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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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Chronic Lymphocytic Leukemia
Researchers Identify Nine Cancer Genes—
Five Linked to CLL For The First Time

The most comprehensive search to date of DNA abnormalities in chronic 
lymphocytic leukemia pinpointed several new altered genes that drive the 
blood cancer, according to researchers.

Researchers identified nine frequently mutated genes across 91 patients. 
The study matched normal DNA samples from patients with CLL and looked 
for frequently mutated genes in the tumors. Researchers sequenced the entire 
genome in three patient samples, and only protein-coding genes in the other 
88 patients.

According to researchers, these findings could help doctors predict 
whether an individual patient’s disease will progress rapidly or remain 
indolent.

Results from a phase III trial of patients with previously untreated 
multiple myeloma showed that treatment with Velcade in combination with 
melphalan and prednisone could produce long-term overall survival benefit. 

After five years of follow-up, patients treated with a combination of 
Velcade—bortezomib, a proteasome inhibitor—melphalan and prednisone 
(VMP), had an overall survival benefit of 13.3 months, compared to treatment 
with melphalan and prednisone alone (MP). 

The five-year analysis reported median overall survival of nearly five 
years (56.4 months) for patients randomized to VMP compared to 43.1 months 
(HR=0.695, p=0.0004) for patients randomized to MP, reflecting a 31 percent 
reduced risk of death with VMP.

Multiple Myeloma
Adding Velcade Increased Overall Survival
By 13.3 Months at Five-Year Analysis

(Continued to page 3)

Lymphoma
Perifosine Increases PFS In Phase II Study

Perifosine combined with sorafenib significantly increased median 
progression-free survival in refractory/relapsed Hodgkin’s Lymphoma 
patients with high phosphorylation levels of Erk and Akt, according to clinical 
data from a phase II study. 



The Clinical Cancer Letter n December 2011
Vol. 34 No. 12 n Page 2

INSTITUTIONAL PLANS 
allow everyone in your organization to read 

The Cancer Letter and The Clinical Cancer Letter 

Find subscription plans by clicking Join Now at: 
http://www.cancerletter.com/

Editor and Publisher: Paul Goldberg
Copy Editor: Conor Hale

Editorial, Subscriptions, and Customer Service:  
202-362-1809  Fax: 202-379-1787
PO Box 9905, Washington DC 20016
Website: http://www.cancerletter.com

The CliniCal 
CanCer leTTer

THE CLINICAL CANCER  LETTER (ISSN 164-985X). 
Published monthly, subscription $125 per year, by The 
Cancer Letter Inc. All rights reserved. None of the 
content of this publication may be reproduced, stored in 
a retrieval system, or transmitted in any form (electronic, 
photocopying, facsimile, or otherwise) without prior 
written permission of the publisher. Violators risk 
criminal penalties and $100,000 damages. 

The median OS of 56.4 month achieved with VMP 
is comparable to the median OS achieved previously 
only with high dose chemotherapy and autologous stem 
cell transplant (50-55 months). Time to next treatment 
(median 27.0 vs. 19.2 months; HR=0.557, p<0.0001) 
and treatment-free interval (median 16.6 vs. 8.3 months, 
HR=0.573, p<0.0001) were also superior with VMP 
compared to MP.

Overall survival benefit was observed across 
multiple subgroups of patients that received Velcade, 
including those aged greater than or equal to 75 years 
(median 50.7 vs. 32.9 months, HR=0.71), regardless of 
extensive subsequent therapy. 

In addition, the study concluded that there was no 
increased risk of secondary primary malignancies versus 
expected background rates. The most common side effects 
reported with Velcade include fatigue, gastrointestinal 
adverse events, transient thrombocytopenia and 
neuropathy.

The data, the result of the updated OS analysis 
of the VISTA trial (n=682), were presented at 
the annual meeting of the American Society for 
Hematology. Velcade is co-developed by Millennium 
Pharmaceuticals and Janssen Pharmaceutical Companies 
of Johnson & Johnson. Millennium is responsible for 
commercialization of Velcade in the U.S., and Janssen 

is responsible for commercialization in Europe and the 
rest of the world.

Multiple Myeloma
Carfilzomib Demonstrates
Clinical Benefit Rate of 64%

Results from a phase II study of carfilzomib 
in patients with relapsed and/or refractory multiple 
myeloma demonstrated an overall response rate of 
52 percent and a clinical benefit rate of 64 percent in 
patients who had received one to three prior treatments 
and had not been previously treated with bortezomib.

