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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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Lung Cancer

Three Organizations Publish Guideline
For Biomarker Testing for Targeted Therapies

Results from a phase III clinical trial in patients with stage IV colorectal 
cancer with liver metastases demonstrated that the addition of Erbitux 
(cetuximab) to standard chemotherapy allows otherwise inoperable metastases 
to be surgically removed. 

The study, published in the in the Journal of Clinical Oncology, also 
suggests that, compared to chemotherapy alone, the combination of cetuximab 
and chemotherapy improves tumor shrinkage and extends survival, even for 
patients with inoperable liver metastases who cannot undergo surgery.

This is the first randomized study exploring the impact of cetuximab on 
inoperable liver metastases.

The College of American Pathologists, the International Association 
for the Study of Lung Cancer, and the Association for Molecular Pathology 
have developed an evidence-based guideline establishing recommendations 
for EGFR and ALK testing to guide targeted therapies for lung cancer.

The guideline, “Molecular Testing Guideline for the Selection of 
Lung Cancer Patients for EGFR and ALK Tyrosine Kinase Inhibitors,” was 
published in the Archives of Pathology & Laboratory Medicine, the Journal 
of Thoracic Oncology, and The Journal of Molecular Diagnostics.

A large, international study found that intermittent androgen deprivation 
therapy is not equivalent to continuing therapy in treating patients with prostate 
cancer.

Researchers believed intermittent therapy might help overcome treatment 
resistance that occurs in most patients with metastatic hormone-sensitive 
prostate cancer, while being just as good in terms of survival compared to 
continuous therapy.

But this new study, which treated 1,535 patients with metastatic prostate 
cancer and followed them for a median of 10 years, finds that’s not the case. 
The results were published in the New England Journal of Medicine.
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Patients were randomly assigned to receive 
chemotherapy with cetuximab or chemotherapy 
alone. They received either the FOLFIRI (leucovorin, 
fluorouracil and irinotecan) or the mFOLFOX6 
(leucovorin, fluorouracil, and oxaliplatin) chemotherapy 
drug combination.

After treatment, 26 percent of patients (18 out 
of 70) became eligible for surgery to remove liver 
metastases in the cetuximab arm compared to 7 percent 
(5 out of 68) receiving standard chemotherapy. 

Patients who underwent surgery to remove such 
metastases lived 46.4 months longer on average; 
significantly longer than those who were not able to 
have surgery (25.7 months). 

Compared to chemotherapy alone, combination 
treatment significantly increased liver tumor shrinkage 
rates (57 vs. 29 percent) and the predicted three-year 
overall survival rates (41 vs. 18 percent). Overall, the 
median survival time for patients receiving cetuximab 
was 30.9 months compared to 21 months.

Cetuximab is an EGFR inhibitor, and blocks the 
specific molecular pathways involved in tumor growth. 
This study included only patients with wild-type KRAS 
gene, because cetuximab is known to be ineffective 
against tumors with alterations in the KRAS gene. About 
60 percent of all people with colorectal cancer have a 
normal, unchanged KRAS gene. 

Lymphoma
Avoiding Mediastinal Radiation
Can Improve Patient Outcomes

Patients with primary mediastinal B-cell lymphoma 
who received infusions of chemotherapy, but who did 
not have radiation therapy to an area of the thorax known 
as the mediastinum, had excellent outcomes, according 
to results from a clinical trial. 

Until now, most standard treatment approaches 
for patients with this type of lymphoma have included 
radiation therapy to the mediastinum. However, 
mediastinal radiation is associated with substantial 
long-term toxic side effects.

The results of this single arm trial, which followed 
51 patients for a period of up to 14 years, was conducted 
by NCI researchers and published in The New England 
Journal of Medicine.

Every patient received etoposide, doxorubicin, 
cyclophosphamide, vincristine, prednisone and 
rituximab in a regimen known as dose-adjusted 
EPOCH-R. This regimen uses infusion strategies in 
which doses of the drugs etoposide, doxorubicin and 
cyclophosphamide are adjusted for greatest efficacy. The 
maximum tumor diameter was 11 centimeters. 

All but two patients achieved a complete remission, 
and none of the patients with a complete remission have 
developed a recurrent lymphoma. The two patients who 
did not achieve a complete remission received radiation 
and have also not had their tumors recur. There was no 
evidence of other diseases developing later on or cardiac 
toxic effects. 

