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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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Leukemia
Multiple Studies Show Benefit of CTL019, 
A Personalized Therapy, in CLL and ALL

Men with hormone-sensitive metastatic prostate cancer who received 
docetaxel given at the start of standard hormone therapy lived longer than 
patients who received hormone therapy alone, according to early phase III 
trial results.

The study, E3805, enrolled 790 men with metastatic prostate cancer 
between July 2006 and November 2012. All patients started treatment by 
receiving androgen deprivation therapy. 

A significant improvement in the overall survival was noted favoring the 
participants who had received docetaxel chemotherapy in addition to the ADT 
compared to the ADT alone, with three-year survival rates of 69.0 percent vs. 
52.5 percent respectively.

A phase III trial of the immunotherapy tecemotide did not meet its 
primary endpoint of overall survival in unresectable, locally advanced stage 
III non-small cell lung cancer. 

Median OS was 25.6 months for patients in the tecemotide group, 
compared to 22.3 months for patients in the placebo group (adjusted HR: 
0.88, 95% CI 0.75-1.03, p=0.123).

Researchers developing a personalized cellular therapy, known as 
CTL019, presented the results of their studies at the annual meeting of the 
American Society of Hematology. The studies involved 59 adults and children 
with advanced blood cancers that have failed to respond to standard therapies. 

The researchers, including investigators from the Hospital of the 
University of Pennsylvania and the Children’s Hospital of Philadelphia, 
delivered findings from trials of three different groups of patients:

In adult patients with CLL, 15 of 32 (47 percent) responded to the therapy, 
with seven of those experiencing a complete remission of their disease. Results 
included data from a completed pilot study of 14 CLL patients and an ongoing 
phase II dose optimization trial of 18 patients.
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Further analysis showed that patients with a high 
extent of metastatic disease accounted for most of the 
benefit in the overall survival from docetaxel plus ADT, 
with three-year survival rates of 63.4 percent vs. 43.9 
percent for ADT alone. Median follow-up to date is 
two years. 

In addition to examining whether the study 
participants lived longer with the addition of 
chemotherapy, investigators looked at whether the 
extent of a patient’s metastatic disease was high or low 
at the start of treatment. Approximately two-thirds of 
patients had a high extent of disease which, according to 
the study, meant the disease had spread to major organs 
such as the liver, had a spread resulting in four or more 
bone lesions, or both.

The independent data and safety monitoring 
committee overseeing the trial recommended to NCI 
that the study results be made public, because a recent 
planned interim analysis showed prolongation in overall 
survival. Full details from this early analysis will be 
presented at a scientific meeting in 2014 and in a peer-
reviewed publication, according to researchers.

E3805 was sponsored by NCI and was designed 
and conducted by the ECOG-ACRIN Cancer Research 
Group in collaboration with SWOG, Alliance for 
Clinical Trials in Oncology, and NRG Oncology. Sanofi, 
Paris, the drug manufacturer, provided the docetaxel and 

supported this study under a Clinical Trials Agreement 
with ECOG-ACRIN. 

Since docetaxel has been shown in previous clinical 
trials to be beneficial in ADT-resistant disease and is 
approved by FDA for treatment of late-stage prostate 
cancer, it is available for use now. However, because it 
is a chemotherapy drug associated with some toxicities, 
its use in combination with ADT at this time should be 
restricted to patients with high-extent metastatic prostate 
cancer who are candidates for treatment with docetaxel, 
according to the trial investigators.

Biomarker May Predict 
Prostate Cancer Metastases

Researchers have identified a biomarker for a 
cellular switch that accurately predicts which prostate 
cancer patients are likely to have their cancer recur 
or spread.

Researchers have been investigating a protein 
called CD151 that facilitates the migration of 
cancer cells. In prostate cancer cell lines, they 
discovered that CD151 is free from its normal 
adhesion partner integrin, another protein that 
allows a cell to stick to the surrounding tissue. 
This form of CD151, called CD151free, proved to 
be functionally important in cancer.

They determined that if patients tested positive for 
CD151free their cancer recurred and spread 10 years 
earlier on average than patients without any detectable 
CD151free, according to researchers. The study was 
published in Cancer Research.

