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Committee Calls for Tougher Standards
For Accelerated Approval in Oncology

Cooperative Groups Overhaul:
NCI Called for Consolidation and Stepped Back,
Letting Groups Negotiate, Doroshow Tells NCAB

By Conor Hale and Paul Goldberg
An accelerated approval from FDA used to be almost as valuable as a 

regular approval.
This is changing rapidly as the agency continues to tighten its 

requirements for confirmatory studies and the speed with which they should 
be conducted. 

More importantly, FDA appears to have developed a technique for 
thinning the herd of accelerated approvals: public meetings where companies 
present updates on their confirmatory trials.

In addition to requiring sponsors to appear at these events, the agency 
has started to use these meetings—there have been three since 2003—to ask 

By Paul Goldberg
After directing the clinical trials cooperative groups to start to 

consolidate their operations, NCI officials stepped back and let the process 
run its course, said James Doroshow, director of the Division of Cancer 
Treatment and Diagnosis.

“We are trying very hard to facilitate the process, provide incentives 
for the process but in no way to dictate the process,” Doroshow said to the 
National Cancer Advisory Board Feb. 8.

Though the groups are discussing mergers, it’s not entirely clear how 
the chessboard will look in the end. 

Last week, The Cancer Letter reported that even if the first round of 
consolidation talks produces mergers, the number of adult groups would 
stand at six. NCI officials said that they would fund no more than four groups 
focused on adult cancers.

At this writing, two groups—the Gynecologic Oncology Group and the 
American College of Radiology Imaging Network—don’t appear to have 
partners (The Cancer Letter, Feb. 4). 

At the NCAB meeting, Doroshow hinted that specialized expertise 
would be valuable in merged groups and would result in better review scores.

“We need to do studies in women’s cancers,” Doroshow said. “We need 
to do studies in brain tumors. There is one group that is very invested in the 
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the Oncologic Drugs Advisory Committee for input on 
the criteria that should be used for future accelerated 
approvals and confirmatory trials. At the two previous 
meetings, the committee wasn’t asked to address 
approval criteria.

At the Feb. 8 meeting, ODAC heard updates on 
six drugs.

Cancer indications for two additional drugs were 
withdrawn by sponsors within days of the meeting, and 
the withdrawals were first announced in the agency’s 
presentation.

• AstraZeneca gave up its New Drug Application 
for the drug Iressa (gefitinib) for third-line non-small-
cell lung cancer, instead making the drug available to 
responding patients under an Investigational New Drug 
license from the agency. Iressa was approved in 2003 
and placed in restricted distribution two years later. It 
will continue to be available on compassionate basis.

• Pfizer Inc. has initiated the process of giving up 
the familial adenomatous polyposis indication of its 
drug Celebrex (celecoxib), the agency said. The drug 
was approved for FAP in 1999.

These withdrawals occurred in the shadow of the 
most significant event in the history of the accelerated 
approval program. The agency is in the process of 
revoking the breast cancer indication for the Genentech 
drug Avastin (bevacizumab). The mechanism for 

withdrawing accelerated approvals is contained in the 
1992 legislation that established the program, but it has 
never been used in the past (The Cancer Letter, Dec. 
17, 2010).

Altogether, 49 cancer drugs were approved under 
the program, and five of them have failed to demonstrate 
patient benefit in subsequent trials.

The list of withdrawn NDAs also includes 
Mylotarg (gemtuzumab ozogamicin), which was 
pulled by the sponsor, Pfizer, last year, because three 
studies failed to demonstrate efficacy in acute myeloid 
leukemia.

In 2005, the drug Ethyol (amifostine), marketed 
by MedImmune, lost one of its indications: reducing the 
cumulative renal toxicity from cisplatin in non-small 
cell lung cancer. The drug is still marketed for its other 
indications.

“By granting accelerated approval based on 
surrogate endpoints, we expect a small percentage 
of drugs to fail to confirm a benefit,” said Richard 
Pazdur, director of the FDA Office of Oncology Drug 
Products. “This is the tradeoff for earlier availability of 
promising agents for severe and life threatening diseases 
and underscores the importance of due diligence and 
early integration of post-marketing trial design into a 
comprehensive drug development plan.

