients were treated through a clinical 
trial sponsored by CALGB.

“We also identified prognostic factors at the 
time of diagnosis that predict long-term survival, 
which should allow us to predict which patients 
will most benefit from this regimen,” said principal 
investigator John Byrd, director of the division of 
hematology, D. Warren Brown Chair of Leukemia 
Research and professor of medicine, medicinal 
chemistry and veterinary biosciences at the Ohio 
State University Comprehensive Cancer Center. 
“Our study shows that remissions of more than 10 
years can be attained by combining fludarabine 
and rituximab in CLL without risk of secondary 
leukemia.”

First author Jennifer Woyach, a hematology 
researcher at the OSU Comprehensive Cancer 
Center-Arthur G. James Cancer Hospital, notes that 
the findings are important because fludarabine plus 
rituximab and fludarabine plus cyclophosphamide 

plus rituximab are the two most common regimens 
used to treat CLL.

“We learned from this study that many patients 
with low-risk disease will have excellent outcomes 
with the two-drug combination, so they can be 
spared the toxicity that comes with the addition 
of cyclophosphamide. In addition, we show that 
it is possible to achieve long-term remission 
without completely eliminating the disease, which 
challenges the existing belief that it is necessary 
to completely eradicate the disease for long-term 
remission in low-risk patients.

“Importantly, we show that, unlike the three-
drug combination, fludarabine plus rituximab 
does not increase the risk of therapy-related acute 
leukemias in CLL patients,” she says. “This is 
important because these malignancies are difficult 
to treat and have an extremely poor prognosis.”

Other researchers involved in this study were 
Amy Ruppert and Nyla Heerema at Ohio State 
University; Bercedis Peterson at Duke University; 
John Gribben at Queen Mary University of London; 
Vicki Morrison at University of Minnesota and 
Veterans Affairs Medical Center Minneapolis; 
Kanti Rai at North Shore-Long Island Jewish 
Medical System, New York; and Richard Larson 
at University of Chicago.

during the follow-up period, for a mortality rate of 
4.8 percent—similar to what would be expected 
in a comparable group of people in the general 
population. 

Only six of these deaths were related to CML. 
Serious adverse events, such as cardiovascular and 
digestive system problems, were reported in 139 
patients, but were considered related to imatinib 
in only 27 cases, or 19 percent. 

Other adverse events, less serious but judged 
by treating physicians to substantially affect quality 
of life, occurred in more than half of patients and 
were frequently linked to imatinib use. The most 
frequent were muscle cramps, asthenia (weakness), 
edema, skin fragility, diarrhea, and tendon or 
ligament lesions. Nineteen patients (or 2.3 percent) 

Doublet Shown To Be Less Toxic
Than Three-Drug Combination
(Continued from page 1)

Editor and Publisher: Paul Goldberg
Intern: Conor Hale

Editorial, Subscriptions, and Customer Service:  
202-362-1809  Fax: 202-379-1787
PO Box 9905, Washington DC 20016
Website: http://www.cancerletter.com

The CliniCal 
CanCer leTTer

THE CLINICAL CANCER  LETTER (ISSN 164-985X). 
Published monthly, subscription $125 per year, by The 
Cancer Letter Inc. All rights reserved. None of the 
content of this publication may be reproduced, stored in 
a retrieval system, or transmitted in any form (electronic, 
photocopying, facsimile, or otherwise) without prior 
written permission of the publisher. Violators risk 
criminal penalties and $100,000 damages. 

Responders Have Same Mortality 
As General Population, Study Finds 
(Continued from page 1)

http://www.cancerletter.com


The Clinical Cancer Letter
Vol. 34 No. 3 n Page 3

Amgen announced the results from a phase 
III study that found XGEVA (denosumab) was not 
inferior to to Zometa (zoledronic acid) in preventing 
Skeletal-Related Events in different types of solid 
tumors or multiple myeloma. 

The international, double-blind study, 
published in the Journal of Clinical Oncology, 
enrolled 1,776 advanced cancer patients and did 
not include breast or prostate cancer.  First on-study 

stopped taking imatinib because of side effects; 
at least half of these switched to one of the other 
targeted drugs for CML, dasatinib or nilotinib, 
which became available in 2006.

The authors conclude that patients on imatinib 
“frequently suffer from side effects that are non-
serious but can nonetheless reduce their quality 
of life.”  They note that the findings highlight the 
“importance of a good relationship between health 
care providers and patients, where side effects are 
easily communicated and addressed to reduce/avoid 
non-compliance.” 

In an accompanying editorial, B. Douglas 
Smith, of the Sidney Kimmel  Comprehensive 
Cancer Center at Johns Hopkins, writes that the 
study adds “real-life, long-term” data on the efficacy 
and side effects of imatinib. “Remarkably, survival 
rates and the incidence of secondary malignancies 
in this patient cohort did not differ statistically 
significantly from the general population, which 
speaks to…the astounding effect [imatinib] has had 
on the clinical course of this disease,” he writes.

Smith notes that some questions remain: many 
patients in the study had been treated first with 
interferon, which may have been a factor in their 
remissions, and so a careful analysis of the two 
groups—patients who had taken interferon and 
those who had not—would be valuable.  Smith also 
calls for research on ways to completely eliminate 
the small amount of residual disease after treatment 
with imatinib. 

“It is now time for clinical and laboratory 
investigators to build on this platform and work to 
turn good and great responses into cures.”