The researchers believe that preliminary work 
in other solid tumors besides prostate cancer suggests 
that this may be a universal mechanism important for 
cancer progression.
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Lung Cancer
Phase III Immunotherapy Trial
Fails Primary Endpoint of OS
(Continued from page 1)

Tecemotide (L-BLP25) is an investigational 
MUC1 antigen specific cancer immunotherapy 
developed by Merck Serono, the biopharmaceutical 
division of Merck. 

The results of the trial, named START, were 
published in The Lancet Oncology and first presented 
at the American Society of Clinical Oncology 2013. 

Tecemotide is designed to stimulate the body’s 
immune system to identify and target cancer cells 
expressing the cell-surface glycoprotein MUC1, which 
is expressed in many cancers, including non-small cell 
lung cancer, and has multiple roles in tumor growth 
and survival.

M e r c k  S e r o n o  p l a n s  t o  c o n t i n u e  t h e 
development of tecemotide based on an exploratory 
subgroup analysis.

A predefined subgroup of patients in the 
START trial received tecemotide after concurrent 
chemoradiotherapy. 

Patients in this subgroup achieved a median OS 
of 30.8 months compared to 20.6 months with placebo 
(n=806; HR: 0.78; 95% CI 0.64-0.95; p=0.016).

In patients receiving sequential CRT followed by 
tecemotide or placebo, a median OS of 19.4 months was 
observed for the tecemotide group compared with 24.6 
months for the placebo group (n=433; HR 1.12; 95% 
CI 0.87-1.44; p=0.38).

The company plans to begin the phase III START2 
trial based on these results. 

START2 will be a multicenter, randomized, 
double-blind, placebo-controlled trial designed to assess 
the efficacy, safety and tolerability of tecemotide in 
patients suffering from unresectable, locally advanced 
(stage IIIA or IIIB) NSCLC who have had a response 
or stable disease after at least two cycles of platinum-
based concurrent CRT, and have a primary endpoint of 
overall survival. 

Concurrent CRT is the standard of care for 
these patients.

Glioblastoma
Individualized Cancer Vaccines
Show 90% Survival at 6 Months

More than 90 percent of glioblastoma multiforme 
patients were alive six months after surgery, with 
30 percent alive at 12 months, in a phase II study of 
individualized cancer vaccines. The median overall 
survival was approximately 11 months. 

The expected median survival for recurrent 
glioblastoma multiforme patients is 3 to 9 months. The 
data was published in Neuro-Oncology, the official 
journal of the Society of Neuro-Oncology. 

The trial enrolled 41 patients with a mean age 
of 55 years with surgically resectable recurrent high-
grade GBM. 

Patients underwent surgery to remove at least 
90 percent of their tumors, which were then used 
to manufacture Prophage Series G-200, a patient-
specific heat shock protein based therapeutic 
vaccine. The Prophage vaccines are developed by 
Agenus Inc.

Eligible patients were treated after surgery once 
weekly for four weeks, followed by biweekly injections 
until vaccine depletion. There were no serious adverse 
events associated with vaccine administration.

Researchers said the next phase of development 
is a large-scale, randomized trial investigating the 
vaccine in combination with Avastin (bevacizumab). 
Avastin is approved for the treatment of recurrent 
GBM. The trial is sponsored by the Alliance for 
Clinical Trials in Oncology, a cooperative group of 
the NCI. This trial is the largest brain tumor trial ever 
funded by the NCI and the largest vaccine study ever 
conducted with Avastin.

The ALLIANCE trial is investigating the 
potential benefits of treatment with a combination of 
Prophage Series G-200 and bevacizumab in a three-arm 
study of approximately 222 patients with surgically 
resectable recurrent GBM using a primary endpoint 
of overall survival. 

The study will compare efficacy of the vaccine 
administered with bevacizumab either concomitantly 
or at progression, versus treatment with bevacizumab 
alone. This study design is supported in part by 
previous research indicating a potential synergistic 
effect between the mechanisms of action of Prophage 
Series G-200 and bevacizumab. 

http://www.twitter.com/thecancerletter
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Dendritic Cell Vaccine Increases
PFS in Phase II Clinical Trial

A dendritic cell-based vaccine demonstrated a 
statistically significant increase in progression-free 
survival in newly diagnosed glioblastoma multiforme 
in a placebo-controlled phase II trial, while failing to 
meet its primary endpoint of overall survival.

