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CHICAGO—The targeted therapy sorafenib (Nexavar) helps patients 
with advanced liver cancer live about 44 percent longer, or about three  
months—a significant advance in the management of liver cancer, the third 
leading cause of cancer death globally, according to research presented at the 
American Society of Clinical Oncology annual meeting earlier this month.

“This is the first time that we’ve had an effective systemic treatment 
for liver cancer,” said Joseph Llovet, director of research in liver cancer at 
the Mount Sinai School of Medicine in New York, professor of research at 
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Breast Cancer:
Fewer, Larger RT Doses Cut Recurrence
Of Early Breast Cancer, UK Study Finds

Gastrointestinal Cancers:
Oral Therapy Sorafenib Improves Survival
Of Advanced Liver Cancer In Study

CHICAGO—A phase III randomized trial of breast radiotherapy after 
surgery in the United Kingdom reports that fewer, larger doses (fractions) of 
radiation appear to be as effective as the conventional schedule of 25 fractions 
in reducing the risk of cancer recurrence among women with early breast 
cancer, with no greater detrimental effects to healthy breast tissue. 

The study, presented at the American Society of Clinical Oncology 
annual meeting, is the largest to date to explore the safety and efficacy of this 
approach, called hypofractionation, in women with early breast cancer. 

“These findings suggest that women can safely undergo a less demanding 
course of radiation therapy without appearing to increase their risk of 
recurrence,” said John Dewar, a clinical oncologist at the University of Dundee 
and an author of the START (Standardisation of Breast Radiotherapy) Trial. 

Conventional radiation therapy for women with early breast cancer 
is typically given at a dose of 50 Gy (Grays, the unit of radiation dose) 
delivered in 25 installments (“fractions”) five days a week over a period of 
five weeks (2.0 Gy per fraction). Previous data suggested that breast cancer 
may be more responsive to modest increases in fraction size than previously 
assumed. Physicians hypothesized that it may be possible to reduce the overall 
radiation dose and the treatment period without compromising the safety or 
effectiveness of therapy. 

The START Trial comprised two concurrent studies: In one trial (ST-
A), 2,236 women who had undergone breast cancer surgery were randomly 
assigned to receive either 50 Gy of radiation delivered in 25 fractions over 
five weeks, or 41.6 Gy or 39 Gy delivered in 13 fractions (on alternate days) 
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the Institut d’Investigacions Biomediques August Pii 
Sunyer Hospital Clinic, Barcelona, Spain, and lead 
author of the study. “Our findings demonstrated survival 
advantages that are both statistically significant and 
clinically meaningful.” 

Sorafenib, a tablet that is taken orally, is approved 
in the U.S. for treating a form of advanced kidney cancer, 
and is currently being evaluated in patients with other 
cancers. Some 40 percent of liver cancers (and up to 80 
percent in Asia and sub-Saharan Africa) are diagnosed 
at an advanced stage. Therapy for advanced liver cancer 
may include surgery (if possible), radiation therapy 
and/or regional chemotherapy (delivered directly into 
the liver). However, no systemic treatment—anti-cancer 
medication that enters the bloodstream, either as an oral 
or intravenous medicine—has proven effective to date 
for advanced liver cancer. 

Researchers examined overall survival and the 
time it took for cancer to grow among patients with 
previously untreated liver cancer who were randomly 
assigned to receive either 400 mg of sorafenib twice 
daily (299 patients) or a placebo (303 patients) for six 
months. 

Patients who received sorafenib lived a median of 
10.7 months compared with 7.9 months for those who 
received a placebo. Time to cancer progression was 
also significantly longer in the treatment group: 5.5 vs. 

2.8 months. Due to the positive findings, the study was 
terminated early. 

The incidence of adverse side effects was similar 
between the two groups (52 percent in the sorafenib 
group and 54 percent for placebo). The most common 
moderate to serious side effects were diarrhea (11 
percent versus 2 percent), skin reactions in the hands 
and feet (8 percent versus 1 percent), fatigue (10 percent 
versus 15 percent) and bleeding (6 percent versus 9 
percent). 