To provide an independent assessment of their DA-
EPOCH-R trial results, the researchers collaborated with 
investigators at Stanford University Medical Center, 
who had used this regimen to treat 16 patients with 
primary mediastinal B-cell lymphoma. 

The patients were similar to those treated in the 
NCI study except for being slightly older and having 
a lower frequency of disease outside the mediastinum. 
All 16 Stanford patients who received this regimen are 
also in remission and none required radiation treatment.

http://www.cancerletter.com
http://www.cancerletter.com
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Prostate Cancer
Study: Intermittent Deprivation 
Not Equal to Continuous Therapy
(Continued from page 1)

A phase II trial of ibrutinib showed rapid and 
sustained disease control as a monotherapy in patients 
with untreated, relapsed and refractory chronic 
lymphocytic leukemia. The results were irrespective of 
age or high-risk prognostic factors.

The study included analysis of two cohorts—
patients above 65 years of age (n=24, of which 8 were 
treatment naïve), and patients with the deletion of 
chromosome 17p (n=29, of which 15 were treatment 
naïve). Of all CLL patients enrolled in this trial, 72 
percent had been characterized as Rai stage 3-4, 
indicating an advance stage, high-risk patient population.

The study was discussed at the annual meeting of 
the American Association for Cancer Research. 

Ibrutinib demonstrated rapid and sustained disease 
control in blood, lymph nodes, spleen and bone marrow. 
After 6 months, 95 percent of patients experienced a 
reduction in lymph node size and all showed reduction 
in spleen enlargement, with a median reduction of 55 
percent. In 26 patients, for whom a bone marrow biopsy 
was done, tumor infiltration decreased by 82 percent.

The progression free survival probability for these 
patients at 12 months was estimated to be 94 percent. 

Ibrutinib was designed to specifically target and 
selectively inhibit Bruton’s tyrosine kinase. Ibrutinib is 
developed by Janssen Biotech Inc. and Pharmacyclics Inc.

Leukemia
Ibrutinib Shows Disease Control
In Elderly, High-Risk CLL Patients

Men with metastatic hormone-sensitive prostate 
cancer were given an initial course of androgen 
deprivation therapy. Patients with a stable or declining 
PSA level equal to or below a cut-off of 4 ng/ml 
were then randomly assigned either to continue or to 
discontinue the hormone therapy. 

Patients were carefully monitored with monthly 
PSA screenings and a doctor’s evaluation every three 
months. Therapy was resumed in the intermittent arm 
when PSA climbed to 20 ng/ml. The intermittent cycle 
continued on-and-off based on the PSA levels.

Survival among the two groups showed a 10 
percent relative increase in the risk of death with 
intermittent therapy, with average survival of 5.8 
years for the continuous group and 5.1 years for the 
intermittent group from the time of randomization.

Further, the researchers looked at quality of 
life between the two groups of patients: initially 
the intermittent therapy group showed significant 
improvement in impotence and emotional function in 
the first three months and had improved trends in other 
aspects of quality of life compared to the continuous 
group, but these differences leveled off over time.

Obese Men With Benign Biopsy 
At High Risk for Prostate Cancer

Obese men were more likely to have precancerous 
lesions detected in their benign prostate biopsies 
compared with non-obese men, and were at a greater risk 
for subsequently developing prostate cancer, according 
to a study.

Researchers investigated the association between 
obesity and future prostate cancer incidence within a 
cohort of 6,692 men at the Henry Ford Health System 
who were followed for 14 years after a biopsy or 
transurethral resection of the prostate with benign 
findings. 

The investigation was part of a larger study of 
environmentally-induced tissue biomarkers for prostate 
cancer. The study was published in the journal Cancer 
Epidemiology, Biomarkers & Prevention

The researchers conducted a case-control study 
among 494 of these patients and 494 matched controls; 
they found precancerous abnormalities in 11 percent 

of the patients’ benign specimens. These abnormalities 
were significantly associated with obesity at the time of 
the procedure, according to researchers.

After accounting for several variables, including 
family history of prostate cancer, prostate-specific 
antigen levels during the initial procedure, and the 
number of PSA tests and digital rectal exams during 
follow-up, the researchers found that obesity at the time 
of the initial procedure was associated with a 57 percent 
increased incidence of prostate cancer during follow-up.

