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Clinical Trials:
Anidulafungin Safe And Well-Tolerated
In Pediatric Patients With Neutropenia

Bevacizumab Prolongs Survival In Patients
With Advanced Colorectal Cancer

Preliminary results from a large, randomized clinical trial for patients 
with advanced colorectal cancer who had previously received treatment 
show that those who received bevacizumab (Avastin) in combination with an 
oxaliplatin (Eloxatin) regimen known as FOLFOX4 lived longer than patients 
who received FOLFOX4 alone.

The Data Monitoring Committee overseeing the trial, known as E3200, 
recommended that the results of a recent interim analysis be made public 
because the study had met its primary endpoint of demonstrating improved 
overall survival. Researchers found that the patients in the trial who received 

By Lawrence Prescott
Anidulafungin (Vicuron Pharmaceuticals), an echinocandin for fungal 

infections, is well tolerated and safe when administered as early empirical 
therapy for prevention of fungal infections in pediatric patients with 
neutropenia, according to a presentation at the 44th Interscience Conference 
on Anti-mi crobial Agents and Chemotherapy. 

“This is the fi rst study of its kind conducted with anidulafungin in 
children ages two to 17 years,” said Jennifer Schranz, director, clinical 
research, Vicuron Pharmaceuticals, King of Prussia, Penn. “The fi ndings 
are important because there are a lot of immunocom promised patients in the 
pediatric population with neutrope nia caused by cytotoxic chemotherapy or 
aplastic anemia.  

“Fungal infections in this group of patients results in high morbidity and 
mortality,” Schranz said. “It is essential, therefore, to be able to recommend 
a dosage of a potent antifungal that can be used in these children at risk for 
invasive fungal infections that is both effective and well tolerated.”

To reach these conclusions, a multi-c enter, open-label, dose-escalation, 
pharmacokinetic study was designed to determine the tolerability and 
pharmacoki netics of intravenous (iv) anidulafungin administered as early 
empirical therapy for the prevention of fungal infec tions in immunosuppressed 
children with neutropenia, Schranz said.  

Twenty-four immunocompromised hospitalized children with 
neutropenia were enrolled, evenly divided across two age cohorts--two to 11 
years and 12 to 17 years. The pediatric doses were designed to match the 50 
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bevacizumab in combination with FOLFOX4 (a regimen 
of oxaliplatin, 5-fl uorouracil and leucovorin) had a 
median overall survival of 12.5 months compared to 
patients treated with FOLFOX4 alone, who had a 
median overall survival of 10.7 months. This difference 
is statistically signifi cant and corresponds to a 17 percent 
improvement in median overall survival. 

There was a 26 percent reduction in the risk of 
death (hazard ratio of 0.74) for patients in this study 
who received bevacizumab plus FOLFOX4 compared 
to those who received FOLFOX4 alone.

The clinical trial was sponsored by the U.S. 
National Cancer Institute and conducted by a network 
of researchers led by the Eastern Cooperative Oncology 
Group. 

Genentech Inc., which manufactures bevacizumab, 
provided bevacizumab for the trial under a Cooperative 
Research and Development Agreement with NCI for 
the clinical development of bevacizumab. Sanofi-
Synthelabo, a member of the Sanofi -Aventis Group and 
manufacturer of oxaliplatin, provided that drug for the 
trial under its CRADA with NCI.

“These results are simply more good news for 
people with colorectal cancer,” said study chairman 
Bruce Giantonio, of the University of Pennsylvania’s 
Abramson Cancer Center in Philadelphia. “We 

now know that bevacizumab added to second-line 
chemotherapy with FOLFOX4 improves survival. With 
these fi ndings, we can now more confi dently expect 
survival for people with advanced disease to be more 
than double what it was just a few years ago.”

According to Giantonio, preliminary results of the 
E3200 trial will be presented at the American Society of 
Clinical Oncology Gastrointestinal Cancers Symposium 
to be held in Hollywood, Fla., on Jan.27-29.

“This trial highlights benefits of the public-
private collaborations that NCI has spearheaded over 
the last several years,” said James Doroshow, director 
of NCI’s Division of Cancer Treatment and Diagnosis 
and leader of NCI’s Clinical Trials Working Group. 
“Working with the biotechnology and pharmaceutical 
companies, NCI was able to coordinate the drug 
development of these two new agents (bevacizumab and 
oxaliplatin) in combination and, through the dedication 
and commitment of the patients and physicians who 
participated in the study, provide an important advance 
for patients.”

