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In the largest study to date on the safety of ovarian preservation in 
women aged 45 and younger who were surgically treated for early-stage 
endometrial cancer, researchers have found that there is no survival benefit 
associated with surgical removal of the ovaries, compared to women whose 
ovaries were left intact. 

Leaving the ovaries in place could spare many women from the side 
effects of surgery-induced early menopause, such as hot flashes and vaginal 
dryness, as well as the long-term increased risk of heart disease, osteoporosis 

The American Society of Clinical Oncology released its first Provisional 
Clinical Opinion on the use of KRAS gene mutation testing in patients with 
metastatic colorectal cancer to guide treatment with the anti-EFGR monoclonal 
antibodies cetuximab and panitumumab. 

ASCO recommends that all patients with metastatic colorectal cancer 
who are candidates for anti-EFGR therapy have their tumors tested for 
KRAS gene mutations. If a patient has a mutated form of the KRAS gene, it 
recommends against the use of anti-EFGR antibody therapy, based on recent 
studies indicating this treatment is only effective in patients with the normal 
(wild-type) form of the KRAS gene. It is estimated that 40 percent of colon 
cancer patients have the KRAS mutation.

An economic analysis presented at ASCO’s Gastrointestinal Cancers 
Symposium found that routine testing for KRAS gene mutations in patients 
with metastatic colorectal cancer could save the U.S. health system up to $604 
million per year in the cost of the drug cetuximab alone. 

“Personalized medicine is the next frontier in cancer care. Basing cancer 
treatment on the unique genetic characteristics of the tumor or the individual 
with cancer will improve patient outcomes and help avoid unnecessary costs 
and side effects for patients who are unlikely to benefit,” said Richard Schilsky, 
ASCO president and professor of medicine at the University of Chicago 
Medical Center. “Using KRAS testing to guide colorectal cancer treatment 
is a prime example of where cancer care is heading.”

The PCO is available at www.asco.org.
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and hip fractures.
The study was published online Jan. 26 in the 

Journal of Clinical Oncology.
“Our research suggests that oncologists may no 

longer need to remove the ovaries during surgery in 
younger women with early-stage endometrial cancer, 
which has been the standard approach for many years. 
Leaving the ovaries intact appears to be a safe option that 
offers women a range of important short- and long-term 
health and quality of life benefits,” said lead author Jason 
Wright, assistant professor of obstetrics and gynecology 
in the Division of Gynecologic Oncology at Columbia 
University College of Physicians & Surgeons.

Surgical removal of the uterus is the standard 
of care for endometrial cancer. During the procedure, 
surgeons usually remove the ovaries as well, a procedure 
called oophorectomy. Oophorectomy is usually 
performed to reduce the risk of cancer spreading to 
the ovaries and also to lower estrogen levels that may 
fuel the growth of any remaining endometrial cancer 
cells. However, studies have shown that these risks are 
small, and the benefits of oophorectomy have not been 
established by research.

In this study, Wright and his colleagues compared 
five-year survival between 402 women aged 45 and 
younger who were diagnosed with stage I endometrial 
cancer (cancer confined to the uterus) whose ovaries 

were preserved, and 3,269 similar women whose ovaries 
were removed. All patients had a hysterectomy and were 
diagnosed between 1988 and 2004. Data were derived 
from the Surveillance, Epidemiology and End Results 
Database.

Five-year overall survival was similar between the 
two groups: Among women who had oophorectomy, 
98 percent of those with stage IA disease, 96 percent 
of those with stage IB disease and 89 percent of those 
with stage IC disease were still alive. The corresponding 
figures for women whose ovaries were preserved were 
98, 100 and 86 percent, respectively.

The investigators also noted that women were 
more likely to have had ovarian preservation if they 
were younger (under age 30), were diagnosed later in 
the study period, lived in the eastern U.S. and had a low 
tumor grade and earlier tumor stage.

Ovarian Cancer:
Study Links Obesity To Higher
Risk of Ovarian Cancer

A new epidemiological study has found that 
among women who have never used menopausal 
hormone therapy, obese women are at an increased risk 
of developing ovarian cancer compared with women of 
normal weight. 