The association observed between body size and 
prostate cancer risk is larger than that seen in prior 
studies, according to researchers. The differences were 
attributed to the variables of the cohort, which was 
composed of men at high risk for prostate cancer. In 
addition, the patients underwent increased medical 
surveillance, which included repeated biopsy and regular 
PSA screening.

http://www.twitter.com/thecancerletter
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Colonoscopy
Study Finds That CTC Was Used
Correctly In Medicare Patients

In 2009, the Centers for Medicare and Medicaid 
Services halted reimbursement for virtual colonoscopy 
for routine colon-cancer screening in asymptomatic 
patients, in part due to concerns over how this procedure, 
computed tomography colonography, was being used in 
the elderly population. 

In the first study to examine appropriate utilization 
of the test among asymptomatic Medicare beneficiaries 
from 2007 to 2008, researchers found that CTC was 
used appropriately and may have expanded colorectal 
cancer screening beyond the population screened with 
standard colonoscopy.

The study was published in the Journal of General 
Internal Medicine.

On average, CTC costs $400 to $800, and optical 
colonoscopy costs $1,500 to $3,000. However, patients 
with focal abnormalities on CTC—defined as suspected 
polyps greater than or equal to 6 mm and masses—must 
be referred to optical colonoscopy for direct tissue 
sampling.

Researchers examined records for 10,538 
asymptomatic older patients who underwent CTC 
compared to 160,113 similar patients who underwent 
optical colonoscopy. 

They found that the vast majority of patients 
who received CTC had presumed incomplete optical 
colonoscopies and thus were considered appropriate 
candidates for the virtual screening method. 

Furthermore, almost half of the patients studied 
who underwent CTC following incomplete optical 
colonoscopy did so on the same day as optical 
colonoscopy. Additionally, 30 percent of the patients 
who underwent CTC had no history of incomplete 
OC but demonstrated other medically appropriate 
indications for screening CTC including risk of bleeding 
or sedation complications. 

Although the researchers were not able to assess 
through the claims data studied how many of these 
patients would not have been screened without the option 
of CTC, it does suggest that during the study period, this 
test may have expanded colorectal cancer screening as 
opposed to simply replacing optical colonoscopy. Prior 
research has shown that nearly 30 percent of patients 
would not undergo optical colonoscopy if CTC were 
not available. 

The study also found lower utilization of CTC 
among asymptomatic non-white patients. It is not clear 

whether this decreased utilization is due to overall 
lower rates of colorectal cancer screening in this group 
of patients, patient preference, or diminished access to 
imaging technology. 

But previous findings indicate that minority 
populations are less likely to be aware of colorectal 
cancer screening procedures and more likely to believe 
that screening is only needed after symptoms develop—
both represent barriers to colorectal cancer screening 
compliance.

Lung Cancer
Biomarker Guideline Published
For Targeted Lung Cancer Therapy
(Continued from page 1)

“The key recommendation of the guideline, and 
perhaps most important to lung cancer patients, is that 
all patients with advanced lung adenocarcinoma should 
be tested for EGFR and ALK abnormalities that would 
qualify them for tyrosine kinase inhibitor therapy, 
regardless of their clinical variables, such as smoking 
history, gender, or ethnicity,” said Marc Ladanyi, 
attending pathologist in the Molecular Diagnostics 
Service at Memorial Sloan-Kettering Cancer Center, 
and an IASLC member.

“In the U.S. up to 20 percent of patients with lung 
adenocarcinoma, the most common type of lung cancer, 
will test positive for one of the two biomarkers,” said 
Philip Cagle, medical director of Pulmonary Pathology 
in the Department of Pathology and Genomic Medicine 
at The Methodist Hospital, APLM editor, and CAP 
member. 

In conjunction with the publishing of the guideline, 
CAP, IASLC, and AMP have developed clinical tools 
and resources for pathologists and oncologists that 
summarize the findings and recommendations. In 
addition, the organizations have developed a patient 
guide for further understanding, including questions for 
patients to ask their physicians.

The American Society of Clinical Oncology issued 
draft recommendations that offer minimum standards 
for the design of clinical trials.

