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Computerized tomographic colonography, also known as virtual 
colonoscopy, is comparable to standard colonoscopy, which uses a long, 
flexible tube with a camera to view the lining of the colon, in its ability to 
accurately detect cancer and precancerous polyps and could serve as an initial 
screening exam for colorectal cancer, according to the results of the American 
College of Radiology Imaging Network National CT Colonography Trial.

CT colonography employs virtual reality technology to produce a three-
dimensional visualization that permits a thorough and minimally invasive 
evaluation of the entire colon and rectum. The ACRIN trial, sponsored by NCI, 

Early-stage breast cancer patients who exhibit limited lymph node 
involvement may not require post-surgery radiation therapy when they receive 
neoadjuvant chemotherapy before a mastectomy, according to researchers 
from University of Texas M. D. Anderson Cancer Center.

The findings were reported earlier this month at the annual meeting of 
the American Society for Therapeutic Radiology and Oncology.

“Radiation after surgery has been shown to benefit the survival of 
patients who have more advanced tumors,” said Tse-Kuan Yu, assistant 
professor in M. D. Anderson’s Department of Radiation Oncology. “However, 
administering neoadjuvant chemotherapy prior to surgery has changed how 
radiation oncologists need to approach treating patients with stage one and 
two breast cancers.”

The retrospective study led by Yu reviewed the cases of 427 women who 
underwent neoadjuvant chemotherapy and mastectomy from 1985-2004 to 
observe the value of treating early-stage breast cancer with RT. Of the 427 
women, radiation was administered to 253 due to more aggressive tumor 
features. Those who received radiation more commonly had four or more 
pathologically involved lymph nodes or lymphovascular invasion.

Specifically focusing on those who did not receive RT, researchers looked 
at whether each patient’s breast cancer relapsed over the course of five years 
to determine if radiation contributed to preventing its return. Of the group of 
patients who were not treated with radiation, 20 percent of those with four 
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enrolled more than 2,600 patients at 15 sites nationwide. 
It is the largest multi-center study to compare the 
accuracy of state-of-the-art CT colonography to the gold 
standard of conventional colonoscopy.

The results of this study were published in the Sept. 
18 issue of the New England Journal of Medicine.

“CT colonography could be adopted into the 
mainstream of clinical practice as a primary option for 
colorectal cancer screening. We hope that this additional, 
less-invasive option for cancer screening will lead more 
people to get screened and will ultimately result in fewer 
deaths from colorectal cancer,” said ACRIN National 
CT Colonography Trial principal investigator C. Daniel 
Johnson, of the Mayo Clinic in Scottsdale, Ariz.

Although screening recommendations vary 
somewhat, many recommend that adults aged 50 and 
older in the general population receive a colonoscopy 
every 10 years or more frequently, depending on known 
risk factors. Yet, despite the known benefits of screening, 
studies indicate that the majority of Americans age 50 
and older are not being screened for the disease.

“Imaging advances such as virtual colonoscopy are 
an important step forward that could potentially increase 
the number of people who would agree to be screened. 
We hope, through continued imaging research and the 
development of molecular diagnostic techniques, that 
we will continue to improve our screening options in the 

years ahead and, as a result, continue to see a decline in 
the incidence of colorectal cancer,” said NCI Director 
John Niederhuber.

“Previous single-site studies had indicated that CT 
colonography held promise in screening for colorectal 
cancer due to its accuracy, safety, cost-effectiveness, 
and patient acceptability. However, validation of the 
technique across multiple centers and radiologists 
was needed to provide more evidence of the exam’s 
viability. The ACRIN trial has now validated that CT 
colonography could serve as an initial screening exam 
for the population in which screening is indicated,” said 
Mei-Hsiu Chen, trial statistician, ACRIN Biostatistics 
and Data Management Center, Brown University.