A total of 829 patients were enrolled in the 
study between October 2001 and April 2003. Patients 
previously had received a fl uorouracil-based therapy and 
irinotecan (Camptosar), either alone or at the same time, 
for advanced disease or if their disease had relapsed 
within six months of concluding adjuvant  treatment 
with these chemotherapy agents. 

Patients were randomized to one of three treatment 
groups. One patient group received the standard 
FOLFOX4 treatment plus bevacizumab. The second 
group received the standard FOLFOX4 treatment 
only, and the third group received bevacizumab alone. 
In March 2003, the study investigators suspended 
randomization to the third treatment arm, bevacizumab 
alone, on the recommendation of the Data Monitoring 
Committee when review of early results suggested that 
overall survival for patients in that group might be lower 
than that of patients treated in the other two groups.

Treatment toxicities observed in this study were 
consistent with those side effects observed in other 
clinical trials in which bevacizumab was combined 
with chemotherapy. Side effects included neuropathy  
for FOLFOX4 and high blood pressure and bleeding 
for bevacizumab.

Bevacizumab is designed to bind to and inhibit 
Vascular Endothelial Growth Factor (VEGF), a protein 
that plays a critical role in tumor angiogenesis, the 
formation of new blood vessels to the tumor.  Oxaliplatin 
is a platinum-based anticancer drug that destroys cancer 
cells.
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Clinical Trials:
Anidulafungin Safe In Children
With Neutropenia, Study Finds
(Continued from page 1)
mg/day and 100 mg/day adult dosages for mucosal and 
invasive candidiasis, respectively. 

Anidulafun gin was administered IV in the two 
dosage groups within each age cohort. 

In the low dosage group, patients received a 
loading dose of 1.5 mg/kg (not to exceed 100 mg) over 
90 minutes followed by 0.75 mg/kg/day (not to exceed 
50 mg) over 45 minutes.  

In the high dosage group, patients re ceived a 
loading dose of 3 mg/kg (not to exceed 200 mg) over 
180 minutes followed by 1.5 mg/kg/day (not to exceed 
100 mg) over 90 minutes.

Safety was assessed from the frequency, intensity 
and relationship to study drug of adverse events 
throughout the study, Schranz said. 

Blood cultures were obtained to evaluate the 
presence of fungal infection in all patients within 24 
hours before study entry, once daily for febrile patients, 
and as clinically indicated. 

Success was charac terized as patient recovery 
from neutropenia without inves tigator-diagnosed 
deeply invasive fungal infection. If the patient required 
systemic antifungal therapy for inves tiga tor-diagnosed 
breakthrough-proven invasive fungal infection, the 
treatment was considered a failure. 

Pharmac okinetic studies including mean 
concentration-time profi les were carried out for both 
dosage regimens and both age cohorts.

Overall, there was no discernible pattern of toxicity 
or evidence of a dose-response relation ship between 
the 0.75 and 1.5 mg/kg daily dosages with respect 
to adverse event severity, toxicity grade, related ness, 
deaths, serious adverse events or adverse events leading 
to discontinuation, said Schranz. 

Only one patient discontinued before completing 
follow-up, and this was due to treatment with the 
antibiotic imipenem, not anidulafungin. There were 
four minor drug-related adverse events and none were 
dose dependent.

“Pediatric patients receiving 0.75 mg/kg/day 
or 1.5 mg/kg/day had similar concentration profi les 
as adult patients receiving 50 mg/day or 100 mg/day 
respectively,” Schranz said. 

“This demonstrates that anidulafun gin can be 
dosed in mg per kg dosages, on a weight and adjusted 
basis, an important factor in pediatric patients,” Schranz 

said. “Finally, no breakthrough fungal infections 
occurred.”

Dexamethasone Improved
Survival Of Leukemia

St. Jude Children’s Research Hospital said fi ndings 
from a Total Therapy Study XIIIB trial demonstrated 
improved treatment for acute lymphoblastic leukemia.  