Published in the Feb. 15 issue of CANCER, a 
peer-reviewed journal of the American Cancer Society, 
the research indicates that obesity may contribute to 
the development of ovarian cancer through a hormonal 
mechanism.

While studies have linked excess body weight to 
higher risks of certain cancers, little is known about 
the relationship between body mass index and ovarian 
cancer risk.

Michael Leitzmann of the National Cancer 
Institute and colleagues studied 94,525 U.S. women 
aged 50 to 71 years over a period of seven years. The 
researchers documented 303 ovarian cancer cases during 
this time and noted that among women who had never 
taken hormones after menopause, obesity was associated 
with an almost 80 percent higher risk of ovarian cancer. 
In contrast, no link between body weight and ovarian 
cancer was evident for women who had ever used 
menopausal hormone therapy.

According to Leitzmann, these findings support 
the hypothesis that obesity may enhance ovarian cancer 
risk in part through its hormonal effects. Excess body 
mass in postmenopausal women leads to an increased 
production of estrogen, which in turn may stimulate 

Leaving Ovaries Intact Is Safe
For Early Endometrial Cancer
(Continued from page 1)
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the growth of ovarian cells and play a role in the 
development of ovarian cancer.

Among women with no family history of ovarian 
cancer, obesity and increased ovarian cancer risk were 
also linked in this study. However, women that did have 
a positive family history of ovarian cancer showed no 
association between body mass and ovarian cancer 
risk.

These latest findings provide important additional 
information related to women’s risks of developing 
ovarian cancer. “The observed relations between obesity 
and ovarian cancer risk have relevance for public health 
programs aimed at reducing obesity in the population,” 
the authors wrote.

Colorectal Cancer:
Xeloda + Oxaliplatin Compares
To FOLFOX-4 In First Line

Overall survival results from a 14-month follow-
up of an international phase III study confirm that oral 
Xeloda plus oxaliplatin, a regimen known as XELOX, is 
comparable to a current standard treatment, FOLFOX-4 
(infused 5-FU/leucovorin plus oxaliplatin) in the first-
line treatment of advanced colorectal cancer.

In the study, patients receiving XELOX lived for a 
median of 19 months, while patients receiving FOLFOX-
4 lived for a median of 18.5 months. The consistency of 
these results were also further demonstrated in a subset 
population from the original two-arm part of the study 
(XELOX v. FOLFOX).  These data were presented at the 
American Society of Clinical Oncology Gastrointestinal 
Cancers Symposium in San Francisco.

“These compelling data validate previous studies 
showing that XELOX is comparable to FOLFOX-4 
for the treatment of advanced colorectal cancer, while 
providing the added flexibility of the proven oral 
component Xeloda,” said Edward Chu, chief of medical 
oncology, Yale Cancer Center. “Together, these studies 
confirm the value and importance of combination 
therapy with oral Xeloda for the thousands of patients 
with this insidious disease, which is the second-leading 
cause of cancer deaths in the United States.”

Previous data reported from the study showed 
that XELOX is comparable to FOLFOX-4 in terms 
of progression-free survival, and the addition of 
Avastin to chemotherapy (FOLFOX-4 and XELOX) 
significantly improved progression-free survival by 
investigator assessment compared to chemotherapy 
alone. Furthermore, results from a separate international, 
phase III study (NO16967) of 627 previously-treated 

patients with advanced colorectal cancer showed that 
XELOX is comparable to FOLFOX-4 in delaying 
disease progression.

Study NO16966 was a large, randomized phase 
III trial of 2,034 advanced colorectal cancer patients 
that initially compared first-line XELOX (Xeloda + 
oxaliplatin) versus FOLFOX-4 (intravenous bolus and 
infusional 5-fluorouracil + oxaliplatin).  

After release of Avastin data in colorectal cancer 
in 2003, the protocol was amended to investigate, using 
a two by factorial design, XELOX + placebo versus 
XELOX + Avastin (7.5 mg/kg q3w) versus FOLFOX-
4 + placebo versus FOLFOX-4 + Avastin (5.0 mg/kg 
q2w). 