In the ACRIN trial, the CT colonography findings 
were evaluated using standard colonoscopy as the 
reference standard. CT colonography was found to be 
highly accurate for the detection of intermediate and 
large polyps. Ninety percent of the polyps 1 centimeter 
or larger were detected by CT colonography. Even 
polyps as small as one half centimeter were detected by 
CT colonography with a high degree of accuracy.

“There are clearly clinical settings in which CT 
colonography, colonoscopy, or both tests in combination 
offer distinct advantages. The most important advice 
we can give to patients is to get screened. How they get 
screened should be an individual decision based upon 
discussions between patients and their providers,” said 
gastroenterologist and study author Paul Limburg, Mayo 
Clinic in Rochester, Minn.

Study participants had to be at least 50 years 
old, scheduled for a screening colonoscopy, and not 
have received a colonoscopy in the past five years. 
Each participant had a CT colonography followed 
by a colonoscopy, with 99 percent of both exams 
accomplished on the same day.  Participants scheduled 
for a screening colonoscopy were recruited with 
assistance from gastroenterologists at each participating 
site. Preparation for CT colonography and colonoscopy 
both involve taking solutions to clear and cleanse the 
colon.

Many Colorectal Cancer 
Survivors Do Not Receive 
Recommended Follow-up Care

A new analysis reveals that fewer than half of 
older patients successfully treated for colorectal cancer 
receive the recommended screening schedule to detect 
any recurrence of cancer. 

The study, appearing in the Oct. 15 issue of Cancer, 
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a peer-reviewed journal of the American Cancer Society, 
indicates poor compliance to recommended monitoring 
of colorectal cancer survivors could affect survival.

Patients who undergo potentially curative surgery 
for colorectal cancer have an increased risk of recurrence. 
To reduce that risk, guidelines have been developed that 
specify a combination of regularly scheduled physician 
visits, colonoscopy, and other tests to detect changes 
that could indicate a recurrence. While some patients 
may not receive these recommended services, others 
may undergo other procedures, such as computerized 
tomography and positron emission tomography scans, 
which are generally not recommended. Therefore, 
some patients may not meet guidelines standards 
while others receive testing that goes beyond guideline 
recommendations.

Because compliance with follow-up guidelines has 
not been well studied, Gregory Cooper, of University 
Hospitals Case Medical Center in Cleveland and 
colleagues analyzed information from the Surveillance, 
Epidemiology and End Results program of cancer 
registries and Medicare claims. They assessed overall 
adherence to guidelines as well as differences across 
patient subgroups, making this study the first known 
national, population-based study in the United States to 
examine adherence to published guidelines.

A total of 9,426 patients over age 65 who were 
diagnosed with adenocarcinoma of the colon or rectum 
from 2000-2001 were included in the analysis. Patients 
were followed to three years after diagnosis. The study  
considered the screening guidelines to be fulfilled if a 
patient received two or more office visits per year, two 
or more carcinoembryonic antigen (CEA) tests per year, 
and at least one colonoscopy within three years.

Overall, 60.2 percent of patients received testing 
below recommended levels, while fewer than 17.1 
percent received testing at the recommended frequency. 
Nearly 22.7 percent received follow-up services above 
those specified by screening guidelines. The researchers 
say that while some of the difference could be explained 
by clinical factors, such as stage of disease, they also 
found important differences across racial groups and 
region. The researchers say the generally lower use of 
testing in African Americans is likely a contributing 
factor to the known poorer stage-specific survival 
compared to Caucasians. In addition, geographic 
differences across SEER sites suggest that patient and 
physician preferences may influence choice of testing.

“Further studies should ascertain the reasons for 
poor compliance and the effect on patient outcome,” 
the authors wrote.

Colon Cancer Screening 
Interval 5-10 Years Suggested

How frequently should symptom-free individuals 
at average risk for colon cancer undergo screening with 
colonoscopy?  

In a study published in the Sept. 18 New England 
Journal of Medicine, researchers led by Thomas 
Imperiale, of the Indiana University School of Medicine 
and the Regenstrief Institute, report that while there still 
is no definitive answer to the question, they now know 
the procedure need not be performed any sooner than 
every five years.

