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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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FDA News
ODAC Votes 13:0 For Approving Perjeta

A biomarker analysis of a phase III trial of Vectibix (panitumumab) found 
that RAS mutations, beyond the known KRAS exon 2 mutations, can predict 
lack of response to Vectibix in combination with FOLFOX chemotherapy in 
first-line treatment of patients with metastatic colorectal cancer.

This retrospective subset analysis assessed the safety and efficacy of 
Vectibix plus FOLFOX, compared to FOLFOX alone, based on RAS or BRAF 
mutation status. RAS mutations are mutations occurring in exons 2, 3 and 4 
of KRAS and NRAS. 

A phase II single-arm study evaluating MM-398 (liposomal irinotecan 
sucrosulfate) monotherapy in patients with metastatic pancreatic cancer 
previously treated with gemcitabine-based therapy met its primary endpoint 
with 75 percent of patients surviving at least three months, including 25 percent 
surviving for at least one year.

The study, appearing in the British Journal of Cancer, showed a median 
overall survival of 5.2 months, with 50 percent of patients demonstrating 
evidence of disease control. 

MM-398 is a nanoliposomal encapsulation of irinotecan sucrosofate, 
designed to optimize the delivery of irinotecan by extending the duration of 
circulation in the body and preferentially activating the drug within the tumor 
to achieve higher levels of the active cytotoxic, SN-38. 

The Oncologic Drugs Advisory Committee Sept. 12 recommended 
accelerated approval for Genentech’s Perjeta (pertuzumab) for neoadjuvant 
treatment in patients with high-risk, HER2-positive early stage breast cancer.

The committee voted 13 to 0, with one abstention.
Perjeta is likely on the way to becoming the first neoadjuvant breast 

cancer treatment approved in the U.S. and the first treatment approved based 
on pathological complete response data.

Full approval—and, likely, the continuation of accelerated approval—
would be contingent on the outcome of phase III APHINITY study.
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By more precisely narrowing the pool of patients 
treated with Vectibix plus FOLFOX to those with wild-
type RAS, greater improvements in overall survival and 
progression-free survival were observed. Specifically, 
previous data found that overall survival was improved 
by 4.4 months in patients with wild-type KRAS. By 
further narrowing to patients with wild-type RAS, an 
improvement of 5.8 months was observed.

The study, published in the New England Journal 
of Medicine, found that in patients with wild-type 
RAS (n=512), OS was 26.0 months and 20.2 months 
(HR=0.78; 95% CI, 0.62-0.99) and PFS was 10.1 months 
and 7.9 months (HR=0.72, 95% CI, 0.58-0.90) in the 
Vectibix-plus-FOLFOX arm compared to the FOLFOX 
alone arm, respectively. BRAF mutations were not 
observed to have predictive value.

Conversely, in the patients with RAS mutations, 
inferior OS (HR=1.25, 95% CI, 1.02-1.55) and PFS 
(HR=1.34, 95% CI, 1.07-1.60) were observed in the 
Vectibix-plus-FOLFOX arm, compared to the FOLFOX 
alone arm. 

Common KRAS mutations occurring in exon 2 
(codons 12/13) are present in approximately 40 to 50 
percent of mCRC patients. Additional RAS mutations 
occurred in approximately 17 percent of patients with 
wild-type KRAS exon 2 tumors.

Vectibix was the first fully human anti-EGFR 

antibody approved by FDA for the treatment of metastatic 
colorectal cancer. It was approved in September 2006 
as a single agent for the treatment of patients with 
EGFR-expressing mCRC with disease progression on or 
following fluoropyrimidine-, oxaliplatin- and irinotecan-
containing chemotherapy regimens.

Retrospective subset analyses of mCRC trials have 
not shown a treatment benefit for Vectibix in patients 
whose tumors had KRAS mutations in codon 12 or 13.

The drug’s sponsor, Amgen, has informed 
investigators and physicians of this important new safety 
information. No new safety signals were identified in 
this analysis.