The recommendations—developed by the ASCO 
Cancer Research Committee—propose a minimum 
increase in overall survival that should be expected from 

Clinical Trials
ASCO Draft Recommendations
Define Meaningful Trial Outcomes
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Non-Small Cell Lung Cancer
Phase II Study Cohort Fails To 
Overcome Erlotinib Resistance

A cohort of a phase II study evaluating MM-121 
in combination with erlotinib in patients with non-small 
cell lung cancer failed to meet its primary endpoint. 
Patients in the cohort had their disease progress while 
on an anti-EGFR tyrosine kinase inhibitor. 

MM-121 is currently being evaluated in two 
additional cohorts, as well as in phase II studies in 
advanced ovarian cancer, as well as in hormone-receptor 
positive and HER2 negative breast cancer.

The primary objective of this 50 patient, single 
arm study was to determine the potential of MM-121, 
a signaling inhibitor targeting ErbB3, to modulate 

clinical trials in order to offer patients a meaningful 
benefit. The document focuses on pancreatic, lung, 
breast and colon cancers.

ASCO is inviting public comment on the document, 
which is posted through May 1 on ASCO’s website.

The society hopes that participants, investigators 
and sponsors will have clearly defined expectations 
when considering clinical trials.

After the comments have been compiled and 
analyzed, the working groups for each disease and 
the full Cancer Research Committee will finalize 
the recommendations and send them to the board of 
directors for review. The guidelines would then be 
submitted to a journal.

Cancer Research Committee Chair Lee Ellis will 
participate in an educational session at the society’s 
annual meeting to discuss the recommendations. Ellis is 
director of the Colorectal Cancer Translational Research 
Program and professor of surgery in the Department 
of Surgical Oncology at MD Anderson Cancer Center.

“Once we have reached consensus on the research 
outcomes that would be meaningful for patients, we 
hope to work with patient advocacy groups to encourage 
implementation of the outcomes by trial sponsors and 
investigators,” Ellis said. “We would encourage trial 
sponsors and investigators to prioritize studies that use 
the consensus outcomes.”

The society said that the Cancer Research 
Committee’s effort to define clinically meaningful 
outcomes for clinical trials is consistent with the 
November 2011 publication of the ASCO report 
“Accelerating Progress Against Cancer: ASCO’s 
Blueprint for Transforming Clinical and Translational 
Cancer Research.” 

or reverse resistance to erlotinib, an EGFR-targeted 
therapy, commonly used in the treatment of NSCLC, 
in patients who have acquired resistance to EGFR-TKI 
therapy. 

The primary endpoint of this cohort was to obtain a 
40 percent progression free survival rate at four months 
of treatment. Secondary endpoints included biomarker 
assessment of patients enrolled in the study.

“We are disappointed by the overall clinical 
results in this population, but are encouraged by our 
preliminary biomarker analysis which we believe 
will be important for the identification of a predictive 
diagnostic when analyzed in the context of the overall 
clinical development program,” said Akos Czibere, 
senior medical director of the MM-121 program for the 
drugs sponsor, Merrimack Pharmaceuticals Inc.

The greater phase II study includes patients 
with EGFR wild-type tumors who have recurring or 
progressive disease following at least one chemotherapy-
containing regimen in the metastatic setting and who 
have had no prior EGFR-TKI therapy, and patients with 
a known EGFR-activating mutation who have had no 
prior EGFR-TKI therapy in the metastatic setting. 

MM-121 is a fully human monoclonal antibody 
that targets ErbB3, a cell surface receptor implicated 
in tumor growth and survival. By inhibiting ErbB3 
signaling, MM-121 is designed to restore sensitivity, 
delay resistance and enhance the anti-tumor effect of a 
combination therapy partner.

Breast Cancer
Alcohol Consumption Does Not
Impact Survival of Breast Cancer

A study found that the consumption of alcohol 
before and after diagnosis of breast cancer does not 
impact survival. A modest survival benefit was found 
in women who were moderate drinkers due to a reduced 
risk of dying from cardiovascular disease.

The study was based on data from almost 23,000 
women who participated in the Collaborative Breast 
Cancer Study, an NCI-sponsored, multi-site, population-
based study of risk factors for breast cancer. The study 
was published in the Journal of Clinical Oncology. 

