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Clinical Trials:
SWOG Seeks NSCLC Patients For Study
Of Gender Differences In Lung Cancer

Vaccine Prevented Cervical Pre-Cancers,
Non-Invasive Cancers In Phase III Trial

The Southwest Oncology Group began a study to find out why women 
seem to get a different type of lung cancer and at an earlier age than men, 
especially if they have never smoked.

The study, known as S0424, has three goals:
—To determine why women are more likely to be diagnosed with certain 

types of lung cancer than men.
—To find out what other factors besides smoking put women at a higher 

risk of getting lung cancer at an earlier age and often with limited exposure 
to smoking.

—To better understand what factors cause lung cancer in men and women 
who do not smoke.

Researchers are seeking 720 women and men in the U.S. who have been 
diagnosed with non-small cell lung cancer to take part in the study. Both non-
smokers and smokers may volunteer. 

“Although we know that smoking causes lung cancer, only one in 10 
people who smoke get the disease. There are also people with lung cancer 
who have never smoked cigarettes in their life,” said Christine Ambrosone, a 
molecular epidemiologist and one of the study coordinators. She is chairman 
of the Department of Epidemiology at the Roswell Park Cancer Institute and 
is research professor for the Department of Social and Preventive Medicine 
at the State University of New York.

Study participants will complete a questionnaire regarding their health 
history, family history of cancer and smoking habits, and exposure to hormones 

Gardasil (quadrivalent human papillomavirus types 6, 11, 16, 18, 
recombinant vaccine), an investigational vaccine from Merck & Co. Inc., 
prevented 100 percent of high-grade cervical pre-cancers and non-invasive 
cervical cancers (CIN 2/3 and AIS) associated with human papillomavirus 
types 16 and 18 in a new phase III study.

The analysis compared Gardasil to placebo in women who were not 
infected with HPV 16 and 18 at enrollment and who remained free of infection 
through the completion of the vaccination regimen. Women were followed 
for an average of two years after enrollment. 

The data were presented earlier this month at the annual meeting of the 
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Infectious Diseases Society of America.
This trial is part of the ongoing phase III program 

for Gardasil, which involves over 25,000 people in 33 
countries worldwide. Merck said it plans to submit a 
Biologics License Application for Gardasil to the Food 
and Drug Administration later this year.

This phase III study, titled FUTURE II, is a 
prospective, randomized, double-blind, placebo-
controlled study with two vaccination groups. Women 
aged 16 to 26 years were randomized to receive a three-
dose regimen of either Gardasil or placebo at Day 1, 
Month 2, and Month 6.

A total of 12,167 women were enrolled from 90 
study centers in Brazil, Colombia, Denmark, Finland, 
Iceland, Mexico, Norway, Peru, Poland, Singapore, 
Sweden, the U.K. and the U.S. (including Puerto Rico) 
and were equally allocated between the two groups. A 
group of 6,082 received Gardasil and another group of 
6,075 received placebo.

FUTURE II evaluated the incidence of HPV 16/18-
related cervical pre-cancers known as CIN (cervical 
intraepithelial neoplasia) 2/3 and non-invasive cancers. 
CIN 2 is a moderate-grade lesion of the cervix. CIN 3 
represents both high-grade lesions and CIS (carcinoma 
in situ), the immediate pre-cursor to invasive squamous 
cell cervical cancer. AIS (adenocarcinoma in situ) is the 

early development of adenocarcinoma (or glandular 
cancer) of the cervix. CIN 3 and AIS are defined as 
Stage 0 cancer according to the International Federation 
of Gynecology and Obstetrics classification.

The primary analysis of this trial evaluated the 
incidence of CIN 2/3 and AIS in women who received 
three doses of Gardasil, had no major protocol violations 
and remained free of HPV 16 and/or HPV 18 infection 
through month 7; this analysis started 30 days after 
completion of the vaccination regimen, and followed 
women for an average of 17 months after completion 
of the regimen. In this group, Gardasil prevented 100 
percent of cases of high-grade pre-cancer and non-
invasive cancer (CIN 2/3 or AIS) associated with HPV 
types 16 and 18 (p < 0.001); no cases of CIN 2/3 or AIS 
were observed in the vaccine group (n=5,301) compared 
to 21 cases in the placebo group (n= 5,258).

