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Genentech said that OCEANS, a phase III study evaluating Avastin 
(bevacizumab) in combination with chemotherapy (carboplatin and 
gemcitabine) followed by continued use of Avastin alone until disease 
progression in women with previously treated, platinum-sensitive ovarian 
cancer, met its primary endpoint.

   The study showed that women who received a combination of Avastin 
and chemotherapy, followed by the continued use of Avastin alone, lived 

  A phase III trial evaluating iniparib (BSI-201) in metastatic triple-
negative breast cancer didn't meet the pre-specified criteria for significance 
for co-primary endpoints of overall survival and progression-free survival, 
said Sanofi-aventis and its subsidiary BiPar Sciences.

   The results of a pre-specified analysis in patients treated in the second- 
and third-line setting demonstrate an improvement in overall survival and 
progression-free survival, consistent with what was seen in the phase II study, 
the companies said.

  The overall safety analysis indicates that the addition of iniparib 
(BSI-201) did not significantly add to the toxicity profile of gemcitabine and 
carboplatin, the companies said.

   "While this trial did not meet its primary goal, we believe that the 
improvement in overall survival and progression-free survival in patients 
in the second- and third-line setting are important findings," Debasish 
Roychowdhury, senior vice president and head of sanofi-aventis Oncology, 
said in a statement. "We are conducting in-depth analysis to gain further insight 
into these phase III results. Sanofi-aventis remains committed to improving 
outcomes for patients with triple-negative breast cancer where there is high 
unmet medical need."

   The company said it plans to discuss these data with United States 
and European health authorities. Full study results will be presented at an 
upcoming oncology conference.

   The study enrolled 519 women with mTNBC from 109 sites in the U.S.
   Patients were randomized to receive a standard chemotherapy regimen 
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longer without their disease worsening (progression-free 
survival or PFS), compared to women who received 
chemotherapy alone.

No new safety findings were observed and adverse 
events were consistent with those seen in previous 
pivotal trials of Avastin, the company said.

Full data from the OCEANS study will be 
submitted for presentation at an upcoming medical 
meeting. 

The results from this trial build on findings from 
two previous phase III studies (GOG 0218 and ICON7) 
in women with newly diagnosed ovarian cancer. Both 
of these studies demonstrated that front-line Avastin in 
combination with standard chemotherapy (carboplatin 
and paclitaxel), followed by the continued use of Avastin 
alone, significantly increased the time women with 
ovarian cancer lived without their disease getting worse, 
compared to those treated with chemotherapy alone.

 Roche has submitted a European Union marketing 
authorization application for the use of Avastin in the 
front-line setting based on the results from GOG 0218 
and ICON7 and expects a decision from the Committee 
for Medicinal Products for Human Use (CHMP) later 
this year.  Genentech plans to submit applications in the 
United States for the use of Avastin in ovarian cancer 
in 2011. 

  OCEANS is a multicenter, randomized, double-

blind, placebo-controlled Phase III study in 484 women 
with platinum-sensitive recurrent ovarian, primary 
peritoneal or fallopian tube cancer. Women in OCEANS 
had received no more than one treatment regimen prior to 
enrollment in the trial. The trial was designed to evaluate 
Avastin (15 mg/kg every three weeks) in combination 
with carboplatin and gemcitabine chemotherapy, 
followed by Avastin as a single agent until disease 
progression, compared to placebo in combination with 
carboplatin and gemcitabine chemotherapy followed 
by placebo alone.

The primary endpoint of the study was PFS.The 
secondary endpoints of the study included overall 
survival, objective response, duration of response and 
safety.

The time between receiving the last dose of 
platinum-based chemotherapy and disease recurrence is 
used to help determine the choice of chemotherapy used 
in the next line of treatment.  Patients are said to have 
platinum-sensitive disease if disease recurrence occurred 
more than six months after completing their initial 
platinum-based chemotherapy, and platinum-resistant 
disease if recurrence occurred within six months.

  Results from the GOG 0218 study in 1,873 women 
with previously untreated, advanced epithelial ovarian, 
primary peritoneal or fallopian tube carcinoma who 
already had surgery showed that women who received 
Avastin (15 mg/kg) in combination with chemotherapy 
(paclitaxel and carboplatin), and continued use of 
Avastin alone for a total duration of 15 months, had a 
median PFS of 14.1 months compared to 10.3 months 
in women who received chemotherapy alone (hazard 
ratio=0.72, p<0.0001).

 This is a 39 percent improvement in the likelihood 
of living longer without the disease worsening, which 
corresponds to a 28 percent reduction in the risk of 
cancer progression or death.

  The GOG 0218 study protocol allowed for 
different ways to determine if a patient's disease had 
progressed. Disease progression was measured using 
both levels of a protein (CA-125) and a radiograph/scan. 
(CA-125 is measured by a blood test and is sometimes 
used to demonstrate a response to chemotherapy or to 
diagnose a recurrence or progression of ovarian cancer.)

  An analysis of efficacy was conducted for 
regulatory purposes that only included disease 
progressions determined by radiographs/scans 
(excluding progressions based on CA-125 alone). In 
this analysis, women who continued Avastin, following 
Avastin in combination with chemotherapy, had a 
median PFS of 18.2 months compared to 12.0 months 
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in women who received chemotherapy alone, increasing 
the likelihood of them living longer without the disease 
worsening by 56 percent (based on a hazard ratio=0.64, 
p<0.0001), which corresponds to a 36 percent reduction 
in the risk of cancer progression or death.

Adverse events were consistent with those 
observed in pivotal trials of Avastin.

In a second phase III international study, ICON7, 
in 1,528 women with previously untreated epithelial 
ovarian, primary peritoneal or fallopian tube carcinoma, 
women who received Avastin (7.5 mg/kg) in combination 
with chemotherapy (paclitaxel and carboplatin), and 
continued use of Avastin alone for a total duration of 
up to 12 months, had a median PFS of 18.3 months 
compared to 16 months in women who received 
chemotherapy alone (hazard ratio=0.79, p=0.001).

  This is a 27 percent improvement in the likelihood 
of living longer without the disease worsening which 
corresponds to a 21 percent reduction in the risk of 
cancer progression or death.  Adverse events were 
consistent with those observed in pivotal trials of 
Avastin.

Survival  & PFS Advantage Seen
In Second, Third-Line Setting
(Continued from page 1)
(gemcitabine and carboplatin) on days one and eight of 
each 21-day cycle, with or without iniparib (BSI-201) 
5.6 mg/kg, which was administered on days one, four, 
eight and 11 of each 21-day cycle.

Patients in the study had received up to two 
previous lines of chemotherapy in a metastatic setting. 
The co-primary endpoints were overall survival and 
progression-free survival.

  Iniparib (BSI-201) is a novel investigational 
anti-tumor agent with poly (ADP-ribose) polymerase 
(PARP) inhibitory activity in preclinical models. It is 
in phase III trials for patients with squamous non-small 
cell lung cancer, as well as in phase II trials for patients 
with breast, lung and other cancers.

Breast Cancer:
Sentinel Node Disection 
No Worse Than Axillary 

Sentinel lymph node dissection didn’t have worse 
survival than women who had more extensive axillary 
lymph node dissection, according to a study in the Feb. 
9 issue of JAMA.

