
 THE

CliniCal CanCer letter
 Cancer research news for clinicians

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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NSCLC
Alimta Reduces Risk Of Progression
In Patients Aged 70 Years or Older

Breast Cancer
Herceptin Regimen Minus Adriamycin 
Increases Survival With Less ToxicityTwo phase III trials—evaluating afatinib and nintedanib individually—
both demonstrated an increase in progression-free survival in two distinct 
populations of patients with advanced non-small cell lung cancer. 

Afatinib was evaluated in the LUX-Lung 6 trial as a first-line treatment 
in Asian patients with epidermal growth factor receptor mutation-positive 
advanced NSCLC. Patients treated with afatinib lived for 11 months before 
their tumor started to grow again, compared to just under half a year for 
patients treated with gemcitabine and cisplatin.

A phase III trial evaluating trebananib plus paclitaxel in recurrent ovarian 
cancer met its primary endpoint of improving progression-free survival.

A statistically significant difference was observed in PFS with a 34 
percent reduction in the risk of disease progression or death (HR=0.66, 95% 
CI, 0.57, 0.77, p<0.001). 

The median PFS was 7.2 months with trebananib plus paclitaxel, 
compared to 5.4 months with paclitaxel plus placebo.

Two studies evaluating Avastin in glioblastoma offered two different 
evaluations of the drug’s effectiveness on patient survival. Both were presented 
at the annual meeting of the American Society of Clinical Oncology.

The drug’s sponsor, Genentech, presented the phase III AVAglio study, 
which evaluated Avastin (bevacizumab) plus radiotherapy and temozolomide 
chemotherapy in patients with newly diagnosed glioblastoma. 

Median PFS in the AVAglio trial was 10.6 months in the Avastin 
arm, compared to 6.2 months in patients who received radiotherapy and 
temozolomide chemotherapy plus placebo, reducing the risk of disease 
worsening or death by 36 percent (HR=0.64; p<0.0001). 
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Nintedanib was evaluated in combination with 
pemetrexed in the LUME-Lung 2 trial as a second-
line treatment in patients with advanced NSCLC after 
first-line initial chemotherapy had failed. The study 
enrollment was halted based on an interim futility 
analysis. Based on the available data from 713 patients 
enrolled, an increased PFS was observed in patients 
treated with the nintedanib combination compared to 
pemetrexed alone.

Both studies were presented at the annual meeting 
of the American Society of Clinical Oncology and were 
sponsored by Boehringer Ingelheim Pharmaceuticals 
Inc.

The LUX-Lung 6 trial was the largest randomized, 
open-label phase III trial conducted to date in EGFR 
mutation-positive, stage IIIb or IV NSCLC. The trial 
compared afatinib to standard chemotherapy with 
gemcitabine and cisplatin as a first-line treatment in 
364 Asian patients.

The trial met its primary endpoint of increasing 
PFS. Within the general study population, patients 
treated with afatinib (n=242) lived for a median of 
11.0 months before their tumor started to grow again 
compared to 5.6 months for patients treated with 
chemotherapy (n=122) (HR=0.28, p<0.0001).

The PFS findings were consistent across EGFR 
mutation sub-groups. Secondary efficacy endpoints 

included objective response rate and disease control rate. 
Patients treated with afatinib experienced 

significantly higher ORR (66.9 vs. 23.0 percent, 
p<0.0001) and DCR (92.6 vs. 76.2 percent, p<0.0001) 
compared to patients treated with chemotherapy.

Patient-reported outcomes were evaluated as 
secondary endpoints and included analyses of health-
related quality of life and lung cancer-related symptoms 
compared with chemotherapy. A higher proportion 
of patients in the afatinib arm, compared with those 
in the chemotherapy arm, reported 10 point or more 
improvements in cough (76 vs. 55 percent; p=0.0003), 
dyspnea (71vs. 48 percent; p<0.0001) and pain (64 vs. 
47 percent; p=0.003).