SREs were defined as fracture, radiation or surgery 
to bone, or spinal cord compression.

For the primary endpoint of this study, the 
median time to SRE was 20.7 months for XGEVA 
patients  and 17.1 months for patients receiving 
Zometa (hazard ratio 0.84, 95 percent CI: 0.71-
0.98); statistically significant for non-inferiority 
(p=0.0007). 

Although numerically greater, the delay in 
the time to first SRE associated with XGEVA was 
not statistically superior, compared to Zometa, 
based on the statistical testing strategy (adjusted 
p=0.06), the study’s second endpoint. The time to 
subsequent SRE was also numerically greater but 
not statistically superior compared to Zometa (HR 
0.90, 95% CI: 0.77-1.04, p=0.14).

“The results of this study show that XGEVA 
prevents these serious bone complications more 
effectively than Zometa without the requirement 
of intravenous infusion and without the need for 
dose adjustment for renal function,” said Karim 
Fizazi, head of the department of medical oncology 
of Institut Gustave-Roussy in Villejuif, France. 
“XGEVA represents an important new treatment 
option for advanced prostate cancer patients with 
bone metastases.”

In patients with multiple myeloma, mortality 
appeared to be higher for XGEVA patients 
compared to those in the control arm (HR 2.26, 
95% CI, [1.13, 4.50]; n=180).  The limited number 
of patients in this subgroup could not fully confirm 
the effects of XGEVA in multiple myeloma patients.

In the study, hypocalcemia occurred more 
frequently with XGEVA, while osteonecrosis of 
the jaw occurred at similar rates in both groups. 
Acute phase reactions after the first dose occurred 
more frequently in the Zometa patients, as did 
renal adverse events and elevation in serum 
creatinine. No dose adjustments or dose withholding 
for renal function are required for XGEVA. 
XGEVA was the first RANK Ligand inhibitor 
indicated for SRE prevention in patients with bone 
metastases from solid tumors. It was approved by 
FDA on Nov. 18, 2010. XGEVA is not indicated for 
the prevention of SREs in patients with multiple 
myeloma. Denosumab is also marketed as Prolia 
in other indications.

Skeletal Events:
XGEVA not Inferior to Zometa
In 1,776-Patient Phase III Study
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Breast cancer patients who become resistant to 
tamoxifen may have low levels of a protein called 
Rho GDI-alpha, according to a study published 
online March 30 in JNCI. 

Women whose tumors have estrogen 
receptors often take tamoxifen after surgery to 
prevent recurrence of the cancer and keep it from 
metastasizing to other parts of the body.  Some 
patients, however, become resistant to the drug even 
though their tumors remain ER-positive.

To explore the mechanisms of this resistance, 
Suzanne Fuqua, professor of medicine in the Lester 
and Sue Smith Breast Center at Baylor College of 
Medicine in Houston, and her colleagues compared 
two groups of ER-positive tumors: four primary 
tumors from women who took tamoxifen and did 
not have a recurrence, and five metastatic tumors 
from women taking tamoxifen, whose tumors 
spread while they were on the drug.

 The authors found Rho GDI-alpha in low 
levels in the women with tamoxifen-resistant 
metastatic disease. They validated the association 
of low Rho GDI-alpha with tamoxifen resistance 
in laboratory cells, in human tumors implanted in 
mice, and in genetic data from 250 women whose 
ER-positive breast tumors were treated with 
tamoxifen. 

They also found that levels of another protein, 
MTA2, rose markedly when Rho GD1-alpha 
dropped and that levels of MTA2 and Rho GDI-
alpha combined predicted recurrence. 

 “These are the first data suggesting a tight, 
clinically important connection between the 
two pathways, Rho GDI-alpha and MTA2,” the 
authors wrote. “Our data also suggest a possible 
mechanism, in which the loss of Rho GDI-alpha 
function promotes distant progression of breast 
tumors by triggering downstream molecules, such 
as MTA2, with metastasis-promoting activities.” 

In an accompanying editorial, Matthew Ellis 
and Brian Van Tine of Washington University in St. 
Louis note that other studies have found the proteins 
to be associated in various ways with breast cancer. 

But not all these previous findings are 
consistent with the findings of this study.  “Thus, the 
status of Rho GDI-alpha as a marker of tamoxifen 
resistance is unclear,” they wrote.

The editorialists also commented on the 
increasing number of genetic alterations emerging 
in breast cancer.  

“In the next several years,” they wrote, “many 
entire breast cancer genomes will be published, 
revealing for the first time the enormous scale of 
the disruption of the human genome associated 
with the development of this disease.”  After that, 
they said, efforts to understand the functions of 
disrupted genes “will be essential for the next surge 
of progress.”

By adding radiation or tamoxifen therapy 
to women undergoing lumpectomy for ductal 
carcinoma in situ, doctors can reduce the risk of 
cancer occurrence, according to a study published 
in JNCI. 

Researchers at Allegheny General Hospital 
and the NSABP followed women with DCIS, who 
had participated in two NSABP trials, for 13.5 to 
17 years on average. The incidence of Invasive 
Ipsilateral Breast Tumor Recurrence was reduced by 
52 percent in patients who underwent a lumpectomy 
plus radiation, compared to lumpectomy alone. 

Adding tamoxifen treatment to women with 
estrogen-receptor-positive DCIS reduced the risk 
of I-IBTR by 32 percent compared to lumpectomy 
and radiation alone.