“These are the first pivotal data to show that 
vaccination with Gardasil reduced HPV 16 and18-
related cervical pre-cancer and non-invasive cervical 
cancer,” said Laura Koutsky, principal investigator, HPV 
research group, University of Washington, Seattle.

A secondary analysis, also being presented, 
evaluated the incidence of CIN 2/3 and AIS in a broader 
group of women. This analysis started 30 days after 
administration of the first dose of Gardasil or placebo, 
and included all of the women in the primary analysis 
group, as well as women who may have become infected 
with HPV 16 or HPV 18 during the vaccination period 
and women who may have violated the protocol in 
significant ways (for example, by missing certain 
protocol visits).

On average, these women were followed for 
approximately two years. In this group, Gardasil reduced 
the risk of developing high-grade pre-cancer and non-
invasive cancer (CIN 2/CIN 3, or AIS) associated with 
HPV types 16 and 18 by 97 percent (n= 5,736); one case 
was observed in the vaccine group compared to 36 in 
the placebo group (n= 5,766).

There were no discontinuations due to serious 
vaccine-related adverse events.  Adverse events were 
higher among those who received Gardasil compared 
with placebo recipients. The most common vaccine-
related adverse event reported was local discomfort at 
the injection site.

Gardasil was designed to target HPV types 16 and 
18, which account for 70 percent of cervical cancers, 
and HPV types 6 and 11, which account for 90 percent 
of cases of genital warts. These four types also cause 
benign cervical changes that result in “abnormal” Pap 
tests.
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Clinical Trials:
SWOG To Study Why Women
Get Different Lung Cancers
(Continued from page 1)
and other agents. They also will be asked to provide a 
small blood sample and to give researchers access to 
their lung cancer biopsy. 

Although participants will not receive information 
about their samples or receive pay for being in the 
study, their participation will help cancer researchers 
learn more about who is at greatest risk of lung cancer 
and what other factors, in addition to smoking, cause 
development of the disease.  

“We plan to look at markers in lung cancer tissue 
and examine the differences in genes that are involved 
in how our bodies deal with tobacco smoke chemicals,” 
said Kathy Albain, one of the study coordinators and a 
professor of Medicine at Loyola University Medical 
Center in Chicago. “We also would like to examine 
other factors that may influence tumor growth including 
estrogen, which may have a role in the development 
of lung cancers. We also will use the information we 
collect on the survey to see how factors such as smoking 
and family history of cancer may influence lung cancer 
risk and how they may be related to special markers in 
tissue and blood.”

Cancer patients who have been diagnosed with 
stage I, II or III non-small cell lung cancer and who 
have not yet started their treatment can find the nearest 
institution conducting the study by contacting the 
Southwest Oncology Group at 210-677-8808.

NCI Begins Ovarian Cancer
Trial To Build Blood Samples

The U.S. National Cancer Institute is leading a 
clinical trial designed to build a repository of blood 
samples in order to develop an accurate means 
of detecting ovarian cancer soon after the disease 
returns.

Researchers will collect a series of blood samples 
from women with advanced-stage ovarian cancer who 
show no signs of cancer after completing their first 
program of chemotherapy for ovarian cancer. 

“If we can harness all of the protein information 
in the blood in our patient’s samples, we may have a 
strong lead on how to detect ovarian cancer at an early 
stage when it can be most effectively treated,” said Elise 
Kohn of the NCI Center for Cancer Research.

CA-125, a test for a protein that is detectable in 
80 percent of advanced stage patients with epithelial 

ovarian cancer, is currently the only approved test to 
see if ovarian cancer has returned, but it is not able to 
reliably diagnose women who have no signs of ovarian 
cancer. The scientists’ long-term goal is to make a test 
that can predict the presence of early stage ovarian 
cancer using new technology that examines blood 
proteins.

Advanced-stage ovarian cancer has a high 
likelihood of returning within three years of initial 
treatment even when there are no signs of cancer being 
present. Current tests, such as CA-125 and transvaginal 
ultrasound, do not have good ability to predict whether 
cancer will return or not or for finding it in the first 
place. 