This is the first large study to systematically 
rescreen a group of average risk individuals who had 
normal findings from an initial colonoscopy. The 
rescreening showed that after five years they remained 
cancer free.

All 1,256 participants in the study were 50 years 
or older, had undergone a first-time screening with no 
cancer or pre-cancerous findings, and had no symptoms 
of colon cancer such as rectal bleeding, change of bowel 
habits or unexplained weight loss during the 5 year 
interval between screenings.

“The American Cancer Society and other guideline 
organizations call for colonoscopic screenings every 
10 years but these recommendations are based on 
extrapolated, indirect data,” Imperiale said. “No study 
has rescreened a large number of individuals ten 
years after a normal initial colonoscopy. Our study 
didn’t assess whether the recommendation of 10-year 
screening interval for colonoscopy is ‘right on’ but we 
did determine that the appropriate screening interval 
can be more than 5 years for average risk individuals. 
Frankly, we don’t know  the optimal time interval 
between screenings.”

Imperiale, a gastroenterologist, begins to discuss 
rescreening with his own patients 7 to 8 years after a 
previous normal exam unless they develop symptoms 
or have a family history of colon cancer in a first-degree 
relative.

The risk of colon cancer increases with age. 
Changes in lifestyle behaviors such as smoking, alcohol 
consumption and physical activity also can affect risk.

“I try to tailor my rescreening recommendation to 
the individual patient. The interval and what rescreening 
method to use—colonoscopy, virtual colonoscopy, fecal 
occult blood testing—are all factors we discuss,” said 
Imperiale, a member of the Indiana University Melvin 
and Bren Simon Cancer Center.

“Determination of the appropriate frequency of 
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rescreening for persons with normal findings on initial 
screening colonoscopy could have a substantial effect 
on the cost of colonoscopy and the capacity to provide 
it,” the study notes. Also, it may impact the likelihood 
that individuals will return for rescreening.

or more pathologically involved lymph nodes after pre-
surgery chemotherapy relapsed compared to 4.2 percent 
of those with one to three involved lymph nodes.

Interestingly, researchers noted that patients 
with zero involved lymph nodes after receiving 
chemotherapy prior to surgery exhibited a zero percent 
recurrence rate.

“Our findings indicate neoadjuvant chemotherapy 
controlled the cancer and radiation would have been 
unnecessary for patients with early-stage breast 
cancer and negative lymph nodes after neoadjuvant 
chemotherapy,” said Thomas Buchholz, chairman of the 
Department of Radiation Oncology at M. D. Anderson, 
the study’s senior author. “Though additional research is 
warranted, we can begin to surmise that patients can be 
spared from radiation therapy if they have been treated 
with neoadjuvant chemotherapy and have less than three 
involved lymph nodes.”

By analyzing initial tumor characteristics in each 
patient, researchers can begin to classify which patients 
require post-mastectomy radiation to prevent recurrence. 
To expand on these findings, researchers at M. D. 
Anderson are planning future prospective clinical trials 
that would confirm whether radiation can be avoided in 
selected patients with early-stage breast cancer who are 
treated with neoadjuvant chemotherapy.

ASTRO Annual Meeting:
Neoadjuvant Chemo Controlled
Early Breast Cancer, Study Finds
(Continued from page 1)

Whole Brain Radiation Raises
Risk Of Memory Problems

Cancer patients who receive stereotactic 
radiosurgery and whole brain radiation therapy for 
the treatment of metastatic brain tumors have more 
than twice the risk of developing learning and memory 
problems than those treated with SRS alone, according 
to the findings of the phase III randomized trial were 
presented earlier this month at the annual meeting of 
the American Society for Therapeutic Radiology and 
Oncology.

Led by Eric Chang, associate professor in the 

Department of Radiation Oncology at M. D. Anderson 
Cancer Center, the study offers greater context to the 
ongoing debate among oncologists about how best to 
manage the treatment of cancer patients with one to 
three brain metastases.