The study was conducted in women with early-
stage breast cancer that had spread to a nearby lymph 

node and who received treatment that included 
lumpectomy and radiation therapy.

Axillary lymph node dissection has been part of 
breast cancer surgery since the use of radical mastectomy 
and reliably identifies nodal metastases.

"Sentinel lymph node dissection accurately 
identifies nodal metastasis of early breast cancer, but it 
is not clear whether further nodal dissection [removal] 
affects survival," the authors write. "ALND, as a means 
for achieving local disease control, carries an indisputable 
and often unacceptable risk of complications such as 
seroma, infection, and lymphedema."

Armando Giuliano, of the John Wayne Cancer 
Institute at St. John’s Health Center, Santa Monica, 
Calif., and colleagues conducted a study to determine 
the effects of ALND on overall survival in patients with 
SLN metastases treated with lumpectomy and radiation 
therapy. 

The trial was conducted at 115 sites and enrolled 
patients from May 1999 to December 2004. Patients 
were women with T1-T2 invasive breast cancer, no 
palpable adenopathy, and one to two SLNs containing 
metastases.

Patients with SLN metastases identified by 
SLND were randomized to undergo ALND or no 
further axillary treatment. Those randomized to ALND 
underwent dissection of 10 or more nodes. Of 891 
patients, 445 were randomly assigned to the ALND 
group and 446 to the SLND-alone group.

There was a difference between ALND and SLND-
alone treatment groups in total number of removed 
lymph nodes and total number of tumor-involved nodes; 
the median (midpoint) total number of nodes removed 
was 17 in the ALND group and 2 in the SLND-alone 
group.

At a median follow-up of 6.3 years, there were 
94 deaths (SLND-alone group, 42; ALND group, 52). 
The use of SLND alone compared with ALND did not 
appear to result in statistically inferior survival, with 
the 5-year over all survival rates being 92.5 percent in 
the SLND-alone group and 91.8 percent in the ALND 
group. Disease-free survival did not differ significantly 
between treatment groups, with five-year disease-free 
survival being 83.9 percent for the SLND-alone group 
and 82.2 percent for the ALND group.

The rate of wound infections, axillary seromas, 
and paresthesias (prickly, tingling sensations) among 
patients in the trial was higher for the ALND group than 
for the SLND-alone group (70 percent vs. 25 percent).

The authors note that these results suggest that 
breast cancer patients, such as those in this study, do 
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not benefit from the addition of ALND in terms of 
local control, disease-free survival, or overall survival, 
and that ALND may no longer be justified for certain 
patients. "Implementation of this practice change would 
improve clinical outcomes in thousands of women each 
year by reducing the complications associated with 
ALND and improving quality of life with no diminution 
in survival."

"Giuliano and colleagues have made an important 
contribution to the surgical management of SLN 
metastasis in breast cancer," Grant Carlson and William 
Wood of Emory University wrote in an editorial.

"These randomized clinical trials have shown 
that less surgery combined with more radiation and 
chemotherapy have improved survival for women with 
breast cancer," they write. "Taken together, findings 
from these investigators provide strong evidence that 
patients undergoing partial mastectomy, whole-breast 
irradiation, and systemic therapy for early breast 
cancer with microscopic SLN metastasis can be treated 
effectively and safely without ALND."

Triple-Negative Breast Cancer
Equally Aggressive in Whites

In 2006, a team from the University of North 
Carolina at Chapel Hill schools of Public Health 
and Medicine and UNC Lineberger Comprehensive 
Cancer Center found that breast cancer in younger 
African American women is more likely to be the more 
aggressive basal-like (or triple-negative) subtype—one 
factor thought to be behind known racial disparity 
differences in breast cancer patient outcomes.

This suggested that the nature of the kinds of 
cancer they develop may be one factor in the worse 
survival of African-American women with breast cancer. 

 In their quest to better understand racial disparities 
in breast cancer prognosis, a team led by Robert Millikan, 
has analyzed tissue from 1,149 invasive breast cancer 
patients (518 African-American and 631 White) who 
are participants in the Carolina Breast Cancer Study.

The CBCS is a longstanding population-based 
study of breast cancer risk and behavior that focuses on 
young and African American women. 

Their findings were published Dec.15, 2010, in 
the journal Clinical Cancer Research.

"Our data show that basal-like breast cancer is 
an equally aggressive disease in African-American 
women and white women," said study co-author Charles 
Perou, professor of genetics and pathology. "In addition, 
African American women had worse outcomes no matter 
what kind of breast cancer they developed, suggesting 

that other factors such as disparities in access to care 
and treatment, for example for the more common 
subtypes of breast cancer like luminal A breast cancer, 
also contribute to the higher breast cancer mortality 
observed in African-American women."

The team classified their tumors into four subtypes:  
luminal A, luminal B, basal-like (also known as triple-
negative) and human epidermal growth factor receptor 
2 positive/estrogen receptor negative and compared 
long-term survival outcomes.

The team found that breast cancer mortality was 
highest for patients with HER2+/ER- and basal-like 
breast cancers. African Americans had higher breast-
cancer specific mortality than whites in all subtypes of 
breast cancer, with the statistically significant difference 
was in the most common subtype, Luminal A. 

In this subtype, which typically has the best 
prognosis, African American women had a statistically 
significantly worse survival than white women. 

"Based on these data, I am not sure we can identify 
a truly good prognosis subtype in African-American 
women, and we need to find out why," said study co-
author Lisa Carey. 

"These are treatable cancers, and whether women 
are getting the right drugs or getting the right care, or if 
there are other fundamental differences in the cancers 
themselves we should know about is why we have 
studies like the CBCS ongoing."

"This study underlines the importance of our 
previous recommendation that African-American 
women, and all breast cancer patients, need the best 
possible diagnostic workups — including tumor typing, 
and access to the latest clinical trials," said Robert 
Millikan, principal investigator of the CBCS.

The CBCS is a population-based case-control 
study that enrolls women with breast cancer from 24 
counties in North Carolina as cases and an equal number 
of women without breast cancer as controls. 

Women who consent to the study are interviewed 
about their health histories and their tumor tissue is 
collected.  The study relies on extensive cooperation 
from all of the women who agree to participate, their 
physicians and pathologists, as well as a large number 
of hospitals in North Carolina.

Participants are selected from a list of newly 
diagnosed breast cancer patients provided by the North 
Carolina Central Cancer Registry, which identifies 
and registers all new cancer diagnoses in the state. 
All participants are selected through a scientific 
randomization process and thus no volunteers are 
accepted.
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Melanoma:
RG7204 Meets Endpoints
Of Extending Survival, PFS

A phase III study of RG7204 (PLX4032), met its 
co-primary endpoints, showing a significant survival 
benefit and progression-free survival in previously 
untreated BRAF V600 mutation-positive metastatic 
melanoma, said Genentech, a member of the Roche 
Group.

Participants in the BRIM3 (Study NO25026) 
study who received RG7204 lived longer and also lived 
longer without their disease getting worse, compared 
to participants who received dacarbazine, the company 
said.

RG7204 is a potential first-in-class medicine 
designed to selectively inhibit the mutated BRAF protein 
found in about half of all cases of metastatic melanoma. 
The safety profile was generally consistent with previous 
RG7204 studies.