Sixty-four percent of patients were refractory 
to their most recent therapy prior to entering the trial. 
Median time-to-progression, duration of response, and 
overall survival were not reached in this study.

Patients were divided into two cohorts. In the 
first cohort (n=59), patients received 20mg/m(2) for all 
treatment cycles. In the second (n=67), patients received 
a dose-escalating regimen of 20mg/m(2) for the first 
cycle and 27mg/m(2) for all remaining treatment cycles.

The first cohort achieved an ORR of 42 percent 
and a CBR of 59 percent. This cohort demonstrated a 
TTP of 8.3 months and a DOR of 13.1 months.

The most common Grade 3 treatment-emergent 
adverse events included: anemia, thrombocytopenia, 
neutropenia, lymphopenia, and pneumonia. Peripheral 
neuropathy of any grade was infrequent.

“This trial highlights our commitment to 
understanding carfilzomib across treatment settings,” 
said Ted Love, executive vice president and head of 
research and development and technical operations at 
Onyx Pharmaceuticals. 

“Efficacy and safety data from this trial was 
included as part of the New Drug Application for 
carfilzomib that was recently accepted by the FDA under 
the accelerated approval process for the treatment of 
patients with relapsed and refractory multiple myeloma.”

These data were presented at the annual meeting 
of the American Society of Hematology.

Velcade Increased Survival
To Almost Five Years
(Continued from page 1)
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Four patients were treated with sorafenib alone 
at 400mg BID and 21 patients received a four-week 
treatment with perifosine alone at 50mg BID followed 
by a perifosine/sorafenib combination therapy with 
50mg BID and 400mg BID, respectively. 

Circulated lymphocytes were evaluated for their 
phosphorylation levels of Erk and Akt in order to assess 
predictive value of the phosphokinase levels for therapy 
responses.

Data showed that baseline pErk and pAkt levels 
were significantly higher in responsive patients as 
compared to unresponsive patients. The pErk and pAkt 
levels measured after 60 days of therapy with perifosine 
combined with sorafenib were significantly reduced in 
responsive patients. 

The median baseline value of pErk and pAkt 
efficiently discriminated responsive and unresponsive 
patients, which was associated with a significantly 
improved median PFS for patients with baseline pErk 
by greater than or equal to 43 percent, and/or pAkt by 
greater than 23 percent.

Perifosine (KRX-0401) is in-licensed by Keryx 
Biopharmaceuticals Inc. from Aeterna Zentaris Inc. in 
the U.S., Canada and Mexico.

Single-Letter Mutation Found
Responsible For Waldenstrom's

Researchers have identified a gene mutation that 
underlies the vast majority of cases of Waldenstrom’s 
macroglobulinemia, a rare form of lymphoma that has 
eluded all previous efforts to find a genetic cause. The 
research points to an error in a single digit of DNA. 

The discovery was made by sequencing the 
genomes of tumor cells from 30 patients, letter by 
letter, and comparing them to the patients’ normal cells. 
Waldenstrom’s macroglobulinemia is a slow-growing 
form of non-Hodgkin lymphoma that originates in B 
lymphocytes. 

Ninety percent of the tumor cells had a point 
mutation in the gene MYD88.

“We found that tumor cells in 90 percent of the 
patients we tested contained a single point mutation, an 
error in one of the bases that make up the ‘rungs’ of the 
DNA helix,” says Steven Treon, who led the research 
with his colleague Zachary Hunter at the Dana-Farber 

Cancer Institute. 
“The mutation causes the cells to produce a 

distorted protein, which switches on the IRAK complex 
pathway, leading to activation of NF-kB, a protein that is 
essential for the growth and survival of Waldenstrom’s 
tumor cells,” said Treon. 

“When we shut down the pathway by blocking the 
abnormal protein with drug molecules, the tumor cells 
entered apoptosis.” 

The tested molecules had no adverse effect on 
normal cells.

This discovery will enable doctors to determine 
which patients have the disease and not a similar 
condition such as other forms of lymphoma or multiple 
myeloma, Treon said.

Currently there is no cure for Waldenstrom’s, 
but treatments include rituximab, bortezamib, and 
bendamustine. High-dose chemotherapy with autologous 
stem cell transplantation is infrequently used.