“While five of the 49, or approximately 10 percent, 
of the oncology indications approved under AA were 
unable to confirm a benefit, this should not be thought 
of as a failure of the accelerated approval program,” 
Pazdur said at the meeting.

Though no votes were taken, the committee 
was largely supportive of efforts to subject the drugs 
approved to tougher standards and more aggressive 
time frames.

Questions included:
• Should randomized trials be required for 

accelerated approval over single-arm studies?
• Should applicants complete at least two clinical 

trial?
• Should approvals be delayed until confirmatory 

trials have been initiated?
• Should companies be held accountable for delays 

when a third party—a cooperative group—is slow at 
completing accrual?

Single-arm trials were the basis of 29 out of 49 
oncologic drug accelerated approvals, or 59 percent. 
Committee members agreed that, in most cases, single-
arm trials are a poor demonstration of clinical benefit.

“There’s almost no circumstance where [one 
single-arm trial] should be adequate for approval for 
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human beings,” said Silvana Martino, ODAC special 
member and director of the breast cancer program 
at the Angeles Clinic and Research Institute. “I’m 
disappointed that this process of approval has become 
a screening process. We are willing to accept drugs with 
minimal evidence they do anything at all and move 
them forward.”

The committee mostly agreed that single-arm trials 
should be reserved for exceptional circumstances—such 
as very small available patient populations.

Several members pointed out that having a 
nonnegotiable requirement for randomized trials 
would be an obstacle for smaller drug companies 
developing targeted treatments for rarer diseases. 
Patient representative Musa Mayer said that in the 
future, reliance on biomarkers may help select patient 
populations most likely to benefit from therapy. “We 
might need fewer randomized trials at that point,” she 
said. 

In addition to the type of trial, the committee 
debated the FDA’s practice of approving oncology 
drugs based on a single well-conducted trial. Within 
the accelerated approval track, a trial determining 
clinical benefit can be conducted after approval. Though 
depending on one post-marketing trial increases the 
risk that clinical benefit will not be demonstrated on 
schedule.

Several committee members were concerned about 
the potential effect a two-confirmatory-trial minimum 
would have on private oncologic drug development. 

William Kelly, an ODAC member and professor 
of medical oncology and urology at Thomas Jefferson 
University, framed it as a question of quality vs. quantity. 
The cost burden of performing at least two studies could 
force companies to cut corners in trials or other areas, 
especially among smaller firms.

“To believe anything short of two being acceptable 
is to be ignorant,” objected Martino.

Gary Lyman, a temporary voting member and 
director of comparative effectiveness and outcomes 
research at Duke University, said that in some cases two 
trials might not be enough if there are inconsistencies 
in the results. 

ODAC appeared to be split over whether two 
consistent trials should be required; whether one 
randomized trial showing robust results was enough; 
or whether there should be any hard requirements at 
all. However, the committee was unanimous on the 
question of whether approval should be delayed until 
confirmatory trials are underway.

Turning to the role of cooperative groups in 

accelerated approval trials, the committee said the 
responsibility to complete confirmatory trials in a timely 
manner rested solely with the drug sponsor.

If a drug company decides to use cooperative 
groups to complete their trials, it comes with a caveat, 
the committee said. The cooperative groups may have 
different agendas and academic priorities –while the 
drug sponsor has specific obligations to meet or face 
the financial penalty.

“If a sponsor is trying to say that it’s the cooperative 
group’s fault, then personally I wouldn’t codify that with 
a response,” said Wyndham Wilson, ODAC chairman. 
“My attitude is buyer beware.”

While cooperative groups shouldn’t be excluded 
from the process, companies should remember that 
groups aren’t designed to take on licensing issues and 
shouldn’t be relied on completely. “If there was ever 
a reason to have two confirmatory trials—” this is it, 
said Wilson.

