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A randomized phase III study has shown that post-surgical treatment 
with the capecitabine and oxaliplatin (a combination called XELOX) is more 
effective than standard 5-fluorouracil and leucovorin (5-FU/LV) therapy for 
slowing the progression of stage III colon cancer among patients of all ages, 
including those age 70 and older.

Previous data have suggested that older patients may not benefit from 
or be able to tolerate aggressive adjuvant treatment with newer chemotherapy 
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San Antonio Breast Cancer Symposium:
Herceptin With Adjuvant Chemo Improves
Disease-Free Survival, Phase III Trial Finds

GI Cancers Symposium:
Adjuvant XELOX More Effective Than
5-FU/LV For Stage III Colon Cancer

Using Herceptin with chemotherapy, instead of after, clearly improves 
treatment of women with HER2+ breast cancer, and should be the new standard 
of care, said a Mayo Clinic researcher who led what is regarded to be a key 
clinical trial determining the best use of Herceptin. 

Patients using Herceptin and chemotherapy at the same time had a 
relative 25 percent reduction in the risk of recurrence of cancer or death, 
compared with women who used Herceptin after chemotherapy, said Edith 
Perez, chair, North Central Cancer Treatment Group Breast Committee and a 
breast cancer researcher at the Mayo Clinic campus in Jacksonville, Fla.

Perez presented the findings of the study at the Cancer Therapy & 
Research Center-American Association for Cancer Research San Antonio 
Breast Cancer Symposium.

These findings may have global implications for women being treated 
for HER2+ breast cancer, which makes up 20 percent to 25 percent of all 
cases, Perez said.

In the U.S., Herceptin is approved for use on either a sequential 
or concurrent treatment schedule with adjuvant chemotherapy (that is, 
chemotherapy following surgery). In much of the rest of the world, Herceptin 
is used sequentially, she says.

“The results of this trial have been eagerly awaited in the U.S. and in 
many nations as this is the only trial developed to define the optimal way to 
incorporate Herceptin in the context of adjuvant chemotherapy,” Perez said. 
“The goal was to decrease the risk of cancer recurrence, and we have shown 
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drugs, beyond 5FU/LV. The results of the study were 
presented at the Gastrointestinal Cancers Symposium 
in Orlando, Fla., Jan. 22-24.

“These findings indicate that patients with stage 
III colon cancer benefit more from the newer, XELOX 
adjuvant treatment regimen than from traditional 
adjuvant chemotherapy, and that this benefit persists 
among older patients,” said lead author Daniel Haller, 
professor of medicine and Deenie Greitzer Professor 
of Gastrointestinal Oncology at the Abramson Cancer 
Center at the University of Pennsylvania. “While 
treatment decisions should be made on an individual 
basis, these findings shed important new light on how 
we can best treat otherwise healthy patients age 70 and 
older.”

In this study, 1,886 patients with stage III colon 
cancer were randomly assigned to receive XELOX 
or 5-FU/LV chemotherapy following surgery. After 3 
years, 71 percent of patients in the XELOX group did 
not experience disease progression compared with 67 
percent of the 5-FU/LV group, a difference that was 
statistically significant. Among patients younger than 
70, 72 percent of patients in the XELOX group did 
not experience disease progression after three years 
versus 69 percent of those in the 5-FU/LV group. The 
corresponding figures for patients age 70 and older 
were 66 percent and 60 percent, respectively. Analysis 

of overall survival is ongoing.
The use of newer chemotherapy drugs in the 

adjuvant setting for older patients with stage III colon 
cancer has been a topic of controversy, and these findings 
contradict conclusions from two recent studies.

The first, a 2009 retrospective meta-analysis 
of six clinical trials, found that elderly patients with 
stage III colon cancer did not experience improved 
disease-free survival or longer overall survival after 
receiving therapy that included newer drugs such as 
oxaliplatin, irinotecan and capecitabine, compared to 
5FU/LV controls. In addition, the prospective MOSAIC 
trial recently reported that adjuvant treatment with 
oxaliplatin and 5-FU/LV did not provide additional 
benefit for elderly patients. These data have prompted 
some clinicians to decide against using these drugs for 
their older patients.