According to the researchers, drugs that block 
the abnormal protein or other proteins in the NF-kB 
pathway could short-circuit the disease process in many 
patients. Some of these drugs already exist, having been 
developed for other conditions. 

The research was presented at the American 
Society of Hematology’s annual meeting Dec. 12. 

Lymphoma
Perifosine and Sorafenib 
Increase PFS In Phase II Study
(Continued from page 1)

DNA Sequencing
New Methods Uncover 1,800
RNAs Linked To Breast Cancer

A next-generation sequencing method allows 
scientists to assay the entire genome simultaneously, 
discover regions that are turned on or off in disease, 
and use this information to predict disease outcomes.

Sequencing for whole transcriptome profiling 
of archival formalin-fixed paraffin embedded tumor 
specimens not only identifies validated genes previously 
discovered by RT-PCR, but also revealed more than 
1,800 new biological relationships associated with breast 
cancer recurrence. 

The RNA-Seq method developed by Genomic 
Health Inc. uses high-throughput sequencing to identify 
which RNAs are expressed in a given sample, and 
can generate a quantitative gene expression profile by 
counting the number of copies that match each gene 
or region of the genome. The study re-confirms the 21 
Oncotype DX genes originally identified by RT-PCR.

Researchers carried out whole transcriptome 
RNA-Seq on FFPE tumor RNA from a cohort of 136 
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breast cancer patients with tumor tissue obtained at the 
time of diagnosis and established clinical outcomes for 
disease recurrence. 

These tumors were originally analyzed by RT-PCR 
in the biomarker discovery phase of the development of 
the 21-gene Oncotype DX assay. 

Sequencing was carried out using the Illumina 
HiSeq 2000 instrument and generated over 40 terabytes 
of data for analysis. RNA-Seq results were successfully 
generated for all patients using RNA inputs of just 100 
nanograms.

Bar-coded RNAs were sequenced with two 
samples per flow cell lane, yielding 43 million reads 
per each duplexed sample, 69 percent of which uniquely 
map to the human genome. 

Standardized hazard ratios and p-values for the 
21 Oncotype DX genes determined by RNA-Seq were 
comparable to those originally obtained using RT-PCR. 

Many of the 1,800 new coding and non-coding 
RNAs associated with breast cancer recurrence risk 
belong to previously unrecognized gene networks. 
Genomic Health said that additional research will be 
performed to determine if these new genes can be 
observed in other cohorts and whether they add value 
beyond the 21 Oncotype DX genes. 

“This study marks an important milestone in the 
clinical application of next generation sequencing by 
establishing the biological and technical validity of a 
new proprietary method that accommodates very low 
amounts of RNA from fixed paraffin-embedded tumor 
tissue, and therefore is practical to use broadly for 
biomarker discovery and clinical development,” said 
Joffre Baker, chief scientific officer at Genomic Health.

“Next generation sequencing allows researchers to 
process and analyze large volumes of data in a fraction 
of the time currently required by conventional gene 
expression profiling technologies,” said Jose Esteban 
of Providence Saint Joseph Medical Center, a co-
investigator of the study. 

“New methodology used in this study applies 
NGS-based whole transcriptome profiling to very 
low amounts of RNA from FFPE tissue that had been 
archived for up to 12 years, to provide vast amounts of 
data, with data quality sufficient for broad biomarker 
discovery from regions outside the previously identified 
protein-coding sections of the genome,” said Esteban.

Results of the clinical outcomes study were 
presented at the 2011 CTRC-AACR San Antonio Breast 
Cancer Symposium. 

The nine genes fell into five pathways: regulating 
DNA damage repair, cell-cycle control, Notch signaling, 
inflammation, and RNA splicing and processing.

Two had previously been associated with CLL and 
cancer in general. Two more were linked to leukemia this 
year (MYD88 and NOTCH1). The remaining five were 
identified for the first time: SF3B1, FBXW7, DDX3X, 
MAPK1, and ZMYM3.

Researchers found that mutations in one of the 
new genes, SF3B1, interfere with gene splicing of RNA. 
“We have identified a new cancer pathway—aberrant 
RNA splicing—that has been underappreciated,” said 
Catherine Wu, of Dana-Farber Cancer Institute. 

SF3B1—or Splicing Factor 3b, subunit 1—was 
the second most commonly mutated gene, being found 
abnormal in 14 of the 91 leukemia DNA samples. The 
protein it makes is part of the collection of proteins that 
govern the splicing out of extraneous RNA molecules 
to create the RNA message. 