“Although much progress has been made in 
cancer research, the number of lives lost to liver 
cancer is increasing,” said Jordi Bruix, co-principal 
investigator and head of the Barcelona Clinic Liver 
Cancer, associate professor of medicine, University 
of Barcelona, IDIBAPS. “These results represent a 
significant achievement—sorafenib could become the 
first widely approved new therapy for this difficult to 
treat cancer.”

Following are highlights of three other GI cancer 
studies presented at the meeting:

Chemo+Surgery Reduces Risk of Liver Metastases
An international study has found for the first time 

that chemotherapy given prior to and following surgery 
to remove liver metastases in colorectal cancer patients 
significantly reduces the risk of liver tumor recurrence. 
It is the first study to date to evaluate this treatment 
and was organized by the European Organization for 
Research and Treatment of Cancer, with the participation 
of four major European cancer organizations. 

“This approach may become the standard of 
care for patients with liver metastases from colorectal 
cancer that can be surgically removed,” said Bernard 
Nordlinger, professor of surgery and chairman of surgery 
and oncology at Ambroise Paré Hospital, Assistance 
Publique-Hôpitaux de Paris. “The findings also support 
a multidisciplinary approach to care, with all members 
of the patient’s health care team collaborating to 
determine the optimal combination of chemotherapy 
and surgery.” 

Up to 50 percent of the one million people 
diagnosed with colorectal cancer each year develop liver 
metastases. Until now, the standard of care has been 
surgery to remove the liver tumors whenever possible, 
but recurrence is common and only 30 to 35 percent of 
patients with liver metastases survive five years after 
surgical removal of liver tumors. 

Between September 2000 and July 2004, 
researchers randomly assigned 182 patients with 
colorectal cancer that had spread to the liver and who 
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were initially candidates for surgery to receive six cycles 
of FOLFOX4 chemotherapy (the drugs 5-fluorouracil, 
leucovorin and oxaliplatin) to shrink the tumors before 
surgery as well as six cycles after surgery; 182 similar 
patients were assigned to receive surgery alone. 

For various medical reasons, not all of the patients 
remained eligible for surgery. Overall, 151 patients 
in the chemotherapy group and 152 patients in the 
control group had liver tumors removed. With a median 
follow-up of 3.9 years, 42.4 percent of patients in the 
chemotherapy group had no recurrence of liver tumors, 
compared with 33.2 percent of the control group. 

Cetuximab Impedes Metastatic Growth 
A new study has shown that adding the targeted 

therapy cetuximab to a standard first line chemotherapy 
combination called FOLFIRI [5-fluorouracil (5-FU), 
irinotecan (Camptosar) and leucovorin] reduced the 
risk of metastatic colorectal cancer growth or spread 
by 15 percent. 

Cetuximab is currently approved by the FDA as 
second-line or third-line therapy, meaning it is used to 
treat metastatic colorectal cancer that has continued to 
grow despite previous therapy. Other options for first-
line treatment of advanced colorectal cancer include 
various combinations of 5FU and leucovorin with either 
irinotecan or oxaliplatin (FOLFOX) with or without 
bevacizumab (Avastin). The current study is the first 
phase III clinical trial to assess cetuximab plus FOLFIRI 
as first-line therapy for metastatic colorectal cancer. 

“These findings suggest we have a new option for 
the initial treatment of metastatic colorectal cancer,” 
said Eric Van Cutsem, a professor at the University 
Hospital Gasthuisberg in Leuven, Belgium, and lead 
author of the study. “Future studies will be necessary 
to see how the different therapies compare with each 
other and to determine which treatment option is best 
for each patient.” 

In the CRYSTAL trial (Cetuximab Combined 
With Irinotecan in First-Line Therapy for Metastatic 
Colorectal Cancer),  the researchers compared the time 
it took for a cancer to grow or spread (progression-free 
survival), response rate (the percentage of tumors that 
shrank) and rate of tumor resection (the percentage of 
patients whose tumors were completely removed by 
surgery) between 599 patients who were randomly 
assigned to receive FOLFIRI plus cetuximab and 599 
patients who received FOLFIRI alone between August 
2004 and October 2005. 

