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Two targeted medications designed to treat an aggressive form of breast 
cancer are being tested in a new study involving 8,000 participants in 50 
countries across six continents—a clinical trial that investigators hope will 
provide a new model for global cancer research.

This trial, called ALTTO (Adjuvant Lapatinib and/or Trastuzumab 
Treatment Optimization study), will be one of the first global initiatives in 
which two large, academic breast cancer research networks covering different 
parts of the world have jointly developed a study in which all care and data 
collection are standardized, regardless of where patients are treated. 

The networks are The Breast Cancer Intergroup of North America, 

Research concluding that most older men with early-stage prostate 
cancer will not require treatment or will die of other causes before their 
cancer progresses significantly was presented earlier this month at the first 
Genitourinary Cancers Symposium in San Francisco.

Other highlights included:
—An analysis finding that providing radiation therapy to men who have 

rising prostate-specific antigen levels following radical prostatectomy can 
reduce the risk of dying from prostate cancer by more than 60 percent, with 
the largest benefit in men with rapidly rising PSA levels.

 —A study finding that 15 percent of patients with renal cell carcinoma 
or gastrointestinal stromal tumor who were treated with sunitinib (Sutent) 
experienced heart failure, a rate higher than previously recognized, signaling 
the need for routine cardiac monitoring in these patients.

—A study finding that women, older patients and those with 
cerebrovascular disease with small renal tumors are more likely to undergo 
complete surgical removal of the kidney (radical nephrectomy) than partial 
nephrectomy, despite the risk of impaired kidney function with radical 
nephrectomy, and the equal effectiveness of the two approaches.

“These studies shed light on the optimal way to manage the care of 
patients with prostate and kidney cancers, and confirm that we can’t take a 
‘one-size-fits-all’ approach to treatment,” said Howard Sandler, an official 
with the Genitourinary Cancers Symposium. “As we learn more about the 
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based in the U.S., and the Breast International Group 
in Brussels, Belgium. TBCI consists of six NCI-funded 
clinical trials cooperative groups.

ALTTO is designed to answer the most pressing 
questions regarding use of two widely used cancer 
agents: whether one agent is more effective, which agent 
is safer for patients, and what benefit will be derived by 
taking the drugs separately, in tandem order, or together? 
The trial is a randomized, phase III study.

The two agents tested in ALTTO are drugs designed 
to treat HER2-positive tumors, which is a particularly 
aggressive form of cancer that affects approximately 
20 percent to 25 percent of breast cancer patients. Both 
agents, trastuzumab (Herceptin) and lapatinib (Tykerb), 
have already been approved by the U.S. Food and Drug 
Administration for use for treatment of HER2-positive 
breast cancer. ALTTO will provide the first head-to-
head comparison of trastuzumab and lapatinib in the 
earliest, most treatable stages of cancer. It will also be 
one of the first large-scale studies to evaluate lapatinib’s 
effectiveness in treating early breast cancer. 

HER2-positive breast cancer is caused by an excess 
of HER2 genes or by over-production of its protein, the 
HER2 cell surface receptor. Trastuzumab consists of 
large antibodies that once injected into patients, latch 
on to the portion of the HER2 protein that sits on the 
outer surface of the cancer cell whereas lapatinib acts 

by entering a cancer cell and binding to the part of the 
HER2 protein that lies beneath the surface of the cell.

The trial is unusual in that it has two different 
designs depending on whether patients with stage I 
or stage II breast cancer have already been treated 
with chemotherapy. The study thus will compare four 
different regimens of targeted therapy administered 
over a 52-week period. Patients will be randomized 
to receive either trastuzumab or lapatinib alone, or 
trastuzumab followed by lapatinib, or the two treatments 
in combination.