Stem-Cell Transplantation
Early Treatment with CMX001
Can Help Prevent CMV Infection

A phase II study found that stem-cell transplant 
patients who took CMX001 shortly after transplant were 
far less likely to develop cytomegalovirus infection, 
compared to placebo.

Although some antiviral drugs, when administered 
at the earliest signs of CMV infection, often stall CMV 
disease, they often cause kidney dysfunction or impair 
the ability to produce new blood cells.

The study, published in the New England Journal 
of Medicine, involved 230 hematopoietic stem cell 
transplant recipients at 27 treatment centers. The 
participants were randomly assigned to receive varying 
doses of oral CMX001 or a placebo for 9-11 weeks, 
which they began taking after the transplanted cells 
engrafted. 

Only 10 percent of the patients who took 100 mg 
of CMX001 twice a week had a CMV event, defined 
as CMV disease that affects the lung, digestive tract, 
or other organs; or a detectable amount of CMV in the 
blood at the end of treatment. CMV events occurred in 
37 percent of those who received a placebo. 

CMX001 is sponsored by Chimerix Inc.

http://www.cancerletter.com
http://www.cancerletter.com
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The most common severe adverse events included 
neutropenia, abdominal pain, asthenia and diarrhea.

A large, controlled phase III study, NAPOLI-1, 
evaluating this agent is underway in this patient 
population, and is expected to complete enrollment in 
the third quarter of 2013.

NAPOLI-1 is a randomized, open-label trial 
testing MM-398 as a monotherapy as well as in 
combination with 5-FU/LV chemotherapy, compared 
with the shared control arm of 5-FU/LV. The study was 
designed to enroll approximately 405 patients at over 
100 sites in North America, South America, Europe, 
Asia and Australia.

MM-398, developed by Merrimack Pharmaceuticals 
Inc., is not approved for any indication by the FDA or 
any other regulatory agency. The salt form of the active 
ingredient within MM-398 liposomes was recently 
assigned a non-proprietary name, irinotecan sucrosofate, 
by the U.S. Adopted Name council.

Metastatic Pancreatic Cancer
Phase II Study Demonstrates
Overall Survival of 5.2 Months
(Continued from page 1)

Acute Lymphoblastic Leukemia
Researchers Identify Mutation
Linked to Inherited Risk of ALL

Researchers identified genetic mutation which 
may increase risk of developing inherited cases of acute 
lymphoblastic leukemia.

The mutation was first observed in a family treated 
at Memorial Sloan-Kettering Cancer Center, of which 
several family members of different generations had 
been diagnosed with childhood ALL.

A non-related leukemia-prone family, cared for at 
a different hospital, was later found to have the same 
mutation. A series of experiments were conducted 
confirming that the observed mutation compromised 
the normal function of the gene, which may increase 
the risk of developing ALL.

The discovery, led by a team of researchers 
from Memorial Sloan-Kettering, St. Jude Children’s 
Research Hospital, University of Washington, and 
other institutions, was published in the journal Nature 
Genetics.

The inherited mutation is located in the gene 
PAX5, which is known to play a role in the development 
of some B cell cancers, including ALL. The gene, a 

transcription factor, regulates the activity of several 
other genes and is essential for maintaining the identity 
and function of B cells. 

In all study participants, one of the two copies of 
the PAX5 gene was missing, leaving only the mutated 
version.

Current estimates suggest that a small percentage 
of childhood ALL patients have the PAX5 mutation, 
according to researchers. 

Drug Combination Can Block
Proteins Preventing Cell Death
In Acute Lymphoblastic Leukemia

Researchers at St. Jude Children’s Research 
Hospital identified a protein that certain high-risk acute 
lymphoblastic leukemia cells need to survive, and 
developed a more effective method of killing tumor 
cells.

The protein MCL1 is one of several that can block 
apoptosis. The research demonstrates that MCL1 is 
essential for preventing the death of leukemia cells in 
Philadelphia chromosome-positive ALL.