Progression-free survival was significantly longer 
in the cetuximab plus FOLFIRI arm (8.9 months) 

compared with the FOLFIRI group (8 months) —a risk 
reduction of 15 percent. Significantly more patients 
(46.9 percent) responded to cetuximab plus FOLFIRI 
than FOLFIRI alone (38.7 percent). Overall, the number 
of complete resections was three times higher in the 
cetuximab plus FOLFIRI arm. In addition, more than 
twice as many patients with liver metastases had their 
tumors completely removed in the cetuximab plus 
FOLFIRI group (10 percent) compared to the FOLFIRI 
group (4.5 percent). These findings are important 
because they point to the potential for this combination 
to help patients who were initially unable to undergo a 
complete resection. 

Side effects were generally similar between the 
two groups, although more patients in the cetuximab 
plus FOLFIRI group experienced grade 3/4 diarrhea 
(15.2 percent versus 10.5 percent) and grade 3 skin 
reactions (18.7 percent versus 0.2 percent) than those 
who received FOLFIRI alone.

Diet May Influence Survival After Treatment
Patients with stage III colon cancer who have 

undergone surgery and chemotherapy with the goal 
of cure may have a higher risk of relapsing and dying 
early if they follow a predominantly Western  diet of red 
meat, fatty foods, refined grains, and desserts, according 
to research led by investigators at Dana-Farber Cancer 
Institute.

 “This is the first large prospective trial to look at 
how diet impacts on colon cancer survivors, and while 
the results are preliminary, they are highly suggestive 
that diet may impact on the outcome of these patients,” 
said Dana-Farber’s Jeffrey Meyerhardt, the study’s lead 
author.

 The research involved 1,009 patients with stage 
III colon cancer who were participating in a randomized, 
phase III clinical trial of adjuvant chemotherapy. They 
recorded their dietary intake on questionnaires for six 
months after chemotherapy, and researchers then tracked 
them for cancer recurrence or death.

The questionnaires indicated that participants’ 
dietary patterns fell into two categories, dubbed 
“prudent”  and “Western”  by researchers. The prudent 
pattern was characterized by high fruit, vegetable, 
poultry, and fish intakes; the Western pattern was marked 
by high intake of red meat, fat and desserts.

Researchers found that cancer tended to recur 
significantly faster in participants whose diets most 
closely followed the Western pattern. A Western diet 
was also associated with a lower overall survival rate. 
These findings remained consistent after researchers 
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controlled for factors such as gender, age, body mass 
index, degree of cancer spread to lymph nodes, or 
physical activity level.

By contrast, researchers found that a prudent 
pattern diet did not significantly influence cancer 
recurrence or mortality.

over five weeks. In the second study (ST-B), 2,215 
women received either 50 Gy delivered in 25 fractions 
over five weeks or 40 Gy given in 15 fractions over three 
weeks. The incidence of cancer recurrence in the treated 
breast (local recurrence) and the effects of treatment 
on surrounding healthy breast tissues were compared 
between the different groups, with detailed photographic 
assessments undertaken in 44 percent of patients. 

After an average follow-up of five to six years, 
the incidence of local recurrence remained very low 
among all patients in both trials. In the ST-A trial, the 
estimated local five-year recurrence rate in the 50 Gy 
group was 3.6 percent, compared with 3.5 percent in the 
41.6 Gy group and 5.2 percent in the 39 Gy group. In 
the ST-B trial, the estimated local five-year recurrence 
rate in the 50 Gy group was 3.3 percent, compared with 
2.2 percent in the 40 Gy group. Because the recurrence 
numbers are small, it is not possible to say for certain 
whether recurrence rates among women who received 
hypofractionated radiotherapy may change with 
additional time. 

In those in whom detailed assessments were made, 
the proportion of patients with an adverse change in 
breast appearance at five years was 32 percent in the 39 
Gy group, 43 percent in the 50 Gy group and 44 percent 
in the 41.6 Gy group in ST-A, and 36 percent in the 40 
Gy group and 42 percent in the 50 Gy group in ST-B. In 
ST-A, the rates of moderate or marked breast shrinkage, 
edema (swelling), telangiectasia (visible enlargement of 
small blood vessels) and induration (hardening of the 
tissue) were lower in the 39 Gy group than the 50 Gy 
group. In ST-B, the rates of moderate or marked edema 
and telangiectasia were lower in the 40 Gy group than 
the 50 Gy group. 