Over 15 years, the incidence of I-IBTR was 
19.4 percent for lumpectomy only, 8.9 percent 
for lumpectomy plus radiation, 8.5 percent for 
lumpectomy, radiation and tamoxifen and 10 
percent for lumpectomy, radiation and a placebo. 
Earlier results showed similar DCIS survival rates 
for women who underwent breast-conserving 
surgery as opposed to a mastectomy. 

“Women with DCIS can be reassured that they 
are not being overtreated when their doctor prescribes 
radiation therapy in addition to a lumpectomy. A clear 
benefit is shown in preventing tumor recurrence,” 

Tamoxifen Resistance:
Study Suggests Biomarker 
For Resistance to Tamoxifen

DCIS:
Radiation, Tamoxifen After Surgery 
Reduce Breast Cancer Occurrence



The Clinical Cancer Letter
Vol. 34 No. 3 n Page 5

said principal investigator Thomas Julian associate 
director of the Breast Care Center at AGH, and 
associate director of medical affairs for NSABP. 
“I-IBTR increases the risk of a breast cancer-related 
death, but the good news is that use of radiation 
therapy and tamoxifen (in estrogen receptor positive 
DCIS)  reduce that risk for women with DCIS and 
the overall long-term prognosis is excellent for 
women who undergo breast-conserving surgery,” 
said Julian.

Sanofi-aventis and Regeneron Pharmaceuticals 
Inc. said that adding aflibercept to the chemotherapy 
drug docetaxel did not meet their trial's primary 
endpoint of improvement in overall survival 
compared to docetaxel plus placebo (HR=1.01, CI: 
0.868 to 1.174).

 The results were generated from a phase III 
trial evaluating the investigational agent aflibercept 
(VEGF Trap) for second-line treatment of non-
small cell lung cancer. 

The primary objective of the study, called 
VITAL, was to demonstrate improvement in overall 
survival with the combination of aflibercept and 
docetaxel compared with placebo and docetaxel.

The addition of aflibercept to docetaxel 
demonstrated activity as measured by key secondary 
endpoints of the study: progression free survival 
(HR=0.82, CI: 0.716 to 0.937) and an overall 
objective response rate of 23.3 percent in the 
aflibercept arm, compared to 8.9 percent in the 
placebo arm.

The study was a multinational, randomized, 
double-blind trial comparing aflibercept versus 
placebo in combination with docetaxel patients 
with locally advanced or metastatic non-squamous 
NSCLC who have failed one platinum-based 
therapy.  

The study enrolled 913 patients who were 
randomized to receive intravenous docetaxel 75 
mg/m2 plus either IV placebo or IV aflibercept 6 
mg/kg every three weeks until disease progression, 
unacceptable toxicity, patient’s refusal or further 
treatment.  

The adverse events demonstrated by patients 
receiving aflibercept, with an incidence that was 
10 percent greater than the control arm, were: 
stomatitis, weight decrease, hypertension, epistaxis 
and dysphonia. The grade 3-4 adverse events, 
occurring in at least 5 percent of those patients, 
were: fatigue, stomatitis, disease progression, 
hypertension, febrile neutropenia, dyspnea, 
neutropenia and asthenia.  

Adverse events leading to treatment 
discontinuation occurred in 27.2 percent of patients 
in the aflibercept arm, compared to 14.6 percent 
in the placebo arm.  The types and frequencies of 
adverse events reported in the aflibercept treatment 
arm were generally consistent with those reported 
in previous studies with anti-VEGF agents.

The companies will conduct a detailed 
analysis of the efficacy and safety results of the 
VITAL study.  Full results will be presented at an 
upcoming medical meeting.

“Bringing new and innovative cancer therapies 
to patients can be incredibly challenging, especially 
in difficult-to-treat cancers such as second-
line non-small cell lung cancer,” said Debasish 
Roychowdhury, senior vice president and head of 
Sanofi-aventis Global Oncology Division. “Our 
phase III trials of aflibercept in metastatic colorectal 
cancer and hormone-refractory metastatic prostate 
cancer are underway to determine the clinical 
potential of aflibercept for patients with these 
advanced cancers.”

Sanofi-aventis and Regeneron are collaborating 
on a broad oncology development program, and are 
focusing on combining aflibercept with common 
chemotherapy regimens.

In addition to VITAL, the program includes 
three other fully enrolled clinical trials: VELOUR, 
a phase III trial studying second-line treatment 
for metastatic colorectal cancer in combination 
with 5-fluorouracil, leucovorin and irinotecan 
(FOLFIRI); VENICE, a phase III trial studying first-
line treatment for hormone-refractory metastatic 
prostate cancer in combination with docetaxel and 
prednisone; and AFFIRM, a phase II trial studying 
first-line treatment in metastatic colorectal cancer 
in combination  with 5-fluorouracil, leucovorin and 
oxaliplatin (FOLFOX).

Non-Small Cell Lung Cancer:
Aflibercept-Docetaxel Combination
Misses Primary Survival Endpoint
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An observational study found that smokers 
who continue to smoke while undergoing radiation 
treatments for head and neck cancer perform poorly, 
compared to those who quit before therapy.

Previously there had been little data describing 
how smoking during treatment affected outcomes. 