Five drug companies made six presentations to 
ODAC: Eli Lilly and Co. presented data on Erbitux 
(cetuximab) for the treatment of metastatic colorectal 
carcinoma; GlaxoSmithKline presented data on 
Bexxar (tositumomab) and Arranon (nelarabine) for 
non-Hodgkin’s lymphoma and acute lymphoblastic 
leukemia; Genzyme Corp. presented an update on 
Clolar (clofarabine) for pediatric acute lymphoblastic 
leukemia; Amgen, Inc. presented an update on 
Vectibix (panitumumab) for mCRC; and Novartis 
Pharmaceuticals Corp. presented an update on Gleevec 
(imatinib) for gastrointestinal stromal tumors.

Pazdur’s comments to ODAC:
The text of Pazdur's opening statement, which can 

be presumed to reflect the agency's thinking, follows:
I would like to take this opportunity to welcome 

you to the third advisory committee meeting on 
accelerated approvals. 

First held in 2003, this recurring meeting is 
designed to provide an update on accelerated approval 
applications that have not completed their post-
marketing trial requirements as well as identify 
challenges applicants have faced in the design, 
implementation and completion of these required trials. 

We will conclude the meeting in the afternoon by 
holding a discussion with the committee to solicit advice 
in improving the accelerated approval program.

In 1992, the accelerated approval regulations, 
subpart H for new drugs and subpart E for biologics, 
were added to expedite the delivery of drug products that 
would provide a benefit for serious or life-threatening 
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illnesses that lacked satisfactory treatments. The patient 
population treated must have a serious or life threatening 
disease and the drug must demonstrate a benefit over 
available therapy. Approval can be based on a surrogate 
that is reasonably likely to predict a clinical benefit. 

Approval is subject to the requirement to verify 
clinical benefit with one or more adequate and well-
controlled trials, which are to be conducted with “due 
diligence.” The regulations state that these trails would 
usually be underway at the time of accelerated approval. 

FDA now has the authority under FDAAA to 
impose financial penalties to those sponsors who do 
not conduct their post-marking trial requirements with 
due diligence. This represents a significant change for 
the accelerated approval of drugs since our last meeting 
in 2005.

Following my introduction, Dr. Paul Kluetz [an 
FDA medical reviewer] will provide a presentation 
on the status of accelerated approval for oncology 
drug indications to date. The accelerated approval 
pathway continues to be widely used for new oncology 
drug indications. The average number of approved 
oncology drug indications per year has increased from 
approximately 2.9 to 3.3 when comparing the period 
before 2005 to the period after 2005.

 The median time from accelerated approval to 
completed post-marketing trials confirming benefit was 
3.9 years. However, the range was up to 12.6 years and 
8 indications (31% of accelerated approvals) exceeded 
6 years to verify a clinical benefit. This would not be 
a problem if all confirmatory trials verified the benefit, 
however as expected, drugs have failed to confirm 
clinical benefit.

By accepting a surrogate endpoint that is 
reasonably likely to predict a benefit, we expect some 
drugs will fail to confirm a benefit in post-marketing 
trials. This is beginning to become apparent now with 
five applications, approximately ten percent of oncology 
accelerated approvals, which have failed to verify a 
clinical benefit. Whether by completed clinical trials that 
failed to confirm a benefit, or inability to accrue patients 
to their post-marketing trials, the failure to verify benefit 
has led to either restricted distribution, voluntary, or 
involuntary withdrawal of these indications.

As previously noted, by granting accelerated 
approval based on surrogate endpoints, we expect a 
small percentage of drugs to fail to confirm a benefit. 
This is the tradeoff for earlier availability of promising 
agents for severe and life threatening diseases and 
underscores the importance of due diligence and 
early integration of post-marketing trial design into a 

comprehensive drug development plan.
 For today’s meeting, we will begin with Dr. Kluetz’s 

presentation. Following Dr. Kluetz’s presentation, Dr. 
Jeff Murray, from the FDA Division of Anti-Viral Drugs, 
will provide information on the use of accelerated 
approval regulations in approving anti-retroviral drugs. 
While we recognize the significant differences between 
HIV and oncology drug development, the experience in 
HIV with accelerated approval does have some parallels 
and may prove to facilitate some of our afternoon 
discussion topics.