The trial will enroll 400 women over 24 months. 
Researchers are looking for women who have advanced-
stage ovarian cancer, have completed their initial 
chemotherapy within nine weeks of starting this trial, 
and show no evidence of cancer following completion 
of their first treatment program for which they received 
drugs such as carboplatin or cisplatin with paclitaxel, or 
docetaxel. The women will have a physical exam and 
routine laboratory tests performed every three months 
and a CT scan of the abdomen and pelvis (plus chest 
if indicated) every six months. Research samples will 
be frozen to create a repository for analysis of blood 
proteins. The study will also compare the blood protein 
test that is developed with CA-125 to see if it is better 
at predicting return of cancer than CA-125. Additional 
blood samples will be stored to create a repository so 
that other promising blood tests for ovarian cancer may 
be studied.

“A pilot study launched in 2000 gave us a better 
understanding of the complexities of protein analysis 
and reinforced the importance of collecting and 
analyzing a large number of blood samples and their 
protein patterns. After carefully analyzing our processes 
and procedures during that pilot study, we now have the 
opportunity to incorporate those advances and to gather 
a larger patient pool, expand our partnerships, and make 
sure that we do not create false-positive results for our 
patients,” said Kohn.  The trial’s leaders note that their 
goal is to create the best, most accurate, validated test 
so patients can have a high level of confidence when 
their results come back. 

 The first site opening for this trial is at NCI’s 
clinical facility on the NIH campus in Bethesda, Md. Ten 
other sites will begin enrolling patients later in 2005 or in 
2006. The other participating institutions include: Fred 
Hutchinson Cancer Research Center and the University 
of Washington; Cedars Sinai Medical Center; University 
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of Alabama at Birmingham; Duke University Medical 
Center; Fox Chase Cancer Center; University of Texas 
M.D. Anderson Cancer Center; Massachusetts General 
Hospital; Northwestern Memorial Hospital; Evanston 
Northwestern University Hospital; New York University 
School of Medicine. 

Further information for enrollment in the trial at 
NCI’s Bethesda, Md., location is available by calling 
888-624-1937.

FDA Approval:
Aromasin Approved By FDA
For ER+ Early Breast Cancer

Pfizer Inc. received approval from the U.S. Food and 
Drug Administration to market Aromasin (exemestane 
tablets) for adjuvant treatment of postmenopausal 
women with estrogen-receptor positive early breast 
cancer following two-to-three years of tamoxifen for 
a completion of five consecutive years of adjuvant 
hormonal therapy. 

The approval was based on the Intergroup 
Exemestane Study (IES) which showed that patients 
who switched to Aromasin after two-to-three years of 
tamoxifen, for a combined total of five years of therapy, 
had 31 percent more protection from cancer recurrence 
than those who remained on five years of tamoxifen 
therapy. 

This study, published in the New England Journal 
of Medicine, established the superiority of switching 
to Aromasin rather than remaining on tamoxifen. 
Following its publication, the American Society of 
Clinical Oncologists and the National Comprehensive 
Cancer Network updated their guidelines to support the 
use of a new switch regimen using Aromasin adjuvant 
treatment.

The IES trial involved over 4,700 postmenopausal 
women with estrogen-receptor positive breast cancer 
who were followed for an average of 35 months.  Patients 
receiving Aromasin experienced a significant reduction 
in the risk for recurrence of the disease, compared to 
those continuing on tamoxifen.  This reduction includes 
fewer local and distant tumors as well as new cancers 
in the other breast. 

The most common side effects for Aromasin, 
which were mild-to-moderate, include hot flashes 
(21.2%), fatigue (16.1%) and arthalgia/ bone pain 
(14.6%). 

Aromasin should not be administered to pre-
menopausal women and women who are pregnant. Dose 
modifications should be considered for patients taking 

concomitant CYP3A4 inducers.  
Last month, Pfizer received approval for adjuvant 

treatment in the European Union. 
Aromasin was approved in the U.S. in 1999 for the 

treatment of advanced breast cancer in postmenopausal 
women whose tumors have stopped responding to 
tamoxifen.

Oral Cancer:
NSAIDs Cut Oral Cancer Risk
But Raise Smokers' Heart Risk

An analysis of 20 years of data on the health of over 
900 adults has found that long-term use of traditional 
nonsteroidal anti-inflammatory drugs (NSAIDs), such 
as ibuprofen and naproxen, cuts the risk for oral cancer 
in smokers by half.

 However, use of these pain relievers (with the 
exception of aspirin) for six months or more also 
doubled users’ risks for cardiovascular death, according 
to collaborative research published online Oct. 7 by 
The Lancet.