“There have been major improvements in the 
management of patients with early breast cancer in 
the last few years, so this new study builds on this 
knowledge and sets an example of the new era: good 
science, good worldwide collaboration,” said Edith 
Perez, an oncologist in the North Central Cancer 
Treatment Group at Mayo Clinic in Jacksonville, Fla., 
who will lead the study for TBCI. “It may be that using 
two treatments that work in different ways against 
HER2-positive breast cancer offers a complementary 
strategy that is more powerful than either drug alone.”

ALTTO will be one of the first trials of its scope 
in which translational research plays a critical role, 
investigators say. In ALTTO, biological material will 
be collected from thousands of patients in order to 
determine a tumor profile that responds best to the 
drugs.

“The difference between this study and many 
that came before it is that the collection of biological 
materials occurs as the trial is being conducted, not 
as an afterthought. While there are exceptions, not 
many companies or organizations have been willing 
to invest in that kind of research before,” said Martine 
Piccart, professor of oncology at the Université Libre 
de Bruxelles, Belgium, and lead investigator for BIG, 
which she founded in 1996. “Now we have the chance to 
optimize therapy with powerful drugs in order to provide 
the best treatment possible for each of our patients.”

Perez and Piccart led the development team of 
the ALTTO trial and will act as the study’s co-principal 
investigators. On behalf of BIG and TBCI, these two lead 
investigators have been working toward collaborative 
clinical studies for a number of years. The ALTTO 
study, they say, represents a new paradigm that blends 
the high standards of both systems in order to test the 
latest breast cancer treatments as efficiently as possible 
in thousands of women worldwide.

“The NCI greatly appreciates the work that Mayo 
Clinic, TBCI, and BIG are doing to help advance our 
understanding of the complex mechanisms that underlie 
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different types of breast cancer,” said Jo Anne Zujewski, 
a senior investigator in the clinical investigations branch 
at NCI.  “We hope that this model of international 
collaboration is one which we can build upon in the 
future.”

Lapatinib, in combination with the chemotherapy 
drug capecitabine, was approved by FDA in March 
2007 for the treatment of advanced or metastatic HER2-
positive breast cancer in patients who had received 
prior therapy with three agents—an anthracycline, a 
taxane and Herceptin. GlaxoSmithKline is providing 
the study drug, as well as additional financial support 
for the ALTTO trial. 

NCCTG will act as the treatment base for ALTTO 
in North America. BIG is a network of 41 non-U.S. 
research groups from around the world. Its Brussels-
based BrEAST Data Center is providing centralized data 
management for the global study. The other members of 
TBCI include the Eastern Cooperative Oncology Group, 
the Cancer and Leukemia Group B, the Southwest 
Oncology Group, the American College of Surgeons 
Oncology Group, and the National Cancer Institute of 
Canada Clinical Trials Group. 

Full enrollment is expected to involve about 500 
centers in the U.S. and more than 800 centers in Europe 
and the rest of the world. A complete listing of ALTTO 
participating sites can be found by searching for ALTTO 
at http://clinicaltrials.gov.

biology of these diseases and how patients respond 
to different forms of treatment, we’ll be able to tailor 
therapy appropriately for individual patients.”

The Genitourinary Cancers Symposium was 
co-sponsored by the American Society of Clinical 
Oncology, the American Society for Therapeutic 
Radiology and Oncology, and the Society of Urologic 
Oncology.

Older Men With Early-Stage Prostate Cancer
Can Avoid Treatment

Most older men with early-stage prostate cancer 
will not require treatment or will die of other causes 
before their cancer progresses significantly, according 
to a new study that examined data on more than 9,000 
older men with localized prostate cancer who were not 
treated for the disease. This study is one of the largest 

to date to observe the course of early-stage prostate 
cancer in older men.

“Because prostate cancer therapies are associated 
with significant side effects, our data can help patients 
make better informed decisions about the most 
appropriate approach for them and potentially avoid 
treatment without adversely affecting their health,” said 
Grace Lu-Yao, cancer epidemiologist at The Cancer 
Institute of New Jersey, associate professor at UMDNJ-
Robert Wood Johnson Medical School and School of 
Public Health and the study’s lead author. Lu-Yao added 
that men who choose not to undergo treatment should 
be carefully monitored for rising PSA and other signs 
of cancer growth.