Following are highlights of a few other breast 
cancer studies presented at the ASCO meeting:

MRI More Accurate For High-Grade DCIS
The first study to assess the use of magnetic 

resonance imaging in ductal carcinoma in situ found 

that MRI is more accurate than mammography for 
detecting “high-grade” DCIS lesions that are most likely 
to progress to the most aggressive invasive cancers. 

“This study demonstrates that MRI appears to be 
better than mammography for the diagnosis of high-
grade DCIS, which, if left untreated, could progress 
to high-grade invasive breast cancer,” said Christiane 
Kuhl, vice chairman and professor of radiology at 
the University of Bonn and the study’s lead author. 
“However, more research is necessary before we can 
make any specific recommendations about the use of 
breast MRI for DCIS in clinical practice.” 

Mammography is considered the standard 
approach for diagnosing DCIS, which accounts for up 
to 25 percent of all lesions found on mammography. 
However, because not all DCIS lesions progress to 
cancer, some women receive treatment for the disease 
(surgery with or without radiation therapy) when they 
may not need it. About 17 percent of the more than 
52,000 cases of DCIS diagnosed in the U.S. each year 
are considered to be high-grade, increasing a woman’s 
risk of breast cancer by about 40 percent. 

Mammography works by highlighting calcium 
deposits (calcifications) around the DCIS lesions. In 
contrast, MRI works by detecting areas of increased 
vascularization (growth of blood vessels), which is more 
commonly found around high-grade DCIS lesions. 

In the study, researchers offered mammography 
and high-resolution breast MRI to 5,960 women at 
the University of Bonn in Germany. Researchers then 
compared mammography and MRI results for 137 
women with DCIS (82 with high-grade lesions and 55 
with low-grade) confirmed by a biopsy. 

Researchers found that MRI was more likely to 
identify high-grade DCIS. Fifty percent of all DCIS 
lesions were visible on both mammograms and MRI 
scans. Forty percent of DCIS lesions were only found 
using MRI, and 78 percent of these lesions were high 
grade. In contrast, 8 percent of DCIS lesions were 
only visible on mammography, and all but one was 
considered to be low grade. 

Incidence of Heart Failure In Women Taking
Trastuzumab Does Not Increase Over Time 

Researchers from the National Surgical Adjuvant 
Breast and Bowel Project have found that after five 
years of follow-up, the risk of congestive heart failure 
associated with adding trastuzumab to combination 
chemotherapy for early-stage breast cancer did not 
increase over time. 

Trastuzumab works by blocking the HER2/neu 

Breast Cancer:
MRI More Accurate In Finding
High-Grade DCIS Lesions
(Continued from page 1)
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receptor, which is present in abnormally high levels in 
approximately 20 to 25 percent of breast cancer patients. 
The HER2/neu protein is associated with an increased 
risk of cancer recurrence. Previously, a joint analysis 
of two large randomized clinical trials (NSABP B-31 
and the North Central Cancer Treatment Group trial 
N9831) demonstrated that the addition of trastuzumab 
to standard chemotherapy for early-stage HER2-
positive breast cancer reduced the risk of breast cancer 
recurrence by 52 percent after three years compared 
with chemotherapy alone. In the NSABP trial, the initial 
three-year incidence of heart failure in the trastuzumab 
group was 4.1 percent, compared with 0.8 percent for 
patients who did not receive trastuzumab. 

“We are encouraged by these new data showing 
no additional late cardiotoxicity associated with 
trastuzumab,” said lead author Priya Rastogi, assistant 
director of medical affairs for the NSABP and assistant 
professor of medicine at the University of Pittsburgh 
Cancer Institute. “While we need to continue monitoring 
patients closely for late cardiac effects, this is reassuring 
news for women taking this drug.” 

As part of the NSABP trial, women with HER2-
positive breast cancer that had spread to the lymph nodes 
were randomly assigned to receive doxorubicin and 
cyclophosphamide followed by paclitaxel or doxorubicin 
and cyclophosphamide followed by paclitaxel and 
trastuzumab. The incidence of congestive heart failure 
was compared between the two groups (1,850 women 
in total). CHF can cause symptoms such as shortness of 
breath and a reduction in the heart’s pumping ability (as 
measured by left ventricular ejection fraction). 