The study began in 1988 and was conducted in 
New Hampshire, Massachusetts and Wisconsin. In a 
smaller follow-up study between 1998 and 2001, about 
5,000 participants were sent a follow-up questionnaire 
about their alcohol consumption habits after diagnosis.

Among study participants with a history of breast 
cancer, the authors found that the amount and type of 

http://www.asco.org/advocacy-practice/clinically-meaningful-outcomes
http://www.cancerprogress.net/blueprint.html
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The research involved patients with metastatic 
GIST who were participating in a phase III clinical 
trial of oral regorafenib. Investigators collected DNA 
from tumor samples from as many patients as possible 
and analyzed them for mutations in the genes for KIT 
and PDGRA. 

The researchers then analyzed blood samples 
drawn from these patients after the disease had become 
resistant to both imatinib and sunitinib.

The blood analysis was performed using BEAMing 
Digital PCR Technology, developed by Inostics. This 
technology expands rare copies of circulating tumor 
DNA in the bloodstream and has high sensitivity to 
detect this abnormal genetic material from many tumors 
in each individual patient.

Researchers compared whether BEAMing or 
traditional tissue analysis was better at picking up 
secondary resistance mutations in the gene for KIT—
abnormalities that emerged after the disease had become 
resistant to imatinib and sunitinib. 

The BEAMing technology found such mutations 
in 48 percent of the blood samples, compared to only 
12 percent found in tissue samples using traditional 
methods. Moreover, nearly half of the blood samples 
with secondary KIT mutations were found to have not 
just one such mutation, but several.

Stem Cell Transplant
European Treatment Regimen
Less Toxic Than American Method

According to a study, the stem cell transplant 
regimen that was commonly used in the United States to 
treat advanced neuroblastoma in children appears to be 
more toxic than the equally effective regimen employed 
in Europe and Egypt. The U.S. regimen was associated 
with more acute toxicity to the kidneys and liver.

This and other research informed the recent 
decision of the Children’s Oncology Group to switch 
to the busulfan-based regimen used for years in Europe 
and Egypt, said senior author Leslie Lehmann, clinical 
director of pediatric stem cell transplantation at Dana-
Farber/Children’s Hospital Cancer Center.

The study was presented at the annual meeting 
of the American Society of Pediatric Hematology 
Oncology. 

Both approaches to high-risk neuroblastoma 

Follow us on Twitter: @TheCancerLetter

alcohol a woman reported consuming in the years before 
her diagnosis was not associated with her likelihood 
from dying from breast cancer.

However, the authors also found that those who 
consumed a moderate level of alcohol, three to six drinks 
per week, in the years before their cancer diagnosis were 
15 percent less likely to die from cardiovascular disease 
than non-drinkers. 

Moderate wine consumption in particular was 
associated with a lower risk of cardiovascular disease 
mortality, while no such benefit was evident for 
consumption of beer or spirits, or for heavier levels of 
alcohol consumption.

Similar patterns were evident when considering 
reported alcohol consumption after breast cancer 
diagnosis. The amount and type of alcohol a woman 
consumed after diagnosis did not appear to be associated 
with survival of breast cancer, but those who consumed 
alcohol in moderation experienced a 39- to 50-percent 
lower mortality rate from cardiovascular disease.

Gastrointestinal Stromal Tumors
Study: Blood Test More Accurate
Than Traditional Tumor Biopsy

A new blood test revealed more of the gene 
mutations that sustain certain digestive-tract tumors 
than did a DNA analysis of a traditional tumor biopsy, 
according to a study.

Researchers used advanced amplification 
technology to search for abnormal DNA circulating in 
blood samples from patients in a clinical trial of a new 
therapy for gastrointestinal stromal tumors.

The findings were reported at the annual meeting 
of the American Association for Cancer Research.

The technique can detect many different cancer-
related mutations from multiple tumors within a single 
patient, whereas conventional biopsies are able to 
provide information only on small bits of tumors which 
are sampled. Because different GIST cells within a single 
patient can have different sets of mutations, biopsies of 
one or two tumors often uncover only a portion of the 
mutational landscape according to investigators.