"For the first time, a personalized investigational 
medicine, RG7204, has shown a significant survival 
benefit in metastatic melanoma," Hal Barron, chief 
medical officer and head, Global Product Development, 
said in a statement. "This is an important advance for 
people with the BRAF V600 mutation-positive form of 
the disease who have had extremely limited treatment 
options."

Based on interim analysis results, patients on the 
control arm of the study will have the option to crossover 
to receive RG7204, the company said.

The most frequent Grade 3 adverse event was 
skin-related and included cutaneous squamous cell 
carcinoma, a common skin cancer treated by local 
excision, the company said. Additionally, generally mild 
and reversible increases in liver enzymes (GGT, ALT, 
AST, alkaline phosphatas, and bilirubin) were observed 
in some patients. The most common adverse events were 
rash, photosensitivity, joint pain, hair loss and fatigue.

Full data will be presented at a medical meeting 
later this year, the company said.

Genentech said it's working with global health 
authorities to expand the recently announced Patient 
Access Program. 

The PAP will be extended to include people with 
previously untreated, BRAF V600 mutation-positive 
metastatic melanoma.

BRIM3 is a global, randomized, open-label, 
controlled, multicenter, phase III study evaluating 
RG7204 compared to dacarbazine (the current 
chemotherapy standard of care) in patients with 

previously untreated, BRAF V600 mutation-positive 
metastatic melanoma. Mutation status of the 675 
enrolled patients was determined by the cobas 
4800 BRAF V600 Mutation Test (Roche Molecular 
Diagnostics), a companion diagnostic assay being co-
developed with RG7204.

 Study participants were randomized to receive 
either RG7204 960 mg orally twice daily or dacarbazine 
1000 mg/m2 intravenously every three weeks. Patients 
continued dosing until their disease progressed or there 
was unacceptable toxicity.

 The BRIM3 study was carried out at more than 
100 sites worldwide including the United States, the 
United Kingdom, France, Germany, Australia, New 
Zealand, Italy and Spain.

The BRAF protein is a key component of the 
RAS-RAF pathway involved in normal cell growth 
and survival. Activating mutations in the BRAF gene 
cause this pathway to be overactive, which may lead to 
excessive cell growth and cancer. Mutations in residue 
600 of the BRAF protein are found in about 50 percent 
of melanomas and it is estimated that approximately 
eight percent of all solid tumors contain BRAF V600 
mutations.

 RG7204 is an investigational, oral, small molecule 
that is designed to selectively inhibit a cancer-causing 
mutated form of the BRAF protein. RG7204 is being 
co-developed under a 2006 license and collaboration 
agreement between Genentech, Roche and Plexxikon. 

A polymerase chain reaction-based companion 
diagnostic, the cobas 4800 BRAF V600 Mutation Test, 
is being co-developed by Roche Molecular Diagnostics 
and Plexxikon in parallel to identify people whose 
tumors carry the BRAF V600 mutation.

NSCLC:
INSPIRE Enrollment Stopped;
Thromboembolism Risk Cited

Eli Lilly and Co. and Bristol-Myers Squibb Co. 
said they have stopped enrollment in one of their two 
global phase III studies evaluating necitumumab as a 
first-line treatment for advanced non-small cell lung 
cancer.

The randomized, multi-center, open-label phase 
III trial, named INSPIRE, is evaluating the addition 
of necitumumab, a fully-human IgG1 monoclonal 
antibody, to a combination of  Alimta (pemetrexed for 
injection) and cisplatin compared to a regimen of Alimta 
and cisplatin, as a first-line treatment for patients with 
advanced nonsquamous NSCLC. 
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  No new safety issues were seen in the control arm 
with Alimta and cisplatin, the companies said

The decision to stop enrollment followed 
an independent Data Monitoring Committee 
recommendation that no new or recently enrolled 
patients continue treatment in the trial because of 
safety concerns related to thromboembolism in the 
experimental arm of the study. 

 The DMC also noted that patients who have 
already received two or more cycles of necitumumab 
appear to have a lower ongoing risk for these safety 
concerns, the companies said. 

These patients may choose to remain on the trial, 
after being informed of the additional potential risks, 
the companies said. Investigators will continue to assess 
patients after two cycles to determine whether there is 
a potential benefit from treatment.

  Necitumumab continues to be studied in a phase 
III trial named SQUIRE. This study is evaluating 
necitumumab as a potential treatment for a different 
type of lung cancer called squamous non-small cell 
lung cancer in combination with Gemzar (gemcitabine 
HCl for injection) and cisplatin. The same independent 
DMC recommended that this trial continue because no 
safety concerns have been observed, the companies said.

 "Patient safety is paramount. While stopping 
enrollment in one of the two phase III trials is 
disappointing, the SQUIRE phase III study of 
necitumumab in lung cancer continues," Richard 
Gaynor, vice president, oncology product development 
and medical affairs for Lilly, said in a statement. "Lilly 
remains committed to developing new medicines that 
can help treat this devastating disease."

 Lilly has contacted all trial investigators to provide 
detailed information on how to manage individuals 
enrolled in the trial, and has notified all pertinent 
regulatory agencies of this decision.

 Necitumumab is being developed in a partnership 
between Lilly and BMS.

The companies share development costs and any 
potential commercialization within the U.S., Canada 
and Japan, while Lilly has exclusive commercialization 
rights in all other countries.

NSCLC:
Tarceva Reaches Endpoint Early:
Longer PFS Than Chemo Alone

Genentech and OSI Pharmaceuticals said that 
an independent data monitoring committee has 
recommended that the phase III EURTAC study 

be stopped early because the study met its primary 
endpoint.

  At a planned interim analysis, it was shown that 
compared to platinum-based chemotherapy, Tarceva 
(erlotinib) significantly extended the time people with 
newly diagnosed advanced non-small cell lung cancer 
with EGFR activating mutations had longer progression-
free survival.

  A preliminary safety analysis showed the safety 
profile was consistent with previous studies of Tarceva.  
Data will be submitted for presentation at a future 
medical meeting, the companies said.

The European Randomized Trial of Tarceva vs. 
Chemotherapy (EURTAC), which has been designed 
and sponsored by the Spanish Lung Cancer Group and 
conducted together with investigators from France and 
Italy, in cooperation with Roche, is the first phase III 
study in a Western population with this distinct form 
of lung cancer.

A similar study (OPTIMAL) has been carried out 
in an Asian population.

 "The EURTAC study demonstrates that testing 
for EGFR activating mutations can identify people who 
may be candidates to receive Tarceva as their initial 
treatment for advanced lung cancer," Hal Barron, chief 
medical officer and head, Global Product Development 
at Roche said in a statement. "We are encouraged by 
these results and look forward to discussing them with 
health authorities around the world."

  "We are pleased that the EURTAC study so 
quickly revealed Tarceva may be a viable alternative 
to platinum-based chemotherapy in newly diagnosed 
NSCLC patients with EGFR activating mutations," 
Naoki Okamura, chief executive officer, OSI 
Pharmaceuticals, said in a statement. "The interim 
analysis of the EURTAC study reinforces the role that 
Tarceva may have in treating patients beyond the Asian 
population, which has a historically higher instance of 
EGFR activating mutations."