The American Cancer Society estimates 
approximately 170,000 cancer patients will experience 
metastases to the brain from common primary cancers 
such as breast, colorectal, kidney and lung in 2008. More 
than 80,000 of those patients will have between one and 
three brain metastases.

Over the last decade, SRS, which uses high-doses 
of targeted x-rays, has gained acceptance as an initial 
treatment for tumors that have spread to the brain. SRS 
is also commonly used in combination with WBRT, 
radiation of the entire brain, to treat tumors that are 
visible and those that may not be detected by diagnostic 
imaging.

“Determining how to optimize outcomes with the 
smallest cost to the quality of life is a treatment decision 
every radiation oncologist faces,” said Chang. “While 
both approaches are in practice and both are equally 
acceptable, data from this trial suggest that oncologists 
should offer SRS alone as the upfront, initial therapy for 
patients with up to three brain metastases.” 

The seven-year study observed 58 patients 
presenting with one to three newly diagnosed brain 
metastases who were randomized to receive SRS 
followed by WBRT or SRS alone. Approximately four 
months after treatment, 49 percent of patients who 
received WBRT experienced a decline in learning and 
memory function compared to 23 percent in those 
patients who received SRS alone.

An independent data monitoring committee halted 
the trial after interim results showed the high statistical 
probability (96.4 percent) that patients randomized to 
SRS alone would continue to perform better.

M. D. Anderson researchers measured participants’ 
neurocognitive function using a short battery of 
neuropsychological tests, with the primary endpoint 
being memory function as tested by the Hopkins 
Verbal Learning Test Revised. Patient performance that 
decreased more than a predefined criteria relative to their 
baseline were considered to exhibit a marked decline.  

“This is a case where the risks of learning 
dysfunction outweigh the benefits of freedom from 
progression and tip the scales in favor of using SRS 
alone. Patients are spared from the side effects of whole 
brain radiation and we are able to preserve their memory 
and learning function to a higher degree” said Chang. 
“Here the research suggests patients who receive SRS 
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as their initial treatment and then are monitored closely 
for any recurrence will fare better.”

The study builds on previous research by senior 
author Christina Meyers, M. D. Anderson’s chief of 
the Section Neuropsychology in the Department of 
Neuro-Oncology, examining neurocognitive function 
in patients with brain metastases treated with whole-
brain radiation. “Unlike past studies comparing the 
two treatment strategies which did not use sensitive 
cognitive tests or closely follow patients after being 
treated with SRS, radiation oncologists in this trial were 
able to identify new lesions early and treat them with 
either radiosurgery, surgery, whole brain radiation or less 
commonly, chemotherapy,” Meyers said. “We believe 
doctors and patients alike will favor this method over 
upfront whole brain radiation.”

Radioactive Seeds Tested
In Treatment Of NSCLC

A minimally invasive approach to treating 
high risk patients with stage I non-small cell lung 
carcinoma may significantly reduce the risk of local 
disease recurrence, according to a report presented at 
the American Society for Therapeutic Radiology and 
Oncology annual meeting.

Developed at Allegheny General Hospital in 
Pittsburgh over the past decade, the procedure involves 
removing only the cancerous section of the lung and 
enveloping the surgical site in a mesh material that is 
embedded with radioactive seeds. The seeds emit a low 
dose of radiation over a prolonged period of time in an 
effort to eradicate any remaining cancer cells.

“The standard of care for patients with this 
particular disease is a lobectomy, or surgical removal 
of the entire lobe of the lung. Many patients, however, 
are considered high risk for this procedure due to 
cardiopulmonary complications or other co-morbidities. 
In these cases, sublobar wedge resection is a more 
tolerable approach, but one that carries a much higher 
chance of local cancer recurrence,” said Athanasios 
Colonias, an AGH radiation oncologist and the study’s 
principal investigator.

“Our study suggests that when intraoperative 
125I Vicryl mesh brachytherapy is added to sublobar 
resection, the local treatment failure rate is substantially 
reduced,” Colonias said.

