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Treating women with early-stage breast cancer with a combination of 
chemotherapy and Herceptin significantly increases survival in patients with 
HER-2 positive disease, according to a study published in the New England 
Journal of Medicine.

The study data also showed that Adriamycin (doxorubicin) was not a 
necessary part of an early-stage breast cancer treatment regimen. Adriamycin 
can cause permanent heart damage, especially when paired with Herceptin 
(trasuzumab).

“We’re encouraged that the survival advantages found in this study 
have been maintained and continue to be significant,” said lead author 
Dennis Slamon, director of clinical/translational research at UCLA’s Jonsson 
Comprehensive Cancer Center, whose laboratory and clinical research led 
to the development of Herceptin. “I believe there’s room for even further 
improvement.”

Results from a subgroup analysis of data from the phase III 
PARAMOUNT study showed that continuation maintenance therapy with 
Alimta (pemetrexed for injection) also reduces the risk of disease progression 
in patients aged 70 years or older with advanced, nonsquamous, non-small 
cell lung cancer.

A total of 939 patients with advanced nonsquamous NSCLC were 
enrolled in the study; 539 did not progress during the induction phase and 
entered the maintenance phase of the trial. Of those, 92 patients were elderly.

The analysis compared Alimta to placebo in elderly patients aged 70 
years or older. In the group of elderly patients, Alimta reduced the risk of 
disease progression by 65 percent (HR=0.35; 95% CI: 0.20-0.63), based on a 
median progression-free survival of 6.4 months on the Alimta arm compared 
with 3.0 months on the placebo arm. 

In the group of patients younger than 70 years of age, Alimta reduced 
the risk of progression by 31 percent (HR=0.69, 95% CI: 0.54-0.90), with 
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Advanced Gastric Cancer
Tesetaxel Showed 20 Percent Response
In Second-Line Therapy In Phase IIb Trial

Metastatic Colorectal Cancer
Regorafenib Trial Meets Primary Endpoint;
Overall Survival Improved by 29 Percent

A phase III study of the investigational compound regorafenib met its 
primary endpoint by improving overall survival in patients with metastatic 
colorectal cancer.

Regorafenib raised overall survival by 29 percent (HR=0.77, p=0.0052). 
Median overall survival was 6.4 months, vs. 5.0 months with placebo. The 
trial enrolled patients with metastatic colon cancer whose disease progressed 
after standard care.

Results from the trial, CORRECT, were presented at the Gastrointestinal 
Cancers Symposium of the American Society of Clinical Oncology. 
Regorafenib is an oral inhibitor targeting angiogenic, stromal and oncogenic 
kinases.

Phase IIb results of a confirmatory clinical trial of tesetaxel in patients 
with advanced gastric cancer showed a 20 percent overall response rate using 
weight-based dosing at the maximum tolerated dose as second-line therapy.

The study enrolled 41 patients who progressed on at least one 
prior chemotherapy regimen that included a platinum compound and a 
fluoropyrimidine compound. Of three patient cohorts, two were treated over a 
range of flat, as opposed to weight-based, doses—starting at 40-45 mg for the 
first cohort, and 50-60 mg for the second. Tesetaxel is an oral capsule taxane.

The third cohort used weight-based dosing, and has demonstrated a 20 
percent overall response rate. Doses were repeated every three weeks, and the 
cohort remains open to accrual. The first and second cohorts yielded response 
rates of 8 and 15 percent, respectively.

Median survival has not been reached in the third cohort, whereas 
median survival in the first and second was 7.6 and 7.5 months, respectively.

Overall survival is the primary endpoint in planned phase III studies 
of tesetaxel in gastric cancer. Tesetaxel is marketed by Genta Inc. The data 
were presented at the Gastrointestinal Cancer Symposium, sponsored by the 
American Society of Clinical Oncology.

Follow The Cancer Letter on Twitter: @TheCancerLetter
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The CORRECT study was an international, 
multicenter, randomized, double-blind, placebo-
controlled phase III study enrolling 760 patients 
with metastatic colorectal cancer whose disease had 
progressed during or within three months following 
the last administration of approved standard therapies, 
which must have included fluoropyrimidine, oxaliplatin, 
irinotecan, bevacizumab and cetuximab or panitumumab.

Patients were randomized to receive either 
regorafenib or placebo, both in addition to best 
supportive care. Treatment cycles consisted of 160 mg 
of regorafenib or matching placebo once daily for three 
weeks on, one week off, plus care.

Results of the secondary endpoints of the study 
showed an improvement in median progression-free 
survival, from 1.9 months from 1.7 months (HR=0.49, 
p<0.000001), and an improvement in the disease control 
rate (44.8 vs. 15.3 percent). The difference in objective 
response rate between the two arms—1.0 vs. 0.4 percent, 
respectively—did not reach statistical significance.

The most common drug-related, treatment-
emergent adverse events included fatigue, hand-foot 
skin reaction, diarrhea, anorexia, hypertension, oral 
mucositis and rash/desquamation.