Researchers combined one of two tyrosine kinase 
inhibitors, imatinib or dasatnib, with the experimental 
drug navitoclax. Navitoclax disrupts the ability of the 
proteins BCL-2 and BCL-XL to protect cancer cells 
from apoptosis. The pairing increased apoptosis in 
human leukemia cells growing in the laboratory. The 
findings appear in the journal Blood.

“These findings suggest that disrupting the ability 
of leukemia cells to produce MCL1 renders those cells 
vulnerable to other drugs,” said corresponding author 
Joseph Opferman, an associate member of the St. Jude 
Department of Biochemistry. “We already have drugs 
like imatinib and other tyrosine kinase inhibitors that 
reduce MCL1 production in tumor cells, leaving those 
cells vulnerable to being pushed into death via apoptosis 
by other drugs already in development.”

Tyrosine kinase inhibitors are designed to block 
the BCR-ABL protein. The drugs have advanced the 
treatment of chronic myeloid leukemia, which includes 
the same chromosomal rearrangement as Ph-positive 
ALL. But results of TKI treatment were less dramatic 
for adults and children with Ph-positive ALL, and drug 
resistance remains a problem.

Since MCL1 is elevated in a number of cancers and 
is associated with cancer-drug resistance, a similar two-
drug approach might also enhance the effectiveness of 
tyrosine kinase inhibitors for treatment of other cancers, 
according to the researchers.
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Brain Metastases
Avoiding the Hippocampus
During Whole-Brain Radiotherapy
Can Preserve Memory Function

Limiting the amount of radiation absorbed in the 
hippocampal portion of the brain during whole-brain 
radiotherapy can preserve memory function in patients 
for up to six months after treatment, according to a 
single-arm phase II study.

Researchers compared the study group to an 
historical control group of patients who had received 
WBRT without hippocampal avoidance in the 
PCI-P-120-9801 phase III trial. 

The international clinical trial, presented at the 
American Society for Radiation Oncology’s annual 
meeting, was conducted through the Radiation Therapy 
Oncology Group. 

The phase II study enrolled 113 adult patients 
from March 2011 through November 2013 who had 
a measurable brain metastasis outside a 5-mm margin 
around the hippocampus. Of those patients, 100 were 
analyzable and 76 percent were categorized as recursive 
partitioning analysis class II. All patients received 
hippocampal avoidance whole-brain radiotherapy to 30 
Gy in 10 fractions. 

In all analyzable patients, the dose received by 
the entirety of the hippocampus did not exceed 10 Gy, 
and the maximum dose did not exceed 17 Gy. Patients 
were assessed using the Hopkins Verbal Learning 
Test – Delayed Recall; the HVLT – Recall; and the 
HVLT – Immediate Recognition—at baseline, as well 
as post-treatment at two-, four- and six-month intervals. 
The primary endpoint of the trial was the HVLT-DR at 
four months.

Results showed that the 42 patients who were 
analyzable at four months post-RT had a 7 percent 
decline in HVLT-DR from baseline to four months (95% 
CI: -4.7 percent to 18.7 percent). This is statistically 
significant compared to the historical control group 
(p=0.0003), which demonstrated a 30 percent decline in 
HVLT-DR at four months. Six months after treatment, 
the 29 analyzable patients had a two percent decline in 
HVLT-DR from baseline (95 percent CI: -9.2 percent 
to 13.1 percent).

Based on these data, RTOG is currently developing 
a phase III trial.

Stereotactic Radiosurgery
Improves Survival Without 
Whole-Brain Radiotherapy

Researchers found that treatment with stereotactic 
radiosurgery, delivered without whole-brain radiotherapy, 
can improve survival in adult brain cancer patients 50 
years old and younger. 

These patients were also found to be at no greater 
risk of new brain metastases developing, despite 
omission of WBRT.

The research was presented at the annual meeting 
of the American Society for Radiation Oncology. 

Stereotactic radiosurgery utilizes precisely focused 
radiation beams to treat a tumor with a high dose while 
minimizing exposure to the surrounding healthy brain 
tissue. WBRT is often combined with SRS.