Colonias and his AGH colleagues examined the 
outcomes of 145 high-risk patients with stage I NSCLC 
who underwent sublobar resection with adjuvant 
intraoperative mesh brachytherapy between January 

1996 to February 2008. Local treatment failure was 
defined as a cancer recurrence within the involved 
lobe.

At a median follow-up of 38 months, the AGH 
team documented just six local recurrences (4.1%) with 
the group, compared to an expected cancer recurrence 
rate of 20% with SLR only based on previously 
published data. No patient/tumor specific factors (age, 
histology, gender, stage, location of tumor, tumor size) 
or surgical/dosimetric factors (margin status, open vs. 
video assisted approach, total activity, number of seeds, 
dose prescribed, target area) were predictive of local 
recurrence. All of the procedures were well tolerated 
by patients with regard to pulmonary function and 
morbidity.

“Of the more than 150,000 people diagnosed each 
year with lung cancer, less than 20% are identified 
with disease in its earliest and most curable stage. For 
high risk patients, however, even a Stage I diagnosis 
poses significant therapeutic challenges and generally 
poor odds of a long-term recovery. It would appear 
that those odds may be improved considerably by 
combining sublobar resection with intraoperative mesh 
brachytherapy,” said Robert Keenan, director of AGH’s 
Center for Thoracic Surgery.

Keenan said a large, randomized multi-center 
clinical trial of SLR plus or minus brachytherapy is 
currently underway and will more definitively establish 
the efficacy of the procedure. The study is being 
coordinated by the American College of Surgeons 
Oncology Group and involves more than a dozen major 
U.S. hospitals, including AGH.

Phase III Five-Year Data Show
Erbitux Increases Survival
Of Head And Neck Cancer

ImClone Systems Inc. and Bristol-Myers Squibb 
Co. announced five-year overall survival data from 
the phase III study examining Erbitux (cetuximab) 
combined with radiation in patients with locally or 
regionally advanced squamous cell carcinoma of the 
head and neck.

The results were presented today at the American 
Society for Therapeutic Radiology and Oncology annual 
meeting in Boston.

 Analysis of the five-year data demonstrate that 
the addition of Erbitux to radiation therapy resulted 
in a significant increase in median overall survival for 
patients with SCCHN, when compared to radiation 
therapy alone [49.0 vs. 29.3 months, respectively; 
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p=0.018, Hazard Ratio (HR)=0.725, 95% CI (0.556-
0.946)]. 

The overall survival rate at five years was 45 
percent vs. 36 percent, respectively (p=0.018); survival 
rate at three years was 55 percent vs. 45 percent 
(p=0.05), respectively. These data are consistent with 
results in the current head and neck labeling for Erbitux, 
which include the median overall survival rate [49.0 vs. 
29.3 months, respectively; p=0.03, HR=0.74, 95% CI 
(0.57-0.97)].

 “Erbitux in combination with radiation 
demonstrated a statistically significant improvement 
in overall survival versus radiation alone at five years,” 
said James Bonner, University of Alabama, principal 
investigator for the study. “These results are important 
for both physicians and patients because this is a difficult 
type of cancer to treat.”

 The international, randomized study (IMCL-
9815), conducted by ImClone and its partner Merck 
KGaA, of Darmstadt, Germany, enrolled 424 previously 
untreated patients with locally or regionally advanced 
squamous cell carcinoma of the oropharynx (area of 
the throat at the back of the mouth), larynx (voice box) 
or hypopharynx (cavity at the back of the mouth that 
opens into the esophagus) that has spread through the 
head and neck region. 

Patients were randomly assigned to receive Erbitux 
plus radiation (n=211) or radiation alone (n=213) 
for six to seven weeks. Erbitux was dosed weekly, 
starting one week before radiation and for the duration 
of radiation therapy. The median number of Erbitux 
doses administered in the clinical study was eight (1-11 
infusions). As part of this pre-specified analysis, patients 
were evaluated during semi-annual follow-up exams 
during years three through five.