After five years of follow-up, the incidence of 
CHF among women who received trastuzumab was 
3.8 percent, essentially unchanged from the 4.1 percent 
reported at three years. The NSABP also identified 
possible risk factors for women who are more likely to 
develop CHF with trastuzumab. Finally, the researchers 
observed an improvement in LVEF over time among 
women in the trastuzumab group who experienced an 
initial decline in heart function.

Ixabepilone Improves PFS
A large randomized phase III study of the 

investigational compound ixabepilone in patients with 
breast cancer whose disease had rapidly progressed 
through, or did not respond to, prior treatment with 
chemotherapies (anthracycline and taxane).

Results showed that patients treated with ixabepilone 
in combination with capecitabine, experienced a 
statistically significant improvement in progression-free 

Endometrial Cancer:
Radiation Doesn't Add Benefit
For Early Endometrial Cancer 

CHICAGO—European and Canadian researchers 
report that combining external beam radiation therapy 
with surgery does not extend survival or reduce the risk 
of recurrence in women with early-stage endometrial 
cancer, but doubled the incidence of side effects. These 

survival, the primary endpoint, compared to patients 
treated with capecitabine alone.  

In the trial, 752 patients with metastatic breast 
cancer whose disease had rapidly progressed through 
at least two prior therapies (anthracycline and taxane), 
were randomly assigned to receive ixabepilone in 
combination with capecitabine or capecitabine alone.  
Study results showed that ixabepilone in combination 
with capecitabine prolonged progression-free survival 
(5.8 months vs. 4.2 months)—with a statistically 
significant 25 percent decrease in the risk of disease 
progression (Hazard ratio, 0.75; 95.17% CI = 3.81– 4.50; 
p< 0.0003).

Also, the new therapy resulted in an objective 
response rate in more than twice as many patients (35% 
vs. 14%). 

For ixabepilone in combination with capecitabine, 
most treatment-related adverse events were consistent 
with the safety profile of the individual agents. 
Capecitabine-associated toxicities (such as hand-foot 
syndrome) were not exacerbated by ixabepilone.   

Treatment-related non-hematologic Grade 3/4 
adverse events reported in patients treated with 
ixabepilone in combination with capecitabine included: 
peripheral neuropathy (23%), hand-foot syndrome 
(18%), fatigue (9%), myalgia (8%), diarrhea (6%), 
vomiting (4%), nausea (3%), mucositis (3%), and 
arthralgia (3%). Treatment-related non-hematologic 
Grade 3/4 adverse events reported in patients treated 
with capecitabine alone included:  hand-foot syndrome 
(17%), diarrhea (9%), fatigue (3%), vomiting (2%), 
nausea (2%), mucositis (2%), myalgia (0.3%), arthralgia 
(0%), and peripheral neuropathy (0%). Treatment-
related hematological Grade 3/4 adverse events in 
patients treated with ixabepilone in combination with 
capecitabine included: leukopenia (57%), anemia (10%), 
neutropenia (68%), thrombocytopenia (8%), and febrile 
neutropenia (4%). Treatment-related hematological 
Grade 3/4 adverse events in patients treated with 
capecitabine only included: leukopenia (6%), anemia 
(4%), neutropenia (11%), thrombocytopenia (4%), and 
febrile neutropenia (<1%).  
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findings are important because they confirm prior 
studies showing that EBRT is not effective, despite its 
widespread use in practice. 

“Our trial adds to the body of evidence showing 
that women with early-stage endometrial cancer may 
not benefit from external beam radiation therapy and 
experience worse side effects,” said Ann Marie Swart, 
senior clinical epidemiologist in the cancer group of 
the Medical Research Council’s Clinical Trials Unit in 
London. Swart presented the results at the American 
Society of Clinical Oncology annual meeting.

The U.K. MRC ASTEC (Adjuvant External Beam 
Radiotherapy in the Treatment of Endometrial Cancer) 
and National Cancer Institute of Canada Clinical Trials 
Group EN.5 trial is the largest to date to evaluate 
the effectiveness of EBRT in these women, and was 
conducted to confirm the findings of earlier studies. 