Continued smoking during radiation treatment 
negatively affected curability, overall survival and 
tolerability of treatment. The study, published in 
the International Journal of Radiation Oncology-
Biology-Physics, compared the medical records of 
101 smokers seeking radiation treatment for newly 
diagnosed squamous cell carcinoma of the head 
and neck with similar patients who had quit before 
beginning radiation therapy. Matching was based 
on primary disease site, gender, smoking duration, 
stage of disease, radiation dose, other treatment 
(surgery and chemotherapy) and date of initiation 
of radiation therapy.

The researchers found that 55 percent of 
patients who had quit smoking prior to treatment 
were still alive five years later, compared with 23 
percent of those who continued to smoke. The 
poorer outcomes for persistent smokers were 
reported for both patients who had surgery prior 
to radiation therapy and patients who had radiation 
alone. Similarly, the researchers found that 53 of 
the patients who still smoked experienced disease 
recurrence, compared to 40 patients in the control 
group. Active smokers also experienced more 
complications of treatment, such as scar tissue 
development, hoarseness and difficulties with food 
intake. 

One theory suggests that smoking deprives the 
body of oxygen required to produce the free radicals 
that attack the cancer cells during radiation therapy.

The researchers emphasized that their 
observations do not directly establish a cause-effect 
relationship between smoking during radiation 
therapy and poorer outcomes. For instance, they 
were unable to determine with certainty the actual 
cause of death of each patient—and active smokers 
may be at higher risk of death from other medical 
problems such as heart disease, stroke and diabetes.

 

An early phase study found that a dendritic 
cell vaccine, personalized based on the patient’s 
own tumor, may increase median survival time in 
glioblastoma patients.

The study, performed at UCLA’s Jonsson 
Comprehensive Cancer Center, identified a subset 
of patients more likely to respond to the vaccine: 
those with mesenchymal glioblastoma, accounting 
for one-third of all cases. 

The study found that the vaccine, administered 
after the conventional treatments of surgery and 
radio-chemotherapy, was associated with a median 
survival of 31.4 months, double historical controls 
in the published literature.  

The study was published in Clinical Cancer 
Research.

In all, 23 patients were enrolled in the phase 
I study,launched in 2003. 

Of those, about one third of participants are 
still alive, some more than eight years after their 
diagnosis.

 The study also found that the vaccine was safe 
and that side effects were minimal, limited mostly 
to flu-like symptoms and rashes near the vaccine 
injection site.

“This is quite an encouraging result, especially 
in an early phase study like this,” said Linda Liau, a 
Jonsson researcher, professor of neurosurgery, and 
senior author of the study. “It’s promising to see 
patients with this type of brain cancer experience 
such long survivals.”

Liau is currently leading a phase II, multi-
center, randomized study testing the vaccine 
in newly diagnosed glioblastoma patients. The 
patients will receive either the standard of care 
(surgery, radiation and chemotherapy) or the 
standard of care plus the vaccine.

 It has recently been discovered that there are 
at least three subtypes of glioblastoma: proneural, 
proliferative and mesenchymal. 

During the course of her study, Liau and her 
colleagues saw that one group of patients seemed 
to be responding very well to the vaccine and 

Head and Neck Cancer:
Patients Who Smoke In Treatment
Do Worse Than Those Who Quit

Glioblastoma:
Dendritic Cell Vaccine 
May Boost Median Survival 
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examined their tumors using a microarray analysis 
of their DNA. 

They found that those with a gene expression 
profile identifying their cancers as mesenchymal 
responded better to the vaccine.

 Patients with the mesenchymal subtype 
generally have more aggressive disease and shorter 
survival than those with the other subtypes, said 
Liau. In patients with this type of glioblastoma, 
several genes that modulate the immune system 
are dysregulated. Liau speculated that the vaccine 
helped replenish the immune system, allowing that 
subset of patients to more easily fight the brain 
cancer.

 “Our results suggest that the mesenchymal gene 
expression profile may identify an immunogenic 
sub-group of glioblastoma that may be more 
responsive to immune-based therapies,” the study 
stated.

 The vaccine preparation is personalized 
for each individual. After the tumor is removed, 
proteins are extracted, providing the antigens for the 
vaccine to target. After radiation and chemotherapy, 
white blood cells are taken from the patient and 
grown into dendritic cells. 

The dendritic cells are grown together with the 
patient’s own tumor antigens over two weeks. The 
tumor-pulsed dendritic cells are then injected back 
into the body, prompting T cells to go after tumor 
proteins and fight the malignant cells.

 “The body may have trouble fighting cancer 
because the immune system doesn’t recognize it as 
a foreign invader,” Liau said. “The dendritic cells 
activate the patient’s T cells to attack the tumor, 
basically teaching the immune system to respond 
to the tumor.”

 The individualized vaccine is injected into 
the patient in three shots given every two weeks 
for a total of six weeks. Booster shots are given 
once every three months until the cancer recurs. 
Patients are scanned every two months to monitor 
for disease recurrence.

 This study was funded in part by the National 
Institutes of Health, the Philip R. and Kenneth 
A. Jonsson Foundation, the Neidorf Family 
Foundation, STOP Cancer, the Ben & Catherine 
Ivy Foundation and Northwest Biotherapeutics Inc.

The sharp decline in breast cancer incidence 
rates among non-Hispanic white women in the U.S. 
that followed a drop in the use of postmenopausal 
hormone therapy in 2002 and 2003 did not continue 
through 2007, according to a new study from NCI 
and the American Cancer Society.