A comprehensive safety analysis was not performed 
at five years. The most common adverse events 
reported at three years in the Erbitux plus radiation 
treatment group included skin rash (87%), mucositis/
stomatitis (93%), dysphagia (65%), xerostomia (72%), 
fatigue/malaise (56%) and infusion reactions (15%). 
Severe (Grade 3/4) adverse events included skin rash 
(17%), mucositis/stomatitis (56%), dysphagia (26%), 
xerostomia (45%), fatigue/malaise (4%) and infusion 
reactions (3%). 

With the exception of skin rash and infusion 
reactions (which were higher in the Erbitux-treated 
arm), the incidence of grade 3 or greater toxicity, 
including mucositis, which often precludes combining 
new therapies with radiation, did not differ significantly 
between the treatment arms.

Breast Cancer:
New Predictive Score May Help
In Planning Adjuvant Therapy

A new predictive measurement, called a PEPI 
score, could be used to determine whether women with 
early stage breast cancer have a higher or lower risk of 
relapse.

A team led by Matthew Ellis, a breast-cancer 
specialist with the Siteman Cancer Center at Washington 
University and Barnes-Jewish Hospital, developed 
and validated the PEPI score (preoperative endocrine 
prognostic index). 

The PEPI score was derived from tumor 
characteristics present after women with stage 2 and 3 
breast cancer underwent four months of anti-estrogen 
therapy before having breast surgery. 

“This is a groundbreaking approach to predicting 
outcomes for patients with hormone receptor-positive 
breast cancer,” said Ellis, the Anheuser-Busch Endowed 
Professor in Medical Oncology at the School of 
Medicine. “In essence, we are looking at how tumors 
respond to anti-estrogen therapy in the short term to 
predict how well patients will do in the long term.”

The study was published in the Sept. 23 online 
issue of the Journal of the National Cancer Institute.

The PEPI score takes into account four factors 
present after presurgical anti-estrogen therapy to 
estimate risk of relapse and survival rates: the size of 
the breast tumor, whether cancer is present in nearby 
lymph nodes, how fast tumor cells are multiplying, and 
whether tumors lose their estrogen receptors.

The researchers found that women with a PEPI 
score of 0 had almost no risk of cancer recurrence during 
the five-year follow-up. They could safely avoid taking 
chemotherapeutic agents after surgery.

“Chemotherapy after breast surgery is used to 
reduce relapse risk,” Ellis says. “Since the rate of 
relapse in this group is so low, there is little chance that 
chemotherapy would be helpful to them.”

Women with PEPI scores of 4 or above are at very 
high risk of having their cancer return and should be 
given all appropriate post-surgical treatments, according 
to the report. Those with PEPI scores of 1 to 3 fall in 
an intermediate group, and more studies are needed to 
determine the best treatment for them, Ellis said.

PEPI scores are derived by assigning a certain 
number of points to each of the four PEPI factors. 
Patients with a PEPI score of 0 had a tumor that shrank 
to stage 0 or 1 or 2A after anti-estrogen therapy, and no 
cancer was present in lymph nodes. Their tumors also 
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Gardasil Approved To Prevent
Vulvar And Vaginal Cancers

FDA approved the vaccine Gardasil for the 
prevention of vaginal and vulvar cancer caused by 
Human Papillomavirus types 16 and 18 in girls and 
women ages 9 to 26. These two HPV types cause 70 
percent of cervical cancers, and are known to also cause 
some vulvar and vaginal cancers, but the percentages 
are not well defined.

“There is now strong evidence showing that this 
vaccine can help prevent vulvar and vaginal cancers 
due to the same viruses for which it also helps protect 
against cervical cancer,” said Jesse Goodman, director 
of the FDA’s Center for Biologics Evaluation and 
Research. “While vulvar and vaginal cancers are rare, 
the opportunity to help prevent them is potentially an 
important additional benefit from immunization against 
HPV.”