In addition, German clinical guidelines were 
amended based on these previous studies, and a 
European trial examining adjuvant treatment for 
colorectal cancer, PETACC-8, was amended to exclude 
patients over age 70.

According to the authors of the current study, these 
new data are strong enough to recommend that patients 
should be evaluated on an individual basis for XELOX 
therapy, regardless of age.

The Gastrointestinal Cancers Symposium is 
co-sponsored by the American Gastroenterological 
Association Institute, the American Society for 
Clinical Oncology, the American Society for Radiology 
Oncology, and the Society of Surgical Oncology.

Following are other research highlights from the 
symposium:

New Blood Test for Colorectal Cancer
A new test for blood levels of the CD24 protein is 

more than 90 percent sensitive and specific for detecting 
colorectal cancer, and more than 80 percent accurate at 
detecting potential precancers, called adenomas. These 
findings may prove useful for identifying patients who 
would benefit most from colonoscopy.

The test examines blood levels of the CD24 
protein, which is produced early in the multistep process 
of colorectal cancer development and may be involved 
in the spread of tumor cells.

“Screening is effective for early colorectal cancer 
detection and prevention, but for a range of reasons, 
many people are reluctant to undergo colonoscopy. 
Most people, however, are willing to have a blood test,” 
said lead author Sarah Kraus, who heads a research 
laboratory at Tel Aviv Souraski Medical Center in Israel. 
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“The CD24 blood test holds promise for identifying the 
patients at risk for colorectal cancer and could help guide 
the best use of colonoscopy resources.”

Colonoscopy and stool testing for occult blood are 
currently the primary methods for detecting colorectal 
cancer and colorectal adenomas (growths that have the 
potential to progress to cancer). However, colonoscopy 
remains underutilized in the U.S., and the stool blood 
test is not very sensitive.

In this study, Kraus and her colleagues examined the 
sensitivity (ability to accurately detect an abnormality) 
and specificity (ability to differentiate cancer or 
adenomas from other diseases) of the CD24 blood test 
in 150 patients undergoing colonoscopy. They found that 
the CD24 test was 92.3 percent sensitive and specific for 
detecting colorectal cancer, and 84.2 percent sensitive 
and 89.2 percent specific for detecting adenomas.

Kraus noted that larger studies are needed to 
validate these findings before the blood test can be 
widely used for colorectal cancer screening. The test is 
expected to be relatively inexpensive (less than $50).

Early-Detection Test for Pancreatic Cancer
Researchers have developed a novel immunoassay 

for detecting early-stage pancreatic cancer that identifies 
and quantifies blood levels of the PAM4 protein, a 
unique antigen present in almost 90 percent of pancreatic 
cancers and precancers.

“Most patients with pancreatic cancer are diagnosed 
when the disease is advanced and more difficult to cure,” 
said lead author David Gold, a member of the Garden 
State Cancer Center. “In this study, we found that the 
PAM4 protein is quite accurate at identifying patients 
with pancreatic cancer and, if validated in larger studies, 
would be a promising tool for detecting this disease in 
its earlier, more treatable stages, before it spreads to 
other organs.”

The PAM4 antibody (also called clivatuzumab) 
used in this assay reacts with a protein produced by 
pancreatic cancer cells. The protein is not detectable in 
normal pancreatic cells and is rarely detected in a non-
cancerous condition, called pancreatitis (inflammation 
of the pancreas), making it highly specific for pancreatic 
cancer. (Pancreatic cancer is initially often difficult to 
distinguish from pancreatitis.)

The researchers evaluated an immunoassay for 
the PAM4 protein in 68 patients who had pancreatic 
cancer surgery and 19 healthy controls. They found that 
the test was 62 percent sensitive for detecting stage 1 
pancreatic cancer (disease confined to the pancreas), 
86 percent sensitive for stage 2 disease (disease which 

has spread to nearby organs) and 91 percent sensitive 
for stage 3/4 cancers (local and distant spread). The 
assay was 81 percent sensitive for detecting all stages 
of pancreatic cancer.