Afatinib is an irreversible ErbB family blocker that 
specifically inhibits epidermal growth factor receptor, 
human epidermal receptor 2, and ErbB4. Afatinib is not 
approved by the FDA.

The LUME-Lung 2 trial was a randomized, 
double-blinded phase III study which evaluated 
nintedanib plus pemetrexed compared to pemetrexed 
plus placebo in patients with advanced non-squamous 
NSCLC not responding to, or who progressed after, 
first-line chemotherapy.

The trial was halted at the recommendation of 
an independent data monitoring committee after 713 
patients had been enrolled—based on the results of 
an interim review of efficacy for a pre-defined futility 
analysis, and was not related to safety. At the point of 
the interim review, PFS did not appear significantly 
improved compared to the comparator arm.

Based on the 713 patients who enrolled, results 
showed that the addition of nintedanib to pemetrexed 
improved PFS (HR=0.83, p=0.04) even though 
enrollment was stopped prematurely. Patients treated 
with nintedanib plus pemetrexed (n=353) lived for a 
median of 4.4 months before their tumor started to grow 
again, compared to 3.6 months for patients assigned to 
the pemetrexed plus placebo arm (n=360).

Nintedanib is a triple angiokinase inhibitor that 
targets three of the receptor tyrosine kinases shown to 
aid in the regulation of angiogenesis: fibroblast growth 
factor receptor, platelet-derived growth factor receptor, 
and vascular endothelial growth factor receptor. 
Nintedanib is also being investigated in phase III trials 
for the treatment of idiopathic pulmonary fibrosis.

Two Studies Show Increase in PFS
In Two Different Patient Populations
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Phase III Alimta Trial Fails To 
Extend Progression-Free Survival
Without Grade 4 Adverse Events

A phase III trial of Alimta (pemetrexed) in 
nonsquamous non-small cell lung cancer failed to 
meet its primary superiority endpoint of improving 
progression free-survival without grade four adverse 
events.

The study, PRONOUNCE, compared an Alimta 
and carboplatin doublet regiment to a paclitaxel, 
carboplatin and bevacizumab triplet regimen. 

No significant difference was observed between the 
treatment arms for secondary endpoints of progression-
free survival, overall survival, overall response rate and 
disease control rate. Toxicity profiles observed in the 
trial were consistent with the known safety profiles of 
each therapy.

The primary endpoint was measured by the 
Common Terminology Criteria for Adverse Events 
version 3.0. Median G4PFS was 3.91 months on the 
Alimta regimen, compared to 2.86 months on the triplet 
regimen (HR=0.85, 90% CI 0.7, 1.04, p=0.176). 

The secondary endpoint of progression-free 
survival had a hazard ratio of 1.06 (95% CI 0.84, 1.35), 
p=0.610, with overall survival having a hazard ratio of 
1.07 (95% CI 0.83, 1.36), p=0.615. 

The overall response rate was 23.6 percent in the 
Alimta regimen and 27.4 percent in the triplet regimen, 
while the disease control rate was 59.9 compared to 57.0 
percent, respectively.

There were no unexpected toxicities in either 
regimen. The study results were presented at the annual 
meeting of the American Society of Clinical Oncology.

Results from the Alimta arm saw significantly 
more drug-related Grade 3/4 anemia (18.7 vs. 5.4 
percent), and thrombocytopenia (24.0 vs. 9.6 percent). 

Results from the triplet arm saw significantly more 
Grade 3/4 neutropenia (48.8 vs. 24.6 percent), grade 1-3 
sensory neuropathy (32.5 vs. 8.2 percent), and grade 1/2 
alopecia (28.3 vs. 8.2 percent). 

No difference in grade 3/4 fatigue was seen 
between the treatment arms in this trial. Toxicity profiles 
were otherwise consistent with the known safety profiles 
of each therapy.

In 2004, Alimta was the first agent to be approved 
in combination with cisplatin as a treatment for patients 
with unresectable malignant pleural mesothelioma, and 
then as a single agent for the second-line treatment of 
patients with locally advanced or metastatic NSCLC 
after prior chemotherapy treatment.