The treatment would couple intensive intrathecal 
chemotherapy into the cerebrospinal fl uid-fi lled spaces 
between the thin membranes covering the spinal cord 
for high-risk patients and dexamethasone, a drug that 
could omit irradiation as a part of routine treatment, the 
hospital said. 

The overall fi ve-year event-free survival rate of 
the children in Study XIIIB was just above 80 percent, 
and the overall survival rate was about 86 percent, said 
the hospital. 

Dexamethasone was substituted for the routinely 
used drug prednisone to achieve greater antileukemic 
effects in the central nervous system, the researchers 
said. The investigators also used more precise criteria 
to identify children who should get more intensive 
intrathecal and intravenous therapy because they were 
at high risk for treatment failure.

Success of the modifi ed chemotherapy treatment of 
XIIIB is signifi cant because it established the importance 
of intensifying intrathecal chemotherapy early in 
treatment, and also set the stage for the current St. Jude 
clinical trial that omits the use of cranial irradiation in 
all patients, said Ching-Hon Pui, director of the St. Jude 
Leukemia/Lymphoma Division, and American Cancer 
Society F.M. Kirby Clinical Research Professor. 

“The ability to omit cranial irradiation while still 
achieving a high cure rate for ALL would be an important 
breakthrough,” Pui said. “Radiation in children often 
leads to long-term side effects, such as second cancer 
and disruption of intellectual development, academic 
performance and growth. We’d like to spare our children 
those problems and give them a better quality of life as 
adults.”

Total Therapy Study XIIIB included 247 patients 
18 years old and younger who underwent treatment for 
ALL and were followed for up to nine years to determine 
the treatment effectiveness and to monitor therapy side 
effects, the researchers said. A total of 117 patients 
were classifi ed as having low-risk ALL, while 130 were 
classifi ed as high risk.

In addition, while all patients received initial 
intrathecal chemotherapy, high-risk patients received 
more doses over time than did low-risk patients, the 
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of remission and cure. But 40 percent of AML patients 
have leukemic cells with normal-looking chromosomes. 
Without chromosomal abnormalities to guide treatment, 
several therapies are usually used.

“This study is important because it is the fi rst 
large study to examine different types of therapy that 
is restricted to patients with normal chromosomes,” 
said Krzysztof Mrózek, an internationally recognized 
cytogeneticist, research scientist in internal medicine 
and one of the paper’s coauthors. “Yet, they make up 
the largest single group of people with AML.”

The multi-institutional study analyzed data from 
490 patients treated for AML through fi ve clinical trials 
conducted over nearly 20 years. Only adult patients 
under 60 years of age were included.

Overall, three quarters of the patients achieved 
complete remission. The average overall survival for 
the patients was 1.9 years, with 35 percent of patients 
still alive and disease-free after fi ve years.

The researchers fi rst compared the outcomes of 
patients receiving one of two drug regimens given to 
bring the disease into remission. The study compared 
350 patients receiving the drugs cytarabine plus 
daunorubicin to 140 patients receiving cytarabine plus 
increasing doses of both daunorubicin and etoposide.

They found that both treatments induced remission 
about equally well. But to their surprise, they also found 
that patients with a normal spleen were four times more 
likely to enter remission than patients with an enlarged 
spleen, regardless of therapy.

The researchers then looked at the second phase 
of treatment, known as intensifi cation therapy, which is 
intended to keep patients in remission and to enhance 
the rate of cure.

The study compared four intensifi cation therapies. 
Of these, the two more-intense therapies each produced 
longer remission periods and a better chance of cure 
than did the two less-intense therapies. That is, four 
cycles of high-dose cytarabine or one cycle of high-
dose cytarabine and etoposide followed by stem-cell 
transplant were more effective than was one cycle of 
high-dose cytarabine alone.

“There are many different approaches to post-
remission therapy, and they include using fewer cycles 
of high-dose cytarabine or reducing the dose of the drug, 
but our study suggests these treatments are inferior,” 
Farag said.

At the same time, the study suggested that using 
very high doses of cytarabine may also be unnecessary. 
Using an intermediate dose seems equally effective but 
has fewer side effects, which can include toxicity to the 

researchers said. Patients considered at high risk for 
relapse were those who had T-cell ALL and especially 
high white blood cell counts, or patients with evidence 
of leukemia in the central nervous systems.