This prospective, randomized trial enrolled 905 
women with early-stage endometrial cancer between 
1996 and 2005: 452 women received EBRT after surgery 
and 454 women did not. 

After a median follow up of 51 months, neither 
overall survival nor recurrence differed significantly 
between the two groups. Five-year overall survival was 
84 percent in both groups. The proportion of women who 
were recurrence-free after five years was also similar 
(79 percent for women who received EBRT versus 76 
percent for women who did not, a difference that was 
not statistically significant). 

The incidence of side effects in the radiation 
therapy group was nearly double that in the surgery 
group: 61 percent compared with 31 percent. The 
most common side effects were fatigue, diarrhea and 
increased urinary frequency. 

Lung, Head and Neck Cancers:
New Approaches To Therapy
For Difficult Cancers Presented

CHICAGO—Studies on new approaches to 
treating patients with cancers of the lung and head and 
neck were presented at the American Society of Clinical 
Oncology annual meeting earlier this month.

“These studies provide us potential new treatment 
options and additional insight into some very common 
and difficult-to-treat cancers,” said Roy Herbst, 
professor of medicine and cancer biology at The 
University of Texas M. D. Anderson Cancer Center and 
moderator of the press briefing. “Targeted therapies are 
becoming increasingly mainstream, and we’re learning 
more about the genetic alterations of some cancers that 

could actually guide treatment and improve results for 
patients.” 

Preventive RT For Advanced Lung Cancer 
European researchers have reported for the first 

time that radiation therapy to the head (“prophylactic 
cranial irradiation,” or PCI) given to patients who 
respond to chemotherapy for advanced stage small cell 
lung cancer cuts the risk that the cancer will spread to 
the brain by about two-thirds, and as a result extends 
patients’ lives. 

“Our data suggest that all patients with extensive 
small cell lung cancer who respond to chemotherapy 
could benefit from PCI,” said lead author Ben Slotman, 
professor and chairman of radiation oncology at VU 
University Medical Center in Amsterdam. “Because 
improvements in treatment results for patients with 
advanced small cell lung cancer have been minimal 
in the past two decades, these findings represent a 
significant advance.” 

When cancer spreads to the brain, it often causes 
deterioration of physical and psychological functioning. 
Previous studies have shown that PCI can extend 
survival in patients with earlier stage small cell lung 
cancer limited to the lung or surrounding lymph nodes. 
However, this is the first study to evaluate PCI in patients 
with advanced disease who also have a high likelihood 
of developing brain metastases. 

Slotman and his colleagues compared 143 patients 
with advanced small cell lung cancer whose tumors 
shrank with chemotherapy and who then received PCI, 
with a control group of 143 similar patients who did 
not receive PCI. PCI was given daily for one to two 
weeks at doses comparable to those used to treat brain 
metastases after they develop. 

One year later, the PCI group had significantly 
fewer brain metastases causing symptoms (14.6 percent) 
than the control group (40.4 percent). Moreover, 27.1 
percent of the patients in the PCI group were alive after 
one year, compared with only 13.3 percent of patients 
in the control group. PCI was associated with mild 
side affects that included nausea, vomiting and mild 
headache.

 
Cetuximab Prolongs Survival

A multicenter phase III European study has found 
that adding the targeted therapy cetuximab to a first-
line chemotherapy regimen that includes cisplatin or 
carboplatin significantly prolongs survival for patients 
with head and neck cancer that has recurred or spread 
(metastasized). It is the first time the effectiveness of 
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cetuximab has been demonstrated in a large group 
of patients with this disease when used as first-line 
treatment. 

“The survival benefit is among the longest ever 
seen in a large clinical trial among these patients,” said 
Jan Baptist Vermorken, professor of oncology at the 
University of Antwerp in Belgium and lead author of the 
study. “With new targeted agents such as cetuximab, we 
are on the brink of changing the way we treat patients 
with head and neck cancers.” 