The two-arm study recruited 634 patients; after 
transition to the two by factorial design, an additional 
1,400 patients were recruited.

Both study arms had acceptable and similar safety 
profiles, with no unexpected toxicities. There was a 
lower incidence of grade 3/4 adverse events (AEs) and 
hematologic AEs in the pooled XELOX group compared 
to the FOLFOX-4 group. Grade 3/4 gastrointestinal 
disorders and hand-foot syndrome were more common 
with XELOX compared to FOLFOX-4.

Results regarding overall survival in addition to 
progression-free survival were previously presented 
at ASCO GI in 2007.  These 14-month follow-up data 
result from the overall survival analysis and include all 
patients involved in the trial (pooled XELOX-containing 
arms vs. pooled FOLFOX-4-containing arms).

Pre-Emptive Treatment Helped 
Curtail Panitumumab Toxicity

With a pre-emptive, prophylactic skin regimen, 
patients who receive panitumumab for treatment of 
metastatic colorectal cancer may be able to avoid 
some of the skin-associated toxicities, according to 
data presented at the American Society of Clinical 
Oncology Gastrointestinal Cancers Symposium in San 
Francisco.

Edith Mitchell, a clinical professor in the 
Department of Medical Oncology at Jefferson Medical 
College of Thomas Jefferson University, presented data 
from the study, which was the first prospective study 
to compare pre-emptive and reactive skin treatment for 
skin toxicities related to panitumumab. The study was 
co-led by Mitchell and Mario Lacouture, an assistant 
professor of Dermatology at Northwestern University’s 
Feinberg School of Medicine in Chicago.

Skin toxicities are the most common adverse 
effects related to panitumumab (Vectibix), which is 
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a fully human monoclonal antibody that targets the 
epidermal growth factor receptor (EGFR). The toxicities 
could include erythema, dermatitis, pruritus, pustules, 
rash, and hair and nail changes.

“Panitumumab and the other EGFR inhibitors 
are now key components to the treatment strategies for 
metastatic colorectal cancer,” Mitchell said. “But the 
majority of the patients who receive these agents suffer 
from skin toxicities, and for some patients, the treatment 
must be interrupted or discontinued. If we can prevent 
or minimize these toxicities, it would be a significant 
advance in patient care.”

The researchers studied 95 patients receiving 
panitumumab in combination with irinotecan-based 
chemotherapy. The patients were randomized to receive 
pre-emptive skin toxicity treatment initiated 24 hours 
prior to the first dose of panitumumab, then given daily 
through week six, or reactive skin treatment after the 
skin toxicity developed. The skin treatment included 
moisturizers, sunscreen, topical steroids and oral 
doxycycline.

The primary endpoint was the incidence of specific 
grade 2 or higher skin toxicities during the six week 
skin treatment period. The incidence of these toxicities 
was reduced more than 50% in the group that received 
pre-emptive treatment.

Quality of life was also assessed, using the 
Dermatology Life Quality Index. Patients who received 
the pre-emptive, prophylactic skin treatment regimen 
reported an improved quality of life, even around 
week three, which was the median time to first grade 
2 or higher skin toxicity in the reactive skin treatment 
group.

“This study supports the notion that, as with other 
side effects to cancer treatments, it is more advantageous 
to treat prophylactically, than to wait for the side effect 
to fully develop,” Lacouture said. “Futhermore, it shows 
that treating early on does not affect the benefit received 
from the anticancer therapy.”

Breast Cancer:
Early HER2 Positive Patients
At Higher Risk of Recurrence

Early-stage breast cancer patients with HER2 
positive tumors one centimeter or smaller are at 
significant risk of recurrence of their disease, compared 
to those with early-stage disease who do not express 
the aggressive protein, according to a study led by 
researchers at The University of Texas M. D. Anderson 
Cancer Center.

The findings, presented at the CRTC-AACR San 
Antonio Breast Cancer Symposium, is the first large 
study to analyze this cohort and represents a shift in 
the way women with early-stage HER2 positive breast 
cancer should be assessed for risk of recurrence and 
considered for treatment, said the study’s senior author, 
Ana Gonzalez-Angulo, assistant professor in M. D. 
Anderson’s Department of Breast Medical Oncology 
and Systems Biology.