Median PFS was increased by two months in 
patients taking ICT-107, compared to placebo (p=0.014, 
HR=0.56). 

ImmunoCellular Therapeutics, the vaccine’s 
sponsor, plans to continue following patients in this trial 
to collect more mature OS data. ICT-107 was generally 
safe and well tolerated, with no imbalance of adverse 
events between the active and placebo groups.

ICT-107 is an intradermally administered 
autologous vaccine consisting of the patient’s dendritic 
cells pulsed with six synthetic tumor-associated 
antigens: AIM-2, MAGE-1, TRP-2, gp100, HER-2, IL-
13Rα2. The control consisted of the patient’s unpulsed 
dendritic cells.

A total of 124 patients were randomized at 25 
clinical trial sites in the U.S. One third of the patients 
were treated with placebo. All patients in the trial 
received standard-of-care temozolamide. The regimen 
is four induction doses of ICT-107 after chemoradiation, 
and then maintenance doses until the patient progresses. 

Leukemia
CTL019 Studies Presented
Show Benefits in CLL and ALL
(Continued from page 1)

In pediatric patients with ALL, 19 of 22 (86 
percent) experienced complete remissions. The first 
pediatric patient treated with the protocol, now 8 years 
old, remains in remission 20 months later. Five patients 
have relapsed, including one whose tests revealed new 
tumor cells that do not express the protein targeted by 
the reprogrammed cells.

Five of the adult ALL patients treated thus far 
experienced complete remissions, the longest of which 
continues six months after treatment. One patient 
subsequently underwent a bone marrow transplant and 
remains in remission. One patient relapsed after three 
months with disease that also tested negative for the 
engineered cell target.

The treatment begins by removing patients’ T 
cells via an apheresis process, then reprogramming 
them with a gene transfer technique using a lentivirus 

vector. The newly built T cells target tumor cells using 
the antibody-like protein chimeric antigen receptor, 
which is expressed on the surface of the T cells and 
designed to bind to the protein CD19, which is found 
on the surface of the cancerous B cells associated 
with both CLL and ALL. The modified cells are 
then infused back into the patient’s body following 
lymphodepleting chemotherapy. 

All study patients had exhausted conventional 
treatment options, and were, in many cases, ineligible 
for bone marrow transplantation or had declined that 
option due to the risks associated with the procedure.

In the trials for both CLL and ALL, all responding 
patients experienced a cytokine release syndrome that 
the researchers now know marks the process of the 
engineered cells multiplying and attacking tumor cells in 
the body. During this time, patients typically experience 
varying degrees of flu-like symptoms, with high fevers, 
nausea, muscle pain, and in some cases, low blood 
pressure and breathing difficulties. 

Researchers found this reaction can be managed 
using tocilizumab, an immunosuppressant which brings 
down elevated levels of the inflammatory cytokine IL-6, 
which have been found to spike during the most robust 
phase of the engineered cells’ expansion in the body.

Two Phase II Studies of Ibrutinib
Deliver High Response Rates

Pharmacyclics Inc. presented results from two 
separate phase II ibrutinib trials at the annual meeting 
of the American Society of Hematology in chronic 
lymphocytic leukemia. 

In the first trial, a combination of ibrutinib and 
rituximab demonstrated a 95 percent response rate 
among high-risk CLL patients. 

The combination produced complete or partial 
responses in 38 of 40 patients. At a median follow-up 
of 18 months, 31 patients (78 percent) remained on the 
drug with no sign of progression, with overall survival at 
84 percent. Ten percent of the responses were complete.

Among a subgroup of 20 patients with either 
mutated versions of the cancer-suppressing gene TP53 
or chromosome 17p deletions, both known indicators of 
poor prognosis, the combination sparked a 90 percent 
response rate (16 partial and two complete responses).

Patients reported significant improvement in 
overall health and quality of life at six months, which 
coincided with weight gain at three and six months. 
The proportion of patients reporting high quality of life 
using EORTC-QOLv.3 questionnaires increased from 46 
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percent before treatment to 89 percent after six months 
of ibrutinib treatment. 