The management of older men with early-stage 
prostate cancer has been the subject of some debate. 
Some studies have suggested that men who receive 
therapy fare better than those who do not, while other 
research has reported that many of these men can safely 
forego therapy and will eventually die with their prostate 
cancer, but not from it.

This study is one of the first to describe the natural 
history of prostate cancer that is not immediately treated, 
during the current era when PSA testing is common. This 
is important because PSA tests can detect cancer six to 
13 years earlier than traditional diagnostic methods, and 
researchers have found that PSA-diagnosed cancers can 
often differ in stage and biology.

In this study, the investigators examined data on 
9,018 men from the U.S. Surveillance, Epidemiology 
and End Results database who had been diagnosed with 
stage I or II prostate cancer between 1992 and 2002 
and who did not initially receive local therapy (such as 
surgery or radiation therapy) or hormonal therapy within 
six months of diagnosis. The median age of the men at 
diagnosis was 77.

The researchers found that prostate cancers in 
the study group were generally slow growing. Most of 
the men did not have any therapy (approximately two 
out of three died of other causes or did not experience 
cancer progression that resulted in the use of surgery or 
radiation therapy). Of the 2,675 men who did have some 
treatment, the median time between diagnosis and the 
start of cancer therapy was 10.6 years (127 months).

As expected, men with less aggressive disease (low 
or moderate grade) fared better than those with high-
grade cancers. After 10 years, 3 to 7 percent of those 
with low or moderate-grade disease had died of prostate 
cancer, compared with 23 percent of men with high-
grade cancers. Lu-Yao noted that the clinical outcomes 
of this study population were also substantially more 
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favorable than those observed in previous studies, 
perhaps because the use of PSA tests has resulted in 
earlier detection of prostate cancer.

Radiation for Recurrent Prostate Cancer
Significantly Improves Survival

An analysis of patient data finds for the first time 
that providing radiation therapy to men with rising 
prostate-specific antigen levels following radical 
prostatectomy (called salvage radiotherapy or SRT) can 
reduce the risk of dying from prostate cancer by more 
than 60 percent, with the greatest benefit seen in men 
with rapidly rising PSA levels. Moreover, they found 
that the benefits of SRT appear to persist even when it is 
given up to two years after PSA levels begin to rise.

“These findings are the first to support the 
effectiveness of salvage radiotherapy for improving 
survival in men with recurrent prostate cancer,” 
said lead author Bruce Trock, associate professor of 
urology, epidemiology, oncology and environmental 
health sciences at Johns Hopkins University School of 
Medicine. “If validated, these results suggest that for 
high-risk prostate cancer, radiotherapy should be given 
promptly when there is evidence for recurrence after 
radical prostatectomy, as early salvage radiotherapy 
may improve overall survival.”

The investigators of this study compared prostate 
cancer-specific survival (the probability of not dying 
from prostate cancer) among men with rising PSA levels 
after radical prostatectomy (biochemical recurrence). 
Of these men, 160 had received SRT alone, 78 received 
SRT plus hormonal therapy and 397 received no SRT or 
hormonal therapy. Trock noted that this study was not a 
prospective randomized clinical trial, but a retrospective 
analysis of men who had already been treated.

After 10 years, 86 percent of men in the SRT 
group and 82 percent of men in the SRT/hormonal 
therapy group had not died from prostate cancer, versus 
62 percent of men who received no salvage therapy. 
These results did not change after taking into account 
individual patient characteristics associated with 
prognosis. The investigators also found that SRT had to 
be given soon after recurrence—prostate cancer-specific 
survival improved only when SRT was given less than 
two years after biochemical recurrence.