Herceptin (trastuzumab) was approved in 1998 
for women whose advanced breast cancer expresses 
Human Epidermal growth factor Receptor 2, or 
HER2. Approximately 15-20 percent of breast cancer 
cells produce an excess amount of the HER2 growth 
protein on their surface, which makes the cancer more 
aggressive. Herceptin is a monoclonal antibody that 
latches on to these proteins and inhibits tumor growth.

“This study represents a current debate within 
clinical practice—the risk of recurrence for early-stage 
breast cancer patients with HER2 positive tumors one 
centimeter or smaller,” said Gonzalez-Angulo. “Our 
findings show that women with early stage HER2 
positive breast cancer have a 23 percent chance of 
recurrence. In contrast, the five-year survival rate of 
all women with such early-stage breast cancer is more 
than 90 percent.

“The findings indicate that physicians need to 
consider offering these women Herceptin-based therapy 
in the post-operative, or adjuvant setting,” Gonzalez-
Angulo continued.

Current guidelines call for no additional therapy 
after surgery and radiation if tumors are less than five 
millimeters and Herceptin-based adjuvant therapy 
should be discussed with patients if the tumors are from 
six to 10 millimeters, Gonzalez-Angulo explained.

According to Gonzalez-Angulo, the number 
of patients with HER2 positive tumors smaller than 
one centimeter continues to increase as breast cancer 
surveillance and early detection become increasingly 
sophisticated.

“Before now, there’s been no data regarding how 
to treat these women because they were excluded from 
all the definitive trials confirming Herceptin’s benefit. 
This data strongly suggests that we need to rethink how 
we treat early-stage breast cancer patients with HER2 
positive tumors and likely offer anti-HER2 therapy in 
the adjuvant setting.”

For the retrospective study, Gonzalez-Angulo 
and Ranjay Rakkhit, a fellow in M. D. Anderson’s 
Department of Hematology and Oncology and the 
study’s first author, used M. D. Anderson’s Breast 



The Clinical Cancer Letter
Vol. 32 No. 1 n Page 5

Cancer Research Database to analyze 965 patients 
treated between 1990 and 2002. All of the patients’ 
tumors were smaller than one centimeter; patients whose 
receptor status could not be analyzed and/or had received 
adjuvant chemotherapy or Herceptin at any time were 
excluded. The median age of the women at diagnosis 
was 57 years. To validate the findings, a second cohort 
of 350 patients from European institutions was also 
analyzed.

Of the M. D. Anderson patient population, more 
than 10 percent, or 98 patients, had HER2 positive 
tumors. In addition, 77 percent were hormone-receptor 
positive and 13 percent were triple receptor-negative.

In those analyzed with HER2 positive tumors, the 
five-year, recurrence-free survival was 77.1 percent; 
in contrast, HER2 negative patients’ recurrence-free 
survival was 93.7 percent. Five-year distant recurrence-
free survival was 86.4 percent in women with HER2 
positive tumors compared to 97.2 percent in women with 
HER2-negative tumors. Patients with HER2-positive 
tumors had 2.68 times higher risk of recurrence and 5.3 
times higher risk of distant recurrence than those with 
HER2-negative tumors. 

Women with HER2-positive tumors had 5.09 times 
the risk of recurrence and 7.81 times risk of distant 
recurrence than women with hormone receptor-positive 
tumors. 

The European subset confirmed the M. D. 
Anderson findings and showed reproducibility, said 
Gonzalez-Angulo. “The risk of recurrence was much 
higher than we suspected. With this study, we now have 
concrete evidence to discuss with our HER2 positive 
patients with even the smallest of tumors, and Herceptin 
alone or combined with chemotherapy should be 
strongly considered as adjuvant therapy,” said Gonzalez-
Angulo. “This data should also encourage this subset 
of patients to be included in ongoing clinical trials with 
HER2-targeted therapies.”