The CORRECT study was unblinded in late 2011 
following an interim analysis by an independent data 
monitoring committee.

Bayer HealthCare Pharmaceuticals plans to submit 
regorafenib for marketing authorization in metastatic 
colorectal cancer this year.

Leukemia
ETP-ALL May Be Linked 
To Acute Myeloid Leukemia

Researchers discovered that a subtype of leukemia, 
one characterized by poor prognoses, is fueled by 
mutations in pathways that are distinctly different from a 
similar leukemia that is associated with better outcomes.

The study’s findings, from the St. Jude Children’s 
Research Hospital–Washington University Pediatric 
Cancer Genome Project, highlight a possible strategy 
for treating patients with this more aggressive disease. 
The study was published in Nature.

The work provides the first details of genetic 
alterations fueling early T-cell precursor acute 
lymphoblastic leukemia. The results suggest ETP-ALL 
has more in common with acute myeloid leukemia than 
with other subtypes. 

“The mutations and gene expression profile we 
identified in this study suggest that patients with ETP-
ALL might benefit from treatment that includes drugs 
developed for treatment of acute myeloid leukemia,” 
said Charles Mullighan, an associate member of the St. 
Jude Department of Pathology and one of the study’s 
corresponding authors.

Researchers sequenced and analyzed the normal 
and cancer genomes of 12 St. Jude patients with ETP-
ALL. Investigators then checked for some of the same 
mutations in an additional 94 young leukemia patients 
with either ETP-ALL or other types of T-cell ALL.

The three-year Pediatric Cancer Genome Project 
is sequencing the genomes of tumor cells and matched 
normal DNA samples of 600 children.

“We found mutations unique to ETP-ALL that are 
not seen in other forms of ALL,” said co-author Richard 
Wilson, director of The Genome Institute at Washington 
University. “The results provide new targets for therapy 
and a way to use genetic tests to identify ETP-ALL 
patients early and earmark them for more aggressive 
therapy.”
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The pattern of mutations identified in ETP-ALL 
was reminiscent of changes associated with AML, 
Mullighan said. The alterations were concentrated 
in genes in the cytokine receptor and RAS signaling 
pathways. 

The mutations—which included NRAS, FLT3, 
JAK3, IL7R and other genes—were found in about 67 
percent of patients with ETP-ALL, but in only 19 percent 
of other T-ALL patients.

In addition, mutations in genes known or predicted 
to disrupt normal development of blood stem cells or 
lymphocytes were identified in 58 percent of ETP-ALL 
patients, but in just 17 percent of other T-ALL patients. 
The affected genes included ETV6, RUNX1, IKZF1 
and GATA3. 

GATA3 helps regulate the early stages of T cell 
development, and mutations in the gene were found 
exclusively in ETP-ALL patients.

Epigenetic mutations were also more common in 
ETP-ALL patients. 

These genes, including EZH2 and SUZ12, were 
mutated or deleted in 45 percent of ETP-ALL patients, 
but in just 11 percent of the comparison group. The 
targeted genes modify histone proteins, which control 
gene activity through DNA binding.

Researchers also showed that ETP-ALL includes 
recurring mutations in about a half-dozen genes not 
previously linked to blood cancers. The list includes the 
genes RELN and DNM2. “The pattern of mutations we 
found in those genes suggests they function as tumor 
suppressors and their loss contributes to the malignant 
transformation of developing blood cells,” Mullighan 
said.

Mullighan said work is under way to develop 
laboratory models of human ETP-ALL and to use these 
models to identify AML drugs that are most likely to 
benefit ETP-ALL patients. 

The list of possible drugs includes high-dose 
cytarabine and targeted chemotherapy agents that inhibit 
activity in the cytokine receptor and JAK signaling 
pathways found in this study to be disrupted in ETP-
ALL patients, researchers said. Those pathways help 
regulate cell division and normal development of the 
blood system.

Prostate Cancer
CyberKnife Delivers 100 Percent
PFS at 18.3 Month Followup

Clinical outcome results of a study evaluating 
prostate cancer patients treated with stereotactic 
body radiotherapy using the CyberKnife Robotic 
Radiosurgery system demonstrated 100 percent 
progression-free survival after a median followup of 
18.3 months.

The study, published in the International Journal 
of Radiation Oncology-Biology-Physics, reported on 
38 patients with organ-confined prostate cancer. Twenty 
patients were treated with SBRT monotherapy and 18 
were treated with SBRT boost following external beam 
radiotherapy. The patients ranged in age from 54 to 82 
years.

Researchers from the University of California–San 
Francisco used a radiation dose scheme that mimicked 
conventional, invasive, high-dose rate brachytherapy to 
regions of the prostate known to have a higher burden 
of cancer cells.

“This UCSF study is one of the first to document 
clinical outcomes of CyberKnife HDR-like SBRT for 
prostate cancer. The results are encouraging, especially 
when compared to historic experience for invasive HDR 
brachytherapy for patients with prostate cancer,” said 
Siavash Jabbari, the study’s lead author and a radiation 
oncologist at Advocate Lutheran General Hospital. 