“Defects in splicing have not previously been 
implicated in the biology of CLL,” the researchers wrote. 

The researchers checked to see whether CLL 
samples that contained the mutated genes also had 
specific deletions in chromosomes previously known 
to signal a poor outlook in patients. 

They found that the SF3B1 gene was often found 
in tandem with a particular chromosomal abnormality, 
consistent with a more aggressive form of CLL.

However, independent of the presence of the 
chromosomal deletion, the study revealed patients 

Chronic Lymphocytic Leukemia
Sequenced Tumor Genomes Reveal
Five New Genes Linked to CLL
(Continued from page 1)



The Clinical Cancer Letter n December 2011
Vol. 34 No. 12 n Page 5

Follow The Cancer Letter on Twitter:
@TheCancerLetter

Leukemia
Gene Expression Analyses
Can Guide MDS Treatments

Gene expression analyses conducted during a 
phase II trial of Telintra may identify myelodysplastic 
syndrome patients that are more likely to respond to 
Telintra therapy.

Myelodysplastic syndrome is a heterogeneous 
group of clonal hematopoietic stem cell disorders 
characterized by ineffective blood cell production 
involving one or more cell lineages and a variable risk 
of transformation to acute myeloid leukemia.

Pre-therapy bone marrow mononuclear cells of 
Low to Intermediate-1 Risk MDS patients treated with 
Telintra who demonstrated hematologic improvement 
by International Working Group (IWG 2006) criteria 
were collected and analyzed for gene expression by 
whole genome array. 

RNA isolated from the marrow mononuclear cells 
was available on nine responders and 21 non-responders. 

Patients whose pre-therapy marrow showed under-
expression of the c-Jun N-terminal kinase (JNK) gene 
set were those who benefited from Telintra; while those 
patients who over-expressed these genes were unlikely 
to respond to Telintra.

Telintra inhibits the enzyme glutathione 
S-transferase P1-1, which leads to activation of 
Jun kinase, a key regulator of cellular growth and 
differentiation of blood precursor cells; and induces 
cancer cell death in human leukemia cell lines. 

The presentation was made during the annual 
meeting of the American Society of Hematology. 
Telintra is manufactured by Telik Inc. 

Breast Cancer
Analysis Reveals Patient Subset
With Lower PFS in Phase III Trial

A retrospective analysis of a phase III trial of 
advanced breast cancer patients identified a subset of 
patients with lower progression-free survival.

The phase III trial, EGF30008, compared Femara 
plus placebo to Femara plus Tykerb in first-line 
treatment of hormone receptor-positive, advanced breast 
cancer patients. The trial included Her2 positive and 
Her2 negative patients.

Using a test called VeriStrat, researchers identified 
a group of patients with worse PFS when treated with 
Femara alone, regardless of their Her2 status.

VeriStrat is a serum proteomic test available for 
patients with advanced NSCLC. The test identifies 
patients who are likely to have good or poor outcomes 
after treatment with epidermal growth factor receptor 
inhibitors. Pretreatment serum samples of 81 percent 
of patients (n=1286) were classified as either VeriStrat 
Good or VeriStrat Poor.

In the Femara arm, patients who tested Good had 
a median PFS of 10.8 months, compared to patients 
who tested Poor, who had only 2.8 months (log rank 
p<0.0001, HR: 0.36).

In the Femara plus Tykerb arm, patients who tested 
Good had a median PFS of 11.4 months, versus patients 
who tested Poor with 11.0 months (log rank p=0.53).

Multivariate analysis demonstrated a significant 
interaction between VeriStrat classification and 
treatment (interaction p=0.002), indicating that the 
VeriStrat test was predictive of a differential treatment 
effect between VeriStrat groups.

While in the Her2 positive population both 
VeriStrat groups benefitted from the addition of Tykerb 
to Femara, in the Her2 negative population there was 
also a trend to a meaningful increase in PFS for patients 
who tested VeriStrat Poor (3.1 months vs. 11.0 months, 
p=0.068).

“We have a growing body of evidence regarding 
the utility of VeriStrat in multiple tumor types, but 
EGF30008 represents the first study to evaluate our 
diagnostic test in breast cancer and the first with an 
endocrine agent,” said David Brunel, CEO of Biodesix, 
developer of VeriStrat. 