Gonzalez-Angulo hopes that a three-arm clinical 
trial can be designed comparing observation, Herceptin, 
and Herceptin combined with chemotherapy.

Tykerb Plus Letrozole Delayed
Metastatic Breast Cancer

New results from a study evaluated the combination 
of Tykerb (lapatinib) plus Femara (letrozole) versus 
letrozole alone as a first-line treatment regimen in 
hormone receptor positive (HR+) metastatic breast 
cancer.

In the study, women diagnosed with post-

menopausal, hormone receptor positive (HR+) and 
HER2+/ErbB2+ metastatic breast cancer experienced a 
5.2 month increase in median progression-free survival 
(PFS) compared to women treated with letrozole 
alone. Results from the intent-to-treat group (ITT; all 
patients, irrespective of HER2/ErbB2 status) showed 
that lapatinib plus letrozole provided an additional 1.1 
month before disease progression compared to letrozole 
treatment alone. These data were presented at the 31st 
Annual CTRC-AACR San Antonio Breast Cancer 
Symposium.

This double-blind, placebo-controlled study 
(EGF30008) included 1,286 post-menopausal women 
with HR+ breast cancer who were randomized to 
treatment with lapatinib plus letrozole or to letrozole 
alone.  Letrozole, an aromatase inhibitor (AI), is a 
recognized therapy in the treatment of HR+ breast 
cancer.  The HER2/ErbB2 status of patients was not 
required for randomization into the study, however, 
PFS was the primary endpoint in the HR+ and HER2+/
ErbB2+ patient post study analysis.

Independent central testing revealed that 219 
patients were HER2+/ErbB2+. In women who were 
HR+ and HER2+/ErbB2+, combination therapy with 
lapatinib and letrozole significantly increased median 
PFS, compared to treatment with letrozole alone (8.2 
months versus 3.0 months respectively, HR=0.71, 
p=0.019). 

“The encouraging positive results seen in women 
who are HR positive and ErbB2 positive shows that the 
lapatinib and letrozole combination has the potential to 
become a first-line, oral treatment option for clinicians 
and patients in this setting in the future,” says Paolo 
Paoletti, SVP Oncology R&D, GSK. “We plan to discuss 
these data with regulators in the near future.”

Results from the ITT group (all patients, irrespective 
of HER2/ErbB2 status) showed that lapatinib plus 
letrozole provided, on average, an additional month 
before disease progression compared to letrozole 
treatment alone (11.9 months versus 10.8 months, 
HR=0.86, p=0.026).

The most common adverse events were diarrhea, 
rash, nausea, arthralgia and fatigue. Grade 3/4 adverse 
events that occurred in more than two percent of patients 
in either the combination arm or monotherapy arm 
included diarrhea (9 percent vs. <1 percent, respectively); 
fatigue (2 percent vs. <1 percent, respectively); increased 
ALT (2 percent vs. <1 percent, respectively) and 
increased AST (2 percent vs. <1 percent, respectively).  
Two percent of patients experienced a related serious 
adverse event of a decreased ejection fraction in the 
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lapatinib plus letrozole group compared with 1% in the 
letrozole alone group.

Estrogen Can Benefit Women
With Metastatic Breast Cancer

For breast cancer survivors, the idea of taking 
estrogen pills is almost a taboo. In fact, their doctors 
give them drugs to get rid of the hormone because it can 
fuel the growth of breast cancer. So these women would 
probably be surprised by the approach taken by breast 
cancer physician Matthew Ellis,  associate professor of 
medicine at Washington University School of Medicine 
in St. Louis — he has demonstrated that estrogen therapy 
can help control metastatic breast cancer.

In a study presented at the 31st annual San Antonio 
Breast Cancer Symposium, he showed that for about a 
third of the 66 participants — women with metastatic 
breast cancer that had developed resistance to standard 
estrogen-lowering therapy — a daily dose of estrogen 
could stop the growth of their tumors or even cause them 
to shrink. The study was funded by the Avon Foundation 
through the National Cancer Institute and included six 
cancer centers in the United States.