This individual patient data meta-analysis 
was conducted on data from three randomized 
clinical trials—one from North America, in MDACC 
NCT00548756; Europe, in EORTC 22952-26001; and 
Asia, with JRSOG99-1. Researchers evaluated the 
results of stereotactic radiosurgery alone, compared 
to WBRT and SRS, for patients with one to four brain 
metastases. Patients in this study received one or both 
types of treatments.

A total of 364 patients from the three trials were 
evaluated. Of those, 51 percent had been treated with 
SRS alone, and 49 percent with both WBRT and 
SRS—19 percent were 50 years old or younger and 60 
percent had a single brain metastasis. 

Twenty-one percent of all patients had local brain 
failure and 44 percent had distant brain failure, the 
occurrence of new brain metastases in areas of the brain 
outside the primary tumor site. Eighty-six percent of the 
patients died during follow-up.

The analysis revealed that patients who received 
only SRS had a median of 10 months survival time 
after treatment, as opposed to 8.2 months survival time 
for patients who underwent WBRT in addition to SRS. 

Overall, local brain failure occurred earlier in 
patients who received only SRS, at 6.6 months post-
treatment, as opposed to patients who underwent WBRT 
and SRS, at 7.4 months post-treatment. 

Distant brain failure was also earlier overall in 
patients who received only SRS, occurring at 4.5 months 
post-treatment, compared to 6.5 months post-treatment 
for patients who received both WBRT with SRS.

The impact of age on treatment effectiveness 
revealed SRS alone results in improved overall survival 
in patients 50 years old and younger. For patients age 
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35, 40, 45 and 50, the estimated hazard ratio and the 
corresponding 95 percent confidence intervals were 
0.46 (0.24, 0.90), 0.52 (0.29, 0.92), 0.58 (0.35, 0.95) 
and 0.64 (0.42, 0.99), respectively. 

In distant brain failure, a significant association 
with age was also observed. Patients 50 years and 
younger were at no significantly greater risk of 
developing new tumors despite being treated with SRS 
alone.

Prostate Cancer
Long-term Hormonal Therapy
Adds No Additional Benefits

A secondary analysis of the RTOG 9202 prostate 
cancer trial examined results of men with intermediate-
risk prostate cancer who had received long-term 
hormonal therapy after radiation therapy, and concluded 
that there were no additional benefits compared to short-
term hormonal therapy.

The original trial evaluated the potential benefits 
of long-term adjuvant androgen deprivation for two 
years after initial androgen deprivation, when compared 
to short-term androgen therapy in mostly high-risk 
prostate cancer patients receiving external beam 
radiation therapy. Because some intermediate-risk 
prostate cancer patients were included in the study, a 
current analysis was conducted to determine if patients 
in the intermediate-risk subset experienced an additional 
survival benefit with LTAD.

Researchers reviewed all patients enrolled in 
RTOG 9202 categorized with intermediate-risk prostate 
cancer with T2 disease, a PSA level < 10, and a Gleason 
Score of 7; or who were immediate-risk prostate cancer 
patients with T2 disease, PSA of 10-20, and a Gleason 
Score < 7. A total of 133 patients were analyzed. 

The research was presented at the annual meeting 
of the American Society for Radiation Oncology.

The LTAD group consisted of 59 patients, and the 
STAD group consisted of 74 patients. Statistical analysis 
was used to determine overall survival, disease specific 
survival and PSA failure rates, and the median follow-up 
was more than 11 years. 

There was no statistical difference in OS with 10-
year estimates of 61 percent for the STAD group and 65 
percent for the LTAD group. DSS was found to be 96 
percent in both groups. PSAF occurred in 38 patients in 
the STAD group and in 33 in the LTAD group. Ten-year 
PSAF rates were 53 percent for the STAD group and 55 
percent for the LTAD group (p=0.99).