Advanced Gastric Cancer
Tesetaxel Shows 20% Response 
In Second-Line Therapy
(Continued from page 1)

Tesetaxel has been generally well-tolerated. The 
most common Grade 3-4 adverse events have been 
fatigue and anemia, followed by neutropenia and nausea. 
Consistent with prior studies, no hypersensitivity 
reactions were observed.

“These new data confirm the activity of tesetaxel 
in patients with advanced gastric cancer at levels 
that are at least equivalent to studies of docetaxel 
in this population,” said Loretta Itri, president of 
pharmaceutical development at Genta and chief medical 
officer. “Data from two multicenter trials support 
the decision to undertake our planned phase III trial 
of tesetaxel as second-line therapy in patients with 
advanced gastric cancer.”
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Ovarian Cancer
BRCA1 and BRCA2 Mutations 
Linked To Higher Survival

Women with BRCA1 and BRCA2 mutations 
survive ovarian cancer at higher rates than those without, 
according to an NCI-sponsored multicenter study.

The study, published in the Journal of the 
American Medical Association, offers a contrast with a 
recent analysis of data from The Cancer Genome Atlas 
project, which reported improved prognosis for only 
BRCA2 carriers.

The investigators examined 3,531 cases of 
epithelial ovarian cancer, including 1,178 women 
with BRCA1 mutations, 367 with BRCA2 mutations, 
and 1,986 without mutations. They found that 
theBRCA2 mutation carriers had greater survival 
than BRCA1 mutation carriers.

BRCA2 carriers showed a 61 percent survival rate 
at five years following diagnosis, while BRCA1 carriers 
showed a 46 percent survival rate.

Women without the gene mutations had a survival 
rate of 36 percent.

Previous work has suggested that the survival 
advantage of BRCA1 and BRCA2 mutation carriers 
may be due to a better response to platinum-based 
chemotherapy.

Throat Cancer
Matted Lymph Nodes Can Predict
Survival Rate, Spread of Disease

Researchers found a new indicator that may predict 
which patients are likely to have their throat cancer 
spread to other parts of the body.

Patients with oropharyngeal squamous cell 
carcinoma who had “matted” lymph nodes, nodes that 
are connected together, had a 69 percent survival rate 
over three years, compared to 94 percent for patients 
without matted nodes. The study was published online 
in the journal Head & Neck.

“The spread of cancer throughout the body 
accounts for about 45 percent of the deaths from 
oropharyngeal carcinoma,” said senior author Douglas 

Chepeha, an associate professor of head and neck 
surgery at the University of Michigan Medical School. 

“Our findings may help doctors identify patients 
who are at higher risk for having their cancer metastasize 
and who would benefit from additional systemic therapy. 
Conversely, some patients without matted nodes 
may benefit from a reduction of the current standard 
treatment, which would cut down on uncomfortable 
side effects.”

The study tracked 78 cancer patients who were 
part of a clinical trial evaluating two cancer drugs 
in combination with intensity-modulated radiation 
therapy. All the patients had stage III or IV squamous 
cell carcinoma of the oropharynx and had not had any 
previous treatment. Sixteen of the 78 patients had matted 
nodes.

The study’s findings indicate an increased risk that 
is independent of other established prognostic factors, 
such as the patient’s history of smoking or whether they 
have the Human papillomavirus. 

Matted nodes appear to be an especially strong 
indicator of increased risk among patients who are 
HPV-positive, even though HPV-positive patients had 
better overall outcomes than their HPV-negative peers. 
The patients with the best outcomes were HPV-positive 
non-smokers.

“It’s significant that we’ve identified this new 
marker that can help us predict which patients have 
worse survival odds,” Chepeha said. “Now we need to 
go one step further and figure out what mechanisms are 
at work and how we can use this knowledge to improve 
survival rates.”

Brain Tumors
Chromosomal Abnormalities
Predict Long Median Survival

Two chromosomal abnormalities—the co-deletion 
of 1p and 19q—have definitive prognostic and predictive 
value for managing the treatment of adult patients 
with pure and mixed anaplastic oligodendrogliomas, 
according to a recent analysis of phase III clinical trial 
results.

The presence of the abnormality was associated 
with a substantially better prognosis and a near-doubling 
of median survival time when treatment combined 
chemotherapy and radiation therapy, compared to 
radiation therapy alone.  

Oliogdendrogliomas are uncommon brain tumors. 
Mixed oliogdendrogliomas also contain astrocytic 

Four studies have shown that docetaxel, when used 
as second-line therapy in patients with advanced gastric 
cancer, achieved an overall response rate ranging from 
5 to 19 percent, and median overall survival ranging 
from 3.5 to 8.4 months.
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elements. Pure and mixed oliogdendrogliomas that 
contain anaplastic cells typically grow more rapidly 
than non-anaplastic tumors.