FDA originally approved Gardasil in 2006 for girls 
and women ages 9 to 26 for the prevention of cervical 
cancer caused by HPV types 16 and 18, precancerous 
genital lesions caused by HPV types 6, 11, 16, and 18 
and genital warts caused by HPV types 6 and 11.

HPV includes more than 100 related viruses 
and more than 30 types can be transmitted via sexual 
contact. According to the U.S. Centers for Disease 
Control and Prevention, HPV is the most common 
sexually transmitted infection in the U.S. with 6.2 
million Americans becoming infected with genital HPV 
each year.

For most women, the body’s own defense system 
will clear HPV, thereby preventing serious health 
problems. However, some HPV types can cause 

FDA Approvals:
FDA Approives Lilly's Alimta
For 1st-Line Metastatic NSCLC

FDA approved the use of Alimta (pemetrexed 
for injection, Eli Lilly and Co.), in combination with 
cisplatin, in the first-line treatment of locally-advanced 
and metastatic non-small cell lung cancer, for patients 
with nonsquamous histology.

Alimta is not indicated for treatment of patients 
with squamous cell non-small cell lung cancer.

This marks the third U.S. indication for Alimta. 
In 2004, Alimta received consecutive approvals: first 
in combination with cisplatin as a treatment for patients 
with malignant pleural mesothelioma, whose disease 
is unresectable or who are otherwise not candidates 
for curative surgery, and then as a single agent for the 
second-line treatment of patients with locally-advanced 
or metastatic NSCLC after prior chemotherapy 
treatment.

The Alimta approval in first-line advanced NSCLC 
for nonsquamous cell histology is based on a phase 
III, open-label randomized study (1,725 patients) that 
evaluated Alimta plus cisplatin (AC arm) versus Gemzar 
(gemcitabine HCl for injection) plus cisplatin (GC arm). 
The median survival was 10.3 months in the AC arm 
and 10.3 months in the GC arm [adjusted hazard ratio 
0.94 (95% CI: 0.84, 1.05)]. The median progression-free 
survival was 4.8 and 5.1 months for the AC and GC 
arms, respectively [adjusted hazard ratio 1.04 (95% CI: 
0.94, 1.15)]. The overall response rates were 27.1% for 
the AC arm and 24.7% for the GC arm.

In a pre-specified analysis, the impact of NSCLC 
histology on overall survival was examined.  Clinically 
relevant differences in survival according to histology 
were observed. In the nonsquamous cell NSCLC 
subgroup, the median survival was 11.0 and 10.1 months 
in the AC and GC groups, respectively [unadjusted 
hazard ratio 0.84 (95% CI: 0.74, 0.96)]. However, in the 
squamous cell histology subgroup, the median survival 
was 9.4 versus 10.8 months in the AC and GC groups, 
respectively [unadjusted hazard ratio 1.22 (95% CI: 
0.99, 1.50)]. This unfavorable effect on overall survival 
associated with squamous cell histology observed 
with pemetrexed was also noted in a retrospective 
analysis of the single-agent trial of pemetrexed versus 
docetaxel in patients with stage III/IV NSCLC after 
prior chemotherapy.

had low levels of a marker of cell growth and remained 
estrogen-receptor positive after anti-estrogen therapy.

Women with PEPI scores of 4 or more tended to 
have larger tumors after anti-estrogen therapy and were 
also likely to have cancer in lymph nodes, high rates of 
tumor cell growth and tumors that lost their estrogen 
receptors. These women had about a 50 percent chance 
of relapse.

An intermediate group with PEPI scores of 1 to 3 
had either large tumors but few of the other dangerous 
markers or small tumors with more of the dangerous 
markers.

Further study will be needed to determine the 
relapse risk for this group as well as to validate the PEPI 
model for predicting breast cancer death. Preliminary 
data showed that, as expected, women with low PEPI 
scores survived longer on average than those with high 
PEPI scores.
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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/II
Seamless Phase I/II Study of Stereotactic Lung 

Radiotherapy for Early Stage, Centrally Located, 
Non-Small Cell Lung Cancer in Medically Inoperable 
Patients. Radiation Therapy Oncology Group, protocol 
RTOG-0813, Bezjak, Andrea, phone 416-946-2132. 