The overall event-free-survival rate of low-
risk patients was about 89 percent, while the rate for 
high-risk patients was about 74 percent, researchers 
said. Only 1 percent of patients experienced a relapse 
where leukemic cells appeared in their central nervous 
systems.

Intense Therapies Better
Than Lower Dose For AML

New research is helping select which therapies 
improve the chances of remission in the largest category 
of people affected by acute myeloid leukemia—
those whose cancer cells have normal-looking 
chromosomes.

The fi ndings suggest that people receiving more 
intense therapies are more likely to enter remission and 
to remain there longer than those receiving lower-dose 
therapies.

The study was published online Nov. 8 by the 
Journal of Clinical Oncology.

The Cancer and Leukemia Group B study was 
initiated by researchers at The Ohio State University 
Comprehensive Cancer Center–Arthur G. James Cancer 
Hospital and Richard J. Solove Research Institute. It 
is part of a larger CALGB cytogenetic trial chaired by 
Clara Bloomfi eld, professor of internal medicine and 
the William G. Pace III Professor in Cancer Research, 
OSU Cancer Scholar and senior adviser to the OSU 
cancer program.

Unexpectedly, the current study also found that 
patients who had an enlarged spleen at the time of their 
initial treatment were less likely to enter remission. 
AML patients are in remission when leukemic cells 
are not microscopically detectable among their bone-
marrow cells.

“These preliminary fi ndings raise the question of 
whether additional treatment directed specifi cally to the 
spleen might improve remission rates,” said fi rst author 
Sherif Farag, assistant professor of internal medicine 
and a medical oncologist with the OSU CCC-James. 
“At this point, this is just a hypothesis that needs to be 
tested, but it may be that the spleen is a sanctuary site 
for leukemic cells and needs separate treatment.”

A diagnosis of AML routinely includes studying 
patients’ leukemic cells for chromosome damage, a 
process known as cytogenetic analysis. The information 
helps determine the best therapy and a patient’s chance 
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kidneys and brain.
“This has been suspected, but it hasn’t been 

carefully studied,” Farag says. “Again, we need a larger 
randomized study in the future to verify this, but our 
data show that we don’t need to push the dose to the 
maximum to have equal anti-leukemic effect.”

The study also suggested, however, that while two 
of the four therapies might produce longer remission 
periods, no one treatment improved overall survival. The 
study followed patients for an average 7.4 years.

“More research and some different strategies are 
still needed to give higher cure rates in these AML 
patients,” Farag said.

No Link Between Pneumonitis,
Taxanes, And Radiation

Researchers at The University of Texas M. D. 
Anderson Cancer Center have shown that breast cancer 
patients treated with taxane-based chemotherapies 
and radiation are not at increased risk of developing a 
dangerous lung condition involving the infl ammation of 
lung tissue, pneumonitis, according to a study published 
in the Nov. 17 issue of the Journal of the National Cancer 
Institute. 

These results are vitally important, said Thomas 
Buchholz, the study’s corresponding author, because 
both radiation and taxanes-based chemotherapies, 
including Taxotere and Taxol, have proven effective in 
the treatment and improved survival of selected patients 
with breast cancer.

These results disprove a previous smaller study 
that had suggested the dangerous correlation between 
taxanes, radiation treatment and lung injury.

“We had the unique opportunity to investigate and 
clearly focus on the question of whether or not taxanes 
increase radiation induced lung complications,” said 
Buchholz, professor in the Department of Radiation 
Oncology at M. D. Anderson. “Both taxanes and 
radiation therapy are critically important in the 
treatment of patients whose disease has spread beyond 
the breast.

 “The fi rst study showed higher rates of toxicity 
and received a great deal of attention within the medical 
community. We were concerned that oncologists might 
have some reluctance in giving these appropriate 
treatments. With this study, we wanted to try and 
determine if we could alleviate the fears of both the 
physicians administering, and the patients receiving 
these potentially life-saving treatments.”