Trial participants had a pathologically confirmed 
pure or mixed anaplastic oligodendroglioma and were 
randomly assigned into one of two treatment arms. 
The 148 participants randomized to the first arm were 
treated with procarbazine, CCNU (lomustine) and 
vincristine chemotherapy and radiation therapy. The 143 
participants randomized to the second arm were treated 
with radiation therapy alone.

With a minimum follow-up time of three years, 
study results reported in the June 20, 2006, issue of the 
Journal of Clinical Oncology showed no survival benefit 
for patients treated with early PVC chemotherapy plus 
radiation over radiation therapy alone.

Although a significant impact on median 
progression-free survival was demonstrated—2.6 years 
vs. 1.7 years for RT alone—the regimen was associated 
with significantly more adverse side effects. 

Study participants in both arms whose tumor lacked 
chromosomes 1p and 19q had longer median survival 
times as compared with participants without these 
deletions (greater than 7 vs. 2.8 years, respectively). 

This led the study authors to conclude that “tumors 
with 1p and 19q co-deletion are less aggressive or more 
responsive to PCV chemotherapy or both.” A recent 
analysis of the data is planned for submission to the 2012 
American Society of Clinical Oncology annual meeting. 

The abstract reports that the 126 study participants  
with  1p and 19q co-deletion, the median survival time 
(MST) of  59 participants randomized to the PCV 
chemotherapy and RT arm was  much longer than the 
67 participants randomized to the RT alone arm (14.7 
years vs. 7.3 years). 

Study participants whose tumors contained only 
one deletion (either 1p or 19q) or no deletions, no 
difference was found in MST between the two treatment 
arms (2.6 years vs. 2.7 years).

The trial, RTOG 9402, was conducted with 
the Radiation Therapy Oncology Group, the Eastern 
Oncology Cooperative Group, SWOG, North Central 
Cancer Treatment Group, and the NCIC Clinical Trials 
Group.

“These are exciting and practice-changing results,” 
said Walter Curran, RTOG group chair and executive 
director of the Winship Cancer Institute. “Given the 
low incidence of this disease, this achievement required 
the close collaboration of many groups and centers and 
everyone associated with the trial should be proud of 
the accomplishment.”

Cancer Screening
Analysis Shows No Mortality Benefit
From Regular PSA Screening

Results of the Prostate, Lung, Colorectal and 
Ovarian Cancer Screening Trial demonstrated that a 
group of men experienced no mortality benefit from 
screening for these specific cancers.

The multicenter trial began enrolling men age 55-
74 in November 1993 with followup through December 
2009. The men had no previous personal history of 
these cancers. 

Men in the intervention arm underwent annual 
PSA testing for six years and annual digital rectal 
examination for four years, while those in the control 
arm received usual medical care, which for some men 
included screening.

The results, published in JNCI, showed a 12 
percent relative increase in the incidence of prostate 
cancer and a non-statistically significant decrease in the 
incidence of high-grade prostate cancer after a followup 
of 13 years. There was no difference in mortality 
between the two arms.

There was no differential effect of screening by age 
category, pre-trial PSA testing or co-morbidity.

Of the 4,250 patients with prostate cancer 
evaluated in the study, 455 died of causes other than 
the cancer types studied. In the control arm, 3,815 men 
were diagnosed with prostate cancer, of whom 377 died. 

The authors of the study noted that “a higher 
percentage of deaths from other causes rather than a 
deficit occurred among the prostate cancer patients 
diagnosed in the intervention arm, an indication of the 
over-diagnosis associated with PSA detection.”

The researchers plan to update the mortality 
findings from the trial’s prostate component after 15-
year followup data becomes available.

Ovarian Cancer Symptom Indices
May Need to be Re-Evaluated

The increasing use of ovarian cancer symptom 
indices to identify patients who may need further 
screening may promote earlier diagnosis, but may 
need to be reassessed in order to better detect cancer, 
according to a study published in JNCI.

To determine the effectiveness of symptom 
indices, researchers looked at data from 194 women 
who had recently been diagnosed with ovarian cancer 
and 268 control patients who underwent ovarian cancer 
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screenings.
The symptom data was assessed through 

questionnaires, telephone interviews and general 
practitioner notes. The sensitivity of the symptoms 
reported within a few months of the diagnosis was also 
determined by comparing two 12-month periods (0-11 
and 3-14 months before diagnosis).

The researchers found that the results were similar 
to those found in previous reports on the Goff index 
and that the sensitivity of the symptoms was stronger 
in late- vs. early-stage disease. The Goff index uses 
questionnaire data and has been reported to be effective 
in identifying women at a low or moderate risk of 
ovarian cancer.

The assessment also shows that there is only a 
slight variation in the symptoms reported by women 
with early- vs. late-stage disease. 

 “The small differences between the three indices 
indicate that there is little to gain from deriving new 
symptom indices,” wrote the study authors.

The authors suggest that while a symptom index 
could advance the diagnosis of ovarian cancer, the 
benefits of such are greatly overemphasized, given 
that most symptoms of the disease emerge within three 
months before diagnosis.

“At best, a symptom index might advance 
diagnosis of ovarian cancer by three months or more 
in two-thirds of women. For a more specific index, the 
sensitivity would be approximately one-third,” they 
wrote.