While there are several possible explanations 
for the recent stabilization, it may indicate that the 
decrease in breast cancers thought to be related to 
postmenopausal hormone use has bottomed out. 

The drop in the use of hormone therapy 
was prompted by the July 2002 Women’s Health 
Initiative study findings on the adverse health 
effects of combined HT use, including increased 
risk of breast cancer. 

To see if that trend continued, researchers 
reviewed invasive breast cancer incidence data 
obtained from the NCI’s Surveillance, Epidemiology 
and End Results SEER 12 registries from 2000-
2007. They found hardly any significant change in 
incidence rates between 2003 and 2007.

Meanwhile, non-Hispanic Black and Hispanic 
women did not experience the steep drop in 
incidence from 2002-2003, and there were no 
significant changes in incidence rates among those 
groups from 2003-2007. The study was published in 
Cancer Epidemiology Biomarkers and Prevention. 

The authors say there are several possible 
explanations for the recent stabilization in breast 
cancer incidence rates:

First, although the report indicates that 
postmenopausal HT use has continued to decline 
through 2008, the decrease in HT use after 2003 
may not have been large enough to continue 
delaying diagnoses. 

Second, the trends may reflect improved 
sensitivity of mammography without influence 
of HT, since HT increases breast density and 
compromises the diagnostic performance of 
mammograms and breast biopsies. 

Also, the rates may in part reflect the relatively 
stable rates of screening mammography in the U.S. 
since 2000. Increasing screening rates would have 
likely increased the number of diagnoses.

Breast Cancer Incidence:
Decline In Breast Cancer 
May Be Related to Drop In HT
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A study showed that the risk of aggressive 
triple-negative breast cancer rises the more times 
a woman gives birth. Conversely, women who 
never give birth have a 40 percent lower risk of 
such breast cancer.

However, the researchers found that women 
who remain childless have about a 40 percent higher 
risk of estrogen-receptor-positive breast cancer, 
compared to those who have one or more offspring. 
This higher risk is well established, and it is thought 
to be related to the fact that such women do not 
undergo pregnancy-related changes in the breast 
that result in a lifelong protective effect against the 
most common form of breast cancer. The study was 
published in JNCI. 

“Unlike most breast cancers, triple-negative 
tumors don’t depend on hormonal exposures to 
grow and spread, so our assumption going into 
the study was that reproductive factors would not 
be associated with a woman’s risk of this cancer 
subtype,” said Amanda Phipps, a postdoctoral 
research associate at Fred Hutchinson Cancer 
Research Center. “We were surprised by these 
findings because researchers have known for 
quite some time that women who have children, 
especially those who have them at an early age and 
have multiple full-term pregnancies, have a lower 
risk of breast cancer overall.”

“The mechanisms by which full-term 
pregnancy contributes to an increased risk of 
triple-negative breast cancer and a decreased risk 
of other forms of the disease are not clear,” Phipps 
said. “We do know that the hormones of pregnancy 
induce certain changes in the cellular structure of 
the breast. Overall, those changes seem to make 
the breast less susceptible to cancer. It is possible, 
however, that the increased risk of triple-negative 
breast cancer we found in women who had given 
birth may be due to some abnormal response of their 
breast tissue to the hormones of pregnancy. Another 
possibility is that pregnancy somehow makes the 
breast more susceptible to certain carcinogens even 
while reducing breast cancer risk overall.”

Researchers analyzed the reproductive 
histories of some 150,000 postmenopausal women, 
more than 300 of whom went on to develop triple-
negative breast cancer. 

It is known that this cancer subtype is more 
predominant in African American women and it 
tends to be diagnosed at an earlier age. Researchers 
also know there is a strong link between genetic 
mutations in the so-called “breast cancer gene,” 
BRCA1, and triple-negative breast cancer.

Triple-negative breast cancer, which refers to 
any breast cancer that does not express the genes 
for estrogen receptor, progesterone receptor or 
Her2/neu, accounts for only 10 to 20 percent of all 
breast cancers.

Several cancer organizations recommend that 
men with a rapid rise in PSA have a biopsy for 
prostate cancer, even if there is no other indication 
and PSA is within normal lmits. But PSA velocity 
is a poor predictor of prostate cancer, and could 
lead to many unnecessary biopsies, according to a 
study performed by researchers at Memorial Sloan-
Kettering Cancer Center. 

 Researchers assessed how well PSA velocity 
predicted cancer by using positive biopsy results 
in 5,519 men who took part in the Prostate Cancer 
Prevention Trial. 

The patients for this analysis were taken from 
the placebo arm, so their prostate cancer risk was 
not influenced by the drug Proscar, which was tested 
in that trial.  All had a biopsy at the end of the study, 
regardless of their PSA levels, PSA velocity or other 
indicators. The study was published in JNCI.

Researchers have known for many years that 
PSA velocity is statistically correlated with prostate 
cancer risk. But little is known about how much 
PSA velocity adds to the value of other indicators 
or how useful it is to men and their physicians in 
making decisions about biopsies. And there has 
never been a study of PSA velocity in men who 
have had biopsies in the absence of a high PSA or 
a positive digital rectal exam.