The investigators concluded that these promising 
data warrant further evaluation to determine how the test 
can improve the management of patients with pancreatic 
cancer. If these results are confirmed, it may become 
possible to test people at risk for pancreatic cancer 
(patients with a history of tobacco use, or those with 
genetic or other medical factors) on a yearly basis, to 
enhance the chance of early detection. Currently, just 
7 percent of pancreatic cancer cases are detected at an 
early stage, before the cancer has spread to other parts 
of the body. The survival rate for early-stage pancreatic 
cancer is 20 percent, compared with just 1.8 percent for 
those diagnosed when the disease has metastasized.

The investigators noted that the clivatuzumab 
antibody may also prove useful for treating the disease 
by acting as a carrier for agents (such as radioactive 
isotopes) that can target and kill cancer cells.

Genetic Variation for Aggressive Gastric Cancer
Investigators report for the first time that they have 

identified an inherited genetic variation in patients with 
gastric (stomach) cancer that predicts more aggressive 
disease. Researchers found that patients with this 
variation, located on the CD44 gene, experienced 
recurrence more than three times sooner than patients 
without this variation.

“If our findings are confirmed in larger, prospective 
clinical trials, testing for the CD44 variation could help 
us identify patients who would benefit from more 
aggressive treatment, as well as facilitate the development 
of therapies targeting this genetic variation,” said lead 
author Thomas Winder, a postdoctoral research fellow 
at the University of Southern California.

The CD44 gene regulates the production of a 
protein associated with cell adhesion (the loss of which 
is associated with cancer development) and metastasis 
in digestive cancers. Altered CD44 may also make 
cancer cells more resistant to chemotherapy or radiation 
therapy.

In this study, Winder and his colleagues analyzed 
the association between the presence of the CD44 
variation and the time to recurrence in 104 patients with 
localized gastric cancer at the University of Southern 
California. They found that patients who had the CD44 
variation had a significantly shorter time to recurrence 
(2.1 years) compared to those without this variation (7 
years).
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Because the genetic variation is inherited, it is 
theoretically possible that this finding could be used to 
develop a genetic test to predict an individual’s risk of 
developing gastric cancer before it develops. However, 
Winder cautioned that epidemiological studies need 
to be conducted to further characterize and confirm 
the role of this genetic variation in gastric cancer 
development.

Transhiatal approach is superior to left 
thoracoabdominal approach for treating certain 
forms of esophageal and gastric cancer: Researchers 
have confirmed that the abdominal and transhiatal 
(AT) approach is superior to the left thoracoabdominal 
(LT) approach for surgical treatment of two forms of 
esophagogastric cancer (cancer of the junction between 
the stomach and esophagus), called true cardia and sub-
cardia cancer.

In the LT approach, the surgeon makes a large 
incision from the left side of the chest to the middle of 
the abdomen. During the AT approach, the incision is 
smaller in the upper abdomen. The AT approach does 
not provide as much space to remove lymph nodes for 
analysis as the LT approach, but it is also less invasive, 
and therefore, less taxing on the patient. In this study, 
167 patients were randomly assigned to undergo surgery 
with AT or LT between 1995 and 2003. After a median 
follow-up of 7.7 years, researchers determined that 
five-year survival rates were higher in the AT group 
than the LT group (51 percent vs. 37 percent) and that  
patients in the AT group experienced significantly less 
deterioration in respiratory function, body weight and 
other symptoms.

Large study confirms that presence of cancer 
cells in the peritoneum (abdomen) predicts poor 
disease-specific survival for patients with stomach 
cancer; chemotherapy may be beneficial: Findings 
from a large study have confirmed that the presence 
of microscopic cancer cells in the abdominal cavity—
called positive peritoneal cytology—predicts poor 
disease-specific survival (DSS) among patients with 
gastric (stomach) cancer, even in the absence of visible 
peritoneal or visceral metastases (median DSS just over 
1 year).

Also, researchers found that about half of the 
patients (27/48) selected for repeat staging laparoscopy 
with positive peritoneal cytology who were initially 
treated with chemotherapy before surgical resection 
were converted to negative peritoneal cytology patients, 
and that these patients have significantly longer DSS 
than those that did not convert (median 2.5 years vs. 
1.4 years). Peritoneal cytology is frequently used to 

determine the presence of cancer spread in gastric cancer 
patients that is not visible to the naked eye, and it is 
performed by microscopic examination of cell samples 
collected during surgery.