Self-Collected Pap Smear Tests
Could Advance HPV Screening

Human papillomavirus testing of self-collected 
Pap specimens may be a more effective way to screen 
for cervical cancer in low-resource settings, compared 
to visual inspection with acetic acid and liquid-based 
cytology, according to a new study.

Cervical cancer is on the rise in the developing 
world, with one-seventh of the world’s cervical cancer 
cases in China, where there is no nationwide screening 
program for the disease. There, researchers have proposed 
that HPV testing of self-collected Pap specimens might 
serve as an alternative or complementary method of 
primary cervical cancer screening method.

Researchers evaluated individual patient data from 
five population-based cervical cancer screening studies 
in China from 1999 to 2007, in which participants 
received HPV testing of self-collected Pap specimens, 
testing of physician-collected Pap specimens, LBC, 

and VIA.
The researchers then analyzed the pooled data 

to detect biopsy-confirmed cervical intraepithelial 
neoplasia grade 2 or more severe (CIN2+) or CIN3+. Of 
the 13,140 rural Chinese women screened for cervical 
cancer, 507 were diagnosed with CIN2+, 273 with 
CIN3+, and 37 with cervical cancer. 

The researchers found that HPV testing of self-
collected Pap specimens was more sensitive and less 
specific than VIA and LBC but less sensitive and 
similarly specific compared to physician-collected Pap 
specimens. 

They concluded that self-collection with HPV 
testing could help expand China’s current screening 
outreach. 

Trials Approved by NCI CTEP
For the Month of January

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
GOG-9928: A Phase I Study of Intraperitoneal 

EGEN-001 (IL-12 Plasmid Formulated with PEG-PEI-
Cholesterol Lipopolymer) (IND #12,484) Administered 
in Combination with Pegylated Liposomal Doxorubicin 
(PLD, Doxil (NSC #712227) in Patients with Recurrent 
or Persistent Epithelial Ovarian, Fallopian Tube or 
Primary Peritoneal Cancer. Gynecologic Oncology 
Group; Thaker, Premal H. (314) 362-3181

Phase I/II
9031: Phase 1b/2 Study of Dinaciclib (SCH 

727965) and Ofatumumab in Relapsed and Refractory 
CLL/SLL/B-PLL. Ohio State University Medical 
Center; Jones, Jeffrey Alan. (614) 293-3507

N1153: Study of Sorafenib + TH-302:  Phase I in 
Advanced Renal Cell Carcinoma (RCC) and Advanced 
Hepatocellular Carcinoma (HCC) and Phase II in 1st 
Line Advanced HCC. North Central Cancer Treatment 
Group; Borad, Mitesh Jivraj. (507) 284-4918

Phase II
8986: A Randomized, Double-Blind, Placebo-

Controlled Phase II Study of ARQ197 (tivantinib) in 
Men with Asymptomatic or Minimally Symptomatic 
Metastatic Castrate Resistant Prostate Cancer. Ohio 
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State University Medical Center; Monk, J. Paul. (614) 
293-2886

9136: Phase II Study in Patients with Metastatic 
Melanoma Using a Non-Myeloablative Lymphocyte 
Depleting Regimen of Chemotherapy Followed 
by Infusion of MART-1 Reactive Peripheral Blood 
Lymphocytes (PBL) with or without High Dose 
Aldesleukin.  National Cancer Institute Surgery Branch; 
Kammula, Udai S. (301) 435-8606

ADVL1121: A Phase II Study of the Raf Kinase 
and Receptor Tyrosine Kinase Inhibitor Sorafenib (IND# 
69896) in Children and Young Adults with Relapsed/
Refractory Rhabdomyosarcoma, Wilms Tumor, 
Hepatocellular Carcinoma, and Papillary Thyroid 
Carcinoma. Children’s Oncology Group; Kim, AeRang.
(202) 476-2800

CALGB-51101: A Randomized Phase II Trial of 
Myeloablative Versus Non-Myeloablative Consolidation 
Chemotherapy for Newly Diagnosed Primary CNS 
B-cell Lymphoma. Cancer and Leukemia Group B; 
Batchelor, Tracy T. (617) 643-1938

RTOG-1106: Randomized Phase II Trial of 
Individualized Adaptive Radiotherapy Using During-
Treatment FDG-PET/CT and Modern Technology 
in Locally Advanced Non-Small Cell Lung Cancer 
(NSCLC). Radiation Therapy Oncology Group; Kong, 
Feng-Ming Phoenix. (734) 936-7810

S1201: A Randomized Phase II Pilot Study 
Prospectively Evaluating Treatment for Patients Based 
on ERCC1(Excision Repair Cross-Complementing 
1) for Advanced/Metastatic Esophageal, Gastric or 
Gastroesophageal Junction (GEJ) Cancer. Southwest 
Oncology Group; Iqbal, Syma. (323) 865-3907

Phase III
ACCL1033: A Comprehensive Approach to 

Improve Medication Adherence in Pediatric ALL. 
Children’s Oncology Group; Bhatia, Smita. (626) 471-
7321