Ellis believes that estrogen therapy offers an 
appealing alternative to chemotherapy for metastatic 
breast cancer that has become resistant to estrogen-
lowering agents called aromatase inhibitors, such as 
exemestane, anastrazole and letrozole. These drugs 
deplete the body of estrogen and are standard treatments 
for hormone-receptor positive breast cancers, which 
account for about 75 percent of breast cancer cases.

“By stabilizing or shrinking tumors in some 
women with metastatic breast cancer, estrogen therapy 
can relieve pain and other symptoms of cancer and can 
potentially prolong lives,” says Ellis, an oncologist with 
the Siteman Cancer Center at Washington University 
School of Medicine and Barnes-Jewish Hospital. “And 
unlike chemotherapy, estrogen enhances the quality of 
life. For many of our patients, their hot flashes disappear, 
and they lose other symptoms of menopause. It’s a 
natural treatment for breast cancer. Not only that, it’s 
much cheaper than chemotherapy, costing less than a 
dollar a day.”

Furthermore, estrogen seems able to return 
metastatic tumors to a vulnerable state in which they 
again can be affected by aromatase inhibitors. “We 
thought acquired resistance to aromatase inhibitor 
therapy was permanent,” Ellis says. “But now we’ve 
shown that in some patients giving estrogen can make 
it possible to cycle back to aromatase inhibitors, and 
they can work again.”

About 40,000 women die of metastatic breast 
cancer each year, and estrogen therapy potentially 
could help thousands of women with hormone receptor-
positive disease, Ellis says.

The study measured how many women with 
aromatase inhibitor therapy-resistant metastatic 
breast cancer responded to estrogen therapy. All study 
participants had estrogen-receptor positive tumors that 
had spread to their bones, livers or lungs. The women 
were postmenopausal with an average age of 59.

Coming into the study, all the participants were 
taking aromatase inhibitors to slow or stop the growth 
of their tumors. But their tumors had stopped responding 
to the treatment and had begun to grow again. Half of 
the patients got a high dose of estrogen (30 milligrams 
a day) and half got a low dose (6 milligrams a day).

Ellis points out that decades ago, high-dose 
synthetic estrogen was an accepted breast cancer therapy 
and was only abandoned when the estrogen-blocker 
tamoxifen came along in the 1970s and proved just as 
effective with fewer side effects. The high dose in the 
current study was based on the amount given to breast 
cancer patients in many of those earlier regimens.

Both the high- and low-dose treatments led to 
stabilization or shrinkage of metastatic tumors in about 
30 percent of the participants. But the high-dose regimen 
had significant side effects such as nausea, vomiting, 
vaginal bleeding, fluid retention or calcium imbalances. 
In contrast, the low-dose regimen had few side effects 
and was well tolerated.

The researchers found that if study participants 
eventually experienced disease progression on estrogen, 
they could go back to an aromatase inhibitor that 
they were previously resistant to and see a benefit 
— their tumors were once again inhibited by estrogen 
deprivation. That effect sometimes wore off after several 
months, but then the tumors might again be sensitive to 
estrogen therapy. In fact, some patients have cycled back 
and forth between estrogen and an aromatase inhibitor 
for several years, thereby managing their metastatic 
disease.

The researchers also found that PET (positron 
emission tomography) scans could predict whose tumors 
would respond to estrogen therapy. They measured 
tumor glucose uptake before starting the women on 
estrogen and again 24 hours later. The patients whose 
tumors showed an increased glucose uptake, called a 
PET flare, were the same patients who benefited from 
estrogen therapy.

It’s too early to know why estrogen has a negative 
effect on metastatic breast cancer tumors. But Ellis has 
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found one clue — estrogen reduces the amount of a 
tumor-promoting hormone called insulin-like growth 
factor-1 (IGF1).

“I think that in order for breast cancer cells to 
survive in the absence of estrogen (when patients are 
on aromatase inhibitors), the cells have to learn to alter 
their cellular programs to utilize alternative growth 
signals like IGF1,” Ellis says. “In theory, when you give 
estrogen back, IGF1 decreases and cancer cells die as a 
consequence. But surviving cancer cells prefer to switch 
back to living on estrogen — to them it’s like eating out 
at McDonald’s every day instead of foraging on roots 
and berries. These cells eventually reappear as estrogen 
dependent tumors and the cycle starts over.”