  The research, led by Tse-Kuan Yu, a resident in 
radiation oncology at M. D. Anderson and the study’s 

principal investigator, analyzed 189 breast cancer 
patients who had been enrolled in a prospective phase 
III randomized trial. The patients had received either 
four cycles of paclitaxel (Taxol) followed by four cycles 
of 5-fl ourouracil, doxorubicin and clyclophsphamide 
(FAC) and then radiation therapy; or eight cycles of 
FAC followed by radiation.

The researchers were able to review chest X-rays 
of the women in both groups and could directly evaluate 
the rates of lung injury.  They concluded that there was 
statistically no difference in the rate of radiation-induced 
lung toxicity between the two groups of patients; 5 
percent in those treated with the paclitaxel-FAC and 
radiation, compared with 4.5 percent in those treated 
with FAC and radiation. In addition, the researchers 
reported that no patients were hospitalized and/or died 
as a result of pneumonitis.

“Fortunately, we discovered that the rates of 
seriously related lung injury were very, very low in 
both groups of patients, making us more comfortable 
in using these potentially curative treatments without 
any reservations,” said Buchholz.

Buchholz and Yu both point out a key difference 
between the M. D. Anderson research and the earlier 
study that suggested the lung damage correlation was, in 
the M. D. Anderson study, chemotherapy and radiation 
were given sequentially, compared to simultaneous 
delivery in the smaller study.

“It is possible that taxanes and radiation given 
simultaneously interact to cause increased lung toxicity, 
but with our delivery, which is more standard practice, 
we did not see any clinically-relevant damage,” said 
Yu. “Additionally, the sequencing and extended time 
between the delivery of paclitaxel and the radiation 
might be of great importance.  In our study, four cycles 
of paclitaxel and then four cycles of FAC were given, 
followed by surgery and then radiation. Having the 
buffer window between the Taxol and the radiation 
might be, in part, cause for why we did not see any 
lung injury.”

Molecular Diagnostics:Molecular Diagnostics:
Artifi cial Neural Networks
Predict Clinical Outcomes

Researchers at the U.S. National Cancer Institute 
have used artifi cial neural networks and DNA microarrays 
to successfully predict the clinical outcome of patients 
diagnosed with neuroblastoma.

The ANNs also identifi ed a minimal set of 19 
genes whose expression levels were closely associated 
with this clinical outcome. Currently, the Children’s 
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Oncology Societies:Oncology Societies:
ASCO And ESMO Publish
Training Recommendations

The American Society of Clinical Oncology and 
the European Society for Medical Oncology have 
collaborated to publish a set of recommendations for 
the training of medical oncologists worldwide.  

The recommendations for a global core curriculum 
in medical oncology, published simultaneously in the 
Nov. 1 issue of the Journal of Clinical Oncology and 
the Annals of Oncology, are designed to ensure that all 
patients have the opportunity to receive the same high-
quality care from well-trained physicians.

“By standardizing the training of medical 
oncologists, the recommended guidelines aim to raise 
the standard of cancer care around the world, especially 
in areas where training has not been as comprehensive,” 
said Hyman Muss, a member of the ASCO/ESMO Task 
Force on Global Curriculum in Medical Oncology. 
“These recommendations are in line with the current 
approach to treating cancer, in which specialists 
from a variety of disciplines collaborate to provide 
comprehensive care to patients.”

Medical oncologists are specifi cally trained to treat 
patients with chemotherapy. The concept for creating 
a distinct medical oncology sub-specialty in the U.S. 
was established in 1965 when ASCO was founded.  In 
1973, the American Board of Internal Medicine gave the 
fi rst certifying examination in medical oncology, and in 
1989, formulated a uniform system for training medical 

treatment strategies. We may also be able to reduce the 
intensity and thereby reduce the toxicity of treatment 
regime to those predicted to survive based on their gene 
expression profi le.”

“Since we are using 19 genes instead of 25,000,” 
Khan added, “we can translate our fi ndings to the clinic 
because simple prognostic assays can be developed 
based on this small number of genes. In fact, three of 
the genes found to be over-expressed in poor outcome 
tumors encode proteins secreted into the blood, meaning 
they could be used as serum prognosis markers in a 
simple blood test.”  

In collaboration with industry, Khan’s lab is now 
developing clinical assays based on these 19 genes and 
planning to test for the presence of these serum markers 
in other patients with NB for the prognostic prediction. 
Khan's lab has begun a larger validation study using 
300 NB tumor samples from national trials based in the 
U.S. and the U.K.