In the second trial, ibrutinib continued to stifle 
relapsed or resistant CLL while treatment side effects 
declined in frequency and severity over time. Disease 
progression halted in 76 percent of patients at 30 months.

Out of 140 patients, 86 percent of those who were 
previously untreated had a partial or complete response, 
while 88 percent of those with relapsed or treatment-
resistant CLL also responded to ibrutinib. The median 
duration of response had not been reached at a median 
follow-up of 27 months. 

The overall incidence of grade 3 or 4 adverse 
events fell from 43 percent of patients in the first year 
to 32 percent in the second year. Drug-related grade 3 
and 4 events occurred in 24 percent and 8 percent of 
patients in the first year, then fell to 7 percent and zero 
in the second year.

FDA approved the drug, also known as Imbruvica, 
for treatment of mantle cell lymphoma under its 
breakthrough therapy designation. A similar application 
for CLL by Pharmacyclics is pending. 

Lung Cancer
NLST Suggests 18.5 Percent
Of LDCT-Detected Cancers
Could Be Indolent

An analysis of data from the National Lung 
Screening Trial suggests that more than 18 percent 
of lung cancers detected by low-dose computed 
tomography may be indolent.

Investigators found that the probability that any 
lung cancer detected by LDCT screening represented 
an overdiagnosis was 18.5 percent. The probability 
that an LDCT-detected non-small cell lung cancer—by 
far the most frequently diagnosed lung cancer type—
represented an overdiagnosis was 22.5 percent. The 
overdiagnosis rate for bronchoalveolar lung cancer with 
LDCT screening was 78.9 percent.

Overdiagnosis was defined as the detection of a 
cancer that would not otherwise have become clinically 
apparent. The study results were published in JAMA 
Internal Medicine.

The study authors described several negative 
consequences of overdiagnosis, including unnecessary 
invasive diagnostic procedures, treatment, morbidity, 
mortality in rare cases, follow-up, cost, patient anxiety, 
and the labeling of patients with a disease that would 
otherwise never have been detected.

Breast Cancer
Study: BRCA2-Negative Women
Could Still Have High Risk

A study found that women who are members of 
families with BRCA2 mutations but who test negative 
for the family-specific BRCA2 mutations are still at 
greater risk for developing breast cancer compared with 
women in the general population.

Researchers found that women who test negative 
for family-specific BRCA2 mutations have more than 
four times the risk for developing breast cancer than the 
general population.

The authors note that specialists should use 
caution when stating that a woman’s breast cancer risk 
is the same as that of the general population following 
a negative test, because it may not be true for some 
women who come from BRCA2 families with a strong 
family history.

The study was published in Cancer Epidemiology, 
Biomarkers & Prevention, a journal of the American 
Association for Cancer Research.

From 807 BRCA families, the researchers 
identified 49 women who tested negative for the family-
specific BRCA mutation, but subsequently developed 
breast cancer. 

Of the 49 women identified, 22 were among 279 
women who tested negative from BRCA1 families, 
and 27 were among 251 women who tested negative 
from BRCA2 families. When the researchers stratified 
them based on their age (30-39, 40-49, 50-59, and 69-
80), they found that in each age range there were about 
twice as many cases of breast cancer as would have been 
expected from the general population.

Transplantation
Velcade Addition Can Improve
Graft-Versus-Host Outcomes

Adding Velcade (bortezomib) to standard 
preventive therapy for graft-versus-host-disease can 
result in improved outcomes for patients receiving stem-
cell transplants from mismatched and unrelated donors, 
according to a phase II trial performed by researchers 
from the Dana-Farber Cancer Institute.

Patients treated with Velcade had lower rates of 
severe acute GVHD and treatment-related mortality, 
and experienced better one-year overall survival than 
has been seen historically with such patients receiving 
standard preventive therapy, according to investigators. 
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The trial’s results were presented at the annual meeting 
of the American Society of Hematology.