The study was conducted by researchers at 
the Norwegian Radium Hospital and The National 
Hospital in Oslo; University of Science and Technology, 
Trondheim, Norway; NewYork-Presbyterian Hospital/
Weill Cornell Medical Center; University of Texas 
M. D. Anderson Cancer Center; and the University of 
Helsinki.

“Our findings highlight how a commonly used 
drug can have a benefit from the standpoint of cancer 
prevention but can also have side effects—in this 
case, an increased risk for cardiovascular death,” said 
co-researcher Andrew Dannenberg, director of cancer 
prevention at NewYork-Presbyterian/Weill Cornell.

The findings also support moves by the U.S. Food 
and Drug Administration, which recently mandated 
special “black box” labels on all NSAID pain relievers 
except aspirin, warning consumers of potential 
cardiovascular side effects linked to long-term use, said 
lead researcher Jon Sudbø, a senior consultant in the 
Department of Medical Oncology and Radiotherapy at 
Norwegian Radium Hospital.

 The new FDA-mandated labeling applies to both 
the over-the-counter and prescription versions of these 
drugs. The agency’s decision followed earlier moves 
in 2004 and 2005, when two COX-2 enzyme-specific 
NSAIDs were withdrawn from the market. First, Vioxx 
was voluntarily recalled by Merck in September 2004, 
and then FDA ordered the recall of Bextra earlier this 
spring.



The Clinical Cancer Letter
Vol. 28 No. 10 n Page 5

 The findings were presented earlier this year at 
the annual meeting of the American Association for 
Cancer Research.

 The research team took a retrospective look at data 
collected prospectively from 1975 to 1995 on more than 
123,000 adults participating in the Norwegian Health 
Survey. The survey tracks participant lifestyles, habits, 
and long-term health outcomes, and is one of the richest 
such databases in the world.

 Sudbø and colleagues narrowed their focus to 
454 people with oral cancer and 454 others without 
such malignancies matched for age and sex. All of the 
individuals had a history of heavy smoking.

“Specifically, we were looking for associations 
between the long-term use of traditional, non-COX-
2-specific NSAIDs and the risk of oral cancer, since 
previous work has suggested that these drugs can lower 
risks for other malignancies, such as colon cancer,” 
said co-researcher Scott Lippman, chairman of the 
Department of Clinical Cancer Prevention at M. D. 
Anderson Cancer Center.

In fact, the researchers did find a correlation: 
Adults who were prescribed NSAIDs such as aspirin, 
ibuprofen, naproxen, indomethacin, piroxicam, and 
ketoprofen for six months or more (most of them for 
much longer periods, with 88 percent taking NSAIDs 
for five years or more) were at a 53 percent lowered risk 
for oral malignancies compared with those who did not 
take the drugs over the long-term.

“Even though the drugs appeared to protect users 
from oral cancer, we saw no added benefit overall in 
terms of prolongation of life or reduced mortality,” 
Sudbø said. “So something was potentially tipping the 
balance the other way.”

Digging deeper, they identified that as cardiovascular 
disease. According to the study, long-term use of 
traditional NSAIDs, except for cardiovascular-dose 
aspirin, doubled users’ risk for cardiovascular death.

 This type of elevated heart risk had already 
been noted with a subclass of NSAIDs called COX-2 
inhibitors, drugs like Vioxx and Bextra and a third (still 
available) painkiller, Celebrex, which target a specific 
enzyme linked to inflammation.

The investigators stressed that the study does 
have limitations. First, the NSAIDs used in the study 
were available to Norwegians via prescription only, 
and it’s not clear whether dosages used by the survey 
participants were similar in strength to popular American 
over-the-counter products like Aleve (naproxen), Motrin 
(ibuprofen), or Advil (ibuprofen).

Also,  although the data were collected 

prospectively, the study remains a relatively small, 
retrospective effort.

So, might long-term use of traditional NSAIDs 
still be right for some people? According to the study 
investigators, a careful risk-benefit assessment is 
required, and that’s a question best left to a patient and 
his or her doctor.

The study was funded by grants from the U.S. 
National Cancer Institute, the Center for Cancer 
Prevention Research, the Norwegian Cancer Society, 
the Research Foundation of the Norwegian Radium 
Hospital, Astrid and Birger Torsteds Legat, and the 
Research Council of Norway. 