The impact of SRT was particularly strong in men 
whose PSA levels doubled in less than six months (an 
indicator of more aggressive disease); SRT reduced 
the risk of prostate cancer death in these men by 86 
percent. SRT did not significantly reduce the risk of 
death among men whose PSA levels doubled in six 

months or more, due to the fact that these men had less 
aggressive disease and may have fared well even without 
radiation therapy.

The researchers cautioned that despite the evidence 
that SRT appears to improve survival, confirmation 
is needed in other comparable groups of men, and a 
randomized clinical trial will ultimately be needed to 
determine the impact of SRT on survival.

Sunitinib Associated With More Heart Failure
Than Previously Recognized

A new study shows that 15 percent of patients 
with renal cell carcinoma or gastrointestinal stromal 
tumor (GIST) who were treated with sunitinib (Sutent) 
experienced heart failure, a weakening of the heart 
muscle that impairs the heart’s ability to pump blood to 
the rest of the body. Symptoms of heart failure include 
shortness of breath and fatigue, and increased risk of 
death.

Sunitinib, a capsule that is taken orally, is a drug 
approved for the treatment of renal cell carcinoma 
(an aggressive form of kidney cancer) and a rare type 
of gastrointestinal cancer called GIST. It works by 
inhibiting the growth of blood vessels that tumors 
need to grow and spread to other parts of the body. The 
drug may also slow the growth and division of cancer 
cells. Sunitinib is currently being widely tested for the 
treatment of other cancers, both early- and advanced-
stage.

“Our data demonstrate the need for routine cardiac 
monitoring in patients receiving sunitinib,” said lead 
author Melinda Telli, a postdoctoral fellow in medical 
oncology at Stanford University School of Medicine. 
“Cardiac adverse effects need to be carefully examined 
in future trials of sunitinib to determine the factors 
that place patients at risk for this complication. That 
information will allow us to administer this medication 
more safely to patients for whom the benefits of 
treatment clearly outweigh the risks.”

Animal studies have shown that sunitinib can 
be toxic to cardiac cells and that this effect may be 
exacerbated by high blood pressure (another side effect 
of sunitinib). Previous studies have reported that up to 
8 percent of patients taking sunitinib experienced heart 
failure, but patients in those studies were taking the 
drug as part of participation in a clinical trial. Clinical 
trials often exclude patients with pre-existing cardiac 
conditions. The current study is the first to evaluate 
cardiovascular side effects in patients who were taking 
sunitinib outside of the context of a clinical trial, making 
them more representative of the general population of 
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patients currently receiving sunitinib.
In this study, researchers examined the occurrence 

of symptomatic heart failure among 48 patients who 
had received sunitinib as treatment for renal cell 
carcinoma or GIST between July 2004 and July 2007 at 
the Stanford University Comprehensive Cancer Center. 
Seven patients (15 percent) experienced symptomatic 
left ventricular dysfunction or heart failure during 
sunitinib treatment. These effects were observed as 
early as 22 days and as late as 435 days after beginning 
sunitinib therapy, and persisted in three patients despite 
discontinuation of sunitinib and initiation of heart failure 
medication. Patients with a history of heart failure, a 
history of coronary artery disease or a low body mass 
index were more likely to experience heart failure 
associated with sunitinib.

Partial Kidney Removal Under-Utilized
In Patients With Small Renal Tumors

Researchers report that women, older patients and 
patients with cerebrovascular disease who have small 
renal tumors are more likely to undergo complete surgical 
removal of the affected kidney (radical nephrectomy) 
than partial nephrectomy, despite evidence showing that 
the two approaches are equally effective, and that partial 
nephrectomy helps preserve kidney function in cancer 
patients better than the more aggressive surgery.

“Just as lumpectomy can be less invasive but 
as effective as mastectomy for treating breast cancer, 
people with kidney cancer should be aware that partial 
nephrectomy is not only an option, but may be a better 
option than radical nephrectomy in many circumstances 
because it may help preserve kidney function in patients 
with renal tumors,” said William Huang, assistant 
professor of urologic oncology at New York University 
School of Medicine and the study’s lead author. “We 
need to do a better job of educating both patients and 
physicians about this topic.” 