First clinical trial of TNFerade Biologic 
(TNF) for locally advanced esophageal cancer finds 
increased survival, compared to historic controls: 
Findings from a small, multi-center study suggest that 
TNF combined with chemoradiation increases survival 
in patients with surgically removable stage II or III 
esophageal cancer.

TNFerade, which has not yet been approved for use, 
is an adenovector, or DNA carrier, which contains the 
gene for tumor necrosis factor-alpha (TNFα), an immune 
system protein with potent and well-documented anti-
cancer effects, used for direct injection into tumors. In 
this dose-escalating study, varying doses of TNF were 
given with concurrent neoadjuvant chemoradiation plus 
cisplatin to 24 patients. Researchers found that median 
survival was greater among patients in this study than 
historical controls (47.7 months vs. 9.7 to 34 months), 
and that five-year survival was highest among patients 
who received the three lower doses of TNF. The authors 
concluded these results are encouraging and that TNF 
warrants additional evaluation in this setting.

Sorafenib (Nexavar) following response (≥25% 
tumor shrinkage or necrosis) to transarterial 
chemoembolization (TACE) may not significantly 
slow hepatocellular carcinoma (HCC) progression: 
Primary findings from a phase III trial conducted in Japan 
and Korea suggest that sorafenib treatment initiated 
several weeks following one or two standard TACE 
procedures does not increase time to cancer progression 
(TTP) or recurrence among patients with advanced HCC. 
In the randomized, phase III study reported here, 458 
patients received either 400 mg of sorafenib or placebo 
twice daily. Median time to progression or recurrence by 
central review was 5.4 months in the sorafenib arm and 
3.7 months in the placebo arm, but the difference was not 
statistically significant. Overall survival was similar in 
the two groups. Several exploratory secondary analyses 
of the trial reported here did suggest a positive impact 
associated with sorafenib treatment. An exploratory 
analysis of TTP conducted by the investigators found 
that median TTP was 7.2 months in the sorafenib arm, 
compared with 5.3 months in the placebo arm. In 
multiple other exploratory subgroup analyses of TTP 
conducted by central review, the hazard ratios also 
favored patients treated with sorafenib, compared to 
those in the placebo group. The researchers concluded 
that further study evaluating the safety and efficacy of 
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sorafenib in combination with TACE is warranted.
Controlling dietary polyamines may be 

an effective strategy for preventing colorectal 
cancer: Polyamines are associated with cell growth 
and cancer development, and previous research 
has shown that a polyamine-inhibiting regimen of 
difluoromethylornithine (DFMO) plus sulindac 
(Clinoril) can prevent precancerous colorectal adenomas. 
Food products rich in polyamines include orange juice, 
meat, green peas and corn. In this randomized, phase III 
clinical trial researchers investigated the role of dietary 
intake of polyamines and the efficacy of DFMO/sulindac 
for preventing adenomas among 188 individuals. 
Researchers found that patients with the highest dietary 
polyamine intake were more likely to have colorectal 
adenomas greater than 1 cm and advanced adenomas, 
compared to those with the lowest dietary polyamine 
intake (43.6 percent vs. 26.4 percent, and 52.7 percent 
vs. 35.9 percent, respectively). However, they found that 
DFMO/sulindac treatment only reduced adenoma risk 
among patients with lower intake of dietary polyamines, 
and not among those with higher dietary polyamine 
intake. They conclude that control of dietary intake of 
polyamines may be an effective adjunctive strategy to 
polyamine inhibitors for preventing colorectal adenomas 
and cancer.

Second-line treatment with panitumumab 
(Vectibix) and FOLFIRI for metastatic colorectal 
cancer is only effective for wild-type KRAS tumors: 
A randomized, phase III trial, finds that adding 
panitumumab to second-line FOLFIRI (5-fluorouracil, 
irinotecan and leucovorin) treatment improves median 
progression survival for metastatic colorectal cancer 
patients whose tumors have the normal (wild-type) 
form of the KRAS gene (5.9 months vs. 3.9 months for 
FOLFIRI alone).  The addition of panitumumab had no 
effect on patients with KRAS gene mutations.