Cancer Prevention:
HRT Doesn't Raise Cancer Risk
Following Oophorectomy

A new study shows that women with BRCA1 or 
BRCA2 mutations who have undergone prophylactic 
oophorectomy—the removal of the ovaries to prevent 
breast and ovarian cancer—may use hormone 
replacement therapy to ease symptoms of menopause 
that can result from this procedure without increasing 
their risk of breast cancer. 

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

Surgical removal of the ovaries and fallopian tubes 
is sometimes performed to reduce the risk of breast and 
ovarian cancers in women with mutations in the BRCA1 
or BRCA2 genes, which are known to significantly 
increase the risk of these cancers. 

However, the surgery, which may reduce the risk of 
breast cancer by as much as 60%, can cause significant 
menopausal symptoms, including hot flashes, vaginal 
dryness, sexual dysfunction, and sleep disturbances. 

Because some forms of hormone replacement 
therapy are thought to increase the risk of breast cancer, 
women at high risk for the disease have been reluctant 
to begin taking the drugs.

“Our findings indicate that use of short-term 
hormone replacement therapy does not increase breast 
cancer risk in these women,” said the study’s lead 
author Timothy Rebbeck, professor of epidemiology 
and leader of the Cancer Epidemiology and Risk 
Reduction Program at the University of Pennsylvania’s 
Abramson Cancer Center. “Women with BRCA1 or 
BRCA2 mutations should not defer potentially life-
saving prophylactic surgery because of concerns about 
the immediate impact of menopausal symptoms on their 
quality of life.”
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Researchers examined breast cancer risk and its 
relationship to hormone replacement therapy among 
462 women with no prior breast cancer diagnosis and 
BRCA1 or BRCA2 mutations from 13 medical centers 
in North America and Europe, 155 of whom had the 
prophylactic surgery. 

After a median follow-up of 3.6 years, only 8% 
of the women who had prophylactic oophorectomy 
developed breast cancer, compared to 21% of the women 
who did not undergo the surgery.

In the surgery group, 93 women were taking 
hormone replacement therapy.  Further analysis of the 
women who had the surgery showed that the reduction 
in breast cancer risk was not substantially changed 
whether or not they used hormone replacement therapy:  
those who had the surgery and were taking hormones 
experienced a 63% reduction in breast cancer risk, 
while those who had surgery but did not take hormone 
replacement therapy had a 62% risk reduction. 

While breast cancer risk was not analyzed by 
duration of hormone use, the average length of use was 
less than three years.  Researchers are continuing to 
follow the study participants.

In an accompanying editorial, Wendy Rubinstein, 
of the Evanston Northwestern Healthcare Center 
for Medical Genetics in Illinois, noted, “for now, it 
appears that it is safe to manage the symptoms of 
surgical menopause in BRCA carriers who undergo pre-
menopausal prophylactic oophorectomy by using short-
term hormone replacement therapy. Further studies will 
be required to address questions about specific HRT 
formulations, the optimal timing of surgery, and the 
appropriate duration of HRT for women with BRCA 
mutations.”

Prostate Cancer:
Obesity, Faster Weight Gain,
Linked To Poor Prognosis

How heavy a man is at the time he is diagnosed 
with prostate cancer, as well as his history of weight gain, 
appear to play significant roles in how aggressive his 
cancer may become, said researchers at the University 
of Texas M. D. Anderson Cancer Center.

While a link between weight and initial development 
of prostate cancer already has been made, this report, 
published in the Oct. 1 issue of Clinical Cancer Research, 
is the first to associate a man’s body mass at different 
ages and adult weight gain with the risk of progression 
after his prostate cancer has been surgically treated.

“These findings support the view that the 
development of aggressive forms of prostate cancer 
may be influenced by environmental effects that occur 
early in life,” says the study’s lead researcher Sara 
Strom, an associate professor in the Department of 
Epidemiology.

Given further validation of the results, Strom 
suggests a man’s history of body weight should be a 
factor oncologists consider when designing a treatment 
plan for patients newly diagnosed with prostate 
cancer.

The data also suggest that interventions such as 
diet and exercise could be a way to reduce the risk of 
prostate cancer progression, Strom said.

Researchers based their findings on outcomes from 
526 M. D. Anderson prostate cancer patients treated by 
surgery (prostatectomy). 

They followed the progress of the patients for 
an average of 4 1/2 years, checking whether the men 
entered “biochemical failure” or a rising prostate 
specific antigen level, which can indicate the cancer is 
advancing.