The investigators examined SEER data from 
1995 through 2002 to identify pre-operative factors 
that differed between 2,547 patients with small renal 
tumors who had radical nephrectomy and 556 who had 
partial nephrectomy. The study was the first to analyze 
this topic using information from a population-based 
database, as opposed to data from a single institution.

Investigators found that patients who had partial 
kidney removal were more likely to be younger, male, 
married and treated at a later date during the study 
period, which may mean that the prevalence of partial 
nephrectomy is slowly increasing. Women, older patients 
and those with cerebrovascular disease were less likely 

to have partial nephrectomy. For example, 20.5 percent 
of men and 22.4 percent of patients ages 66 to 69 had 
partial nephrectomy, versus 16 percent of women and 
only 7.1 percent of patients aged 85 and older.

Huang speculated that surgeons may prefer radical 
nephrectomy over partial nephrectomy because it is 
technically less challenging to perform and has a lower 
risk of complications. For these reasons, surgeons may 
believe that the procedure is a better option for older 
patients and those with cerebrovascular disease in the 
post-operative period. But in the long run, these patients 
may have worsened kidney function following radical 
nephrectomy, resulting in serious consequences for their 
long-term health. The bias in women is less clear, but 
may be based on the way surgeons interpret preoperative 
laboratory tests that may suggest women have better 
renal function than they actually do.

Breast & Ovarian Cancers:
Extent Of Risk Reduction
From Ovary Removal Varies
According To BRCA Mutation

A new study finds that the cancer risk reduction 
resulting from the removal of the ovaries and fallopian 
tubes in women who are at genetically high risk for 
breast and gynecological cancer varies according to the 
type of genetic mutation present. 

The study was published online Feb. 11 in the 
Journal of Clinical Oncology.

The researchers found that women with mutations 
in the BRCA2 gene have nearly twice the reduction in 
breast cancer risk following the surgery compared to 
women with BRCA1 mutations. The study also found 
that women with BRCA1 mutations have a significantly 
reduced risk of gynecologic (ovarian, fallopian tube 
or primary peritoneal) cancer, but the study was not 
able to estimate the level of reduced risk for women 
with BRCA2 mutations, due to a lower incidence of 
gynecologic cancers in these women.

“These findings should help women with BRCA 
mutations and their doctors make more informed 
choices about strategies to reduce their risk of breast and 
gynecological cancers,” said lead author Noah Kauff, 
assistant attending physician in the Clinical Genetics 
and Gynecology Services at Memorial Sloan-Kettering 
Cancer Center. “In women with BRCA2 mutations, 
prophylactic removal of the ovaries and fallopian tubes 
is profoundly protective against breast cancer. Although 
the surgery greatly reduces gynecologic cancer risk 
in women with BRCA1 mutations, they may need to 
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pursue other strategies, such as intensive monitoring or 
prophylactic mastectomy, to reduce their breast cancer 
risk.”

Previous studies have shown that the surgery, 
called “risk-reducing salpingo-oophorectomy” (RRSO), 
lowers the risk of breast and gynecologic cancers in 
women at high risk due to BRCA mutations, but those 
studies either analyzed BRCA1 mutation carriers 
alone or BRCA1 and BRCA2 mutation carriers as a 
group. This is the first prospective study to evaluate 
the effectiveness of this surgery in BRCA1 and BRCA2 
mutation carriers separately.

Researchers compared the incidence of breast and 
gynecologic cancers between 509 women 30 years of 
age or older with a BRCA1 or BRCA2 mutation who 
had RRSO surgery, and 283 women with these mutations 
who did not have the surgery. Participants were enrolled 
in the study beginning in November 1994 and were 
followed through November 2005.