COG-ACCL1131: A Phase III Open-Label Trial of 
Caspofungin vs. Azole Prophylaxis for Patients at High-
Risk for Invasive Fungal Infections (IFI) Following 
Allogeneic Hematopoietic Cell Transplantation (HCT). 
Children’s Oncology Group; Dvorak, Christopher C. 
(415) 476-2188

GOG-0257: A Randomized, Double-Blind, 
Placebo Controlled Phase III Trial Using Acetyl-L-
Carnitine(ALC)(NSC# 747431) for the Prevention 
of Chemotherapy-Induced Peripheral Neuropathy in 
Patients with Recurrent Ovarian, Primary Peritioneal or 
Fallopian Tube Cancer. Gynecologic Oncology Group; 
Kushner, David M. (608) 263-1210

Other Phases
AAML12B2: The Role of AF1q in Progression 

of Leukemia. Children’s Oncology Group; Saba, Julie 
Deane. (510) 450-7690.

AAML12B4: Whole Exon Sequencing of Down 
Syndrome Acute Myeloid Leukemia. Children’s 
Oncology Group; Taub, Jeffrey Warren. (313) 745-5515 

AAML12B5: Interlaboratory Comparability Study 
of Residual Disease in Acute Myelogenous Leukemia. 
Children’s Oncology Group; Jessup, John Milburn. 
(301) 435-9010

AHOD12B1: Role of the IL-2 Inducible Tcell 
Kinase in EBV-HLH and EBV+ Hodgkin’s Lymphoma. 
Children’s Oncology Group; Nichols, Kim Erika. (215) 
746-5542

ANBL12B4: Proposed Studies on the Role of 
Growth Factor Receptor Trafficking in Neuroblastoma 
Pathogenesis. Children’s Oncology Group; Zage, Peter 
Eric. (832) 824-4615

AREN12B1: Relationships Between Tumor-
Associated Macrophages and Clinicopathological 
Factors in Wilms Tumor. Children’s Oncology Group; 
Kandel, Jessica J. (212) 342-8585 

ARST12B4: CRKL Expression at the Protein 
Level in Rhabdomyosarcoma Tumors by Tissue 
Microarray (TMA). Children’s Oncology Group; 
Helman, Lee J. (301) 496-4256

CALGB-150807: Validation of Molecular 
Prognostic Tests in NSCLC. Cancer and Leukemia 
Group B; Bueno, Raphael. (617) 732-8533

CALGB-151111: Genomics of Small Cell 
Lung Carcinoma. Cancer and Leukemia Group B; 
MacPherson, David. (410) 246-3084
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E2496T1: Outcome Prediction in Hodgkin 
Lymphoma by Low-Density Gene Expression Profiling 
of Formalin Fixed Paraffin Embedded Tissues: A 
Correlative Study of Inter-Group Trial E2496. Eastern 
Cooperative Oncology Group; Gascoyne, Randall 
David. (604) 675-8025

E2993T4: Micro RNA Expression Analysis in 
B-Lineage Adult Acute Lymphoblastic Leukemia from 
ALL Trial, E2993, Including Patients with Various 
Cytogenetic and Molecular Abnormalities. Eastern 
Cooperative Oncology Group; Wendel, Hans-Guido. 
(646) 888-2526

GOG-0270: GROningen INternational Study on 
Sentinel Nodes in Vulvar Cancer (GROINSS-V) II: An 
Observational Study. Gynecologic Oncology Group; 
Slomovitz, Brian M. (973) 971-5900 

NCCTG-N9831D-NCCTG-ICSC: Adjuvant 
Chemotherapy Combined with Trastuzumab in the 
Randomized Phase III Trial N9831 Actively Immunizes 
Patients Against Tumor Antigens. North Central Cancer 
Treatment Group; Knutson, Keith L. (507) 284-0545

NCCTG-N9831F-NCCTG-ICSC: N9831 
Validation study of Quantitative Single Gene Assessment 
of HER2 mRNA by qRT-PCR and Development and 
Testing of New HER2 Multi-Gene Signature. North 
Central Cancer Treatment Group; Perez, Edith A. (507) 
284-1159

S9031-9333-0106-0112-A: The Development of 
Predictive Biomarker Models for Patients Receiving 
Standard Induction Chemotherapy with and Without 
Gemtuzumab Ozogamicin. Southwest Oncology Group; 
Stirewalt, Derek Lynn. (206) 667-5386

Medicare Reimbursement
Palmetto Establishes Coverage
For Thyroid Genomic Test

Palmetto GBA, a national contractor that 
administers Medicare benefits, has established coverage 
for the Veracyte Inc. Afirma Gene Expression Classifier 
for use in thyroid nodule diagnosis. The genomic test 
is now accessible to 40 million Medicare patients 
nationwide.

The test helps resolve inconclusive results on 
thyroid fine needle aspiration samples being tested for 
cancer. 