Oncology Group, sponsored by NCI, stratifi es patients 
with neuroblastoma into high-, intermediate- and low-
risk groups based on several factors. While stratifi cation 
can guide patient treatment, it is not a predictor of 
survival. Now, the predictive power of microarray gene 
expression analysis coupled with ANNs could assist 
physicians in the treatment of individual patients.

Neural networks are specialized pattern recognition 
algorithms modeled after the human brain; they learn 
by experience. ANNs are often used in identifi cation 
programs, such as fingerprint or voice recognition 
software. Javed Khan and his team at NCI’s Pediatric 
Oncology Branch adapted an ANN algorithm to identify 
patterns in NB tumor gene expression. 

The study, published in the Oct. 1 issue of 
Cancer Research,Cancer Research,Cancer Research  was performed in collaboration with 
colleagues from the NCI, Germany and Australia.

First, the researchers performed gene expression 
analysis using cDNA microarrays containing over 
25,000 genes to create global gene expression profi les 
of primary tumors from 49 patients diagnosed with 
NB whose clinical outcome was known. The patients 
were divided into either good (event-free survival for 
greater than three years) or poor (death due to disease) 
outcome groups.  

“Setting aside independent test samples, neural 
networks were trained to recognize or predict ‘alive’ or 
‘dead’ expression profi les from the remaining samples,” 
said Khan. “Then we determined if we could predict 
the outcome for the test samples using these trained 
ANNs.”

The ANNs predicted clinical outcome from any 
individual gene profi le with 88 percent accuracy. 

As these gene profi les consisted of over 25,000 
genes, the researchers tried to  fi nd the minimum number 
of genes that could act as a predictor set. The ANNs 
identified 19 genes whose expression levels could 
accurately predict clinical outcome. When only looking 
at these 19 genes, ANN prediction accuracy increased 
to 95 percent, and performed much better than the 
current Children’s Oncology Group risk stratifi cation. 
Two of the genes in this group, MYCN and CD44, have 
previously been connected to NB prognosis.

Using the 19 predictor genes, the ANNs were 
also able to partition the subset of patients classifi ed as 
high-risk into good and poor outcome groups. “We were 
able to predict which of the high-risk patients would 
fail conventional therapy,” Khan said. “This has major 
clinical implication since we are now able to distinguish 
a group of ultra-high-risk patients who will not respond 
to conventional therapy and therefore require alternative 
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NCI-Approved Clinical Trials
The National Cancer Institute’s Cancer Therapy 

Program approved the following clinical research 
studies last month. For further information about a study, 
contact the principal investigator listed. 

Phase I 
Phase I Study of Sequential Depsipeptide/

Flavopiridol Infusion in Patients with Malignancies 
Involving Lungs, Esophagus, or Pleura. NCI Surgery 
Branch, protocol 5987, Nguyen, Minh, phone 301-
496-2127.

Phase I Feasibility Study of an Intraprostatic PSA-
Based Vaccine in Prostate Cancer Patients with Local 
Failure Following Radiotherapy. NCI Medicine Branch, 
protocol 6066, Gulley, James, phone 301-435-2956.

Phase I Trial of Doxorubicin and Flavopiridol in 
the Treatment of Metastatic Sarcoma. Sloan Kettering 
Cancer Center, protocol 6204, D’Adamo, David, phone 
212-639-5720. 

Phase I and Pharmacological Trial of 17-
Allylamino-17demethoxygeldanamycin (17-AAG) and 
Cytarabine in Refractory Leukemia and Myelodysplastic 
Syndrome. Mayo Clinic Rochester, protocol 6383, 
Kaufmann, Scott, phone 507-284-895.

Phase I Study of 17-N-Allylamino-17-(17-AAG) 
Fludarabine, and Rituximab in Patients Chronic 
Lymphocytic Leukemia. Ohio State University, protocol 
6518, Lin, Thomas, phone 614-293-9316.

Phase I Trial of R115777 in Relapsed, Refractory 
or High Risk Myeloid Leukemia. City of Hope National 
Medical Center, protocol 6581, Kirschbaum, Mark, 
phone 626-359-8111, ext. 62830.