NCI CTEP Approved Trials
For the Month of September

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 
9354: A Phase 1 Study of Dabrafenib in 

Combination with Lapatinib in BRAF Mutant Thyroid 
Cancer. Memorial Sloan Kettering Cancer Center; 
Sherman, Eric Jeffrey. (212) 639-8229 

 
9377: A Sequential Safety and Biomarker Study 

of BRAF-MEK Inhibition on the Immune Response in 
the Context of CTLA-4 Blockade for BRAF Mutant 
Melanoma. Dana-Farber Cancer Institute; Luke, Jason 
John. (617) 632-6588 

 
ADVL1217: A Phase 1 Study of MK-1775 (IND# 

116495) Concurrent with Local Radiation Therapy 
for the Treatment of Newly Diagnosed Children with 
Diffuse Intrinsic Pontine Gliomas. COG Phase 1 
Consortium; Mueller, Sabine. (415) 786-6178 

 
PBTC-041: A Phase I Trial of p28 (NSC745104), 

a Non-HDM2 Mediated Peptide Inhibitor of p53 
Ubiquitination in Pediatric Patients with Recurrent 
or Progressive CNS Tumors. Pediatric Brain Tumor 
Consortium; Goldman, Stewart. (773) 880-4585 

Phase I/II 
A061202: A Phase I/II Study of Pomalidomide, 

Dexamethasone and Ixazomib vs. Pomalidomide and 
Dexamethasone for Patients with Multiple Myeloma 
Refractory to Lenalidomide and Proteasome Inhibitor-
Based Therapy. Cancer and Leukemia Group B; 
Voorhees, Peter Michael. (919) 966-5879 

Phase II 
9610: Phase II Trial of the Gamma-Secretase 

Inhibitor PF-03084014 in Adults with Desmoid Tumors/
Aggressive Fibromatosis. Developmental Therapeutics 
Program; Kummar, Shivaani. (301) 435-5402 

 
CITN-04: A Phase II Pilot Trial of an Indoleamine 

2,3, Dioxygenase-1 (IDO1) Inhibitor (INCB024360) 
Plus a Multipeptide Melanoma Vaccine (MELITAC 
12.1) in Patients with Advanced Melanoma. Cancer 
Immunotherapy Trials Network; Slingluff, Craig Lee. 
(434) 924-1730



The Clinical Cancer Letter n September 2013
Vol. 36 No. 9 n Page 6

 E3612: A Randomized Phase II Trial of Ipilimumab 
with or Without Bevacizumab in Patients with 
Unresectable Stage III or Stage IV Melanoma. Eastern 
Cooperative Oncology Group; Hodi, Frank Stephen. 
(617) 632-5053 

 
GOG-0229O: A Randomized Phase II with a 

Safety Lead-In to Assess the Antitumor Efficacy of the 
MEK Inhibitor Trametinib Alone or in Combination 
with GSK2141795, an AKT Inhibitor, in Patients 
with Recurrent or Persistent Endometrial Cancer. 
Gynecologic Oncology Group; Westin, Shannon 
Neville. (713) 794-4314 

PBTC-039: Phase II Study of Peginterferon Alfa-
2b (PEGIntron) for Pediatric Patients with Unresectable 
or Recurrent Craniopharyngioma. Pediatric Brain Tumor 
Consortium; Jakacki, Regina Irene. (412) 692-7056 

Other Phases
AALL13B6-Q: The Genetics of Relapsed and 

Refractory T-Acute Lymphoblastic Leukemia (T-ALL). 
Children’s Oncology Group; Ferrando, Adolfo A. (212) 
851-4611 

 
AAML13B5-Q: Evolution of RNA and Epigenetic 

Changes During Progression of AML. Children’s 
Oncology Group; Meshinchi, Soheil. (206) 667-4077 

 
AMC-084: Screening HIV-Infected Women for 

Anal Cancer Precursors. AIDS-Associated Malignancies 
Clinical Trials Consortium; Chiao, Elizabeth Yu. (713) 
794-8666 

 
ANBL13B3-Q: Role of SIX Proteins in 

Chemoresistance of Neuroblastoma. Children’s 
Oncology Group; Schor, Nina Felice. (412) 692-6471 