Many patients are at risk for spread of the disease, 
and different metastases can harbor different mutations 
that cause resistance to targeted therapies such as 
imatinib, sunitinib or regorafenib. These agents target 
the mutated proteins KIT and PDGFRA, and block 
the uncontrolled cancer-causing signals that drive cell 
growth.

http://www.twitter.com/thecancerletter
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employ high doses of chemotherapy to eradicate cancer 
cells followed by infusion of the patient’s previously 
collected stem cells to allow the patient to recover more 
quickly and safely.  

Since 2007, physicians at Dana Farber and others 
in the Children’s Oncology Group had been using 
a combination of high-dose carboplatin, etoposide, 
and melphalan to prepare patients for transplant, said 
Lehmann. European centers have preferred busulfan and 
melphalan over the platinum-based regimen.

“We have had a long-standing collaboration with 
Children’s Cancer Hospital Egypt in Cairo, which is 
under the leadership of senior author Dr. Alaa Elhaddad,” 
Lehmann said. “We decided to compare the toxicities in 
patients who received care that was very similar except 
for the drugs used in the preparative regimen.

“We found there was no difference in survival, but 
our regimen was associated with more liver and kidney 
toxicity and more bloodstream infections,” she noted. 
“This was very useful information as COG contemplated 
switching to the European approach.”

Study Finds Nearly Two-Thirds
Of Children Return to Hospital
Following Stem Cell Transplant

Nearly two-thirds of children receiving stem cell 
transplants returned to the hospital within six months 
for treatment of unexplained fevers, infections or other 
problems, according to a study.

Children who received donor cells were twice as 
likely to be readmitted as children who received their 
own stem cells.

The study was presented at the annual meeting 
of the American Society of Pediatric Hematology 
Oncology.

A review of the records of 129 children from 
2008 to 2011 revealed that 64 percent had at least one 
hospital readmission within 180 days of transplant. 
The source of the donor cells was a key predictor: 79 
percent of patients receiving transplants from a related 
or unrelated donor were readmitted compared to 38 
percent who received their own cells. The mean number 
of readmissions was 2.4.

Fever without a documented source of infection 
accounted for 39 percent of the readmissions; 24 percent 
were for infections and 15 percent for gastrointestinal 
problems.

NCI CTEP Approved Trials
For the Month of April

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
9204: A Phase I/IB Study of Ipilimumab in 

Patients with Relapsed Hematologic Malignancies 
After Allogeneic Hematopoietic Cell Transplantation. 
Dana-Farber Cancer Institute; Davids, Matthew Steven. 
(617) 632-6331 

A051103: A Phase I Study of Rituximab, 
Lenalidomide, and Ibrutinib in Previously Untreated 
Follicular Lymphoma. Cancer and Leukemia Group B; 
Ujjani, Chaitra S. (202) 444-0596 

AMC-087: Phase I Trial of Cabozantinib (XL184) 
for Advanced Solid Tumors in Persons with HIV 
Infection. AIDS-Associated Malignancies Clinical 
Trials Consortium; Haigentz, Missak. (718) 920-4826 

Phase II
9268: A Multicenter Phase 2 Study of the Bruton’s 

Tyrosine Kinase Inhibitor PCI-32765 for Treatment of 
Relapsed Hairy Cell Leukemia. Ohio State University 
Medical Center; Jones, Jeffrey Alan. (614) 293-3507 

9271: Phase 2 Trial of Single-Agent Ibrutinib (PCI-
32765) in Relapsed or Refractory Follicular Lymphoma. 
Mayo Clinic; Bartlett, Nancy L. (314) 362-5654 

ASCT1221: A Randomized Phase II Study 
Comparing Two Different Conditioning Regimens 
Prior to Allogeneic Hematopoietic Cell Transplantation 
(HCT) for Children with Juvenile Myelomonocytic 
Leukemia (JMML). Children’s Oncology Group; 
Dvorak, Christopher C. (415) 476-2188 

RTOG-1306: A Randomized Phase II Study of 
Individualized Combined Modality Therapy for Stage 
III Non-Small Cell Lung Cancer (NSCLC). Radiation 
Therapy Oncology Group; Govindan, Ramaswamy. 
(314) 362-5737 