Phase I Trial of BAY 43-9006 (Sorafenib) and 
Bevacizumab in Refractory Solid Tumors with Biologic 
and Proteomic Analysis. NCI Medicine Branch, protocol 
6750, Kohn, Carole, phone 301-402-2726.

Phase I and Pharmacodynamic Study of SB-
715992 in Acute Leukemias. Case Western Reserve 
University, protocol 6777, Wimpfheimer, Brenda, phone 
216-844-3213.

Phase I Study of an Oral Histone Deacetylase 
Inhibitor, MS-275 in Combination with 13-Cis-Retinoic 
Acid in Metastatic Progressive Cancer. Johns Hopkins 
University, protocol 6798, Pili, Roberto, phone 410-

care possible.”
The recommendations for a global curriculum 

in medical oncology were presented at the World 
Conference for Cancer Organizations, in Dublin, 
Ireland, Nov. 17-19.

oncologists in the U.S. In 1997, ASCO published a 
training resource document  for the development of a 
curriculum in medical oncology.

While medical oncology is recognized in many 
European countries, it has not been recognized as a 
distinct professional specialty by the European Union.  
It is hoped that the new global curriculum will pave the 
way for such recognition in Europe, where variation in 
the quality of cancer care means that survival rates can 
vary dramatically between countries, ASCO and ESMO 
said. Also, the detailed recommendations could help 
raise the standard of cancer care on other continents.

Members of the ESMO/ASCO Task Force noted 
that the curriculum is critical for several reasons: 
the number of people diagnosed with cancer around 
the world continues to increase, with 10 million new 
cases every year. Moreover, the last few decades have 
witnessed a rapid growth in medical technology, and 
signifi cant advances in the fundamental knowledge of 
cancer cell biology that have had an impact on cancer 
genetics, screening, early diagnosis, staging, and the 
overall treatment of cancer. 

These developments have led to a more coordinated 
approach in the management of cancer, with medical 
oncologists acting in concert with surgeons, radiation 
oncologists, and other health-care professionals to 
provide multidisciplinary care to patients.

With the increasing internationalization of health 
care, exchange of specialists between countries, and the 
rapid fl ow of information across national borders, ASCO 
and ESMO decided it was important to develop a set 
of common guidelines with a global perspective for the 
clinical training of medical oncologists. To secure a truly 
global approach, oncology leaders from Asia and Latin 
America also reviewed the proposed curriculum.

The Task Force recommends a multifaceted six-
year training program for medical oncologists, in which 
physicians become profi cient in the basic scientifi c 
principles underlying cancer development; fundamental 
principles in the diagnosis, staging, and treatment 
of cancer; supportive and palliative care measures; 
rehabilitative care; psychosocial aspects of cancer; 
patient education issues; and the bioethical, legal, and 
economic aspects of cancer care. The Task Force also 
details suggestions for the optimal management and 
treatment of individual types of cancer by site.

“Today, we know far more than ever before about 
how cancer develops and progresses,” Muss said. “It’s 
crucial that all oncologists have a thorough knowledge of 
cancer biology and are aware of the myriad nonmedical 
issues facing their patients so they can provide the best 
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502-7482.
Dose Escalation Study of Flavopiridol Administered 

as a 30 Loading Dose Followed by a 4-Hour Infusion in 
Patients with Relapsed and Refractory Acute Leukemias. 
Ohio State University Hospital, protocol 6947, Blum, 
William, phone 614-293-9808.

Phase I Study of Oxaliplatin and Irinotecan in 
Pediatric Patients with Refractory Solid Tumors and 
Lymphomas. COG Phase 1 Consortium, protocol 
ADVL0415, McGregor, Lisa, phone 901-495-4445.

Phase I Study of Cloretazine in Children with 
Recurrent, Progressive or Refractory Primary Brain 
Tumors, protocol PBTC-017, Pediatric Brain Tumor 
Consortium, Gururangan, Sridharan, phone 919-668-
6288.

Phase I/II
Phase I/II, and Biologic Correlative Study 

of Erlotinib, in Combination with Cetuximab and 
Bevacizumab in Patients with Metastatic Renal Cell 
Carcinoma. Cancer Therapy and Research Center, 
protocol 6588, Tolcher, Anthony, phone 210-616-
5914.