In 2008, Alimta, in combination with cisplatin, 
was approved as a first-line treatment for locally 
advanced or metastatic NSCLC for patients with 
nonsquamous histology. Alimta is now indicated as a 
single agent for the treatment of patients with locally 
advanced or metastatic, nonsquamous NSCLC after 
prior chemotherapy.

In 2009, Alimta was approved as a maintenance 
therapy for locally advanced or metastatic NSCLC, 
specifically for patients with a nonsquamous histology 
whose disease has not progressed after four cycles of 
platinum-based first-line chemotherapy.

In 2012, Alimta was approved by the FDA as a 
continuation maintenance therapy for locally-advanced 
or metastatic NSCLC, following first-line therapy with 
Alimta plus cisplatin in patients with a nonsquamous 
histology.

Alimta is sponsored by Eli Lilly and Company.

The primary analysis of overall survival, a key 
secondary endpoint, is expected to mature in 2014. 
Although an early imbalance of deaths favoring the 
control arm was observed, there was an overall favorable 
overall survival trend for trebananib in a pre-planned 
interim analysis, according to the drug's sponsor, Amgen.

The trial, TRINOVA-1, enrolled over 900 women 
with recurrent partially platinum-sensitive or -resistant 
(platinum-free interval of 12 months or less) epithelial 
ovarian, primary peritoneal or fallopian tube cancer.

Patients were randomized to receive either 15 mg/
kg of intravenous trebananib weekly plus 80 mg/m(2) 
of intravenous paclitaxel weekly (three weeks on, 
one week off) or weekly intravenous placebo plus 80 
mg/m(2) of intravenous paclitaxel weekly (three weeks 
on, one week off).

In the trebananib arm, the most frequently reported 
adverse events were localized edema, nausea and 
alopecia. The rate of discontinuation of investigational 
product due to adverse events was 20 percent in the 
trebananib arm compared to 7 percent in the control arm.

Trebananib is an investigational peptibody 
designed to inhibit the angiopoietin axis involved in 
angiogenesis. Trebananib is designed to bind to both 
angiopoietin-1 and -2, and inhibit their interaction 
with the Tie2 receptor. Ang1 and Ang2 each mediate 
separate actions upon binding with Tie2. Ang1 impacts 

Ovarian Cancer
Trebananib Increases PFS
In Recurrent Ovarian Cancer
(Continued from page 1)
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vessel quality while Ang2 influences vessel quantity. 
The angiopoietins are also involved in the formation of 
new lymphatic vessels.

Other ongoing phase III studies of trebananib 
include TRINOVA-2 and TRINOVA-3. TRINOVA-2 
is evaluating whether trebananib plus pegylated 
liposomal doxorubicin is superior to placebo plus PLD 
as measured by PFS in recurrent epithelial ovarian, 
primary peritoneal or fallopian tube cancer. TRINOVA-3 
is evaluating trebananib or placebo in combination with 
paclitaxel and carboplatin in the first-line treatment of 
epithelial ovarian, primary peritoneal or fallopian tube 
cancer.

Votrient Trial Meets PFS Endpoint
In Epithelial Ovarian Cancer

A phase III trial of Votrient (pazopanib) met 
its primary endpoint of increasing progression-free 
survival as a maintenance therapy in women with 
advanced epithelial ovarian cancer following front-line 
chemotherapy.

Votrient treatment reduced the risk of disease 
progression or death by 23 percent (HR=0.77; 95% CI: 
0.64-0.91; p=0.0021) compared to placebo. The median 
PFS for women in the Votrient group was 17.9 months 
compared to 12.3 months for those in the placebo group. 

After completion of at least five cycles of platinum-
taxane chemotherapy, 940 patients were randomized 
to receive 800 mg Votrient once daily or placebo for 
up to 24 months. The median time from diagnosis to 
randomization was approximately seven months. 