In June 2010, Roche applied to the European 
Medicines Agency  to extend the current label for 
Tarceva to include the first-line treatment of people 
with advanced NSCLC whose tumors harbor EGFR 
activating mutations.

Based on the EURTAC study data, OSI and 
Genentech plan to discuss similar updates to the Tarceva 
label with the U.S. FDA. Roche and OSI will also 
collaborate regarding submissions with other health 
authorities. It is estimated that as many as one in 10 
lung cancer patients in the Western population and one 
in three Asian patients with lung cancer have NSCLC 
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with EGFR-activating mutations.
Roche Molecular Systems and OSI are collaborating 

on the development of a PCR-based companion 
diagnostic test to identify people with NSCLC that 
harbors EGFR-activating mutations.

 EURTAC is a prospective, randomized, controlled 
phase III trial evaluating the first-line use of Tarceva 
versus platinum-based chemotherapy in patients with 
advanced NSCLC with EGFR-activating mutations.

The primary endpoint is progression-free survival.  
Secondary endpoints include overall survival, one-year 
survival, objective response rate and safety profile.

The platinum-based chemotherapy regimens 
used are cisplatin/gemcitabine; cisplatin/docetaxel; 
carboplatin/gemcitabine; and carboplatin/docetaxel.

Sarcoma:
mTOR Inhibitor Improves PFS
In Metastatic Sarcoma Patients

ARIAD Pharmaceuticals Inc. said top-line data 
show that ridaforolimus, an investigational oral mTOR 
inhibitor, met the primary endpoint of improved 
progression-free survival, compared to placebo, in the 
phase III SUCCEED trial conducted in patients with 
metastatic soft-tissue or bone sarcomas who previously 
had a favorable response to chemotherapy.

  Merck is developing ridaforolimus in multiple 
cancer indications under an exclusive license and 
collaboration agreement with ARIAD. Complete 
findings from the SUCCEED trial will be submitted for 
presentation at an upcoming medical meeting this year.

  Based on the full analysis of 552 PFS events 
in 711 patients, determined by an independent review 
committee, the blinded prospective study achieved its 
primary endpoint: a statistically significant (p=0.0001) 
28 percent reduction by ridaforolimus in the risk of 
progression compared to placebo (hazard ratio=0.72).  
Determination of median PFS for each arm of the trial 
demonstrated that ridaforolimus treatment resulted 
in a statistically significant 21 percent (3.1 weeks) 
improvement in median PFS (ridaforolimus, 17.7 weeks 
vs. placebo, 14.6 weeks).

 Based on the full analysis of PFS determined 
by the investigative sites, there also was a statistically 
significant (p<0.0001) 31 percent reduction by 
ridaforolimus in the risk of progression compared to 
placebo (hazard ratio=0.69). Ridaforolimus treatment 
resulted in a statistically significant 52 percent (7.7 
week) improvement in median PFS (ridaforolimus, 22.4 
weeks vs. placebo, 14.7 weeks).

   The most common side effects observed in the 
study to date were consistent with the known safety 
profile of ridaforolimus and included stomatitis (e.g., 
mouth sores), fatigue, diarrhea and thrombocytopenia.

   This trial remains active, and study participants 
continue to be followed to gather additional data on 
secondary endpoints, including overall survival and the 
safety profile of ridaforolimus. Merck currently plans to 
file for marketing approval of oral ridaforolimus in 2011, 
subject to final collection and analysis of all available 
data from the trial.

The SUCCEED trial is a randomized (1:1), placebo-
controlled, double-blind study of oral ridaforolimus 
administered at 40 mg/day (five of seven days/week) 
in patients with metastatic soft-tissue or bone sarcomas 
who demonstrated a favorable response to prior 
conventional chemotherapy. 

Pancreatic Cancer:
Afinitor Tablet Doubles PFS;
Lowers Progression Risk 65%  

Afinitor (everolimus) tablets plus best supportive 
care more than doubled progression-free survival, 
versus placebo plus BSC, in advanced pancreatic 
neuroendocrine tumors. The findings were published 
in The New England Journal of Medicine.

Data from the study, RADIANT-3 (RAD001 In 
Advanced Neuroendocrine Tumors), were first presented 
last year at the 12th World Congress on Gastrointestinal 
Cancer in Barcelona. Regulatory submissions for 
everolimus to treat this patient population are underway 
worldwide.

Results from the trial showed that everolimus more 
than doubled median PFS from 4.6 to 11.0 months when 
compared with placebo and reduced the risk of cancer 
progression by 65 percent (hazard ratio [HR] =0.35 
[95% confidence interval (CI), 0.27 to 0.45]; p<0.001) 
in patients with advanced pancreatic NET. After 18 
months, 34 percent of patients treated with everolimus 
(95% CI, 26 to 43) were alive and progression-free 
versus 9 percent of those treated with placebo (95% CI, 
4 to 16), showing a more prolonged benefit for patients 
treated with everolimus.

 Pancreatic NET originates from the islet cells of 
the pancreas and can grow aggressively. It is a distinct 
and uncommon disease that is different from what is 
generally referred to as pancreatic cancer or pancreatic 
exocrine cancer. At time of diagnosis the majority of 
patients have advanced disease, meaning the cancer 
has spread to other parts of the body and has become 
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more difficult to treat. The median survival duration for 
patients with advanced pancreatic NET is 24 months.

"A patient diagnosed with advanced NET may have 
limited treatment options," said James Yao, associate 
professor of medicine at MD Anderson Cancer Center. 
"Results from the RADIANT-3 trial are encouraging and 
demonstrate the potential benefit of treating advanced 
pancreatic NET with the mTOR inhibitor everolimus."

Everolimus targets mTOR, a protein that acts as an 
important regulator of tumor cell division, blood vessel 
growth and cell metabolism. Preclinical and clinical data 
have established the role of mTOR in the development 
and progression of several types of tumors, including 
pancreatic NET.

FDA has granted everolimus priority review 
designation for the application of advanced NET of 
gastrointestinal, lung or pancreatic origin based on 
results of RADIANT-3 and another phase III trial, 
RADIANT-2.

RADIANT-3 is a phase III prospective, double-
blind, randomized, parallel group, placebo-controlled, 
multicenter study. The trial examined the efficacy 
and safety of everolimus plus BSC versus placebo 
plus BSC in 410 patients with advanced, low- or 
intermediate-grade pancreatic NET, also known as islet 
cell tumors. Patients who met the study entry criteria 
were randomized 1:1 to receive either everolimus 10 
mg once-daily (n=207) or daily placebo (n=203) orally, 
both in conjunction with BSC.

The primary endpoint of RADIANT-3 is PFS. 
Secondary endpoints include safety, objective response 
rate (confirmed according to RECIST), duration of 
response and overall survival.