Phase I/II Pilot Study of Chemoimmunotherapy 
with Epratuzumab for Children with Relapsed CD22-
Positive Acute Lymphoblastic Leukemia. COG Phase 
1 Consortium, protocol ADVL04P2, Raetz, Elizabeth, 
phone 212-241-7022.

Phase II
Phase II Study of Single Agent Depsipeptide in 

Radioiodine-Refractory Metastatic Non-medullary 
(Papillary, Follicular, and Hurthle Cell Variants) Thyroid 
Carcinoma. Sloan Kettering Cancer Center, protocol 
6338, Pfi ster, David, phone 646-422-4461.

Phase II Study of Single Agent Depsipeptide 
(FK228) in Gastric and Esophageal Cancers. Duke 
University Medical Center, protocol 6351, Hurwitz, 
Herbert, phone 919-681-5257.

Phase 2 Study of Single Agent Depsipeptide 
(FK228) in Breast Cancer. M.D. Anderson Cancer 
Center, protocol 6369, Cristofanilli, Massimo, phone 
713-792-2817.

Phase II Study of BAY-43-9006 in Combination 
with Interferon Alpha-2B in Metastatic Renal Cell 
Cancer. Duke University Medical Center, protocol 6553, 
Gollob, Jared, phone 919-668-3979.

Phase II Study of GW572016 in Squamous Cell 
Carcinoma of the Head and Neck. University of Chicago, 
protocol 6718, Cohen, Ezra, phone 773-702-4137.

Phase II Study of GW572016 for Brain Metastases 

in Patients with   HER2-Positive Breast Cancer. Dana-
Farber Cancer Center Institute, protocol 6969, Winer, 
Eric, phone 617-632-3666.

Phase II Study of Amifostine in Children with 
Myelodysplastic Syndrome: A Group-wide Study. 
Children’s Oncology Group, protocol AAML0121, 
Mathew, Prasad, phone 505-272-4461.

Pemetrexed Plus Gemcitabine or Carboplatin 
in Patients with Advanced Malignant Mesothelioma: 
A Randomized Phase II Trial. Eastern Cooperative 
Oncology Group, protocol E1B03, Hanna, Nasser, 
phone 317-274-3515.

Phase II Study of Treatment Selection Based Upon 
Tumor Thymidylate Synthase Expression in Previously 
Untreated Patients with Metastatic Colorectal Cancer. 
Eastern Cooperative Oncology Group, protocol E4203, 
Meropol, Neal, phone 215-728-2450.

Phase II Study of the Raf Kinase Inhibitor BAY 
43-9006 in Patients with Advanced Non-Small Cell 
Lung Cancer. North Central Cancer Treatment Group, 
protocol N0326, Adjei, Alex, phone 507-538-1079.

Evaluation of Adjuvant Long Term, Low  Dose 
Capecitabine Following Salvage Surgery for Locally 
Relapsed or Persistent Squamous Cell Carcinoma of the 
Head and Neck. Southwest Oncology Group, protocol 
S0225, Schwartz, David, phone 713-563-2302.

Phase III
Randomized Phase III Study of Sublobar Resection 

Versus Sublobar Resection Plus Brachytherapy in High 
Risk Patients with Non-Small Cell Lung Cancer, 3 or 
Smaller. American College of Surgeons Oncology Trials 
Group, protocol ACOSOG-Z4032, Fernando, Hiran, 
phone 412-647-7556.

Trial of Tandem Autologous Stem Cell Transplants 
± Post Second Autologous Transplant Maintenance 
Therapy Versus Single Autologous Stem Cell Transplant 
Followed by Matched Sibling Non-myeloablative 
Allogeneic Stem Cell Transplant for Patients with 
Multiple Myeloma. Southwest Oncology Group, 
protocol BMTCTN-0102, Maloney, David, phone 206-
667-5616.

Other
Rare and Cutaneous Non-Hodgkin Lymphoma 

Registry. Children’s Oncology Group Group, protocol 
ANHL04B1, Termuhlen, Amanda, phone 614-722-
3552.

Molecular Markers of Chronic Lymphocytic 
Leukemia. Cancer and Leukemia Group B, protocol 
CALGB-20203, Byrd, John, phone 614-293-9321.