Approximately 450,000 thyroid nodule FNAs are 
performed each year in the U.S. In up to 30 percent of 
cases, the results are ambiguous, with current guidelines 
recommending surgery for most of these patients to 
obtain an accurate diagnosis. 

The genomic test has been shown in two 
independent studies to be able to reclassify patients 
with indeterminate thyroid FNA results as “benign” 
with the same degree of accuracy as a benign diagnosis 
by cytopathology.

“Inconclusive results on thyroid nodule FNA 
samples are a common and significant problem for 
patients and their physicians.” said Bonnie Anderson, 
cofounder and chief executive officer of Veracyte.

“This decision will help Medicare patients with 
inconclusive results access our Afirma Gene Expression 
Classifier, enabling them to potentially avoid surgery, 
while also saving money for the Medicare program.”

The genomic test is one of the first molecular 
diagnostic tests to be granted Medicare coverage under 
Palmetto’s new Laboratory and Molecular Diagnostics 
Services Program. 

“We believe that a more consistent and transparent 
approach to reimbursement will help to further drive 
innovation in the rapidly growing molecular diagnostics 
field,” said Elaine Jeter, medical director of Palmetto

Additionally, researchers from the Johns Hopkins 
University School of Medicine concluded recently that 
routine use of the test on patients with indeterminate 
results would prevent tens of thousands of unnecessary 
surgeries each year and would provide more than $600 
million in direct medical savings over five years. Their 
findings were published recently in the Journal of 
Clinical Endocrinology & Metabolism.
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FDA News
FDA Approves Inlyta Pill
For Renal Cell Carcinoma

FDA approved Inlyta (axitinib) to treat patients 
with renal cell carcinoma who have no responded to 
previous therapies. 

Inlyta blocks kinases that play a role in tumor 
growth and cancer progression, and is a pill taken by 
patients twice a day.

“This is the seventh drug that has been approved 
for the treatment of metastatic or advanced kidney cell 
cancer since 2005,” said Richard Pazdur, director of 
the Office of Hematology and Oncology Products in 
the FDA’s Center for Drug Evaluation and Research.

“Collectively, this unprecedented level of drug 
development within this time period has significantly 
altered the treatment paradigm of metastatic kidney 
cancer, and offers patients multiple treatment options.”

The recently approved drugs include sorafenib, 
sunitinib, temsirolimus, everolimus, bevacizumab and 
pazopanib (The Cancer Letter, Dec. 16, 2011).

The safety and effectiveness of Inlyta were 
evaluated in a single randomized, open-label, multi-
center clinical study of 723 patients whose disease had 
progressed on or after treatment with one prior systemic 
therapy. Results showed a median progression-free 
survival of 6.7 months compared to 4.7 months with 
sorafenib treatment.

The most common side effects observed in 
greater than 20 percent of patients in the clinical study 
were diarrhea, high blood pressure, fatigue, decreased 
appetite, nausea, loss of voice, hand-foot syndrome, 
weight loss, vomiting, weakness and constipation.

Inlyta is marketed by Pfizer Inc.

FDA approved Erivedge capsules (vismodegib) 
for the treatment of basal cell carcinoma that has spread 
to other parts of the body, come back after surgery, or 
deemed untreatable by surgery or radiation. The capsule 
is taken orally once a day.

Roche has also submitted a marketing authorization 
application in the European Union. The company is 
conducting a phase II safety study in Europe, enrolling 
patients with advanced basal cell carcinoma.

Erivedge is designed to inhibit abnormal signaling 
in the Hedgehog pathway, an underlying molecular 
driver of BCC. The approval was based on results from 
the ERIVANCE BCC phase II study, which enrolled 104 

patients with advanced BCC, including locally advanced 
(n=71) and metastatic disease (n=33).

The single-arm, open label study showed that 
Erivedge shrank lesions in 43 percent of patients with 
locally advanced BCC and in 30 percent of patients 
with metastatic BCC. The median duration of response 
was 7.6 months. Study participants received 150 mg of 
Erivedge orally, once daily until disease progression or 
unacceptable toxicity.

The most common side effects of Erivedge were 
muscle spasms, hair loss, change in how things taste or 
loss of taste, weight loss, tiredness, nausea, diarrhea, 
decreased appetite, constipation, vomiting and joint 
aches.

Patients must tell their healthcare provider right 
away if they or their partner becomes pregnant or thinks 
she is pregnant while they are taking Erivedge. Patients 
must not donate blood or blood products while they 
are taking Erivedge and for seven months after their 
last dose. 

Roche is developing Erivedge under a collaboration 
agreement with Curis Inc. Erivedge was discovered by 
Genentech and jointly validated by Genentech and Curis 
through a series of preclinical studies

FDA approved Voraxaze (glucarpidase) to treat 
patients with toxic levels of methotrexate in their blood 
due to kidney failure. Methotrexate is a commonly used 
cancer chemotherapy drug normally eliminated from 
the body by the kidneys. However, patients receiving 
high doses of methotrexate may develop kidney failure.