After an average three years of follow-up, RRSO 
reduced breast cancer risk in women with a BRCA2 
mutation by 72 percent, compared with 39 percent 
among those with a BRCA1 mutation. The surgery 
reduced gynecologic cancer risk in women with a 
BRCA1 mutation by 85 percent. Because very few 
gynecologic cancers were observed in the BRCA2 
group, researchers were not able to conclude the level 
of risk reduction for these women.

The investigators also found that RRSO markedly 
reduced the risk of developing estrogen receptor-positive 
breast cancer (by 78 percent) in the group overall, 
but had no significant effect on the development of 
ER-negative breast cancer. Kauff noted that women 
with BRCA1 mutations, in whom ER-negative breast 
cancers are more common, should also consider other 
risk-reduction strategies to protect against this type of 
breast cancer.

Larynx Cancer:
Larynx Preservation Provides
Better Voice Quality For Patients

Patients with locally advanced laryngopharyngeal 
cancers who receive radical chemoradiation have 
significantly better voice outcomes during the 12 months 
following treatment when compared with patients who 
have undergone a total laryngectomy and surgical 
voice restoration, according to a study conducted in 
the U.K.

The conventional treatment for patients with 
advanced squamous carcinoma of the larynx has 
traditionally been a total laryngectomy, which is the 
removal of the voice box, with or without radiation; 
however, this treatment has several serious side effects, 
including natural-voice loss, altered food-swallowing 
function and a permanent opening in the trachea.

Researchers in this study, conducted jointly by the 
Royal Marsden Hospital Head and Neck Unit and The 

Smoking Increases Breast
Cancer Risk Based on Genes

Women who smoke and have a specific genetic 
makeup are at significant risk for the development of 
breast cancer, according to a recent study published 
by the journal Cancer Epidemiology, Biomarkers and 
Prevention.

A research group led by Christine Ambrosone, 
of the Cancer Prevention and Population Sciences 
Program, Roswell Park Cancer Institute, and Jenny 
Chang-Claude, professor in Epidemiology at University 
of Heidelberg, analyzed data from 10 of the 13 studies 
published in the last 10 years in which they evaluated 

genetic information, smoking habits and breast cancer 
risk in 4,889 premenopausal and 7,033 postmenopausal 
women.

Analysis demonstrated a significant interaction 
between breast cancer risk, smoking, and a specific 
gene called the NAT2 that produces the enzyme, N-
acetyltransferase 2 (NAT2). This enzyme helps break 
down aromatic amines—a major class of tobacco smoke 
carcinogens—that are then excreted from the body. 
Individuals have either rapid or slow activity based 
upon their genotypes; people with the slower enzyme are 
unable to rid the body of aromatic amines as efficiently 
as those who have the faster enzyme. As a result, the 
likelihood of DNA damage is greater as is the subsequent 
development of breast cancer. 

The results of this study demonstrated that women 
who smoked the most years, consumed the highest 
number of cigarettes per day, and had NAT2 slow 
genotypes were at significantly increased risk of breast 
cancer. The group also performed a meta-analysis of all 
published studies and found similar associations.

“These results, analyzing all studies to date, 
indicate that subgroups of women defined by genetic 
predisposition are at higher risk of breast cancer if they 
are exposed to tobacco smoke,” said Ambrosone. “In 
fact, smoking is likely to play an important role in the 
development of breast cancer for about 50-60% of the 
populations from European descent who have a form 
of the NAT2 gene that gets rid of aromatic amines more 
slowly than the rest of the population.”  
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Institute of Cancer Research, both in London, sought to 
determine if larynx preservation through chemoradiation 
would result in improved voice results and serve as a 
suitable alternative to total laryngectomy, which, in turn, 
would remove the need for surgery and all of the related 
potential side effects and risks.

Twenty-one patients, both male and female, with 
a median age of 65 years old, who were diagnosed 
with stage III or IV laryngopharyngeal cancer, were 
given induction chemotherapy followed by radical 
chemoradiation. 

The researchers then used electroglottography—
placing electrodes alongside the larynx—to electronically 
record and analyze the voice function of the patients 
before treatment and at one, six and 12 months after 
treatment. 