As part of the EXTREME trial (Erbitux in First-
line Treatment of Recurrent or Metastatic Head & 
Neck Cancer), Vermorken and his colleagues compared 
overall survival between patients with squamous cell 
carcinoma of the head and neck who were randomly 
assigned to receive once-weekly cetuximab plus six 
cycles of cisplatin or carboplatin and 5-fluorouracil 
every three weeks (222 patients) or the same regimen 
without cetuximab (220 patients). Most patients had 
cancers of the larynx or pharynx. 

Median overall survival was significantly longer 
in the cetuximab group (10.1 months) compared with 
the control group (7.4 months). The most common side 
effect observed in patients who received cetuximab 
was an acne-like rash, which could be treated by a 
dermatologist and which abated over time. 

In the U.S., cetuximab is approved for the 
treatment of locally or regionally advanced squamous 
cell head and neck cancer when given in combination 
with radiation therapy, or it can be used alone in patients 
with recurrent or metastatic disease. It is also used as 
second-line therapy to treat cancers that persist after 
first-line treatment. 

In Europe, cetuximab is only approved for the 
treatment of locally or regionally advanced disease 
(when given in combination with radiation) and is not 
yet approved for the treatment of patients with head and 
neck cancer that has recurred or metastasized. 

Bevacizumab Slows Growth of Lung Cancer 
A multicenter European phase III study has shown 

for the first time that giving bevacizumab to patients 
with advanced non-small cell lung cancer along with 
cisplatin and gemcitabine significantly slows the growth 
of this cancer. 

Bevacizumab is currently approved for use in the 
United States to treat advanced NSCLC when given with 
carboplatin and paclitaxel (Taxol). The benefit of this 
drug combination was demonstrated in a 2006 Eastern 
Cooperative Oncology Group study. Bevacizumab is not 
yet approved for the treatment of lung cancer in Europe, 

however, where the cisplatin and gemcitabine regimen 
is more commonly used. 

“These findings demonstrate that bevacizumab 
plus gemcitabine and cisplatin is another effective 
treatment choice for patients with this disease,” said 
Christian Manegold, professor of medicine at the 
University of Heidelberg in Germany and the study’s 
lead author. “The study confirms the conclusions of 
the ECOG study and extends our knowledge about the 
management of advanced lung cancer.” 

In this study, Manegold and his colleagues 
compared progression-free survival (the time it takes 
for a cancer to grow), response to treatment and the 
incidence of side effects among patients who were 
randomly assigned to receive 7.5 mg/kg of bevacizumab 
plus cisplatin and gemcitabine (345 patients), 15 mg/
kg of bevacizumab plus cisplatin and gemcitabine 
(351 patients) or cisplatin and gemcitabine alone 
(347 patients, the control group). The cisplatin and 
gemcitabine regimen was given with bevacizumab for up 
to six cycles and then patients were given bevacizumab 
by itself until the tumor progressed. 

The magnitude of benefit was similar to the 
ECOG study. More patients in the bevacizumab 
groups responded with tumor shrinkage—34 percent 
of the lower-dose group and 30 percent of the higher-
dose group—compared with patients who received 
chemotherapy only (20 percent). The duration of tumor 
response was also greater for the bevacizumab groups 
(6.1 months for both) compared with the control group 
(4.7 months). 

The incidence of side effects was slightly higher 
in the bevacizumab groups. The most common serious 
side effects were high blood pressure (9 percent of the 
high-dose bevacizumab group and 6 percent of the 
low-dose group, versus 2 percent of the control group) 
and bleeding from the lungs (up to 1.5 percent of the 
bevacizumab low-dose group and less than 1 percent 
of the bevacizumab high-dose group, versus less than 
1 percent of the control group). The percentage of 
adverse side effects resulting in death was similar for all 
groups (4 percent for the bevacizumab low-dose group, 
5 percent for the bevacizumab high-dose group and 4 
percent for the control group).

 
Gene Variations May Explain Differences

A new study shows that subtle variations in certain 
genes involved in the metabolism of chemotherapy 
drugs may explain why American and Japanese patients 
respond differently to therapies used to treat advanced 
non-small cell lung cancer.
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NCI Cooperative Group,
Cancer Center Trials Listed

The National Cancer Institute’s Cancer Therapy 
Program approved the following clinical research 
studies last month. For further information about a study, 
contact the principal investigator listed.