Adding panitumumab (Vectibix) to first-line 
treatment FOLFOX4 for metastatic colorectal 
cancer patients is only effective in patients with 
wild-type KRAS tumors: A randomized, phase III trial 
finds that adding panitumumab to first-line FOLFOX4 
(oxaliplatin, leucovorin and 5-fluorouracil) treatment 
improves progression-free survival for advanced 
colorectal cancer patients with the normal (wild-type) 
form of the KRAS gene (9.6 months vs. 8 months with 
FOLFOX4 alone). However, they found that FOLFOX4 
alone is superior for patients whose tumors have KRAS 
gene mutations (8.8 months vs. 7.3 months for patients 
who received both therapies).

that concurrent use is the best way to achieve that.”
“This could mean that up to 10,000 women around 

the world each year may have a better outcome if 
Herceptin is used along with chemotherapy. Given that, 
I believe this study will lead to a global re-evaluation 
of how Herceptin is used,” she said.

Every year, approximately 250,000 women 
worldwide are eligible to be treated with Herceptin for 
invasive HER2+ breast cancer, Perez said.

Some data on part of the study, the clinical trial 
N9831, have been released before, such as in 2005 in 
the New England Journal of Medicine. But this is the 
first time that mature outcome information on patients 
given sequential vs. concurrent treatment is available. 
The trial enrolled women who had surgery to treat Stage 
I-III invasive HER2+ breast cancer.

The study is the only phase III randomized clinical 
trial to assess chemotherapy alone (Arm A) versus either 
sequential (Arm B) or concurrent (Arm C) incorporation 
of Herceptin in patients. 

Chemotherapy used in the study was doxorubicin 
and cyclophosphamide then paclitaxel, and was 
administered for approximately six months. Herceptin 
was given for 52 weeks.

Two different comparisons were made in the study. 
The first looked at outcomes in Arm A (1,087 women) 
compared to Arm B (1,097 women) and found that 
five-year disease-free survival (defined as no cancer 
recurrence) was increased from 72 percent (Arm A) 
to 80 percent (Arm B). Researchers also tabulated 222 
events (cancer recurrence or death) in Arm A compared 
to 164 events in Arm B.

The second comparison looked at 954 women 
enrolled in Arm B with 949 women enrolled in Arm C. 
Researchers found that patients in Arm C fared the best 
overall. Their five-year disease-free-survival increased 
to 84 percent, compared to 80 percent in Arm B. 

“The study demonstrated that adding Herceptin 
clearly improves disease-free survival, with improvement 
if given after chemotherapy, but even more improvement 
if started concurrent with taxane-based chemotherapy,” 
Perez said. “So, our recommendation for practice and 
regulatory agencies around the world is that Herceptin 
be given concurrent with adjuvant chemotherapy.”

This study with researchers participating via the 
NCI-funded NCCTG, the Eastern Cooperative Oncology 

San Antonio Symposium:
Concurrent Herceptin Better
Than Herceptin After Chemo
(Continued from page 1)
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Group, the Cancer and Leukemia Group B group, and 
the Southwest Oncology Group.

Avastin Improves PFS
Compared To Chemo Alone

Women with metastatic HER2-negative breast 
cancer who received Avastin in combination with 
a commonly used chemotherapy had a 28 percent 
improvement in progression-free survival compared 
with those who received chemotherapy alone (hazard 
ratio=0.78; p=0.0072), according to results of RIBBON 
2, a phase III study.

Results of the study were presented at the San 
Antonio Breast Cancer Symposium. RIBBON 2 is an 
international, multicenter, randomized, double-blind, 
placebo-controlled study of 684 patients with metastatic 
HER2-negative breast cancer who had previously 
received chemotherapy alone for metastatic disease.

The trial evaluated the combination of either 
Avastin or placebo with an investigator’s choice 
of chemotherapy, including taxanes (paclitaxel, 
protein-bound paclitaxel or docetaxel), gemcitabine, 
capecitabine or vinorelbine.

Depending on the type of chemotherapy used, 
Avastin was administered every two or three weeks 
until disease progression. PFS was defined as the time 
from randomization to disease progression or death as 
assessed by the treating physicians in the study.