This is the first study of its kind to use 
electroglottography as an assessment technique.

Patients were asked to read a standard passage and 
pronounce vowel sounds into a microphone that sat at 
the same distance from the mouth of each patient. The 
researchers then used these recordings to measure jitter 
in the voice, maximum phonation time and words per 
minute.

Single voice recordings were also taken from 21 
patients, with a median age of 65 years old, who received 
a total laryngectomy and surgical voice restoration, as 
well as from 21 normal controls of the same median 
age group.

The researchers found that preservation of the 
larynx through chemoradiation did not always return 
voice quality to exactly how it was before the tumor 
was present, but it did provide for significantly better 
voice outcomes when compared to removing the larynx 
through surgery. 

At 12 months after treatment, the patients receiving 
chemoradiation had normal maximum phonation time 
and words per minute, but less than normal jitter. 

“This study is important because it offers patients 
reassurance that if they undergo organ preservation, it is 
statistically proven that their voice will be better than if 
they undergo surgery. We can reassure patients that their 
voice is likely to recover from the immediate effects of 
chemoradiation,” said Kevin Harrington, clinical senior 
lecturer at The Institute of Cancer Research. 

“This study should also allay the concerns of 
surgeons that laryngopharyngeal cancer patients cannot 
be successfully treated with chemoradiation with good 
functional outcome,” Harrington said.

The study was published Feb. 1 in the International 
Journal for Radiation Oncology*Biology*Physics.

Cancer Imaging:
PET Better At Evaluating
Response In Sarcoma

Positron Emission Tomography was more sensitive 
and accurate than conventional imaging methods in 
detecting response to treatment in sarcoma patients, 
according to a study that is among the first to directly 
compare PET to CT scanning.

Current practice evaluates response to treatment 
using RECIST, or Response Evaluation Criteria in Solid 
Tumors. Patients are scanned using CT or MRI before 
and after treatment and the scans are then compared to 
determine if the tumor has decreased in size. If there is 
no change, the disease is considered stable. A partial 
response is tumor shrinkage of more than 30 percent, 
while a total response is tumor elimination.

If conventional imaging fails to detect treatment 
response, oncologists may discontinue therapies that 
in fact are working and study participants may be 
dismissed from clinical trials that are helping them. 
Conversely, if a patient is not responding, using PET 
scanning to evaluate response could help prevent them 
from undergoing toxic therapies that aren’t working.

Researchers found that standard size-based 
evaluation methods only identified 20 percent of 
responders, while PET was able to identify responders 
100 percent of the time.

The study, conducted by a multidiscplinary team 
of scientists at UCLA’s Jonsson Cancer Center, was 
published Feb. 1 in Clinical Cancer Research. 

“We knew from our considerable experience with 
neoadjuvant therapy in sarcoma patients that measuring 
tumor size correlated poorly with response,” said Fritz 
Eilber, an assistant professor of surgery, director of the 
Sarcoma Program at UCLA’s Jonsson Cancer Center 
and senior author of the study. “We have removed many 
tumors that have not changed in size with treatment or 
have even grown, but are completely dead on pathologic 
analysis. Just because the tumor doesn’t shrink doesn’t 
mean the treatment didn’t work.”

Eilber and his team of scientists, including PET 
scan inventor Michael Phelps of UCLA, wanted to find a 
better way to predict response. Since operable sarcomas 
are treated before surgery with chemotherapy and 
radiation, it was the ideal cancer in which to compare 
PET scanning to CT.

In this study, researchers measured the metabolic 
activity of the tumor, or how much sugar was being 
consumed in the cancer cells. Cancer cells, because 
they’re growing uncontrollably, use much more sugar 



The Clinical Cancer Letter
Page 8 n February 2008

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 IMC-A12 in Children with 

Relapsed/Refractory Solid Tumors. COG Phase 1 
Consortium protocol ADVL0712, Malempati, Suman, 
phone 503-494-1543.