In the study, everolimus maintained a safety 
profile consistent with the prescribing information and 
previous studies of the drug. The most frequent all-
grade, drug-related adverse events (greater than or equal 
to 20 percent) were stomatitis/oral mucositis/ulcers (64 
percent everolimus vs. 17 percent placebo; includes 
stomatitis, aphthous stomatitis, mouth ulceration and 
tongue ulceration), rash (49 percent vs. 10 percent), 
diarrhea (34 percent vs. 10 percent), fatigue (31 percent 
vs. 14 percent), infections (23 percent vs. 6 percent), 
nausea (20 percent vs. 18 percent), peripheral edema (20 
percent vs. 3 percent) and decreased appetite (20 percent 
vs. 7 percent); most were grade one or two. Grade 
three and four adverse events (greater than or equal 
to 5 percent) include stomatitis/oral mucositis/ulcers 
(7 percent vs. 0 percent; includes stomatitis, aphthous 
stomatitis, mouth ulceration and tongue ulceration), 
anemia (6 percent vs. 0 percent) and hyperglycemia (5 

percent vs. 2 percent). Median exposure to everolimus 
was 2.3-fold longer than exposure to placebo (38 vs. 
16 weeks).

 RADIANT-2 is a phase III randomized, double-
blind, placebo-controlled, multicenter study. The trial 
examined the efficacy and safety of everolimus plus 
Sandostatin LAR Depot (octreotide acetate for injectable 
suspension) versus placebo plus octreotide LAR in 429 
patients with advanced carcinoid tumors.

Patients who met the study’s entry criteria were 
randomized 1:1 to receive either oral everolimus (10 mg 
daily) plus octreotide LAR (30 mg intramuscularly every 
28 days) or placebo daily plus octreotide LAR. Patients 
had radiological documentation of disease progression 
within 12 months prior to randomization.

 The study did not meet its primary endpoint of 
PFS as assessed by independent radiological review 
(p=0.026 vs. p=0.0246 predefined) (hazard ratio=0.77 
[95% CI, 0.59 to 1.00]). Secondary endpoints from the 
trial include safety, overall response rate and overall 
survival.

In the initial review of the data an imbalance 
in baseline characteristics was observed between the 
two treatment arms, including prior treatment with 
chemotherapy, primary tumors located in the lung and 
a poorer World Health Organization performance status 
(an assessment of each patient’s functional/physical 
performance).

Further, inconsistencies were found between 
analyses of radiology scans, which resulted in censoring 
of patients from the trial. These imbalances and the 
censoring of data seem to favor the control arm and 
may have impacted the outcome of the study. Additional 
analyses to adjust for imbalances in the treatment arms 
show everolimus plus octreotide LAR significantly 
reduced risk of disease progression (HR=0.60 [95% 
CI, 0.44 to 0.84]).

 The most frequent all-grade drug-related adverse 
events with everolimus plus octreotide LAR were 
stomatitis, rash, fatigue, diarrhea, nausea and infections; 
most were grade one or two. Grade three and four 
adverse events (greater than or equal to 5 percent) with 
everolimus plus octreotide LAR were stomatitis (7 
percent; includes stomatitis, aphthous stomatitis, mouth 
ulceration and tongue ulceration), fatigue (7 percent), 
diarrhea (6 percent), infections/infestations (5 percent) 
and hyperglycemia (5 percent).

 Afinitor is approved in the US for the treatment 
of patients with advanced renal cell carcinoma after 
failure of treatment with sunitinib or sorafenib and in 
the European Union for the treatment of patients with 
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advanced RCC whose disease has progressed on or 
after treatment with vascular endothelial growth factor-
targeted therapy.

  Afinitor is also approved in the U.S. to treat 
patients with subependymal giant cell astrocytoma 
associated with tuberous sclerosis who require 
therapeutic intervention but are not candidates for 
curative surgical resection. The effectiveness of Afinitor 
is based on an analysis of change in SEGA volume.

Clinical benefit such as improvement in disease-
related symptoms or increase in overall survival has 
not been shown.  Novartis has submitted marketing 
applications for everolimus to the European Medicines 
Agency and the Swiss Agency for Therapeutic Products, 
and additional regulatory submissions are underway 
worldwide.

Pediatric Cancer:
Study Links Native American
Ancestry to Leukemia Relapse

   The first genome-wide study to demonstrate an 
inherited genetic basis for racial and ethnic disparities in 
cancer survival linked Native American ancestry with an 
increased risk of relapse in young leukemia patients. The 
work was done by investigators at St. Jude Children’s 
Research Hospital and the Children’s Oncology Group.

  Along with identifying Native American ancestry 
as a potential new marker of poor treatment outcome, 
researchers reported evidence the added risk could 
be eliminated by administering an extra phase of 
chemotherapy. The study involved 2,534 children and 
adolescents battling acute lymphoblastic leukemia. The 
work appears in the Feb. 6 online edition of the scientific 
journal Nature Genetics.

 The children were all treated in protocols 
conducted by St. Jude or COG.

 Although the overall cure rate for childhood ALL 
now tops 80 percent, and is close to 90 percent at St. 
Jude, racial and ethnic disparities have persisted. Based 
on self-declared status, African-American and Hispanic 
children with the disease have often fared worse than 
their white and Asian counterparts. This is the first study 
to use genomics to define ancestry, rather than relying 
on self-declared racial or ethnic categories.

 "To overcome racial disparity you have to 
understand the reasons behind it," said Jun Yang, of 
St. Jude Department of Pharmaceutical Sciences, the 
study’s first author. "While genetic ancestry may not 
completely explain the racial differences in relapse risk 
or response to treatment, this study clearly shows for the 

first time that it is a very important contributing factor."
  The study identified a possible mechanism 

linking ancestry and relapse. Hispanic patients, who 
have a higher percentage of Native-American ancestry, 
were more likely than other patients to carry a version 
of the PDE4B gene that was also strongly associated 
with relapse.

The PDE4B variants were also linked with reduced 
sensitivity to glucocorticoids, medications that play a 
key role in ALL treatment. "This is just one example of 
how ancestry could affect relapse risk," said the study’s 
senior author Mary Relling, St. Jude Pharmaceutical 
Sciences chair. "It is likely that many other genes are 
involved." 

Investigators also found ALL patients with greater 
Native-American ancestry who received additional 
chemotherapy as part of a COG clinical trial benefited 
more from the extra treatment than other children.

"These are important steps on the way to 
personalized cancer care, whereby treatment can be 
tailored to provide maximal benefit to patient subgroups, 
and someday, individual patients," said co-author 
Stephen Hunger, University of Colorado professor of 
pediatrics and chair of COG’s ALL committee.

For the study, scientists used a library of 444,044 
common genetic variations known as single nucleotide 
polymorphisms, or SNPs, to search each patient's DNA 
for evidence linking ancestry and relapse. The study 
found that cancer was 59 percent more likely to return 
in patients whose genetic makeup reflected at least 10 
percent Native American ancestry.

 About 25 percent of patients in this study met the 
10 percent threshold. The percentage was highest among 
the self-reported Hispanic and Native American patients, 
who have been reported to be at higher risk of relapse.

Native-American ancestry identified patients at 
high risk of relapse missed by current clinical tools, 
including testing for minimal residual disease, which 
measures the cancer cells that survive the initial round 
of therapy. Relling said additional research is needed 
to confirm the findings before screening becomes part 
of clinical care.

The study used advances in high throughput 
genomic technologies to better understand why cancer 
treatment sometimes fails and how the failure is related 
to genetic ancestry. 