At the time of data cut off, there were insufficient 
events to estimate median overall survival and the 
interim analysis showed no difference in survival 
between the groups. 

Results were presented at the annual meeting of 
the American Society of Clinical Oncology.

The most common adverse events in the Votrient 
arm of this study were hypertension, diarrhea, nausea, 
headache, fatigue, and neutropenia. The most common 
serious adverse events in the Votrient arm were increased 
ALT, pyrexia, increased AST, and hypertension.  There 
were three fatal SAEs in the Votrient group and one in 
the placebo group.

Votrient was first approved by FDA for the 
treatment of patients with advanced renal cell carcinoma 
in October 2009. Its indication was expanded in 
April 2012 to include soft tissue sarcoma. Votrient is 
sponsored by GlaxoSmithKline.

Overall survival was not significantly improved in 
the Genentech study (HR=0.88; [95% CI 0.76, 1.02], 
p=0.0987), and median survival was similar in both 
arms: 16.8 months with Avastin and 16.7 months with 
placebo. 

The second study, RTOG 0825, demonstrated 
similar findings in PFS—10.3 months in the Avastin 
arm and 7.3 months with placebo. However, this study 
showed a decrease in overall survival with Avastin 
compared to placebo: 15.7 months compared to 16.1, 
respectively.

During the course of the RTOG study, researchers 
also looked at factors such as patients’ symptom burden, 
quality of life and cognitive abilities. They found that 
patients who had received bevacizumab when they were 
first diagnosed had greater symptom burden compared 
to those on standard therapy.

RTOG 0825 was chosen for the plenary session at 
the ASCO annual meeting. A patient advocacy group, 
Accelerate Brain Cancer Cure, has asked FDA to sort 
through the results of the two studies, and the agency 
appears to have accepted. Full coverage of this story 
can be found in the June 14 issue of The Cancer Letter. 

Avastin is currently approved by the FDA’s 
accelerated approval program for the treatment of 
adults with glioblastoma who have progressive disease 
following prior therapy. In recurrent glioblastoma, 
it is approved for use as a single therapy and not in 
combination with other therapies. The effectiveness 
of Avastin in recurrent glioblastoma is based on 
improvement in objective response rate.

Breast Cancer
Afinitor Extends PFS In Women
With EGFR-2 Positive Disease

A phase III trial evaluating women with human 
epidermal growth factor receptor-2 positive advanced 
breast cancer showed that adding Afinitor (everolimus) 
to trastuzumab and vinorelbine significantly extended 
progression-free survival.

The results of the trial, BOLERO-3, showed 
that adding everolimus to the standard treatment of 
trastuzumab and vinorelbine reduced the risk of disease 
progression by 22 percent (HR=0.78 [95% CI: 0.65 to 
0.95]; p<0.01) compared to treatment with trastuzumab 

Glioblastoma
Two Studies Conflict Over Avastin
Effectiveness and Overall Survival
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and vinorelbine alone. 
These findings completed the study’s primary 

endpoint. The median time to progression was 7.0 
months in the Afinitor combination arm and 5.8 
months in the placebo combination arm. Findings on 
overall survival, the trial’s secondary endpoint, have 
not matured.

All patients (n=569) were resistant to regimens 
containing Herceptin (trastuzumab) and 27 percent of 
the patient population was pretreated with a lapatinib-
containing regimen. The study was presented at the 
annual meeting of the American Society of Clinical 
Oncology.

Adverse events were consistent with the known 
safety profile of everolimus. Everolimus is approved as 
Afinitor in more than 65 countries to treat postmenopausal 
women with advanced hormone receptor-positive, HER2 
negative breast cancer in combination with exemestane 
after failure of treatment with letrozole or anastrozole. 
Afinitor is sponsored by Novartis Pharmaceuticals.