 Researchers found a statistical association 

Breast Cancer:
Triple-Negative Breast Cancer
Increases With Number of Births

PSA Testing:
PSA Velocity Poor Predictor
Of Prostate Cancer Occurrence



The Clinical Cancer Letter
Vol. 34 No. 3 n Page 9

between PSA velocity and biopsy outcome. But 
when they adjusted for other risk indicators, such as 
age, race, PSA levels and digital rectal exam, there 
was virtually no association between PSA velocity 
and biopsy outcome. 

The authors also evaluated guidelines stating 
that men with a rapid rise in PSA should have a 
biopsy, even if their PSA is low and there are no 
abnormal findings on a clinical exam. The vast 
majority of the men who fell into this category—
about 80 percent—did not have cancer. PSA alone 
was a better predictor of biopsy outcome than PSA 
velocity.

“If a clinician feels that the current PSA 
thresholds are insufficiently sensitive, he or she 
would be better off identifying patients to biopsy 
by using low PSA thresholds than by adding PSA 
velocity as a criterion for biopsy,” the researchers 
wrote. 

An observational study found that men who 
take statin medications may be 60 percent less likely 
to be diagnosed with high-grade prostate cancer. 
The results were presented at the Prostate Cancer 
Research Program’s Innovative Minds in Prostate 
Cancer Today conference in Orlando. 

The study involved the files of 55,875 
men who took either statins or antihypertensive 
medications, including men at various levels of risk 
for prostate cancer. 

Researchers concluded that statin use may 
significantly reduce the risk for total and high-
grade prostate cancer, and increased levels of serum 
cholesterol are associated with higher risk for total 
and high-grade prostate cancer.

Men taking statins were 30 percent less likely 
to be diagnosed with prostate cancer than those on 
antihypertensive medication.  Statin users were 13 
percent less likely to be diagnosed with low-grade 
prostate cancer. Total cholesterol levels were found 
to correlate with both total and high-grade prostate 
cancer incidence, but not low-grade prostate cancer 
incidence.

“Although prostate cancer is commonly 

Prostate Cancer:
Statins Associated With Lower Risk
Of High-Grade Prostate Cancer

Prostate Cancer:
Men Who Take Statins Less Likely
To Develop High-Grade Disease

Smoking:
Mentholated Cigarettes Cause
No More Lung Cancer, Deaths

diagnosed, few risk factors for high-grade prostate 
cancer are known and few prevention strategies 
exist,” said Wildon Farwell, of the Veterans Affairs 
Healthcare System and Brigham and Women’s 
Hospital. 

“We are now sure that clinical trials of statins 
for prostate cancer prevention are warranted,” 
he said. “Learning more about the relationship 
between statins and prostate cancer may provide 
important clues into the basic biology of prostate 
cancer.”

People who smoke mentholated cigarettes 
are no more likely to develop lung cancer or to die 
from the disease than smokers of non-mentholated 
cigarettes, a study conducted by researchers 
at Vanderbilt-Ingram Cancer Center, Meharry 
Medical College and International Epidemiology 
Institute found.

The new smoking study was published online 
March 23 in JNCI.

“Black men are known to have a higher 
incidence of lung cancer and are more likely to 
smoke mentholated cigarettes compared to white 
men,” said William Blot, professor of Medicine at 
Vanderbilt. “It has been hypothesized that menthol 
in cigarettes influences smoking behavior, perhaps 
increasing dependency or adversely affecting the 
biology of the lung. However, our large study found 
no evidence to support those theories.”

The study of lung cancer risk was based on 
results from the Southern Community Cohort 
Study, an ongoing investigation of cancer incidence 
and mortality disparities among different racial, 
as well as urban versus rural, populations in 12 
southern states. 

Smoking prevalence among participants in the 
SCCS was exceptionally high, and both menthol 
and non-menthol cigarette use was common.

Among 85,806 racially diverse adults enrolled 
in the SCCS between March 2002 and September 
2009, the investigators studied 12,373 smokers 
who responded to a follow-up questionnaire.  Study 
leaders compared rates of quitting between menthol 
and non-menthol smokers. They also analyzed 440 
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The National Cancer Institute Cancer Therapy 
Evaluation Program approved the following clinical 
research studies last month.  For further information, 
contact the principal investigator listed.

Phase I
8842: Evaluation of Ferumoxytol Enhanced 

MRI for the Detection of Lymph Node Involvement 
in Prostate Cancer. National Cancer Institute 
Molecular Imaging Program; Peter Choyke (301) 
451-4220 

8846: Pharmacokinetic Study of Belinostat 
for Solid Tumors and Lymphomas in Patients with 
Varying Degrees of Hepatic Dysfunction.  National 
Cancer Institute Developmental Therapeutics 
Clinic; Shivaani Kummar (301) 435-5402 

8850: A Phase I Trial of Riluzole and Sorafenib 
in Patients with Advanced Solid Tumors and 
Melanoma. Cancer Institute of New Jersey; Janice 
Mehnert (732) 235-6031

GOG-9925: A Phase I Study of VTX-2337 
(IND #78,416) in Combination with Doxil (NSC# 
712227) in Patients with Recurrent or Persistent 
Epithelial Ovarian, Fallopian Tube or Primary 
Peritoneal Cancer. Gynecologic Oncology Group; 
Bradley Monk (602) 406-7730 

GOG-9926: A Phase I Evaluation of Extended 
Field Radiation Therapy with Concomitant 
Cisplatin Chemotherapy Followed by Paclitaxel 
and Carboplatin Chemotherapy in Women with 
Cervical Carcinoma Metastatic to the Para-Aortic 
Lymph Nodes. Gynecologic Oncology Group; 
Cecelia Haines Boardman (804) 828-9080 

RTOG-1102: A Phase I Study of Induction 
AMG 479 and Gemcitabine, Followed by AMG 
479, Capecitabine, and 3D-Conformal Radiation 
Therapy (3D-CRT) with Subsequent Maintenance 
Therapy for Locally Advanced Pancreatic Cancer. 
Radiation Therapy Oncology Group; Christopher 
Crane (713)563-2340

Clinical Trials Approved 
By NCI CTEP Last Month

lung cancer patients and 2,213 demographically 
matched control subjects without lung cancer.