“It’s encouraging to see that our test not only 
identifies a group of hormone receptor positive patients 
with poor outcomes on endocrine therapy, but also has 
predictive power, showing that this group of patients 
can achieve similar outcomes to other patients when 

harboring the mutant SF3B1 gene were more likely to 
need treatment sooner than individuals lacking the gene.

The findings were published online in the New 
England Journal of Medicine and presented at the 
American Society of Hematology’s annual meeting.

The study’s other two co-senior authors are 
Jennifer Brown, of Dana-Farber and Brigham and 
Women’s Hospital, and Gad Getz, of the Broad Institute, 
where the sequencing search was carried out.

Co-first authors of the report are Lili Wang, 
Youzhong Wan, and Michael Lawrence of the Broad 
Institute.



The Clinical Cancer Letter n December 2011
Vol. 34 No. 12 n Page 6

Follow The Cancer Letter on Twitter:
@TheCancerLetter

INSTITUTIONAL PLANS 
allow everyone in your organization to read 

The Cancer Letter and The Clinical Cancer Letter 

Find subscription plans by clicking Join Now at: 
http://www.cancerletter.com/

Tykerb is added to the treatment regimen, regardless of 
their Her2 status.”

Results were presented at the 2011 CTRC-AACR 
San Antonio Breast Cancer Symposium. Femara is a 
trademark of Novartis International AG and Tykerb is 
a trademark of GlaxoSmithKline.

Interim Results Show Vaccine 
Lowers Breast Cancer Recurrence

Top-line, interim results from a phase II clinical 
trial showed that a breast cancer vaccine reduced 
cancer recurrence, especially in women with low Her2 
expression and ineligible for treatment with Herceptin. 
Final results are expected in 2012.

AE37, an Ii-key hybrid-based Her2/neu peptide 
vaccine, is the subject of a randomized, single-blinded 
phase II clinical study in Her2-expressing patients with 
either node positive or high-risk node-negative breast 
cancer.

Patients are randomized to receive AE37 plus 
granulocyte-macrophage colony-stimulating factor 
(GM-CSF) or GM-CSF alone. The primary endpoint is 
a reduction in cancer relapse after two years. There are 
over 250 patients enrolled in the study.

Kaplan-Meier projections of updated data 
demonstrated that disease-free survival in the low Her2 
expressing patients was 88.6 percent in the treated group 
(n=53) versus 71.9 percent in the control arm (n=78) at 
a median follow-up of 22 months.

Patients treated with vaccine also exhibited a 
statistically significant increase in positive immune 
reactions to a test dose of Her2  protein including 
maintenance of positive immune response up to 12 
months post-vaccination while there have been no 
changes in immune responses for control patients.

These results were presented at the annual CTRC-
AACR San Antonio Breast Cancer Symposium. The 
AE37 vaccine is being developed by Antigen Express 
Inc.

CTCs Do Not Affect Survival,
But Could Signal Metastases

The presence of circulating tumor cells in the blood 
appears to have no relationship to survival in women 
who have just been diagnosed with inflammatory breast 
cancer—though these stray tumor cells may signal the 
disease has spread to other parts of the body, according 
to new research. These cells can indicate the disease has 
spread before imaging reveals any metastases.

Doctors should consider close imaging and 
possibly continue aggressive treatment if a woman 
diagnosed with inflammatory breast cancer also has 
CTCs, according to study author Massimo Cristofanilli, 
chair of the department of medical oncology at Fox 
Chase Cancer Center.

“You should be careful before stopping 
treatment in someone who has evidence of circulating 
cells, particularly when dealing with a disease like 
inflammatory breast cancer, which can progress rapidly,” 
said Cristofanilli.

In the study, the researchers reviewed the records 
of 84 women who were recently diagnosed with 
inflammatory breast cancer, either in stage III or stage 
IV. A total of 64 (76.2 percent) women had at least one 
CTC and 29 (34.5 percent) had at least five. 

The researchers found that women with no CTCs 
had comparable survival and spent the same amount of 
time progression-free as women with one or more CTCs. 

By comparison, only 15 percent of women with 
non-inflammatory breast cancer typically have CTCs. 

The presence of CTCs may indicate something 
about inflammatory breast cancer, perhaps serving as an 
early sign that it has already spread, said Cristofanilli. 
Approximately one-third of women with inflammatory 
breast cancer have detectable metastases at diagnosis, 
though 60 percent will eventually develop them.