Kidney Cancer
Analysis Reveals CAIX Subgroup
Responsive to Rencarex Therapy

An analysis of data from the phase III ARISER 
trial showed that, while the study failed its primary 
endpoint of median disease-free survival, a subgroup of 
patients demonstrated an improvement in disease-free 
survival through adjuvant treatment with Rencarex in 
clear cell renal cell carcinoma.

After 54 months median duration of follow up, 
the median disease-free survival was 71.4 months in 
the Rencarex arm and was not reached in the placebo 
arm (HR=0.97; p=0.74).

Analysis of the data confirmed that CAIX 
expression is a characteristic of ccRCC. However, the 
antigen density, as determined by the CAIX score, varies 
from patient to patient. Subgroup analysis for all CAIX 
scores from 0.0 to 3.0 revealed that as the CAIX score 
increases, the more pronounced the Rencarex treatment 
effect becomes. Rencarex is based on the antibody 
girentuximab, which binds to the tumor-specific antigen 
CAIX.

A CAIX score of at least 2.6 resulted in a clinically 
and statistically significant treatment effect with median 
DFS increasing from 51.2 months in the placebo arm 
to 73.6 months in Rencarex patients (n=151; HR=0.54; 
p=0.02).

In patients under the age of 65, Rencarex showed a 
clinically and statistically significant DFS with a CAIX 

score of at least 2.0 (n=286; HR=0.60; p=0.01).
The ARISER trial enrolled 864 patients from 

142 sites across Europe and North and South America. 
The retrospective analysis was presented at the annual 
meeting of the American Society of Clinical Oncology. 

Wilex AG, the drug’s sponsor, plans to start 
discussions with FDA and European regulatory 
authorities in the second half of 2013 on a confirmatory 
prospective phase III trial with Rencarex in the adjuvant 
therapy of ccRCC in the defined subgroup using the 
biomarker CAIX for stratification. Rencarex has fast 
track designation for ccRCC in the U.S. and orphan 
drug designation for RCC in the U.S. and the European 
Union.

Myelofibrosis
Inhibitor Reduces Spleen Size
By 35 Percent or More in Phase III

A phase III trial evaluating a selective JAK2 
inhibitor in patients with myelofibrosis met its primary 
endpoint in both of its dose groups: reduction of spleen 
volume by 35 percent or more. 

The international, randomized, double-blind 
trial—JAKARTA—compared the investigational 
inhibitor SAR302503 to placebo in 289 patients with 
intermediate-2 or high-risk primary myelofibrosis, 
post-polycythemia vera myelofibrosis, or post-essential 
thrombocythemia myelofibrosis.

Eligible patients with platelet counts greater than 
or equal to 50,000/µl were randomized to receive a 
once-daily oral dose of either 400 mg or 500 mg of 
SAR302503, or placebo for 24 weeks and six cycles.

Key secondary endpoints include the assessment 
of associated symptoms as measured by total symptom 
score using six key symptoms as measured by the 
modified Myelofibrosis Symptom Assessment Form. 
Sanofi is also studying the effect of the compound on 
reversing fibrosis in the bone marrow. 

After the completion of 24 weeks of treatment or 
disease progression, crossover from the placebo arm to 
SAR302503 was allowed.

Consistent with data reported in previous trials, the 
most common adverse events were anemia, diarrhea, 
nausea and vomiting. The JAKARTA study was granted 
a special protocol assessment by FDA. The drug’s 
sponsor, Sanofi, plans to present the full results at an 
upcoming medical meeting.
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CTEP-Approved Trials
For the Month of June

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

Phase I
9422: Phase I Study of the Combination of 

Bortezomib and Sorafenib Followed by Decitabine in 
Elderly Patients with Acute Myeloid Leukemia. Ohio 
State University Medical Center; Walker, Alison Rich. 
(614) 366-3802 

Phase II 
9253: A Randomized Phase II Trial of Cytotoxic 

Chemotherapy with or Without Epigenetic Priming in 
Patients with Advanced Non-Small Cell Lung Cancer. 
Johns Hopkins University; Rudin, Charles Michael. 
(410) 502-0678 