Among people smoking 20 or more cigarettes 
a day, menthol smokers were approximately 12 
times more likely to develop lung cancer than 
never-smokers, while non-menthol smokers were 
about 21 times more likely to have the disease. The 
differences were mirrored for lung cancer death 
rates and were found to be statistically significant.

The researchers also found that both white and 
black menthol smokers reported smoking fewer 
cigarettes per day than non-menthol smokers. When 
it comes to the likelihood of quitting smoking, there 
was no significant difference between menthol and 
non-menthol smokers.

The authors conclude that the findings suggest 
menthol cigarettes are no more, and perhaps less, 
harmful than non-menthol cigarettes.

“Cigarette smoking remains the leading cause 
of premature death in the United States, but undue 
emphasis on reduction of menthol relative to other 
cigarettes may distract from the ultimate health 
prevention message that smoking of any cigarettes 
is injurious to health,” said Blot.

Study investigators included Melinda Aldrich, 
assistant professor of medicine and thoracic 
surgery; Joseph McLaughlin, professor of medicine; 
Lisa Signorello, research associate professor of 
medicine; Margaret Hargreaves, professor of 
internal medicine at MMC; and Sarah Cohen, an 
epidemiologist at IEI.

Funding for the study was provided by NCI.
In a related development, the FDA Tobacco 

Products Scientific Advisory Committee March 
18 concluded that removal of menthol cigarettes 
from the marketplace would benefit public health 
in the U.S.

The American Cancer Society Cancer Action 
Network, American Heart Association, American 
Lung Association and Campaign for Tobacco-Free 
Kids applauded the move. The organizations said:

“We strongly support the committee’s findings 
and conclusions, which are based on an exhaustive 
review of the scientific evidence regarding the 
public health impact of menthol cigarettes.  We 
urge the FDA to implement the committee’s 
recommendation in a way that maximizes the public 
health benefits."
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Other Phases
AALL10B1: Biological Correlates with T-cell 

Acute Lymphoblastic Leukemia (T-ALL) Gene 
Expression and Clinical Outcome. Children’s 
Oncology Group; Stuart Sheldon Winter (505) 
272-4461

AAML11B7: MLL Rearrangements in Acute 
Myeloid Leukemia: A Pilot Project to Expand and 
Study MLL-ENL in NOD SCID Gamma Mice. 
Children’s Oncology Group; Erin Marie Guest 
(816) 234-3265 

AAML11B9: Pediatric Myeloid Leukemia-
Specific miRNA Expression Profiles Induced by the 
Leukemic Stem Cell Niche. Children’s Oncology 
Group; Sarah Rivkah Ilse Vaiselbuh (718) 470-3460

GOG-0271: A Limited Institution Study of 
the Local and Systemic Effects of Intraperitoneal 
Chemotherapy in the Treatment of Previously-
Untreated, Invasive Epithelial Ovarian, Fallopian 
Tube and Primary Peritoneal Carcinoma. 
Gynecologic Oncology Group; Robert Edwards 
(412) 641-5418 

NSABP-NCIC-CTG-MA.32.F: Biobehavioral 
Mechanisms of Fatigue in Patients Treated on 
NCIC CTG MA.32: A Phase III Randomized Trial 
of Metformin Versus Placebo on Recurrence and 
Survival in Early Stage Breast Cancer. National 
Surgical Adjuvant Breast and Bowel Project; 
Patricia Ganz (310)206-1404 

Pilot Phase
8639: Pilot Trial of Molecular Profiling and 

Targeted Therapy for Advanced Non-Small Cell 
Lung Cancer, Small Cell Lung Cancer, and Thymic 
Malignancies. National Cancer Institute Medicine 
Branch; Giuseppe Giaccone (301) 496-4916 

8701: A Pilot Study Utilizing C11-alpha-
methyl-tryptophan (AMT) PET Functional Imaging 
in Patients with Metastatic Invasive Breast Cancer 
Treated with 1-methyl-D-tryptophan plus the 
Ad.p53 DC Vaccine. Moffitt Cancer Center and 
Research Institute; Edward Eikman (813) 745-4673

Phase II
8445: A Randomized Phase II Study of 

Multipeptide Vaccination with or Without IL-12, 
Then Combined with Regulatory T Cell Depletion 
Using Daclizumab in Patients with Metastatic 
Melanoma. University of Chicago; Thomas Frank 
Gajewski (773) 702-4601 

8698: Phase II Trial of the Akt Inhibitor MK-
2206 Plus Erlotinib (OSI-774) in Patients with 
Advanced Non-Small Cell Lung Cancer Who Have 
Progressed After Previous Response (including 
Stable Disease) with Erlotinib Therapy. City of 
Hope; Primo Nery Lara (916) 734-3771 