Unlike previous research that relied on patient 
self-reports of race and ethnicity and focused on specific 
populations, this study focused on a group of patients 
as diverse as the U.S. and representative of the nation’s 
entire ALL population.
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Cancer Screening:

Study Explores Reasons 
Women Avoid Mammograms 

   Obese women may avoid mammograms because 
of pain and women under 60 may avoid the test because 
they are too busy, according to a study by Kaiser 
Permanente Center for Health Research, published 
online in the Journal of Women’s Health. 

   Funded by the National Cancer Institute, the 
study was one of the largest to examine why insured 
women fail to complete mammograms.

   "These are important findings because, even 
though we know that mammograms can save lives, 
many women put them off," said study lead author and 
physician Adrianne Feldstein, a senior investigator with 
the Kaiser Permanente Center for Health Research. 
"Our study found that, even when women have access 
to health care, there are still barriers to getting this 
important screening test. We need to do more to 
understand these barriers and help women overcome 
them."

 The study looked at 4,708 women aged 50-69 at 
Kaiser Permanente in Oregon and Washington who had 
gone longer than 20 months since their last mammogram 
and were reminded through postcards and phone calls 
that they would soon be due for the test.

Researchers identified these women by looking at 
their medical records, which contained the date of their 
last mammogram. 

Researchers also examined physical and 
demographic information--including height and 
weight, age, race, length of time on the health plan and 
family income--to find out how these factors affected 
mammogram completion rates.

   Characteristics associated with lower mammogram 
completion rates included being younger than 60, having 
a household income of less than $40,000, being obese, 
and having had health insurance coverage for fewer 
than five years.

   A subset of 677 women were mailed a survey 
asking why they hadn’t completed their mammograms. 
About half—340—of these women completed the 
survey. 

The reasons they cited most often for not 
completing a mammogram included the test causing 
too much pain, being too busy, and feeling embarrassed 
to have the test.

   Nearly one-quarter of the women surveyed (24.7 
percent) reported too much pain as a reason why they 

had not completed a mammogram. Obese women were 
nearly twice as likely as non-obese women to report pain 
as a deterrent (31 percent vs. 19 percent).

"We don’t know why obese women report more 
pain with mammograms," Feldstein said. "One previous 
study suggests that obesity might be associated with a 
lower pain threshold. 

"Nearly half of the women in our study were obese 
and obese women are more likely to get breast cancer so 
we need to find better ways to ensure that these women 
are screened."

Hormone Therapy:
Hormone Therapy At Menopause
Linked to More Breast Cancer Risk

Starting hormone therapy around the time of 
menopause is associated with a greater risk of breast 
cancer, compared to starting after a longer gap, 
according to a study published online Jan. 28 in the 
Journal of the National Cancer Institute.

In this large, prospectively followed cohort of 
women, those who started hormone therapy five years 
or more after menopause had little or no increased risk, 
regardless of the type of hormone therapy used, how 
long they used it, and whether they were overweight 
or obese.

 Many studies have established that breast cancer 
incidence increases in users of hormonal therapy, in 
particular among women who use an estrogen-progestin 
combination as opposed to estrogen alone. 

Few studies have looked at the timing of hormone 
therapy as a risk factor, although two previous studies 
suggested the interval between menopause and initiating 
hormone therapy may influence breast cancer risk.

 To investigate this question, Valerie Beral, of 
Oxford University, and her colleagues used data from 
the Million Women Study in the UK. 

The researchers estimated the adjusted relative 
risks of breast cancer in hormone therapy users and past 
users compared to non-users in 1.13 million women in 
the study. They also compared women on different types 
of hormone therapy.

 They found that women starting hormone therapy 
at the time of menopause were at greater risk of breast 
cancer than those starting it later. 

They write, "A new finding of this study, which 
has been little investigated previously, is that the interval 
between menopause and starting hormonal therapy has 
a substantial effect on breast cancer risk."

Two previous studies have suggested this 
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association but only in certain subgroups. "In this 
large study, we found greater risks of breast cancer if 
hormonal therapy use began either before or soon after 
menopause than after a longer gap; and this pattern 
of risk was seen across different types of hormonal 
therapy, among women who used hormonal therapy for 
either short of long durations, and also in lean and in 
overweight and obese women."

   In an accompanying editorial, Rowan Chlebowski, 
of Los Angeles Biomedical Research Institute at Harbor-
UCLA Medical Center and Garnet Anderson from the 
Fred Hutchinson Cancer Research Center note the study 
provides substantial support for similar findings from 
the Women's Health Initiative in the U.S. 

They add that the similarities between the patterns 
of breast cancer risk in these two large studies increase 
the likely validity of the results, especially since the 
methodologies of the two studies were quite different.

 The editorialists also discuss discrepancies in the 
two studies' findings regarding the risk of estrogen-only 
hormone therapy; the WHI found little risk associated 
with estrogen alone while the MWS found a statistically 
significant increased risk, except in overweight and 
obese women.

They conclude that "the question of the effect of 
estrogen-only formulation use on breast cancer risk 
in postmenopausal women, even with longer-term 
hormone use, still stands unanswered."

Cancer Survivorship:
Children of Male Cancer Survivors
Have Highrt Risk of Birth Defects 

The incidence of major congenital birth 
abnormalities was slightly higher in the offspring 
of male cancer survivors compared with children of 
fathers with no history of cancer, according to a study 
published online Feb. 8 in the Journal of the National 
Cancer Institute.

 The increasing number of male cancer survivors 
has given rise to concerns about the health of their 
offspring. 

Although previous studies on children conceived 
naturally have been reassuring about the health 
of the children, very few studies have looked at 
results among children conceived through assisted 
reproductive technologies such as in vitro fertilization 
or intracytoplasmatic sperm injection.

To determine the effects of paternal cancer and 
ARTs on pregnancy outcomes, O. Stahl, of Lund 
University Hospital in Sweden, and colleagues, did a 

cohort study of children born in Sweden and Denmark 
between 1994 and 2004. 

Using the Danish Civil Registration System, the 
Swedish Total Population Register and the Swedish 
Multigenerational Register, and the Danish and Swedish 
cancer registries, the researchers identified 8670 children 
with a paternal history of cancer, 8162 of whom were 
conceived naturally and 508 through ARTs.

The researchers found that a paternal history 
of cancer was associated with a 17 percent increased 
relative risk of major congenital malformations 
(however, the absolute risk was only 3.7 percent 
compared to 3.2 percent for offspring of males without 
any history of cancer), regardless of mode of conception.  
Indeed, the researchers found that the usage of assisted 
reproductive technologies for conception did not cause 
any statistically significant increase in the risk of 
malformations among offspring compared to natural 
conception. 

  The researchers write: "We observed a statistically 
significant but modest increase in the risk of major 
congenital abnormalities among offspring of males 
with a history of cancer, independent of the mode of 
conception."

  Although the researchers were unable to examine 
the effect of specific treatments, they conducted sub-
analyses of cancers that receive similar treatments.

For example, whereas hematological malignancies, 
generally treated with chemotherapy, were associated 
with a non-statistically significant increased risk of 
congenital abnormalities in children with paternal 
history of cancer compared to those without, no such 
increased risk was seen with children with a paternal 
history of testicular seminoma, which is generally 
treated with radiotherapy.