9303: Phase II Trial of XL184 (Cabozantinib) 
Plus Erlotinib in Patients with Advanced EGFR-Mutant 
Non-Small Cell Lung Cancer (NSCLC) Who Have 
Progressed on Epidermal Growth Factor Receptor 
(EGFR) Tyrosine Kinase Inhibitor (TKI) Therapy. 
City of Hope; Reckamp, Karen Lynn. (626) 256-4673 
X 63155 

9362: Randomized Phase II Trial of Timed 
Sequential Cytosine Arabinoside (ara-C) with and 
Without the Checkpoint Kinase 1 (CHK1) Inhibitor MK-
8776 in Adults with Relapsed AML. Sidney Kimmel 
Comprehensive Cancer Center at Johns Hopkins 
Hospital; Smith, B. Douglas. (410) 614-5068 

CITN12-03: A Phase 2 Study of Recombinant 
Glycosylated Human Interleukin-7 (CYT107) After 
Completion of Standard FDA Approved Therapy 
with Sipuleucel-T (Provenge(R)) for Patients with 
Asymptomatic or Minimally Symptomatic Metastatic 
Castration-Resistant Prostate Cancer (mCRPC). Cancer 
Immunotherapy Trials Network; Fong, Lawrence. (415) 
514-3160 

E1412: Randomized Phase II Open Label 
Study of Lenalidomide R-CHOP (R2CHOP) Vs 
RCHOP (Rituximab, Cyclophosphamide, Doxorubicin, 
Vincristine and Prednisone) in Patients with Newly 
Diagnosed Diffuse Large B Cell Lymphoma. Eastern 

Cooperative Oncology Group; Nowakowski, Grzegorz 
S. (507) 284-2511 

RTOG-1221: Randomized Phase II Trial of 
Transoral Endoscopic Head and Neck Surgery Followed 
by Risk-Based IMRT and Weekly Cisplatin Versus IMRT 
and Weekly Cisplatin for HPV Negative Oropharynx 
Cancer. Radiation Therapy Oncology Group; Holsinger, 
Floyd Christopher. (713) 792-4726 

Phase III 
9368: Phase III Randomized Clinical Trial of 

Proton Therapy vs IMRT for Low or Low-Intermediate 
Risk Prostate Cancer. Massachusetts General Hospital 
Cancer Center; Efstathiou, Jason Alexander. (617) 
726-5866 

A211102: A211102, Testing for Atypia in Random 
Periareolar Fine Needle Aspiration (RPFNA) Cytology 
after 12 months Metformin (1, 1-Dimethylbiguanide 
Hydrochloride) Chemoprevention versus Placebo 
Control in Premenopausal Women. Cancer and 
Leukemia Group B; Seewaldt, Victoria L. (919) 668-
2454 

Other Phases
AAML13B3-Q: Identifying AML Patient Cells 

Useful for Engineering Prototypes for Anti-Leukemic-
Stem-Cell Immunotherapies. Children’s Oncology 
Group; Meshinchi, Soheil. (206) 667-4077 

AEWS13B1-Q: Nrf2, a Novel Therapeutic Target 
in Ewing Sarcoma (ES). Children’s Oncology Group; 
Loeb, David M. (410) 502-7247 

A R S T 1 3 B 1 - Q :  M u t a t i o n s  i n  S o n i c 
Hedgehog Pathway Genes in Highly Differentiated 
Rhabdomyosarcoma (RMS). Children’s Oncology 
Group; Hettmer, Simone. (617) 632-4550 

E4508T1: Validation of CHFR as a Predictive 
Biomarker in Patients with Advanced Non-Small Cell 
Lung Cancer Treated with Taxane Containing First-
Line Regimen. Eastern Cooperative Oncology Group; 
Brandes, Johann Christoph. (404) 778-4817 

EL912T5: Genomic Analysis of Adult BCR-ABL1 
ALL. Eastern Cooperative Oncology Group; Mullighan, 
Charles G. (901) 595-3387 

RTOG-TRP-204: TGF-ß1 Polymorphism, 
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Immunomodulatory Cytokine Expression and 
Clinical Outcomes in HNC Patients Treated with the 
Chemoradiation with/Without Cetuximab. Radiation 
Therapy Oncology Group; Chung, Christine Hwayong. 
(410) 614-6204

FDA Approvals
FDA Approves Two Oral Drugs
For Metastatic Melanoma

FDA approved both Tafinlar (dabrafenib) and 
Mekinist (trametinib) for unresectable or metastatic 
melanoma.