8760: A Phase II, 2-stage, 2-arm PIK3CA 
Mutation Stratified Trial of MK-2206 in Recurrent 
or Advanced Endometrial Cancer. Dana-Farber 
Cancer Institute; Andrea Schoelerman Pomrehn 
Myers (617) 632-3857

GOG-0186I :  A Randomized  Phase 
II Evaluation of Single-Agent Bevacizumab 
(IND #7921) (NSC #704865) and Combination 
Bevacizumab with Fosbretabulin Tromethamine 
(CA4P) (NSC #752293) in the Treatment of 
Recurrent or Persistent Epithelial Ovarian, 
Fallopian Tube or Primary Peritoneal Carcinoma. 
Gynecologic Oncology Group; Bradley Monk (602) 
406-7730

Phase III
ACCL0933: A Randomized Open-Label Trial 

of Caspofungin versus Fluconazole to Prevent 
Invasive Fungal Infections in Children Undergoing 
Chemotherapy for Acute Myeloid Leukemia. 
Children’s Oncology Group; Theoklis Zaoutis 
(267) 426-5570 

ACCL1031: A Randomized Double Blinded 
Trial of Topical Caphosol to Prevent Oral Mucositis 
in Children Undergoing Hematopoietic Stem Cell 
Transplantation. Children’s Oncology Group; 
Nathaniel Treister (617) 732-6570 

RTOG-1016: Phase III Trial of Radiotherapy 
Plus Cetuximab Versus Chemoradiotherapy in 
HPV-Associated Oropharynx Cancer. Radiation 
Therapy Oncology Group; Andrea (Andy) Trotti 
(813) 745-3547
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Drug Approvals:

FDA approved Yervoy (ipilimumab) for 
late-stage (metastatic) melanoma. The agent is 
sponsored by Bristol-Myers Squibb.

Yervoy is a monoclonal antibody that blocks a 
molecule known as cytotoxic T-lymphocyte antigen 
or CTLA-4. CTLA-4 may play a role in slowing 
down or turning off the body’s immune system, 
affecting its ability to fight off cancerous cells. 

Yervoy may work by allowing the body’s 
immune system to recognize, target, and attack 
cells in melanoma tumors. The drug is administered 
intravenously.

Yervoy’s safety and effectiveness were 
established in a single international study of 676 
patients with melanoma. 

All patients in the study had stopped responding 
to other FDA-approved or commonly used 
treatments for melanoma. In addition, participants 
had disease that had spread or that could not be 
surgically removed.

The study was designed to measure overall 
survival, the length of time from when this 
treatment started until a patient’s death. The 
randomly assigned patients received Yervoy plus an 
experimental tumor vaccine called gp100, Yervoy 
alone, or the vaccine alone.

Those who received the combination of 
Yervoy plus the vaccine or Yervoy alone lived 
an average of about 10 months, while those who 
received only the experimental vaccine lived an 
average of 6.5 months.

“Late-stage melanoma is devastating, with 
very few treatment options for patients, none 
of which previously prolonged a patient’s life,” 
said Richard Pazdur, director of the Office of 
Oncology Drug Products in the FDA’s Center 
for Drug Evaluation and Research. “Yervoy is 
the first therapy approved by the FDA to clearly 
demonstrate that patients with metastatic melanoma 
live longer by taking this treatment.”

Common side effects that can result from 
autoimmune reactions associated with Yervoy 
use include fatigue, diarrhea, skin rash, endocrine 

deficiencies, and inflammation of the intestines.
Severe to fatal autoimmune reactions were 

seen in 12.9 percent of patients treated with 
Yervoy. When severe side effects occurred, Yervoy 
was stopped and corticosteroid treatment was 
started.

Due to the unusual and severe side effects 
associated with Yervoy, the therapy is being 
approved with a Risk Evaluation and Mitigation 
Strategy to inform health care professionals about 
these serious risks. 

FDA approved docetaxel, a generic version 
of Sanofi-aventis’s Taxotere, produced by Hospira 
Inc. Docetaxel is approved for the treatment of a 
variety of cancers. Hospira’s version comes in a 
single-vial delivery system, designed to reduce 
preparation time and lower cost. 

Hospira’s docetaxel is approved for the 
treatment of a variety of cancers. In 2010, U.S. 
sales of Taxotere were approximately $1.2 billion. 
Unlike original product formulations that require 
healthcare workers to take a two-step process 
prior to infusion, Hospira’s docetaxel comes in a 
single-vial formulation that is designed to reduce 
the number of handling steps in the preparation of 
the product, the company said.

The European Commission has granted 
marketing authorization for Teysuno (S-1), a oral 
fluoropyrimidine for first-line treatment of adult 
advanced gastric cancer, when given in combination 
with cisplatin.

The main active ingredient, tegafur, is a 
prodrug of 5-fluorouracil, which is converted in 
the body to 5-FU, where it interferes with DNA 
production. It can prevent the growth of cancer 
cells or result in cell death. 

The other two active ingredients, gimeracil 
and oteracil, prevent drug breakdown and reduce 
activity in gastric non-cancer cells, respectively. 
Teysuno is produced by Taiho Pharmaceutical Co. 
Ltd. 

The authorization was based in part on the 
results of the First-Line Advanced Gastric Cancer 
Study, the largest international phase III trial 
conducted in patients with advanced gastric cancer.

FDA Approves BMS's Yervoy
For Metastatic Melanoma