 In an accompanying editorial, Lisa Signorello, of 
the International Epidemiology Institute and Vanderbilt 
University, and her colleagues write that the study 
findings are "overall quite reassuring," but incomplete, 
because of limited treatment data for cancer survivors 
and the fact that it was restricted to male cancer 
survivors. 

The authors also point out that a possible link, as 
interpreted by the authors, between paternal history of 
cancer and congenital abnormalities in offspring "defies 
nearly all relevant epidemiological evidence to date."

 Further, they write that possible explanations of 
the slightly elevated rate of congenital abnormalities 
among male offspring in Denmark and Sweden is 
heightened surveillance in children whose parents have 
had serious, sometimes inherited disease.
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Although most evidence goes against the 
probability that cancer treatment is associated with 
genetic damage in offspring, the authors write, it is 
still an important issue to study, especially as patients 
undergo DNA-damaging treatments that interfere with 
molecular processes. 

"We still do not know how sensitive or tolerant 
the human germ cell is to these mutagenic insults," the 
authors write. 

Colon Cancer:
Study Finds No Link Between
Tumor Grade and Relapse Risk

Genomic Health Inc. presented a study one finding 
that high tumor grade was not a marker of higher 
recurrence risk in stage II colon cancer, suggesting that 
other markers, such as the Oncotype DX Recurrence 
Score test as well as T-stage and mismatch repair status, 
should be considered by physicians during the treatment 
decision-making process.

The study was presented at the American Society of 
Clinical Oncology Gastrointestinal Cancer Symposium,

"Rigorous comparison of the colon cancer test 
with conventional markers of recurrence risk, including 
MMR and T-stage, has demonstrated its independent 
value," said Steven Shak, chief medical officer of 
Genomic Health. "These data allow physicians and 
patients to confidently and appropriately incorporate 
information about individual tumor biology provided 
by Oncotype DX into treatment decisions in stage II 
colon cancer. As with our breast cancer program, we 
are committed to increasing the clinical utility of our 
colon cancer franchise through continued research and 
look forward to expanding the Oncotype DX service by 
offering MMR testing this year."

Previous research suggests that stage II colon 
cancer patients with deficient mismatch repair have 
significantly fewer recurrences and may respond less 
well to fluorouracil-based chemotherapy. 

It is recommended that immunohistochemical 
determination of MMR status be considered to identify 
patients for whom adjuvant chemotherapy is not 
indicated, but little was known regarding the variability 
of such assay results.

Results from this comparative study demonstrate 
that determination of MMR status by IHC in two 
different laboratories is associated with excellent inter-
assay agreement.

The study: "Assay result variability during 
determination of mismatch repair deficiency status using 

immunohistochemistry: A transatlantic comparative 
study" (G. Hutchins et al, Abstract #403).

High tumor grade is often considered a marker of 
higher recurrence risk in stage II colon cancer. 

However, multiple large, recently reported studies 
have found that high tumor grade, at least in stage II 
colon cancer, was not associated with higher recurrence 
risk.  In addition, multiple systems for tumor grading 
are used in clinical practice.  

Results from this study confirmed that high tumor 
grade, as assessed by two pathologists with expertise in 
colon cancer, does not predict higher recurrence risk in 
stage II colon cancer patients and that inter-pathologist 
agreement on colon tumor grade is modest to moderate, 
even with central expert review.

The investigators concluded that the standardized 
colon cancer Recurrence Score assay, MMR and T-stage 
should be used in the assessment of stage II patients.

The study: "Reproducibility of colon tumor grade 
and relationship to recurrence in the context of clinical, 
pathologic, and genomic tumor features in 504 patients 
with stage II colon cancer treated with surgery alone at 
the Cleveland Clinic" (I. C. Lavery et al, Abstract #526).

In an independent study led by Neal Meropol, 
University Hospital Seidman Cancer Center and Case 
Western Research University; Gary Lyman, Duke 
University; and Rebecca Chien and John Hornberger, 
Cedar Associates, results showed that clinical use 
of the Oncotype DX Recurrence Score to assess 
risk of recurrence in T3 stage II colon cancers with 
intact mismatch repair (MMR-P) is likely to improve 
quality-adjusted life expectancy and be cost-saving 
from a societal perspective.  Patient age and adverse 
effects associated with chemotherapy are important 
considerations in adjuvant treatment decisions. 

The study: "Use of a multigene prognostic assay 
for selection of adjuvant chemotherapy in patients with 
stage II colon cancer: Impact on quality-adjusted life 
expectancy and costs" (N. J. Meropol et al, Abstract 
#491).

"Our data support the notion that use of a genomic 
test like the Recurrence Score Assay may potentially 
reduce chemotherapy use, improve quality adjusted 
survival, and save health care costs," said Meropol, 
Chief of the Division of Hematology and Oncology at 
University Hospitals Seidman Cancer Center and Case 
Western Reserve University.

For its colon cancer program, Genomic Health and 
its collaborators used the same clinical development 
strategy and standardized quantitative technology 
designed for the Oncotype DX Breast Cancer test. 
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The National Surgical Adjuvant Breast and Bowel 
Project conducted three development studies and 
Cleveland Clinic conducted one development study, all 
of which were funded by Genomic Health, analyzing 
761 genes from 1,851 patients with stage II colon cancer. 
The final set of seven recurrence and five reference genes 
were then independently evaluated in 1,436 stage II 
colon cancer patients in the QUASAR validation study.

Clinical Trials Approved 
By NCI CTEP Last Month

   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

8620: A Phase I Study of ABT-888 (Veliparib) in 
Combination with Weekly Carboplatin and Paclitaxel 
in Advanced Solid Tumors. University of Pittsburgh 
Cancer Institute; Puhalla, Shannon. (412) 641-5792

   
8632: Phase I Study of Veliparib (ABT-888) 

in Combination with Cisplatin Plus Gemcitabine in 
Advanced Biliary, Pancreatic, Urothelial, and Non-small 
Cell Lung Cancer. University of Pittsburgh; Appleman, 
Leonard Joseph. (412) 648-6507

   
8747: A Phase 1b Dose-Escalation Study of 

the AKT Inhibitor MK-2206 (NSC#749607) Plus 
Lapatinib (NSC#727989) Administered in Patients with 
HER2 Positive Metastatic Breast Cancer. Barbara Ann 
Karmanos Cancer Institute; LoRusso, Patricia Mucci. 
(313) 576-8716

   
 8826: A Phase I Trial of Z-Endoxifen in Adults 

with Refractory Hormone Receptor-Positive Breast 
Cancer, Desmoid Tumors, Gynecologic Tumors, or 
Other Hormone Receptor-Positive Solid Tumors. 
National Cancer Institute Developmental Therapeutics 
Clinic; Kummar, Shivaani. (301) 435-5402

   
ADVL1112: A Phase I Study of Imetelstat, a 

Telomerase Inhibitor, in Children with Refractory or 
Recurrent Solid Tumors and Lymphomas. COG Phase 
1 Consortium; Thompson, Patrick Andrew. (832) 824-
4029

   
Phase I/II 

8603: A Phase Ib/2 Study of Imatinib in 
Combination with Everolimus in Synovial Sarcoma.  