“After surgery, a patient’s PSA should go back 
to being undetectable, but if it begins to rise, that is an 
indicator of progression,” Strom said. “Thirty percent 
of men who have biochemical failure will develop a 
life-threatening cancer metastasis, and so PSA is the 
only marker we have as yet to predict whose cancer 
will spread.”

Within the group, 18 percent of the patients went 
into biochemical failure. 

Researchers then correlated an individual’s risk of 
experiencing that failure with his weight history. They 
found that:

—Men who were obese (body mass index [BMI] 
of 30 or more) when they were diagnosed with prostate 
cancer were more likely to experience biochemical 
failure than those who were not obese;

—Patients who were obese at age 40 had an even 
greater rate of biochemical failure; and

—Men who gained weight at the greatest 
rate between age 25 and the time of their diagnosis 
experienced disease progression significantly sooner 
(an average of 17 months) than those men who gained 
weight more slowly (an average of 39 months).

Strom said it is currently unclear how excess 
obesity contributes to prostate cancer progression, 
although leading theories suggest it could be linked 
to changes in a number of different hormones, such as 
androgen and growth factors, and lifestyle behaviors, 
such as poor diet and inadequate physical activity.
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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
Multi-Center Phase Ib Study of Oxaliplatinin 

Combination with Fluorouracil and Leucovorin in 
Pediatric Patients with Advanced Solid Tumors. Sloan 
Kettering Cancer Center, protocol 6952, Gore, Lia 
Quinones, phone 303-724-4011.

Phase I Study of a Prolonged Infusion  of Triapine in 
Combination with a Fixed Dose Rate of Gemcitabine in 
Patients with Advanced Solid Tumors and Lymphomas. 
Ohio State University Hospital, protocol 7043, Bekaii-
Saab, Tanios, phone 614-293-5655.

Phase I Study of Triapine in Combination with 
Radiation Therapy in Locally Advanced Pancreas 
Cancer. Ohio State University Hospital, protocol 7044, 
Bekaii-Saab, Tanios, phone 614-293-5655.

Phase I Trial of Highly Conformal Radiation 
Therapy for Patients with Liver Metastases. Radiation 
Therapy Oncology Group, protocol RTOG-0438, Katz, 
Alan, phone 585-273-5618.

Phase I Pharmacokinetic Study of Depsipeptide 
in Patients with Advanced Malignancies and Varying 
Levels of Renal Dysfunction. Southwest Oncology 
Group, protocol SO523, Whitehead, Robert, phone 
409-772-1164.

Phase I Pharmacokinetic Study of Depsipeptide 
in Patients with Advanced Malignancies and Varying 
Levels of Liver Dysfunction. Southwest Oncology 
Group, protocol SO524, Davies, Angela, phone 916-
734-3772.

Phase I/II
NCI-Sponsored Trial for the Evaluation of 

Safety and Preliminary Efficacy using Medical [F-18] 
Fluorothymidine as a Marker of Proliferation in Patients 
with Primary Brain Tumors. University of Washington 
Medical Center, protocol 7223, Spence, Alexander, 
phone 206-43-2340.

Phase I and II Trial of Study of VEGF-Associated 

Cancer Diagnosis:
Study Finds Up To 12 Percent
Of Specimens Misdiagnosed

Procedures used to obtain and examine tissue 
for cancer diagnosis are prone to error that frequently 
results in harm, according to a study published in the 
Nov.  15 issue of CANCER, a peer-reviewed journal of 
the American Cancer Society. 

Agency for Healthcare Research and Quality-
funded researchers say that a government-mandated 
error detection method that involves the review of 
patient specimens, when patients have two or more 
specimens from the same body site, found up to 12 
percent of reviewed specimen pairs had an erroneous 
diagnosis.  However, pathologists failed to agree on the 
cause of most of these errors.

To characterize the frequency, cause, and impact 
of errors in cancer diagnosis, Stephen Raab, of the 
University of Pittsburgh School of Medicine, and 
colleagues reviewed tissue specimens, pathologists’ 
findings, and medical records from four institutions 
that diagnose precancerous and cancerous lesions. 
The researchers reviewed patient material when the 
diagnoses differed on multiple tests.