Tafinlar is indicated as a single-agent oral treatment 
in adult patients with BRAF V600E mutation. Tafinlar 
is not indicated for the treatment of patients with wild-
type BRAF melanoma.

Mekinist is indicated as a single-agent oral 
treatment in adult patients with BRAF V600E or V600K 
mutations. Mekinist is not indicated for the treatment 
of patients who have received a prior BRAF inhibitor 
therapy. 

These mutations must be detected by an FDA-
approved test, such as the companion diagnostic assay 
from bioMérieux S.A., THxID-BRAF. The BRAF 
V600E mutation accounts for approximately 85 percent 
of all BRAF V600 mutations in metastatic melanoma, 
while the V600K mutation makes up approximately 10 
percent of all BRAF V600 mutations.

Tafinlar can cause serious side effects, some of 
which can be life threatening, including increasing the 
risk of developing new primary cutaneous malignancies, 
tumor promotion in BRAF wild-type melanoma, serious 
febrile drug reactions, hyperglycemia, uveitis and iritis, 
hemolytic anemia in patients with glucose-6-phosphate 
dehydrogenase deficiency and embryofetal toxicity. 

Mekinist can also cause serious side effects, 
some of which can be life threatening, including 
cardiomyopathy, retinal pigment epithelial detachment 
and retinal vein occlusion, interstitial lung disease or 
pneumonitis, serious skin toxicity and embryofetal 
toxicity. 

GlaxoSmithKline, the drugs’ sponsor, plans to 
make Tafinlar and Mekinist available no later than the 
third quarter of 2013.

The approval of Tafinlar was based on results from 
one phase III trial, BREAK-3, that randomized 250 
previously untreated adult patients with BRAF V600E 
mutation-positive unresectable or metastatic melanoma 
to receive Tafinlar or dacarbazine. 

The study demonstrated a statistically significant 
increase in progression-free survival in patients treated 
with dabrafenib, compared to dacarbazine (HR=0.33; 
[95% CI: 0.20, 0.54], p<0.0001). The median PFS was 
5.1 months with dabrafenib (95% CI: 4.9, 6.9) compared 
to 2.7 months with dacarbazine (95% CI: 1.5, 3.2). The 
ORR with dabrafenib was 52 percent (95% CI: 44, 59) 
compared to 17 percent with dacarbazine (95% CI: 9, 
29).

Mekinist’s approval was based on results from 
the phase III METRIC study, which enrolled 322 
unresectable or metastatic melanoma adult patients with 
a BRAF V600E or V600K mutation, who had no more 
than one prior chemotherapy regimen for advanced or 
metastatic disease and no prior BRAF or MEK inhibitor 
treatment.

The study demonstrated a statistically significant 
increase in PFS in patients treated with Mekinist 
compared to chemotherapy (HR= 0.47; [95% CI: 0.34, 
0.65], p<0.0001). The median PFS was 4.8 months for 
patients taking Mekinist (95% CI: 4.3, 4.9) compared to 
1.5 months for chemotherapy (95% CI: 1.4, 2.7).

FDA approved a supplemental new drug 
application for Revlimid (lenalidomide) for patients 
with mantle cell lymphoma whose disease has relapsed 
or progressed after two prior therapies, one of which 
included bortezomib.