Memorial Sloan Kettering Cancer Center; Keohan, Mary 
Louise. (212) 639-2809

GOG-0076HH: A Limited Access Phase I/II Trial 
of Paclitaxel, Cisplatin and CTEP Supplied Agent 
ABT-888 (Velaparib) (IND#77840, NSC#737664) in 
the Treatment of Advanced, Persistent, or Recurrent 
Carcinoma of the Cervix.  Gynecologic Oncology 
Group; Salani, Ritu. (614) 366-9090

   
Phase II

8732: Phase II Trial of Akt Inhibitor MK2206 
in Patients with Advanced Breast Cancer who Have 
Tumors with a PIK3CA Mutation and/or PTEN Loss. 
MD Anderson Cancer Center; Meric-Bernstam, Funda. 
(713) 745-0398

   
8786: A Phase II Study of Lapatinib for the 

Treatment of Stage IV Melanoma Harboring ERBB4 
Mutations. National Cancer Institute Surgery Branch; 
Rudloff, Udo. (301) 496-3098

   
8788: Phase II Randomized Trial of the 

Combination of ABT-888 with Metronomic Oral 
Cyclophosphamide in Refractory BRCA-Positive 
Ovarian, Primary Peritoneal or Ovarian High-Grade 
Serous Carcinoma, Fallopian Tube Cancer, Triple-
Negative Breast Cancer, and Low Grade Non-Hodgkins 
Lymphoma. National Cancer Institute Developmental 
Therapeutics Clinic; Kummar, Shivaani. (301) 435-5402

   
CALGB-50904: A Randomized Phase II Trial 

of Ofatumumab and Bendamustine vs. Ofatumumab, 
Bortezomib (NSC # 681239, IND # 58443) and 
Bendamustine in Patients with Untreated Follicular 
Lymphoma. Cancer and Leukemia Group B; Blum, 
Kristie. (614) 293-8858

 
Phase III

  E1609: A Phase III Randomized Study of 
Adjuvant Ipilimumab Anti-CTLA4 Therapy Versus 
High-Dose Interferon Alpha-2b for Resected High-
Risk Melanoma. Eastern Cooperative Oncology Group; 
Tarhini, Ahmad. (412) 648-6507

   
 NSABP-B-47: A Randomized Phase III Trial of 

Adjuvant Therapy Comparing Chemotherapy Alone 
(Six Cycles of Docetaxel Plus Cyclophosphamide or 
Four Cycles of Doxorubicin Plus Cyclophosphamide 
Followed by Weekly Paclitaxel) to Chemotherapy 
Plus Trastuzumab in Women with Node-Positive or 
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High-Risk Node-Negative HER2-Low Invasive Breast 
Cancer. National Surgical Adjuvant Breast and Bowel 
Project; Fehrenbacher, Louis. (707) 651-2787

Phase Other
8844: Vorinostat and Carboplatin in Patients 

with Advanced Solid Tumors: A Pharmacokinetic 
and Pharmacodynamic Study. University of Chicago; 
Maitland, Michael. (773) 702-4400

   
CALGB-21001: Genome-Wide Analysis of 

Genetic Alterations in Adult Acute Lymphoblastic 
Leukemia. Cancer and Leukemia Group B; Downing, 
James Robert. (901) 595-3510

   
C A L G B - S W O G - 1 5 0 5 0 6 - 8 0 4 0 5 - P T E N : 

Evaluating PTEN Gene Sequence as a Predictor of 
Efficacy in Cetuximab-Treated Colorectal Cancer 
Patients: A Retrospective Study of Tissues from 
CALGB/SWOG 80405. Cancer and Leukemia Group 
B; Mahmoud, Najjia Nora. (215) 829-2096

FDA Approvals:
Rituxan Approved as Maintenance 
For Advanced Follicular Lymphoma 

Genentech and Biogen Idec said FDA approved 
Rituxan (rituximab) as a maintenance treatment 
for patients with advanced follicular lymphoma who 
responded to initial treatment with Rituxan plus 
chemotherapy.This action follows the clearance of 
Rituxan for this indication by the European Commission 
in October 2010.

  The approval, based on the Primary Rituxan and 
Maintenance study, which showed continuing Rituxan 
administration every two months for two years in 
patients who responded to initial treatment with Rituxan 
plus chemotherapy, nearly doubled the likelihood of 
them living without the disease worsening, compared 
to those who stopped treatment (based on a hazard ratio 
of 0.54, 95 percent CI, 0.42-0.70; p<0.0001).

  Sponsored by the Groupe d’Etude des Lymphomes 
de l’Adulte (GELA), PRIMA is an international, 
multicenter, randomized, Phase III clinical study that 
enrolled 1,217 patients with previously untreated 
advanced follicular lymphoma. 

The study evaluated the efficacy and safety profile 
of maintenance Rituxan in patients who achieved a 
response (complete or partial) to Rituxan in combination 
with chemotherapy.

   In the study, eight cycles of Rituxan plus either 

CHOP (cyclophosphamide, doxorubicin, vincristine and 
prednisone), CVP (cyclophosphamide, vincristine and 
prednisone) or FCM (fludarabine, cyclophosphamide 
and mitoxantrone) chemotherapy was used as initial 
treatment. 

Patients who responded to this initial treatment 
and were eligible for maintenance (1,018/1,217) were 
randomized to receive Rituxan as a single agent, given 
once every two months for two years (maintenance), or 
to observation alone.

Rituxan binds to a protein called CD20 found on 
the surface of cancerous and normal B-cells. 

In NHL and rheumatoid arthritis, Rituxan works 
with the body’s immune system to eliminate marked 
CD20-positive B-cells. Stem cells (B-cell progenitors, 
those cells that give rise to B-cells) in bone marrow do 
not have the CD20 protein. B-cells usually regenerate 
after Rituxan treatment and return to normal levels in 
about 12 months for most patients.

Rituxan, discovered by Biogen Idec, first received 
FDA approval in 1997 for the treatment of relapsed or 
refractory, low-grade or follicular, CD20-positive, B-cell 
NHL as a single agent. 

Rituxan received FDA approval for RA in 2006 
and is indicated in combination with methotrexate in 
adult patients with moderately-to-severely active RA 
who have had inadequate response to one or more TNF 
antagonist therapies.

Boston Scientific Corp. said FDA approved its 
Renegade HI-FLO Fathom Pre-Loaded System for 
selective access and delivery of diagnostic, embolic and 
therapeutic materials into the peripheral vasculature.

The system will primarily be used by interventional 
radiologists for minimally invasive procedures to treat 
uterine fibroids and liver cancer. 

The Renegade HI-FLO Fathom Pre-Loaded 
System combines the turn-for-turn torque response, 
flexibility and high visibility of the Fathom-16 Steerable 
Guidewire with the clinically proven performance of the 
Renegade HI-FLO Microcatheter, pre-loaded in a single 
convenient platform. 

FDA approved the Selenia Dimensions System, 
the first X-ray mammography device that provides 
three-dimensional images of the breast for breast cancer 
screening and diagnosis.

With the limitations of conventional two-
dimensional imaging, about 10 percent of women 
undergo additional testing after the initial screening 
exam for abnormalities that are later determined to be 
noncancerous.