Velcade, a proteasome inhibitor drug, is a mainstay 
of treatment for multiple myeloma. In addition to killing 
cancer cells, Velcade dampens some immune responses, 
suggesting it may have a role in mitigating GVHD, the 
result of donor immune cells attacking the transplant 
recipient’s normal tissues.

The prospective, single-arm phase 2 trial of a 
Velcade -based regimen enrolled 34 patients with 
hematologic malignancies who received myeloablative 
stem cell transplants. In addition to standard GVHD 
prophylaxis medications, tacrolimus and methotrexate, 
the patients received three doses of Velcade. 

Historically, recipients of unrelated and mismatched 
donor transplants have severe acute GVHD rates of 28 
percent and 37 percent, respectively, with one-year 
treatment-related mortality of 36 percent and 45 percent, 
respectively, and one-year overall survival of 52 percent 
and 43 percent, respectively.

In patients treated with Velcade in the new 
study, the rate of severe acute GVHD at 180 days 
after transplant was only 12 percent. By two years, 
only 8.8 percent of patients had died from treatment-
related mortality, and 5.9 percent had died from 
disease relapse. Overall survival at two years was 
high at 84 percent.

NCI CTEP Approved Trials
For the Month of December

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 
9458: A Phase 1 Study of Trametinib in 

Combination with Radiation Therapy for Brain 
Metastases from KRAS-, BRAF-, NRAS- or HRAS- 
Mutant Malignancies. Ohio State University Medical 
Center; Wuthrick, Evan John. (614) 293-5610 

 
Phase II 

9 4 7 8 :  A P h a s e  2 ,  M u l t i c e n t e r  S t u d y 
of FOLFIRINOX Followed by Ipilimumab in 
Combination with Allogeneic GM-CSF Transfected 
Pancreatic Tumor Vaccine in the Treatment of 
Metastatic Pancreatic Cancer. Sidney Kimmel 
Comprehensive Cancer Center at Johns Hopkins 

Hospital; Le, Dung Thi. (443) 287-0002 
 
ADVL1321: A Phase II Study of Imetelstat 

(GRN163L, NSC# 754228, IND# 110934) in Children 
with Relapsed or Refractory Solid Tumors. Children’s 
Oncology Group; Thompson, Patrick Andrew. (832) 
824-4029 

 
Phase II/III 

GOG-0286B: A Randomized Phase II/III Study of 
Paclitaxel/Carboplatin/Metformin (NSC#91485) Versus 
Paclitaxel/Carboplatin/Placebo as Initial Therapy for 
Measurable Stage III or IVA, Stage IVB, or Recurrent 
Endometrial Cancer. Gynecologic Oncology Group; 
Bae-Jump, Victoria Lin. (919) 843-4899 

 
Phase III 

AMC-088: A Randomized, Phase III Study of 
Intra-Anal Imiquimod 2.5 % vs. Topical 5-Fluorouracil 
5% vs. Observation for the Treatment of High-Grade 
Anal Squamous Intraepithelial Lesions in HIV-Infected 
Men and Women. AIDS-Associated Malignancies 
Clinical Trials Consortium; Wilkin, Timothy James. 
(212) 746-7202 

E1910: A Phase III Randomized Trial of 
Blinatumomab for Newly Diagnosed BCR-ABL-
Negative B Lineage Acute Lymphoblastic Leukemia in 
Adults. Eastern Cooperative Oncology Group; Litzow, 
Mark R. (507) 284-2511 

 
NSABP-B-52: A Randomized Phase III Trial 

Evaluating Pathologic Complete Response Rates in 
Patients with Hormone Receptor-Positive, HER2-
Positive, Large Operable and Locally Advanced Breast 
Cancer Treated with Neoadjuvant Therapy of Docetaxel, 
Carboplatin, Trastuzumab, and Pertuzumab (TCHP) 
with or Without Estrogen Deprivation. National Surgical 
Adjuvant Breast and Bowel Project; Rimawi, Mothaffar 
Fahed. (713) 798-1311 

 
URCC-12107: Evaluation of Psychoeducation for 

Cancer Patients Eligible for Clinical Trials. University 
of Rochester; Jacobsen, Paul. (585) 275-5513 
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Other Phases
A151215: A Study to Assess the Immunogenicity 