No new safety signals were observed in this study 
and adverse events were similar to those previously 
reported for Avastin studies in advanced breast cancer 
and other indications.

“It’s important for women with advanced breast 
cancer whose disease has worsened after their first 
treatment to have as many treatment choices as possible,” 
said Adam Brufsky, medical director of the Women’s 
Cancer Center, University of Pittsburgh Medical Center 
and principal investigator of the study. “This is the first 
phase III study that showed an anti-angiogenic medicine 
combined with chemotherapy extended the time women 
with advanced HER2-negative disease, whose initial 
chemotherapy had stopped working, lived without the 
cancer worsening.”

The 28 percent improvement in PFS observed 
in RIBBON 2 can also be referred to as a 22 percent 
reduction in the risk of cancer progression or death 
(hazard ratio=0.78; p=0.0072). Patients who received 
Avastin plus chemotherapy had a median PFS of 7.2 
months compared to 5.1 months for those who received 
chemotherapy alone.

ASH Meeting:
Two Second-Line CML Drugs
Work Front-Line, Studies Find

Two medications approved as treatment for drug-
resistant chronic myeloid leukemia continue to provide 
patients with quicker, better responses as a first treatment 
than the existing front-line drug, researchers at The 
University of Texas M.D. Anderson Cancer Center 
said at the annual meeting of the American Society of 
Hematology last month.

Initial therapy for CML remains imatinib, a 
Novartis drug known as Gleevec, which has increased 
the five-year survival rate for the disease from 50 percent 
to 90 percent of patients. In separate clinical trials, M. D. 
Anderson researchers are comparing nilotinib, a Novartis 
drug known as Tasigna, and dasatinib, a Bristol-Myers 
Squibb drug known as Sprycel, to historical results from 
earlier trials of imatinib.

“More patients taking nilotinib or dasatinib are 
achieving complete responses more quickly than they 
do on either of two daily doses of imatinib,” said 
Jorge Cortes, professor in M. D. Anderson’s Leukemia 
Department and leader of both studies.

For example, 96 percent of those taking nilotinib 
and 94 percent of those on dasatinib reached a complete 
cytogenetic response at six months, compared with 54 
percent of those taking 400 mg a day of imatinib and 
85 percent of those taking 800 mg. Over the longer 
term up to 30 months, complete cytogenetic response 
induced by the two drugs is comparable to that of the 
higher-dose imatinib.

Complete cytogenetic response is the absence of 
the defective chromosome that causes the disease.

The dasatinib trial has enrolled 62 patients with 
previously untreated early stage CML taking either 
50 mg twice daily or 100 mg once a day. Among 50 
patients followed for at least three months, 49 (98 
percent) achieved complete cytogenetic response. 
Major molecular response, a more stringent measure 
of remission, was reached in 35 patients (70 percent) 
with five (10 percent) achieving complete molecular 
response.

The researchers have dropped the twice daily arm 
of the trial, keeping the 100 mg once a day arm open 
because it has produced higher rates of major molecular 
response with fewer side effects.

The nilotinib trial has enrolled 65 patients with the 
400mg twice daily dose producing complete cytogenetic 
responses in 50 of 51 patients (98 percent) followed for 
at least three months. Major molecular response has been 
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achieved in 32 patients (63 percent) with 12 (24 percent) 
achieving complete molecular response.

All patients in both trials are alive, and enrollment 
continues. Some patients in each trial had their treatment 
reduced or temporarily interrupted because of toxicities. 
Side effects are manageable and similar to those seen 
for imatinib, Cortes said.

Phase II Study of Omacetaxine for CML
Results from a phase II clinical trial indicate a 

novel drug may provide a treatment option for chronic 
myeloid leukemia patients who do not respond to current 
therapies, researchers from M.D. Anderson Cancer 
Center reported at the ASH meeting.

The injectable drug omacetaxine achieved durable 
responses in some CML patients who harbor a mutation 
that renders otherwise effective treatments useless 
against their disease.

“Omacetaxine is a drug that has worked in CML in 
the past and we now find it to produce responses among 
CML patients who have the T315I mutation, a group 
that currently has no other pharmaceutical options,” said 
principal investigator Jorge Cortes, of M.D. Anderson. 
“This is a drug that we’ve known to work in CML and 
now has the potential for expanded use, probably in 
combination with other drugs.”