They found that errors were relatively frequent 
and institution-dependent. Up to nine percent of 
gynecologic specimen pairs (Pap test and cervical 
biopsy) contained an error and up to 12 percent of 
non-gynecologic specimen pairs contained an error. 
Differences in institutional error rates are most likely 
related to bias in error reporting, although underlying 
quality improvement methods may have resulted in 
lower error frequencies at some institutions.

The majority of errors were a result of sub-optimal 
specimen collection, and the proportion of errors caused 
by pathologist misinterpretation ranged from five percent 
to 50 percent. When pathologists reviewed specimens 
from other institutions, they frequently disagreed with 
the assignment of error cause.

Review of medical records showed that gynecologic 
errors resulted in harm in 45 percent of cases and non-
gynecologic errors resulted in harm in 39 percent of 
cases. Harm most likely consisted in delays in diagnosis 
and additional testing that drove up costs. It is rare that 
unneeded procedures are performed for the false positive 
diagnosis of cancer. Pathologists disagreed on the 
severity of harm caused by error in cancer diagnosis.

The researchers say that their study demonstrates 
not only a relatively high frequency of error using this 
detection method, but that variability in practice impairs 

the ability to understand error cause. To that end, “the 
standardization and uniform reporting of errors in cancer 
diagnosis is a first step in improving safety,” conclude 
the authors.
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Antisense Oligonucleotide in Patients with HIV Related 
Karposi’s Sarcoma. AIDS- Malignancies Clinical 
Consortium, protocol AMC-043, Tulpule, Anil, phone 
323-865-3927.

Phase I/II Study of Suberoylanilide Hydroxamic 
Acid in Combination with Trastuzumab (Herceptin) in 
Patients with Advanced Metastatic and/or Local Chest 
Wall Recurrent Her-2 Amplified Breast Cancer. Eastern 
Cooperative Oncology Group, protocol E1104, Swaby, 
Ramona, phone 215-728-0417.

Phase II
Phase II Study of Suberoylanilide Hydroxamic 

Acid in Indolent Non-Hodgkin’s Lymphoma. City 
of Hope National Medical Center, protocol 6963, 
Kirschbaum, Mark, phone 626-256-4673, ext. 62830.

Phase II Study of BAY 43-9006 for Patients with 
Imatinib-Resistant Malignant Gastrointestinal Stromal 
Tumor. University of Chicago, protocol 7028, Kindler, 
Hedy, phone 773-702-0360.

Phase II Study of AZD 2171 in Patients with 
Recurrent Small Cell Lung Cancer. City of Hope 
National Medical Center, protocol 7097, Ramalingam, 
Suresh, phone 412-648-6619.

Phase II Study of AZD2171 in Patients with 
Recurrent Small-Volume Ovarian, Primary Peritoneal 
Serous or Fallopian Tube Cancer, Dana-Farber Cancer 
Center Institute, protocol 7102, Matulonis, Ursula, 
phone 617-632-6766.

Phase II Study of MOAD (Methotrexate Vincristine, 
L-asparaginase and Dexamethasone) with Subcutaneous 
Campath for Adults with Relapsed or Refractory Acute 
Lymphocytic Leukemia. Eastern Cooperative Oncology 
Group, protocol E1904, Wiernik, Peter, phone 718-
920-1100.

Response-Adapted Therapy for Aggressive 
Non-Hodgkin’s Lymphomas Based on Early [18F] 
FDG-PET Scanning. Eastern Cooperative Oncology 
Group, protocol E3404, Swinnen, Lode, phone 410-
955-4116.

Phase II Study to Evaluate Overall Response Rate 
of BAY 43-9006 (Sorafenib) Combined with Docetaxel 
and Cisplatin in the Treatment of Metastatic or Advanced 
Unresectable Gastric and Gastroesophageal Junction 
Adenocarcinoma. Eastern Cooperative Oncology Group, 
protocol E5203, Sun, Weijing, phone 215-662-6681. 

Phase II Study of Epratuzumab, Rituximab 
(ER)-CHOP for Patients with Previously Untreated 
Diffuse Large B-Cell Lymphoma. North Central Cancer 
Treatment Group, protocol NO489, Micallef, Ivana, 
phone 507-284-4642. 

Phase II Trial of Radiation plus Temozolomide 
Followed by Adjuvant Temozolomide and Poly-ICLC 
in Patients with Newly Diagnosed Glioblastoma 
Multiforme. New Approaches to Brain Tumor Therapy 
Consortium, protocol NABTT-0501, Rosenfeld, Myrna 
Rachel, phone 215-746-4707.