Voraxaze is an enzyme that breaks down 
methotrexate to a form that can be eliminated from the 
body. Voraxaze was given an orphan drug designation, 
and is administered intravenously.

“Prolonged exposure to high levels of methotrexate 
can result in kidney and liver damage, severe mouth 
sores, damage to the lining of the intestine, skin rashes, 
and death due to low blood counts,” said Pazdur.

A single clinical study of 22 patients evaluated the 
effectiveness of Voraxaze, with all patients receiving 
Voraxaze treatment. The study considered treatment a 
success if the methotrexate level fell below a critical 
level within 15 minutes and stayed below the critical 
level for eight days. 

Ten of the 22 patients met this standard. Although 
not all patients experienced this result, Voraxaze 
eliminated 95 percent of the methotrexate in all patients.

A separate clinical study evaluated the safety 
of Voraxaze in 290 patients. The most common side 
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effects observed in greater than one percent of patients 
in the clinical study were low blood pressure, headache, 
nausea, vomiting, flushing and abnormal sensation.

Voraxaze is marketed by BTG International Inc.

FDA approved Picato gel (ingenol mebutate; 
0.015%, 0.05%) for the topical treatment of actinic 
keratosis, a precancerous condition caused by cumulative 
sun exposure that has the potentional to progress to 
squamous cell carcinoma. About 65 percent of squamous 
cell carcinomas begin as untreated actinic keratosis.

Picato 0.015% is used once daily on the face and 
scalp for three consecutive days. The 0.05 percent gel 
is used once daily on the trunk and extremities for two 
consecutive days. 

“Since there is no way to predict which actinic 
keratosis will advance to skin cancer, early detection and 
treatment of lesions are critical,” said study investigator 
Mark Lebwohl, of Mount Sinai Medical Center.  “What 
makes this new solution particularly exciting is the two 
or three day course of treatment.”

In four phase III clinical trials, 60-68 percent of 
patients with actinic keratosis on the face and scalp 
treated with Picato saw 75 percent or greater reduction 
of existing AKs, versus 7-8 percent with placebo, while 
44-55 percent of patients with AKs on the trunk and 
extremities experienced 75 percent or more reduction, 
versus 7 percent reduction for placebo. 

Patients treated with the gel saw 37-47 percent 
complete clearance of lesions on the face and scalp, and 
28-42 percent on the trunk and extremities, versus up to 
5 percent complete clearance with placebo in all studies.

The most common adverse events were local skin 
reactions, including erythema, flaking/scaling, crusting 
and swelling.

FDA approved a new, single shared risk evaluation 
and mitigation strategy for transmucosal immediate-
release fentanyl products. This system will replace 
the individual strategies and allow prescribers and 
pharmacies to enroll into one system.

TIRF medicines—including the drugs Abstral, 
Actiq, Fentora, Lazanda, and Onsolis—are opioids used 
to manage pain in adults with cancer who routinely take 
other opioid pain medicines. 

The TIRF REMS Access Program will be used by 
all sponsors of TIRF products and will begin in March 
of this year. 

FDA recommends that prescribers, patients, 

and pharmacies should continue to enroll in the 
individual REMS programs until that time. Prescribers 
and pharmacies already enrolled in an individual 
REMS program for at least one TIRF medicine will 
automatically be transitioned to the shared access 
program.

Health care professionals who prescribe TIRF 
medicines that will only be used in an inpatient setting 
will not be required to enroll in the access program.

“We have worked with the sponsors of both the 
innovator and generic drugs to develop this single, 
shared system that will streamline the process and 
decrease the burden of the REMS on the health care 
system,” said Janet Woodcock, director of FDA’s Center 
for Drug Evaluation and Research.

FDA approved the Brivo NM615, a single-head 
nuclear medicine gamma camera with SPECT capability 
developed by GE Healthcare, for use in the U.S.

The system delivers a 50-percent-lower injected 
patient dose compared to standard nuclear medicine 
scanning protocols. It features a 28-inch wide bore and 
table capable of handling patients up to 500 pounds.

The system’s thin design and automatic body 
contouring minimize the distance between the patient 
and the detectors for excellent resolution, while SPECT-
optimized collimators and high count rate enable precise 
event detection, according to GE Healthcare.

The system can be used with the Xeleris 
workstation. Xeleris can keep clinicians connected to 
images and applications from PACS and PCs within 
their institution and remotely.

 

FDA granted 501(k) clearance for a radiotherapy 
treatment planning tool designed by Varian Medical 
Systems to work with its Eclipse treatment planning 
software. It can be used to create plans for external beam 
or brachytherapy treatments.

The tool combines two techniques to accelerate 
the contouring process. Smart segmentation analyzes 
anatomical images to identify and outline organs and 
other structures. Knowledge-based contouring allows 
the clinician to access a library of pre-contoured images 
that have important anatomical structures already 
outlined. These images are matched to the patient’s to 
create the desired contours.

Varian’s anatomy atlas covers areas of the body 
most commonly treated with radiotherapy, including 
the breast, prostate, lung, brain, head, neck, and 
gynecological.