 
ANBL13B6-Q: Non Invasive Personalized 

Diagnostics: Detection of Neuroblastoma Patient 
Minimal Residual Disease by Deep Sequencing of Cell 
Free DNA. Children’s Oncology Group; Maris, John 
M. (215) 590-5244 

 
AOST13B3-Q: Nrf2, a Novel Therapeutic Target 

in Sarcoma. Children’s Oncology Group; Loeb, David 
M. (410) 502-7247 

 
ARST13B3-Q: Nrf2, a Novel Therapeutic Target 

in Rhabdomyosarcoma. Children’s Oncology Group; 
Loeb, David M. (410) 502-7247 

E2997T3: Genetic and Epigenetic Determinants 
of Response to Therapy and Outcome in Patients with 
Chronic Lymphocytic Leukemia - A Retrospective 
Analysis of E2997 to Be Validated in E1912. Eastern 
Cooperative Oncology Group; Abdel-Wahab, Omar I. 
(347) 821-1769 

 
RTOG-TRP-208: The KRAS-Variant as a 

Biomarker of Radiation Resistance and Altered 
Cetuximab Response in Lung Cancer. Radiation 
Therapy Oncology Group; Weidhaas, Joanne Barnes. 
(203) 737-2165 

 
S1204: A Sero-Epidemiologic Survey and 

Cost-Effectiveness Study of Screening for Human 
Immunodeficiency Virus (HIV), Hepatitis B Virus 
(HBV) and Hepatitis C Virus (HCV) Among Newly 
Diagnosed Cancer Patients. Southwest Oncology Group; 
Ramsey, Scott David. (206) 667-7846

FDA News
ODAC Recommends Perjeta
For Accelerated Approval
(Continued from page 1)

This confirmatory trial is evaluating Perjeta in 
the adjuvant setting and compares Perjeta, Herceptin 
(trastuzumab) and chemotherapy with Herceptin and 
chemotherapy in people with HER2-positive early stage 
breast cancer.

APHINITY has completed enrollment with 
approximately 4,800 people, and the primary end 
point is invasive disease-free survival. Genentech has 
proposed this study as a confirmatory study to the FDA. 
Data are expected in 2016, the company said.

ODAC’s recommendation was based on two 
phase II studies, NEOSPHERE and TRYPHAENA, 
in high-risk, HER2-positive early stage breast cancer, 
as well as on longer-term safety data from the phase 
III CLEOPATRA study of Perjeta in HER2-positive 
metastatic breast cancer.

FDA is scheduled to make a decision by Oct. 31, 
2013.

Perjeta is approved in a number of countries, 
including the U.S., for HER2-positive metastatic breast 
cancer.

In the NEOSPHERE study, treatment with Perjeta, 
Herceptin and docetaxel chemotherapy significantly 
improved the rate of total pathological complete 
response by 17.8 percentage points compared to 
Herceptin and docetaxel alone (39.3 percent vs. 21.5 
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percent, respectively; p=0.0063).
A detailed story on the ODAC discussion and the 

implications of its recommendation appeared in the Sept. 
20 issue of The Cancer Letter.

FDA Approves Generic Version 
Of Capecitabine for Metastatic 
Colorectal and Breast Cancer

FDA approved Xeloda (capecitabine), a generic 
chemotherapy pill for metastatic colorectal cancer and 
metastatic breast cancer.

Its producer, Teva Pharmaceuticals USA, will 
market the generic capecitabine in 150 and 500 
milligram strengths. 

In clinical trials for Xeloda, the most commonly 
observed adverse reactions included: diarrhea; vomiting; 
nausea; pain, redness, swelling, or sores in the mouth; 
hand-and-foot syndrome; and fever or infection.

FDA approved Ondansetron Injection, USP 
4mg/2mL (2mg/mL), a generic, pre-filled injectable 
antiemetic, produced by BD Rx Inc., a subsidiary of 
Becton, Dickinson and Company.