Imatinib failed every patient and 79 percent have 
tried two or more tyrosine kinase inhibitors. Data were 
available on 81 patients in time to report results at ASH. 
Of these, 49 were in the chronic phase of the disease, 
17 in the accelerated phase and 15 were in blast crisis, 
the most dangerous phase of CML.

Complete hematological response, a restoration 
of normal blood counts, was achieved in 42 patients 
for a total response of 85 percent. Another 27.5 percent 
achieved a cytogenetic response with nine patients 
having a complete response. A reduction in the baseline 
T315I clone was achieved in 57 percent of patients. 
Median survival time has not been reached in this 
group.

A hematologic response was achieved in six 
patients (35 percent) in accelerated phase with five 
achieving a complete response and one returning to 
chronic phase. One achieved a complete cytogenetic 
response. Median survival for this group was 18.8 
months.

In the blast phase, seven patients (47 percent) had 
a hematologic response, three were complete. Median 
survival was 2.1 months.

Sixty-eight percent of all patients experienced 
grade 3/4 side effects, mostly hematological, with 58 

percent experiencing low platelet levels, 36 percent 
having anemia and 33 percent experiencing reduced 
levels of the white blood cell neutrophils. Non-
hematologic responses were mainly low grade and 
included diarrhea, fatigue and nausea. Half of all patients 
had their treatment delayed by a median of 12 days due 
to mainly hematological side effects.

“This treatment appears to be overall well-
tolerated for the majority of patients, and the drug can 
be self-administered, which makes it convenient,” 
Cortes said.

Phase II Study of Carfilzomib For Myeloma
The second-generation proteasome inhibitor 

carfilzomib is showing noteworthy response rates 
and low levels of adverse side effects among multiple 
myeloma patients in a phase II clinical trial, researchers 
reported at the ASH meeting.

The updated data from the 17-site study focuses on 
patients with relapsed or resistant multiple myeloma who 
have received one to three prior therapies, but not the 
drug bortezomib, the original proteasome inhibitor.

“These findings are truly an advance for patients 
with multiple myeloma,” said Michael Wang, associate 
professor at M.D. Anderson and lead author on the study. 
“While new agents are extending life expectancies, 
they often have adverse side effects, including severe 
neuropathy. Carfilzomib is showing good response rates, 
with an improved side effects profile.”

Fifty-seven bortezomib-naive patients have 
been enrolled, and 56 have received at least one dose 
of carfilzomib. Prior therapies included alkylators, 
stem cell transplant, thalidomide, lenalidimide and 
anthracyclines. Patients entered the trial with a variety 
of side effects from previous treatments including 
21 patients with neuropathy (37 percent) and 12 (21 
percent) with impaired renal function. The mean time 
from diagnosis was four years.

Carfilzomib was given intravenously on six days 
every 28 days for up to 12 cycles. To date, the mean 
number of doses administered per patient is 30. Five 
patients have completed the full 12-cycle protocol, 
and another five have completed at least nine cycles. 
Seventeen are continuing on in the study.

Among 51 evaluable patients, overall response 
rate has been 45 percent, including one complete 
response and 18 partial responses. An additional nine 
patients had minor response, and disease stabilized 
at least six weeks in 10 patients. This is considered 
noteworthy for a single-agent drug regimen in patients 
with tumor progression despite previous therapy with 
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novel combinations.
The incidence of neuropathy dropped to seven 

cases (12 percent) in 51 evaluable patients. Dose 
modifications rarely were required. No patients who 
entered the trial with impaired renal function needed to 
have their dose reduced due to renal side effects.

Reducing Risk of Graft vs. Host Disease
Patients with acute myeloid leukemia who were 

treated as part of a multi-center study conducted by the 
Blood and Marrow Transplant Clinical Trials Network 
had excellent survival and a low risk of graft versus 
host disease. 

Steven Devine, Director of the Blood and Marrow 
Transplant program at The Ohio State University 
Comprehensive Cancer Center – Arthur G. James Cancer 
Hospital and Richard J. Solove Research Institute, was 
the study co-chair and first author of the study.