Ellis plans to continue to follow metastatic 
breast cancer patients to quantify the response rate to 
retreatment with aromatase inhibitors when estrogen 
therapy stops working.

Participating institutions included the University 
of Chicago, Case Western Reserve University, Memorial 
Sloan-Kettering Cancer Center, the University of North 
Carolina at Chapel Hill and Duke University Medical 
Center.

Alternating Mammography, MRI
Tested For High-Risk Women 

Magnetic resonance imaging alternated with 
mammography at six-month intervals can detect breast 
cancers not identified by mammography alone, a research 
team from The University of Texas M. D. Anderson 
Cancer Center will report at the 31st at the CRTC-AACR 
San Antonio Breast Cancer Symposium.

MRI is known to be more sensitive in detecting 
breast cancers than mammography, with a 71-100 
percent accuracy compared to a 16 -40 percent accuracy 
for mammography. As a result, annual breast cancer 
screening for high-risk women now typically includes 
MRI along with mammography and a clinical breast 
exam.

 “In the high-risk population, the recent standard 
of practice is to perform mammography and MRI every 
year,” said Huong Le-Petross, assistant professor of 
diagnostic radiology at M. D. Anderson and the study’s 
first author. “What we started to do at M. D. Anderson 
was to see if we could do mammography and then 
six months later do a breast MRI exam, followed six 
months later with a mammogram exam, and then six 
months after that with a breast MRI. That way the 
women would receive an imaging modality screening 
every six months.”

In the pilot study, the researchers performed a 
retrospective chart review of 334 women who had 
participated in a high-risk breast cancer–screening 
program at M. D. Anderson from Jan. 1997 to Dec. 
2007. The women had undergone between one and four 
MRI screening cycles and were considered to be at high 
risk if they had hereditary breast and ovarian cancer 
syndrome, a personal history of breast cancer, a biopsy 
indicating atypia or lobular carcinoma in situ (LCIS), or 
a 20 percent or higher lifetime risk of developing breast 
cancer, as estimated by the Gail model.

In the all-M. D. Anderson study, 86 of the 334 
high-risk women (26 percent) underwent this alternating 
approach. Among this group, 46 percent completed the 
first round of MRI screening, 28 percent completed the 
second round, 13 percent completed the third round, 
and 4 percent completed the fourth round. The other 
248 women underwent prophylactic mastectomy or 
were started on chemoprevention agents. All study 
participants were given a clinical breast exam every six 
months. The median follow-up time was 2 years, with 
a range of one to four years).

The alternating MRI and mammography screening 
program detected nine cancers among the 86 women—
five invasive ductal carcinomas, three invasive lobular 
carcinoma, and two ductal carcinomas in situ. Five (55 
percent) of these cancers were identified by MRI but 
not by mammography, three (33 percent) were found 
by both MRI and mammography, and one (11 percent) 
cancer, a tumor one millimeter in size, was overlooked 
by both screening techniques. No cancer was detected 
by mammography alone.

“We found that MRI picked up the majority of 
cancers, while mammography picked up only three out 
of the nine,” Le-Petross noted. With five of the eight 
cancers detected by MRI, the mammogram from six 
months earlier was either normal or suggested benign 
findings.

“The global picture is that MRI can pick up 
cancers that mammography cannot,” Le-Petross said. 
“This would suggest that in this population it is more 
beneficial for the patient to have screening MRI so that 
we can pick up small lesions before a mammogram can 
detect them.”

One important unanswered question is whether an 
alternating MRI and mammography screening program 
will save lives. “That is going to take a 5- to 10-year 
follow-up to determine,” Le-Petross added. “It is an 
exciting question because mammography has always 
been the standard, and now we are challenging that gold 
standard examination.”
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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, contact the 
principal investigator listed.

Phase I
GOG-9921, Phase I Feasibility Trial IP Cisplatin 

and IV Paclitaxel on Day One Followed by IP Paclitaxel 
on Day 8 Every 21 Days as Front-Line Treatment 
of Ovarian, Fallopian Tube and Primary Peritoneal 
Carcinoma. Dizon, Don, 401-453-7520.