Co-authors include Michal Mego, Antonio 
Giordano, Ugo De Giorgi, Limin Hsu, Anthony Lucci, 
Shaheenah Dawood, Wendy A. Woodward, Naoto T. 
Ueno, Vicente Valero, Eleni Andreopoulou, Gabriel N. 
Hortobagyi, and James M. Reuben. The research was 
presented at the CTRC-AACR San Antonio Breast 
Cancer Symposium.
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Cancer Survivorship
Childhood Cancer Survivors
Do Not Have an Increased Risk
Of Passing On Birth Defects

Children of childhood cancer survivors who 
received radiation treatment to the testes or ovaries and/
or chemotherapy with alkylating agents do not have an 
increased risk for birth defects compared to children 
of survivors who did not have such cancer treatment, 
according to a large, retrospective study.

“We hope this study will become part of the arsenal 
of information used by the physicians of childhood 
cancer survivors if reproductive worries arise,” said lead 
author Lisa Signorello, associate professor of medicine 
at Vanderbilt University and senior epidemiologist at the 
International Epidemiology Institute.

“Childhood cancer survivors face real reproductive 
concerns, including unknowns related to the effects of 
therapy. But, hopefully this study will provide some 
reassurance that their children are unlikely to be at 
increased risk for genetic defects stemming from their 
earlier treatment.”

Researchers used data from the Childhood Cancer 
Survivor Study, which recorded treatment and outcomes 
in more than 20,000 childhood cancer survivors 
diagnosed between 1970 and 1986.

Signorello and her colleagues examined data from 
4,699 children of 1,128 men and 1,627 women who were 
five-year childhood cancer survivors. 

Of the survivors, 63 percent (1,736) had received 
radiation for their cancer as children, and 44 percent of 
men (496) and 50 percent of women (810) had received 
chemotherapy with alkylating agents. Overall, 2.7 
percent (129) of the survivors’ children had at least one 
birth defect, such as Down syndrome, achondroplasia 
or cleft lip. 

Researchers found that 3 percent of children of 
mothers exposed to radiation or alkylating chemotherapy 
agents had a genetic birth defect, compared to 3.5 percent 
of children of mothers who were cancer survivors but 
did not have such exposures. 

Only 1.9 percent of children of male cancer 
survivors who received these treatments had birth 
defects, compared to 1.7 percent of children of male 
survivors who did not have this type of chemotherapy 
or radiation. 

The research was published online in the Journal 
of Clinical Oncology.

“The possibility of birth defects in offspring 

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 0
8865: Phase 0 Trial of [F-18]-5-Fluoro-2’-

Deoxycytidine with Tetrahydrouridine. National Cancer 
Institute Molecular Imaging Program; Kurdziel, Karen 
A. (301) 402-3817

Phase I
8880: Phase 1b Study of the Combination of 

Pazopanib, an Oral VEGFR Inhibitor, and ARQ 197 
(Tivantinib), an Oral MET Inhibitor, in Patients with 
Refractory Advanced Solid Tumors. National Cancer 
Institute Developmental Therapeutics Clinic; Kummar, 
Shivaani. (301) 435-5402

8983: A Phase I Trial of MK-2206 and 
Hydroxychloroquine in Solid Tumors and Prostate 
Cancer. Cancer Institute of New Jersey; Stein, Mark 
Nathan. (732) 235-7464

ABTC-1101: A Phase I  Open Label Safety 
Study to Evaluate the Pharmacokinetic Profile and 
Tolerance of Mibefradil Dose Finding in Subjects with 
Recurrent High-Grade Glioma Undergoing Standard, 
Repeated Temozolomide Treatment. Adult Brain Tumor 
Consortium; Holdhoff, Matthias. (410) 287-0337 

CALGB-31102: Phase I Study of Accelerated 
Hypofractionated Radiation Therapy with Concomitant 
Chemotherapy for Unresectable Stage III Non-Small 
Cell Lung Cancer. Cancer and Leukemia Group B; 
Urbanic, James John. (336) 713-3600

has been a lingering concern among cancer survivors 
because it’s hard to address,” Signorello said. 

“We know these are rare outcomes, and a large 
study group was needed to address these questions. 
It took years to validate the parents’ self-reported 
outcomes, and to assemble and use the medical records 
of radiation and chemotherapy treatment exposures to 
allow us to quantify their exposure doses. 