Phase II Trial of AZD0530 in Previously Treated 
Metastatic Pancreas Cancer. Mayo Clinic Rochester, 
protocol 7602, Messersmith, Wells, phone 410-502-
6873.

Phase II Trial of NCI-Supplied Agent: Bevacizumab 
(rhuMAB VEGF) for Recurrent Sex Cord-Stromal 
Tumors of the Ovary. Gynecologic Oncology Group, 
protocol GOG-0251, Brown, Jubilee, phone 713-792-
1380.

Other
Prospective Observational Multicenter Cohort 

Study to Assess the Incidence of Osteonecrosis of the 
Jaw in Cancer Patients with Bone Metastases Starting 
Zoledronic Acid Treatment. Southwest Onoclogy 
Group, protocol SW0G-S0702, Coltman, Charles, phone 
210-677-8808.

Determining the Clinicopathological Significance 
of CaMKIIgamma Activation in AML. Southwest 
Onoclogy Group, protocol SWOG-9333A, Collins, 
Steven, phone 206-667-4389. 

Pilot 
Feasibility and Dose Discovery Analysis of 

Zoledronic Acid with Concurrent Chemotherapy 
in the Treatment of Newly Diagnosed Metastatic 
Osteosarcoma. Goldsby, Robert, phone 415-476-
3831.

This observation period is also recommended to watch 
for severe allergic reactions, which can occur after any 
immunization.

As part of the original approval, Merck committed 
to a safety surveillance study of 44,000 individuals in 
a managed care organization. The study is assessing 
short- and long-term safety for all of Gardasil’s approved 
uses.

abnormal cell growth in areas of the cervix, vagina, 
vulva, and other areas that years later may turn into 
cancer.

Regarding the prevention of vulvar and vaginal 
cancer, Gardasil’s manufacturer, Merck & Co. Inc., 
followed more than 15,000 participants from the original 
studies for about two additional years. Approximately 
half had received Gardasil as part of the original study—
the other half did not receive Gardasil and served as a 
control group.

Among females who tested negative for HPV 
types 16 or 18 at the start of the study, Gardasil was 
highly effective in preventing these types of HPV-
related precancerous vulvar and vaginal lesions, which 
are considered to be the precursors for cancer. In the 
control group that did not receive the vaccine, 10 
individuals developed precancerous vulvar lesions and 
nine developed precancerous vaginal lesions, all related 
to HPV types 16 or 18. No one in the Gardasil group 
developed either kind of precancerous lesion due to 
HPV types 16 or 18.

There was no evidence for benefit among 
women found to have been previously infected, prior 
to immunization, with the HPV types included in the 
vaccine. Therefore, to receive Gardasil’s full potential 
for benefit, it is important to be vaccinated prior to 
becoming infected with the HPV strains contained in 
the vaccine. 

Gardasil’s label has been revised to note that 
presently available information is insufficient to support 
use beyond age 26, the current FDA-approved age. Also, 
new information has been added showing that Gardasil 
does not protect against diseases caused by HPV types 
not contained in the vaccine. 

No vaccine is 100 percent effective, and Gardasil 
does not protect against HPV infections that a woman 
may already have at the time of vaccination. Therefore, 
all women should get regular Pap tests, even after they 
have been vaccinated. Routine Pap screening remains 
critically important to detect precancerous changes, 
which would allow treatment before cancer develops.

Since the FDA approved Gardasil in 2006, the 
majority of reported adverse events have not been 
serious. The most commonly reported adverse events 
have included fainting, pain at the injection site, 
headache, nausea, and fever. Fainting is common after 
injections and vaccinations, especially in adolescents. 
Falls after fainting may sometimes cause serious 
injuries, such as head injuries, which can be prevented 
with simple steps, such as keeping the vaccinated 
person seated for up to 15 minutes after vaccination. 