The approval was based on the results of MCL-
001, a phase II, multi-center, single arm, open label 
study evaluating Revlimid in 134 patients with MCL 
who had received prior treatment with rituximab; 
cyclophosphamide; an anthracycline or mitoxantrone; 
and bortezomib, alone or in combination. Patients were 
required to have documented refractory or relapsed 
disease. 

In the study, the overall response rate was 26 
percent (95% CI 18.4, 33.9) with a complete response 
rate of 7 percent (95% CI 3.1, 12.5). The median duration 
of response was 16.6 months (95% CI, 7.7, 26.7).

The most common grade 3/4 adverse reactions 
reported were neutropenia, thrombocytopenia, anemia, 
pneumonia, fatigue, leukopenia, febrile neutropenia, 
diarrhea, and dyspnea.

Revlimid, sponsored by Celgene Corp., is an 
analogue of thalidomide, and is only available through 
a restricted distribution program.
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FDA approved the use of C-View 2D imaging 
software developed by Hologic Inc. 

C-View 2D images can be used in place of the 
conventional 2D exposure previously required as part 
of a Hologic 3D mammography screening exam.

C-View images are generated from the 3D 
tomosynthesis data acquired during the mammography 
exam, eliminating the need for additional 2D exposures. 

The combination of 3D and C-View 2D images 
results in less time under compression, for greater patient 
comfort and a lower radiation dose, while still providing 
the 2D images required as part of an FDA-approved 3D 
mammography screening exam. 

Hologic’s 3D mammography technology was 
approved for use in the U.S. for breast cancer screening 
and diagnosis in 2011.

FDA granted Fast Track designation to the 
Soligenix Inc. SGX942 development program for the 
treatment of oral muscositis as a result of radiation 
treatment in head and neck cancer patients.

Soligenix will be eligible to submit a new drug 
application for SGX942 on a rolling basis, permitting the 
FDA to review sections of the NDA prior to receiving 
the complete submission. Additionally, NDAs for fast 
track development programs ordinarily will be eligible 
for priority review, which imparts an abbreviated review 
time of approximately six months.

SGX942 is an innate defense regulator, a new class 
of short, synthetic peptides with a novel mechanism of 
action that has simultaneous anti-inflammatory and anti-
infective activity. IDRs have no direct antibiotic activity 
but modulate host responses, increasing survival after 
infections with a broad range of bacterial Gram-negative 
and Gram-positive pathogens, as well as accelerating 
resolution of tissue damage following exposure to a 

variety of agents including bacterial pathogens, trauma 
and chemo- and/or radiation-therapy.  

SGX942 has demonstrated safety in a phase I 
clinical study in healthy human volunteers and efficacy 
in numerous animal disease models including mucositis, 
colitis, skin infection and other bacterial infections. 

Health Canada approved the use of Zytiga 
(abiraterone acetate) in combination with prednisone for 
the treatment of metastatic castration-resistant prostate 
cancer in patients who are asymptomatic or mildly 
symptomatic after failure of androgen deprivation 
therapy.

The approval expands the indication for Zytiga, 
which Health Canada approved in July 2011 for use in 
combination with prednisone for the treatment of men 
with mCRPC who have received prior chemotherapy 
containing docetaxel after failure of ADT.

The Health Canada approval is based on analyses 
of a phase III, randomized, placebo-controlled clinical 
trial, COU-AA-302, that demonstrated a statistically 
significant improvement in radiographic progression-
free survival in the Zytiga plus prednisone arm of the 
study compared to placebo plus prednisone. 

Treatment with Zytiga decreased the risk of 
radiographic progression or death by 57 percent 
compared to placebo. The median rPFS in the control 
arm was 8.28 months but had not yet been reached in the 
Zytiga arm because progression events were occurring 
more slowly than in the control arm.

In an interim analysis, overall survival was longer 
for the Zytiga arm compared to the control arm with a 
25 percent decrease in the risk of death. Additional data 
indicated that median time to rPFS was 16.5 months in 
the Zytiga plus prednisone group and 8.3 months in the 
prednisone alone group.
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