Phase II Trial of BAY 43-9006 (Sorafenib)in 
Patients with Relapsing or Resistant Multiple Myeloma. 
Southwest Oncology Group, protocol SO434, Hussein, 
Mohamad, phone 216)445-6830.

Randomized Phase II Trial of BAY43-9006 
(Sorafenib) with Either CCI-779 (Temsirolimus) or 
R115777 (Tipifarnib) in Metastatic Melanoma and 
Assessment of the Role of PET Imaging for Evaluation 
as an Early Indicator of Response. Southwest Oncology 
Group, protocol SO438, Margolin, Kim Allyson, phone 
626-359-8111, ext. 62867.

Phase III
Randomized Phase III Trial Comparing 16 

to 18 Weeks of Neoadjuvant Exemestane (25 mg 
daily), Letrozole (2.5 mg), or Anastrozole (1 mg) in 
Postmenopausal Women with Clinical Stage II and III 
Estrogen and/or Progesterone Receptor Positive Breast 
Cancer. American College of Surgeons Oncology Trials 
Clifford Group, protocol ACOSOG-Z1031, Ellis, 
Matthew, phone 314-362-8866.

Phase III Trial of Irinotecan/5-FU/Leucovorin 
or Oxaliplatin/5-FU/Leucovorin with Bevacizumab, 
or Cetuximab (C225), or with the Combination 
of Bevacizumab and Cetuximab for Patients with 
Untreated Metastatic Adenocarcinoma of the Colon 
or Rectum. Cancer and Leukemia Group B, protocol 
C80405, Venook, Alan, phone 415-353-9888.

Phase III Protocol of Androgen Suppression (AS) 
and 3DCRT/IMRT vs AS and 3DCRT/IMRT Followed 
by Chemotherapy with Docetaxel and Prednisone 
For Localized, High-Risk Prostate Cancer. Radiation 
Therapy Oncology Group, protocol RTOG-0521, 
Sandler, Howard, phone 734-936-9338.

Prevention of Delayed Nausea: A Phase III Double-
Blind Placebo-Controlled Clinical Trial, University of 
Rochester, protocol URCC-04-02, Hickok, Jane, phone 
716-275-5513.

Pilot 
Pilot Phase I Study of Weekly Docetaxel and 

Cetuximab Chemoradiation for Poor Risk Stage III 
Non-Small Cell Lung Cancer. Southwest Oncology 
Group, protocol SO429, Chen, Yuhchyau, phone 585-
275-5623.
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A Notch-Signaling Pathway Inhibitor in Patients with T-cell Acute Lymphoblastic
Leukemia/Lymphoma (T-ALL)

An investigational study for children, adolescents and adults with relapsed and refractory T-cell acute 
lymphoblastic leukemia/lymphoma is now accruing patients at various centers around the country.

This study’s goal is to evaluate the safety and tolerability of a Notch inhibitor as a rational molecular
therapeutic target in T-ALL, potentially uncovering a novel treatment for these cancer patients. 

Eligibility criteria and treatment schema for the study include:

Notch-Signaling Pathway Inhibitor in Patients with T-ALL

Eligibility Criteria Patient must be = 12 months with a diagnosis of T-cell acute lymphoblastic
leukemia/lymphoma AND must also have: 

� Relapsed T-ALL
� T-ALL refractory to standard therapy 
� Not be a candidate for myelosuppressive chemotherapy due to age or comorbid 

disease
ECOG performance status =2 for patients >16 years of age OR Lanksy performance level 
>50 for patients 12 months to =16 years of age
Fully recovered from any chemotherapy and >2 weeks from radiotherapy, immunotherapy, 
or systemic steroid therapy with the exception of hydroxyurea or intrathecal therapy 
Patient must be >2 months following bone marrow or peripheral blood stem cell 
transplantation
No treatment with any investigational therapy during the preceding 30 days
No active or uncontrolled infection 
Patients must have adequate renal and hepatic function

Treatment Plan Open label and non-randomized, this study is conducted in two parts. Part I is an accelerated 
dose escalation to determine the maximum tolerated dose (MTD), and Part II is a cohort 
expansion at or below the MTD.  MK-0752 will be administered orally.  Plasma 
concentrations will be measured at defined time intervals.

For information regarding centers currently open for enrollment, please contact 1-888-577-8839.