Response to Cetuximab (LY2939777) Using a Validated 
Immunogenicity Assay in Patients from Arm B of Study 
C80405. Cancer and Leukemia Group B; Innocenti, 
Federico. (919) 966-9422 

 
AALL13B2-Q: Characterization of a Novel 

Translocation t(1;9)(q24,q34). Children’s Oncology 
Group; Fisher, Ross. (909) 558-4050 

 
AALL13B9-Q: Diagnosis, Prognosis and 

Treatment of hRgr Associated Acute Lymphoblastic 
Leukemia (ALL). Children’s Oncology Group; Pellicer, 
Angel. (212) 263-5342 

 
E1405T1: Epigenomic Determinants of Clinical 

Outcomes in MCL Patients Treated on E1405. Eastern 
Cooperative Oncology Group; Parekh, Samir Sunil. 
(212) 541-7873 

 
E5103T2: Exploratory Next Generation Sequencing 

to Identify Causative Variants for Bevacizumab-Induced 
Hypertension From Breast Cancer Study E5103 
Germline DNA Samples. Eastern Cooperative Oncology 
Group; Schneider, Bryan Paul. (317) 274-6473 

 
E5103T3: Exploratory Next Generation 

Sequencing to Identify Causative Variants for Therapy-
Induced Congestive Heart Failure from Breast Cancer 
Study E5103 Germline DNA Samples. Eastern 
Cooperative Oncology Group; Schneider, Bryan Paul. 
(317) 274-6473 

 
E5103T4: Exploratory Next Generation 

Sequencing to Identify Causative Variants for Taxane-
Induced Peripheral Neuropathy from Breast Cancer 
Study E5103 Germline DNA Samples. Eastern 
Cooperative Oncology Group; Schneider, Bryan Paul. 
(317) 274-6473 

 
NSABP12-001-12-01: CDX2 Expression as a 

Prognostic and Predictive Biomarker in Stage-II/III 
Human Colon Cancer. National Surgical Adjuvant 
Breast and Bowel Project; Clarke, Michael F. (650) 
862-3425

FDA News
FDA Expands Nexavar Indication
To Include Thyroid Cancer

FDA approved a supplemental new drug 
application for Nexavar tablets (sorafenib) for the 
treatment of patients with locally recurrent or metastatic, 
progressive, differentiated thyroid carcinoma refractory 
to radioactive iodine treatment. The expansion of 
Nexavar’s label was approved following a priority 
review by the FDA.

The approval was based on the results of the 
DECISION trial, an international, multicenter, placebo-
controlled study.

A total of 417 patients with locally recurrent 
or metastatic, progressive differentiated thyroid 
carcinoma refractory to radioactive iodine treatment 
were randomized to receive 400 mg of oral sorafenib 
twice daily (n=207) or matching placebo (n=210). 
Metastases were present in 96 percent of the patients: 
lungs in 86 percent, lymph nodes in 51 percent, and 
bone in 27 percent.

Sorafenib significantly extended progression-free 
survival, the study’s primary endpoint. The median PFS 
was 10.8 months (95% CI 9.1-12.9) among patients 
treated with sorafenib compared to 5.8 months (95% 
CI 5.3-7.8) among patients receiving placebo (HR=0.59 
[95% CI, 0.46, 0.76]; p<0.001). 

Nexavar is approved in the U.S. for the treatment 
of patients with unresectable hepatocellular carcinoma, 
patients with advanced renal cell carcinoma and patients 
with locally recurrent or metastatic, progressive, 
differentiated thyroid carcinoma refractory to radioactive 
iodine treatment. 

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, 
including Raf kinase, VEGFR-1, VEGFR-2, VEGFR-3, 
PDGFR-B, KIT, FLT-3 and RET.

Nexavar is co-developed by Bayer HealthCare 
and Onyx Pharmaceuticals Inc., an Amgen subsidiary.