Phase I/II
Phase I and Randomized Phase II Trial of 

Gemcitabine + Erlotinib + IMC-A12 vs. Gemcitabine 
+ Erlotinib as First-Line Treatment in Patients with 
Metastatic Pancreatic Cancer. Southwest Oncology 
Group protocol S0727, Whitehead, Robert, phone 409-
772-1164.

Phase II
Phase II Study of AZD0530 as First Line Treatment 

in Patients with Metastatic or Locally Advanced Gastric 
Carcinoma. University Health Network-Princess 
Margaret Hospital protocol 7552, Au, Heather-Jane, 
phone 780-432-8762.

Randomized Phase II Trial of Tipifarnib in 
Combination with Oral Etoposide in Elderly Adults 
with Newly Diagnosed, Previously Untreated Acute 
Myelogenous Leukemia. Johns Hopkins University 
protocol 8077, Karp, Judith, phone 410-502-7726.

P h a s e  I I  E v a l u a t i o n  o f  P r e o p e r a t i v e 
Chemoradiotherapy Utilizing Intensity Modulated 
Radiation Therapy in Combination with Capecitabine 
and Oxaliplatin for Patients with Locally Advanced 
Rectal Cancer. Radiation Therapy Oncology Group 
protocol 0822, Garofalo, Michael, phone 410-328-
6080.

Phase III
CAM Use and Cancer. M D Anderson Cancer 

Center protocol 2006-0198, Fisch, Michael, phone 
713-563-9905.

Pilot 
PILOT-High Throughput-Protein Profiling 

Analysis of Sera Collected From E1694 Patients 
Undergoing HDI (Arm B). Eastern Cooperative 
Oncology Group protocol E1694T1, Panelli, Monica, 
phone 412-623-1318.

than do normal cells. Using a specific PET probe that 
measures sugar metabolism, researchers could determine 
whether the cancer cells in the tumor were still alive and 
dividing after chemotherapy and radiation.

Researchers used a PET/CT scanner in the study, 
a technologic advance that combines the imaging 
modalities in one machine. The combined scanner 
allowed researchers to directly compare the before and 
after treatment scans for both tumor size and metabolic 
activity.

“PET was much more sensitive in picking up 
response than size-based RECIST,” Eilber said. 
“RECIST missed a large percentage of patients that 
actually had a response. PET picked up all of the 
responders.”

The study also has important implications for 
long-term patient follow-up, Eilber said. PET scanning 
quickly tells doctors how much of the tumor is dead. The 
amount of tumor that dies during treatment correlates 
with patient outcomes. 

This form of monitoring response to treatment also 
will be important in evaluating patients whose cancers 
have spread throughout the body, Eilber said.

Eilber and his team are working to confirm their 
results in a larger study and are testing new metabolic 
tracers to assess treatment response.

Acute Myeloid Leukemia:
Sorafenib Targets AML Driven
By Mutant FLT3 Gene

A drug used to treat kidney cancer also targets a 
genetic mutation active in about one third of patients 
with acute myeloid leukemia, the most common and 
lethal form of adult leukemia, researchers at University 
of Texas M. D. Anderson Cancer Center found.

In a phase I clinical trial, the drug sorafenib reduced 
the median percentage of leukemia cells circulating in 
the blood from 81 percent to 7.5 percent and in the 
bone marrow from 75.5 percent to 34 percent among 
AML patients whose leukemia includes the FLT3-ITD 
mutation. Two patients had circulating leukemia cells, 
or blasts, drop to zero.

“AML patients with this mutation have a particularly 
poor prognosis, so this highly targeted drug appears to 
be a significant step forward in leukemia therapy,” said 
senior author Michael Andreeff, professor in M. D. 
Anderson’s Department of Stem Cell Transplantation 
and Cellular Therapy and Department of Leukemia.

The study was published Jan. 29 in the Journal of 
the National Cancer Institute.