The injection is currently on the FDA drug 
shortage list due to recent demand increases and supply 
issues faced by other manufacturers. The injection also 
can be used with initial and repeat courses of emetogenic 
cancer chemotherapy.

Ondansetron Injection is a 5-HT(3) receptor 
antagonist indicated for prevention of nausea and/or 
vomiting postoperatively and with initial and repeat 
courses of emetogenic cancer chemotherapy.

BD Rx also manufactures Metoclopramide 
Injection, USP and Diphenhydramine Hydrochloride 
Injection, USP within the BD Simplist prefilled 
injectables line of products. BD Rx plans to launch 20 
to 30 drugs in its BD Simplist line of products during 
the next few years and is targeting generic injectables 
in doses most commonly relied on by clinicians in both 
the hospital and surgical center settings.

FDA expanded the approved uses of Abraxane 
to include the treatment of patients with metastatic 
pancreatic cancer, in combination with gemcitabine.

Abraxane (paclitaxel protein-bound particles for 
injectable suspension, albumin-bound) is also approved 
to treat breast cancer and non-small cell lung cancer.

The safety and effectiveness of Abraxane for 
pancreatic cancer were established in a clinical trial with 
861 participants who were randomly assigned to receive 

Abraxane plus gemcitabine or gemcitabine alone. 
Participants treated with Abraxane plus gemcitabine 
lived, on average, 1.8 months longer than those treated 
with gemcitabine alone.

Additionally, participants who received Abraxane 
plus gemcitabine experienced a delay in tumor 
growth that was, on average, 1.8 months later than the 
participants who only received gemcitabine.

Abraxane is sponsored by Celgene. Gemcitabine 
is marketed by Eli Lilly & Co.

The European Commission has approved 
Stivarga tablets for the treatment of adult patients with 
metastatic colorectal cancer.

In September 2012, Stivarga was approved by 
FDA for the treatment of patients with mCRC who 
have been previously treated with fluoropyrimidine-, 
oxaliplatin- and irinotecan-based chemotherapy, an 
anti-VEGF therapy, and, if KRAS wild type, an anti-
EGFR therapy.

The approval of Stivarga was based on data from 
the phase III CORRECT trial. Full results from the trial 
were presented at the annual meeting of the American 
Society of Clinical Oncology in June 2012.

Stivarga is an inhibitor of multiple kinases involved 
in oncogenesis, tumor angiogenesis, and maintenance 
of the tumor microenvironment. Stivarga is developed 
by Bayer HealthCare, and is jointly promoted by Bayer 
and Onyx Pharmaceuticals in the U.S. 

The European Committee for Medicinal 
Products for Human Use recommended Xofigo 
(radium Ra 223 dichloride) for approval with a 
proposed indication for the treatment of adults with 
castration-resistant prostate cancer, symptomatic bone 
metastases, and no known visceral metastases. 

The decision of the European Commission on the 
approval is expected in the second half of 2013. 

Xofigo was approved by FDA in May for the 
treatment of patients with CRPC, symptomatic bone 
metastases and no known visceral metastatic disease.

Xofigo is an alpha particle-emitting radioactive 
therapeutic agent with an anti-tumor effect on bone 
metastases. The active ingredient mimics calcium and 
forms complexes with the bone mineral hydroxyapatite 
at areas of increased bone turnover, such as bone 
metastases. Xofigo is sponsored by Bayer HealthCare.
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FDA granted a Breakthrough Therapy 
designation to Arzerra (ofatumumab) in combination 
with an alkylator-based therapy for the treatment of 
patients with chronic lymphocytic leukemia who have 
not received prior treatment and are inappropriate for 
fludarabine-based therapy. Arzerra is not approved or 
licensed anywhere in the world for use in this indication. 

The designation was based on the results of an 
international phase III clinical trial in more than 400 
patients with previously untreated CLL. Full study 
results have been submitted for presentation at the 
annual meeting of the American Society of Hematology 
in December. Arzerra is sponsored by GlaxoSmithKline.