Phase III 
ACCL1034:  Impact  of  Cleansing wi th 

Chlorhexidine Gluconate (CHG) on Reducing Central 



The Clinical Cancer Letter n April 2013
Vol. 36 No. 4 n Page 8

Follow us on Twitter: @TheCancerLetter

Line Associated Bloodstream Infection (CLABSI) and 
Acquistion of Multi-Drug Resistant Organisms (MDRO) 
in Children with Cancer or Those Receiving Allogeneic 
Hematopietic Cell Transplantation (HCT). Children’s 
Oncology Group; Zerr, Danielle M. (206) 987-2653 

Pilot Phase
A021101: Neoadjuvant FOLFIRINOX and 

Chemoradiation Followed by Definitive Surgery and 
Postoperative Gemcitabine for Patients with Borderline 
Resectable Pancreatic Adenocarcinoma: An Intergroup 
Single-Arm Pilot Study. Cancer and Leukemia Group 
B; Katz, Matthew Harold G. (713) 794-4660

Other Phases 
AALL12B11: Changes in the Expression and 

Function of Ikaros Family Members During the 
Transformation of Developing Thymocytes. Children’s 
Oncology Group; Yankee, Thomas. (913) 588-2507 

AALL13B1: Molecular Analysis and Clinical 
Characteristics of Mixed Phenotype Acute Leukemia 
(MPAL). Children’s Oncology Group; Inaba, Hiroto. 
(901) 595-3144 

NSABP-B40-MAYO-ICSC: A Genome-Wide 
Association Study in Patients Receiving Neoadjuvant 
Chemotherapy with or Without Bevacizumab on 
NSABP B-40. National Surgical Adjuvant Breast and 
Bowel Project; Ingle, James N. (507) 284-3731

Drug Regulation
FDA Breakthrough Designation
Granted to Pfizer's Palbociclib

FDA granted a breakthrough therapy 
designation to Palbociclib (PD 0332991). The 
experimental drug is being investigated for the treatment 
of advanced breast cancer.

Palbociclib has shown a significant increase in 
progression-free survival for patients with advanced 
breast cancer that was estrogen receptor positive and 
HER2-negative. Patients were given a combination 
palbociclib and the standard anti-estrogen treatment, 
letrozole, and were compared to patients receiving 
letrozole alone.

The designation was based on the preliminary 
analysis of the phase II data showing that the median PFS 
of patients given the palbociclib-letrozole combination 
was 26.1 months, compared to 7.5 months for those 

given letrozole alone. Among patients with measurable 
disease, 45 percent receiving the combination had 
confirmed responses, compared to 31 percent with 
letrozole alone, and the clinical benefit rates were 70 
and 44 percent, respectively.

The phase II clinical data were initially reported 
in December 2012 at the CTRC-AACR San Antonio 
Breast Cancer Symposium. 

Palbociclib is developed by Pfizer Inc. and is being 
investigated by researchers from the Revlon/ UCLA 
Women’s Cancer Research Program at UCLA’s Jonsson 
Comprehensive Cancer Center.

FDA granted breakthrough therapy designation 
to the oral agent ibrutinib as monotherapy for the 
treatment of chronic lymphocytic leukemia or small 
lymphocytic lymphoma patients with deletion of the 
short arm of chromosome 17.

Patients harboring a deletion within chromosome 17 
generally have poor response to chemoimmunotherapy 
and have limited treatment options. The presence of 
deletion 17p is one of the worst prognostic factors in 
patients with CLL.

In February, FDA granted Breakthrough Therapy 
Designations for ibrutinib as a monotherapy for the 
treatment of patients with relapsed or refractory mantle 
cell lymphoma and as a monotherapy for the treatment 
of patients with Waldenstrom's macroglobulinemia, both 
of which are also B-cell malignancies. Ibrutinib is jointly 
being developed by Pharmacyclics Inc. and Janssen 
Biotech Inc. for treatment of B-cell malignancies.

A phase III trial of DCVax-L immune therapy 
in glioblastoma multiforme has been adopted as a 
national priority trial in the United Kingdom by the 
National Institute for Health Research, part of the UK’s 
National Health System.

NIHR maintains a portfolio of adopted clinical 
trials, which receive several types of financial and 
operational support—for example, by providing 
resources and funding for additional staff to accelerate 
the trial—and are monitored closely by the institute. 
NIHR oversees the performance of the sites, and 
imposes penalties on sites for shortfalls such as lags in 
enrollment.

DCVax-L is being developed by Northwest 
Biotherapeutics. 
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