NCI 8277, Phase II Study of Bevacizumab in 
Combination with Ixabepilone in Subjects Medicine 
Branch with Advanced Renal Cell Carcinoma. Rixe, 
Olivier, 301-435-2279.

Phase II
GOG-0129Q, Phase II Evaluation of Gemcitabine 

in the Treatment of Recurrent or Persistent Endometrial 
Carcinoma. Tait, David Loren, 704-355-2884.

S0816, Phase II Trial of Response-Adapted 
Therapy of Stage III-IV Hodgkin Lymphoma Using 
Early Interim FDG-PET Imaging. Press, Oliver, 206-
667-1872.

Phase III
GOG-0249, Phase III Trial of Pelvic Radiation    

Gynecologic Oncology Therapy Versus Vaginal Cuff 
Brachytherapy Followed By Paclitaxel/Carboplatin 
Chemotherapy in Patients with High Risk, Early Stage 
Endometrial Carcinoma. McMeekin, D. Scott, 405-
271-8707.

RTOG-0834, Phase III Trial on Concurrent and 
Adjuvant Temozolomide Chemotherapy in Non-1p/19q 
Deleted Anaplastic Glioma: The CATNON Intergroup 
Trial. Vogelbaum, Michael, 216-444-8564.

Other
ACOSOG-Z9081, Genetic Risk Factors for 

Gastrointestinal Stromal Tumors. Engel, Lawrence, 
646-735-8171.

COG-NB-2008-01, Prognostic Multigene 
Expression Classification of Neuroblastoma Patients. 
Hogarty, Michael, 215-590-3931.

S8809-S9800-S9911-S9704, Association of 
FC-Gamma Receptor Genotypes with Response and 
Clinical Benefit with Addition of Rituximab to CHOP 
Chemotherapy in Patients with Follicular Lymphoma. 
Rimsza, Lisa Mary, 520-626-8396.

Abbreviations:
ACOSOG: American College of Surgeons Oncology 

Group; COG: Childen’s Oncology Group; GOG: Gynecologic 
Oncology Group; NCI: National Cancer Institute; RTOG: 
Radiation Therapy Oncology Group; S: Southwest Oncology 
Group

FDA Approvals:
Degarelix Approved For
Advanced Prostate Cancer

FDA approved the injectable drug degarelix, the 
first new drug in several years for prostate cancer.

Degarelix is intended to treat patients with 
advanced prostate cancer. It belongs to a class of agents 
called gonadotropin releasing hormone (GnRH) receptor 
inhibitors. These agents slow the growth and progression 
of prostate cancer by suppressing testosterone, which 
plays an important role in the continued growth of 
prostate cancer.

Hormonal treatments for prostate cancer may 
cause an initial surge in testosterone production before 
lowering testosterone levels. This initial stimulation of 
the hormone receptors may temporarily prompt tumor 
growth rather than inhibiting it. Degarelix doesn’t do 
this.

“Prostate cancer is the second leading cause of 
cancer death among men in the United States and there 
is an ongoing need for additional treatment options for 
these patients,” said Richard Pazdur, director of the FDA 
Office of Oncology Drug Products.

Several treatment options exist for different stages 
of prostate cancer including observation, prostatectomy 
(surgical removal of the prostate gland), radiation 
therapy, chemotherapy, and hormone therapy with 
agents that affect GnRH receptors.

The efficacy of degarelix was established in a 
clinical trial in which patients with prostate cancer 
received either degarelix or leuprolide, a drug currently 
used for hormone therapy in treating advanced prostate 
cancer. Degarelix treatment did not cause the temporary 
increase in testosterone that is seen with some other 
drugs that affect GnRH receptors.

In fact, nearly all of the patients on either drug had 
suppression of testosterone to levels seen with surgical 
removal of the testes.

The most frequently reported adverse reactions in 
the clinical study included injection site reactions (pain, 
redness, and swelling), hot flashes, increased weight, 
fatigue, and increases in some liver enzymes.