Arzerra is a human monoclonal antibody which 
targets an epitope on the CD20 molecule encompassing 
parts of the small and large extracellular loops. 
Ofatumumab is being developed under a co-development 
and commercialization agreement between Genmab and 
GSK.

FDA granted a Breakthrough Therapy 
designation to volasertib, an investigational inhibitor 
of polo-like kinase, being evaluated for the treatment 
of patients aged 65 or older with previously untreated 
acute myeloid leukemia and are ineligible for intensive 
remission induction therapy.

In a phase II study, in newly diagnosed patients 
demonstrated higher rates of objective response and an 
improvement in event-free survival in patients receiving 
volasertib in combination with low-dose cytarabine 
compared to patients receiving LDAC alone. 

The results led to the initiation of a phase III 
trial, POLO-AML-2, in January. This trial is designed 
to assess the efficacy and safety of volasertib in 
combination with LDAC, compared to placebo in 
combination with LDAC. The trial is currently enrolling 
eligible patients. 

Volasertib is sponsored by Boehringer Ingelheim 
Pharmaceuticals Inc.

FDA granted priority review for Nexavar 
tablets under evaluation for the treatment of locally 
advanced or metastatic radioactive iodine-refractory 
differentiated thyroid cancer.

Nexavar (sorafenib), an oral multi-kinase inhibitor, 
is approved in the U.S. for the treatment of patients 
with unresectable hepatocellular carcinoma and for the 
treatment of patients with advanced renal cell carcinoma. 

Nexavar is thought to inhibit both the tumor cell 
and tumor vasculature. In in vitro studies, Nexavar has 
been shown to inhibit multiple kinases thought to be 

involved in both cell proliferation and angiogenesis. 
These kinases include Raf kinase, VEGFR-1, VEGFR-2, 
VEGFR-3, PDGFR-B, KIT, FLT-3 and RET.

Nexavar is sponsored by Bayer HealthCare and 
Onyx Pharmaceuticals.

FDA granted Priority Review to two 
supplemental New Drug Applications for the 
combined use of Tafinlar and Mekinist for the 
treatment of adult patients with unresectable or 
metastatic melanoma with a BRAF V600 E or K 
mutation.

The FDA has assigned a target date of Jan. 8, 2014, 
for the Mekinist (trametinib) supplement. and Jan. 9, 
2014, for the Tafinlar (dabrafenib) supplement. Both 
drugs are sponsored by GlaxoSmithKline.

The applications are based on data from a 
randomized phase I/II study comparing combination 
therapy with dabrafenib and trametinib to dabrafenib 
monotherapy in adult patients with BRAF V600E and 
V600K mutation positive metastatic melanoma.

Use of dabrafenib and trametinib in combination 
is not approved anywhere in the world. On Feb. 7, GSK 
announced European regulatory submission for the 
combined use of dabrafenib and trametinib adult patients 
with unresectable or metastatic melanoma with a BRAF 
V600 mutation and the review is ongoing.

FDA granted two orphan drug designations to 
ublituximab, one for the treatment of nodal marginal 
zone lymphoma and one for extranodal marginal zone 
lymphoma. Both diseases are rare subtypes of non-
Hodgkin’s lymphoma.

Ublituximab (TG-1101) is a novel, glycoengineered 
anti-CD20 monoclonal antibody developed by TG 
Therapeutics Inc.

FDA accepted a New Drug Application for 
ibrutinib in two B-cell malignancy indications: 
previously treated mantle cell lymphoma, and previously 
treated chronic lymphocytic leukemia/small lymphocytic 
lymphoma.

The effectiveness of ibrutinib, an investigational 
oral Bruton’s tyrosine kinase inhibitor, is being studied 
in several B-cell malignancies, including chronic 
lymphocytic leukemia/small lymphocytic lymphoma, 
mantle cell lymphoma, diffuse large B-cell lymphoma, 
follicular lymphoma, Waldenstrom’s macroglobulinemia 
and multiple myeloma.

Janssen Biotech Inc. and Pharmacyclics Inc. 
develop ibrutinib.