“These are the strongest results to date, adding 
greater certainty to other studies examining this common 
concern among survivors of childhood cancer.”
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Phase I/II
CALGB-81003: Phase IB/Randomized Phase 

II Study of Folfirinox Plus AMG-479 (Ganitumab) 
or Placebo in Patients with Previously Untreated, 
Metastatic Pancreatic Adenocarcinoma. Cancer and 
Leukemia Group B; Wolpin, Brian Matthew (617) 
632-6942

PBTC-033: Phase I/ II Study of ABT-888, an 
Oral Poly(ADP-ribose) Polymerase Inhibitor, and 
Concurrent Radiation Therapy, Followed by ABT-888 
and Temozolomide, in Children with Newly Diagnosed 
Diffuse Pontine Gliomas (DIPG). Pediatric Brain Tumor 
Consortium; Baxter, Patricia Ann. (832) 824-4681

Phase II
9022: A Phase 2 Study of MK-2206 in Patients 

with Relapsed or Refractory Diffuse Large-B Cell 
Lymphoma. Centre Leon Berard; Ghesquieres, Herve. 
+33 478 782 684

GOG-0186J: A Randomized Phase II Evaluation 
of Weekly Paclitaxel (NSC #673089) Plus Pazopanib 
(NSC #737754) (IND #75648) Versus Weekly Paclitaxel 
Plus Placebo in the Treatment of Persistent or Recurrent 
Epithelial Ovarian, Fallopian Tube or Primary Peritoneal 
Carcinoma. Gynecologic Oncology Group; Richardson, 
Debra Lynn. (214) 648-3026

WFU-09-10-14: Randomized Placebo-Controlled 
Phase 2 Pilot Study of Memantine (Namenda) for 
Smoking Cessation among Cancer Survivors. Wake 
Forest University Health Sciences; Spangler, John 
Given. (336) 716-2238

Pilot Phase
COG-ACCL10P1: Computerized Cognitive 

Training for Pediatric Brain Tumor Patients: A Pilot 
Study. Children’s Oncology Group; Hardy, Kristina. 
(202) 476-4304 

Other Phases
AEWS11B2: Analysis of GGAA-Microsatellites 

in Ewing Sarcoma. Children’s Oncology Group; 
Lessnick, Stephen L. (801) 585-9268 

E1608T1: Correlative Analyses of Specimens 
from Eastern Cooperative Group Study E1608. Eastern 
Cooperative Oncology Group; Hodi, Frank Stephen. 
(617) 632-5053 

E4L10T1: Analysis of HPV and Other Biomarkers 
in Specimens from ECOG Studies in Recurrent or 
Metastatic Head and Neck Cancer (E1395 and E3301). 
Eastern Cooperative Oncology Group; Argiris, 
Athanassios. (210) 450-3838 

FDA News
FDA Grants Orphan Designation
To Photofrin for Mesothelioma

FDA granted an Orphan Drug Designation for 
Photofrin (porfimer sodium) as adjuvant therapy 
to surgery in the treatment of malignant pleural 
mesothelioma. 

“Presently, the treatments for mesothelioma are 
palliative at best, and the outcome in patients with 
malignant pleural mesothelioma is very poor,” said 
Guillermo Herrera, executive chairman of Pinnacle 
Biologics Inc. 

“Pinnacle is evaluating current clinical data so as 
to formulate a plan to bring this important treatment 
option to patients with malignant pleural mesothelioma 
in the near future.”

Photofrin is part of a photodynamic therapy 
regimen. Photofrin is delivered via intravenous injection 
and then selected tumors are illuminated with non-
burning laser light. Tumor destruction is caused by 
biochemical reactions, not by heat. 

Photofrin has been previously approved by FDA 
for non-small cell lung cancer and esophageal cancer.

* * *

FDA approved the Cervista HTA system for use 
with the Hologic Inc. human papillomavirus HR test. 
The test detects 14 types of high-risk HPV associated 
with cervical cancer and precancerous lesions.

The Cervista system automates the DNA extraction 
and detection steps of the test, allowing the procedure 
to be performed overnight. It can process multiple 
batch sizes of samples, allowing laboratories to use the 
reagents efficiently.

“Our new Cervista high throughput automation 
system represents a significant addition to our molecular 
diagnostics product portfolio,” said Rob Cascella, 
president and CEO of Hologic. “The Cervista HTA 
system provides higher throughput, improved chain of 
custody and accurate results.”