During the three-year study at eight centers, 44 
AML patients received allogeneic stem cell transplants 
from related donors whose immune system markers 
were identical to the patients’. This type of stem cell 
transplant is the most effective means to prevent relapse 
in AML patients who are in complete remission but at 
high risk for relapse.

Graft versus host disease occurs in 30 to 40 
percent of patients who receive transplants from related 
donors and has limited the use of this otherwise curative 
procedure. It is most effectively prevented by removing 
the T-cells that cause the problem from the donor graft by 
a process called T-cell depletion. However, this method 
is not used very often since there is no FDA-approved 
method for T-cell depletion, said Devine.

“We designed a clinical trial for adult AML patients 
that used a single processing method for depleting the 
T-cells that did not require post-transplant graft versus 
host disease prophylaxis,” said Devine. By removing the 
T-cells ahead of time, none of the patients had to be on 
drugs to prevent rejection or graft versus host disease, 
which is a major advantage.

After six months, 81 percent of patients enrolled 
in the study achieved disease-free survival, with 64 
percent maintaining disease-free survival at one year, 
Devine said. The results are close to what is observed 
using other current transplant procedures, but with fewer 
complications related to graft versus host disease. 

The study confirmed the feasibility of using a 
uniform method of T-cell depletion in a multi-center 
study. “Based on these encouraging preliminary findings, 
we now plan to evaluate this approach in recipients who 
receive grafts from unrelated donors,” he said.

NCI Cooperative Group
Clinical Trials Approved

The National Cancer Institute Cancer Therapy 
Evaluation Program approved the following clinical 
research studies last month. For further information, 
contact the principal investigator listed.

Phase I
8273 A Phase I Study of Indenoisoquinolines 

LMP400 and LMP776 in Adults with Relapsed Solid 
Tumors and Lymphomas, National Cancer Institute 
Medicine Branch. Kummar, Shivaani, (301) 435-
5402.

8592 A Phase I Trial of SS1 (dsFv) PE38 
with Paclitaxel, Carboplatin, and Bevacizumab in 
Subjects with Unresectable Non-Small Cell Lung 
Adenocarcinoma, National Cancer Institute Lab of 
Molecular Biology. Hassan, Raffit, (301) 451-8742.

Phase I/II
8249 Phase I/II Trial of Temsirolimus and 

Perifosine for Recurrent or Progressive Malignant 
Gliomas. Memorial Sloan Kettering Cancer Center. 
Lassman, Andrew, 212-639-6037.

8461 A Phase 1/2 Study of Ad.p53 DC Vaccine in 
Combination with 1-methyl-D-tryptophan in Metastatic 
Invasive Breast Cancer, Moffitt Cancer Center and 
Research Institute. Soliman, Hatem H. (813) 745-
2069.

Phase II
GOG-0170P A Phase II Evaluation of AMG 102 

in the Treatment of Persistent or Recurrent Epithelial 
Ovarian, Fallopian Tube, or Primary Peritoneal 
Carcinoma, Gynecologic Oncology Group. Martin, 
Lainie Paula (215) 728-2771.

GOG-0264 A Randomized Phase II Trial of 
Paclitaxel and Carboplatin vs. Bleomycin, Etoposide, 
and Cisplatin for Newly Diagnosed Advanced Stage 
and Recurrent Chemonaive Sex Cord-Stromal Tumors 
of the Ovary, Gynecologic Oncology Group. Brown, 
Jubilee (713) 792-1380.

Phase III
ANBL0931 A Comprehensive Safety Trial of 

Chimeric Antibody 14.18 (ch14.18) with GM-CSF, IL-2 
and Isotretinoin in High-Risk Neuroblastoma Patients 
Following Myeloablative Therapy, Children’s Oncology 
Group. Ozkaynak, Mehmet Fevzi  (914) 493-7997.

CALGB-30801 A Randomized Phase III Double 
Blind Trial Evaluating Selective COX-2 Inhibition in 
COX-2 Expressing Advanced Non-Small Cell Lung 
Cancer, Cancer and Leukemia Group B. Edelman, 
Martin J. (410) 328-2703.