FDA granted 510(k) clearance to an estrogen 
receptor image analysis and digital read application 
for breast cancer. The Companion Algorithm ER (SP1)1 
image analysis algorithm is used with the iScan Coreo 
scanner running Virtuoso2 software, and is developed 
by Ventana Medical Systems Inc., a member of the 
Roche Group.
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There are two intended uses: first, clinical use 
of the software algorithm to semi-quantify the ER 
biomarker; and digital read, or clearance to manually 
read and score the ER biomarker using a computer 
monitor, in lieu of a microscope. The pathologist will 
be able to digitally view a slide on a computer monitor, 
assign a score, and then sign out the case with a diagnosis 
or opinion, with or without the assistance of an image 
analysis algorithm. 

Along with the Companion Algorithm ER 
(SP1) image analysis software, the full breast panel 
includes HER2 (4B5), PR (1E2), Ki-67 (30-9) and 
p53 (DO-7) image analysis algorithms along with their 
accompanying Ventana IHC assays.

FDA approved the Aptima HPV 16 18/45 
genotype assay for use on the Panther system. Both 
are produced by Hologic Inc. The Aptima HPV 16 
18/45 genotype assay uses ThinPrep liquid cytology 
specimens, and is intended to be tested from the same 
sample that has already received Aptima HPV assay 
positive results.

In patients 21 years and older with atypical 
squamous cells of undetermined significance cervical 
cytology results, the assay can be used to test samples 
from women with Aptima HPV assay positive results 
to assess the presence or absence of high-risk HPV 
genotypes 16, 18 and/or 45. The results of this test 
are not intended to prevent women from proceeding 
to colposcopy.

In patients 30 years and older, the assay can be 
used to test samples from women with Aptima HPV 
assay positive results. The assay results will be used 
in combination with cervical cytology to assess the 
presence or absence of high-risk HPV genotypes 16, 
18 and/or 45. 

The assay is the first FDA-approved test for 
genotyping human papillomavirus types 16, 18 and/
or 45. 

Although HPV genotype 45 is fairly uncommon, 
identified in only 0.4 percent of women with normal 
cytology, data indicates that it is the third most common 
HPV genotype in invasive cancer. 

The assay received FDA approval on the Hologic 
Tigris high-throughput system in October 2012.

FDA granted Priority Review to ramucirumab 
as a single-agent treatment for advanced gastric cancer 
following disease progression after initial chemotherapy.

Priority Review status means that the FDA’s goal is 
to take action within eight months of a completed filing. 

Eli Lilly and Company, the drug’s sponsor, anticipates 
agency action on this application in the second quarter 
of 2014.

The application was based on data from REGARD, 
a global, randomized, double-blind phase III study 
of ramucirumab plus best supportive care compared 
to placebo plus best supportive care as a treatment 
in patients with advanced gastric cancer, including 
adenocarcinomas of the gastro-esophageal junction, 
following progression after initial chemotherapy.

Lilly also studied ramucirumab in combination 
with paclitaxel for the treatment of advanced gastric 
cancer in its phase III RAINBOW trial. 

The combination-therapy ramucirumab data 
from that trial will be the basis for separate regulatory 
applications. Lilly expects top-line results from three 
additional phase III trials of ramucirumab, one each 
in colorectal, hepatocellular and lung cancer, in 2014.

Ramucirumab is a human, receptor-targeted 
antibody that specifically blocks the vascular endothelial 
growth factor receptor 2 and inhibits downstream 
signaling involved in the formation and maintenance 
of aberrant blood vessels that supply blood to tumors.

FDA and the European Medicines Agency 
granted orphan drug designation to IMAB362 for 
the treatment of pancreatic cancer. IMAB362 is a 
monoclonal antibody currently in phase IIb clinical trial 
in gastroesophageal cancer.

Orphan drug designation is given to investigational 
new drugs that are under development for the treatment 
of life-threatening or very serious diseases that affect 
fewer than 200,000 patients in the U.S. or less than 5 
in 10,000 individuals across Europe. 

IMAB362 is a monoclonal antibody selectively 
binding to the tight junction protein CLDN18.2, which 
is expressed in approximately 60 percent of primary and 
metastatic pancreatic cancers. CLDN18.2 is also expressed 
in up to 80 percent of gastroesophageal cancers as well as 
in other solid tumors. However, CLDN18.2 is absent from 
the vast majority of healthy tissues.

IMAB362 is being developed by Ganymed 
Pharmaceuticals AG.
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