Phase I
Phase I Study of Topical Romidepsin in Early 

Stage Cutaneous T-Cell Lymphoma. NCI, Dermatology 
Branch, protocol 7860, Turner, Maria, phone 301-496-
7737.

Phase I/II
Phase I/II Trial of Hydroxychloroquine in 

Conjunction with Radiation Therapy and Concurrent 
and Adjuvant Temozolomid in Patients with Newly 
Diagnosed Glioblastoma Multiforme. New Approaches 
to Brain Tumor Therapy Consortium, protocol NABTT-
0603, Rosenfeld, Myrna, phone 215-746-4707.

Phase II 
Randomized Phase II Trial of Bevacizumab to 

Control Brain Radiation Damage. M D. Anderson 
Cancer Center, protocol 7955, Levin, Victor, phone 
713-792-8297.

Phase II Evaluation of Abraxane in the Treatment 
of Recurrent or Persistent Platinum-Resistant Ovarian, 
Fallopian Tube or Primary Peritoneal Cancer. 
Gynecologic Oncology Group, protocol GOG-0126R, 
Coleman, Robert, phone 713-745-3357.

Randomized Trial of Pelvic Irradiation with or 
without Concurrent Weekly Cisplatin in Patients with 
Pelvic-Only Recurrence of Carcinoma of the Uterine 
Corpus, Gynecologic Oncology Group, protocol GOG-
0238, Cardenes, Higinia, phone 317-274-2525.

Other 
Single Nucleotide Polymorphisms in Platinum-

/Radiation Pathway Genes to Predict Outcome in 
Patients with Esophageal Adenocarcinoma Treated 
with Cisplatin-Based Chemoradiotherapy Followed 
by Surgical Resection. Eastern Cooperative Oncology 
Group, protocol E1201T1, Yoon, Harry, phone 443-
834-6057. 

The “common arm” project is the first prospective 
study to examine how genetic variations may explain 
different responses to therapy between lung cancer 
patients in Japan and the U.S. 

“The effectiveness and side effects of cancer 
treatment may be different depending on the genetic 
profile of a particular patient population,” said David 
Gandara, director of clinical research at the University of 
California, Davis Cancer Center, professor of medicine 
at the University of California, Davis School of Medicine 
and lead author of the study. “This study indicates that 
we need to be careful when applying insights gained in 
one population to another—patients from around the 
world with different genetic profiles may need varying 
doses and combinations of anti-cancer drugs.” 

In an international collaboration established 
seven years ago, Gandara and colleagues from the 
Southwest Oncology Group joined with Japan’s Four-
Arm Cooperative Study and the Japan Multicenter Trial 
Organization to design three phase III trials evaluating a 
common arm of the chemotherapy drugs paclitaxel plus 
carboplatin in NSCLC patients, with patients closely 
matched based on their type of lung cancer, overall 
health, gender and treatment. 

Survival and the incidence of side effects 
(particularly low white blood cell counts and fever) were 
identical in the two Japanese trials and were significantly 
greater than in U.S. patients. Researchers speculated 
that the differences might be due to genetic variations 
in the way patients from Japan and the U.S. metabolize 
the anti-cancer drugs. 

In the current analysis, researchers examined DNA 
from 156 patients in the SWOG and JMTO studies to 
determine if there were any variations in six specific 
genes involved in drug metabolism. Most patients in 
the SWOG trial were Caucasian, with only 2 percent 
Asian-American. They found significant differences 
between American and Japanese patients in four of 
these genes.

 The time it took for cancer to progress (progression-
free survival) in patients with particular variations of 
the CYP3A4 gene was 2.75 times greater than patients 
without this variation. In addition, patients with a certain 
variation in the ERCC2 gene were 67 percent less likely 
to respond to treatment than those without this variation. 
There was also a trend toward low white blood count 
associated with the ABCB1 variant. These differences 
were associated with patient genotype rather than patient 
origin (U.S. or Japan), suggesting that genotypes are 
independent predictors. 

Gandara noted that the small number of patients 

in the analysis limit interpretation of the data, but added 
that large prospective clinical trials are being planned 
to investigate population-related pharmacogenomics 
further.