In HIV studies for accelerated approval, two large 
randomized trials are generally performed. Accelerated 
approval is granted on the basis of viral load at 24 weeks 
and the confirmation of clinical benefit is demonstrated 
in the same trial on follow-up of viral load at 48 weeks. 
Having several trials ongoing at the time of accelerated 
approval and the use of an interim analysis of a surrogate 
endpoint in a randomized trial, deserves discussion in 
oncology.

 Dr. Murray’s presentation will be followed by 
sponsor presentations, each of which will be followed by 
a brief period of time for clarifying questions from the 
committee. Our purpose of the sponsor’s presentation 
is to bring the committee up to date with completion of 
accelerated approval studies. We do not plan to have an 
in-depth discussion on each these applications either in 
the morning or afternoon sessions.

In the afternoon session we will have a presentation 
by Hilde Boone from the European Medicines Agency 
on use of “conditional marketing authorization,” 
a regulatory mechanism similar to our accelerated 
approval process.

The EMA use of conditional approval relies on the 
demonstration of a positive benefit-risk ratio based on 
preliminary evidence from an ultimately comprehensive 
drug development program. Like the FDA requirements, 
there a “specific obligations” to provide further 
confirmatory data.

While there are similarities, perhaps the most 
important difference between accelerated approval and 
Europe’s conditional approval is that their conditional 
authorization is valid for one year and expires unless 
renewed. This allows for regular assessments of these 
trials and early detection of problems in meeting post-
marketing commitments.

In the afternoon, we have identified four key areas 
where we would like discussion from the committee. 
These areas include the use of single arm trials to gain 
accelerated approval, the number of confirmatory trials 
that should be conducted, the timing of the confirmatory 
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trials, and, lastly, unique issues of using cooperative 
groups either in the United States or Europe to conduct 
and complete these required regulatory obligations.

Single-Arm Trials
 Single arm trials have formed the basis for 
29/49 or over half of the accelerated approvals for 
oncology drugs to date. While single-arm trials often 
require less resources and time to complete, they 
provide limited data on clinical benefit and safety. 
Single-arm trials for accelerated approval have 
usually been performed in refractory populations 
where no available therapy exists. 

As a greater number of drugs are approved, 
identification and documentation of a refractory 
population is increasingly problematic. In addition, 
marginal response rates observed in single-arm trials 
in a refractory setting make it difficult to determine 
whether the findings are “reasonably likely” to predict 
clinical benefit.

Alternatives to a single-arm trial in a refractory 
population include the following: randomized trials in 
a less refractory population against an active control 
using a surrogate endpoint analyzed at an earlier time 
point or a randomized trial in a refractory population 
comparing the investigational agent to best supportive 
care or various agents selected by investigators.

Randomized trials provide the opportunity to look 
at a wider variety of endpoints and allow for an improved 
characterization of safety.

We will be asking the committee to discuss 
settings where a randomized study should be required 
for accelerated approval and, alternatively, to discuss 
situations where a single arm trial may be appropriate 
to support accelerated approval.

Number of Confirmatory Trials
The time from either successful completion of 

a required post-marketing study or withdrawal of the 
indication can be prolonged. For drug approval in most 
therapeutic areas outside of oncology, two well-designed 
randomized trials are usually required. 

In oncology, FDA has frequently approved drugs 
on the basis of a single well-conducted trial.

FDA usually receives proposals for a single trial 
to be conducted post-approval to demonstrate clinical 
benefit for drugs receiving accelerated approval. Since 
these studies are generally performed in a related, but 
different disease setting, positive studies may allow the 
applicant to obtain supplementary indications in addition 
to full-filling their commitments under accelerated 

approval.
In the setting of accelerated approval, when only 

one confirmatory post-marketing trial is conducted, 
there is the increased risk that clinical benefit will not 
be demonstrated in a timely manner if that single trial 
fails to confirm a benefit or does not accrue patients as 
rapidly as planned.

This may lead to either withdrawal of the 
indication or the need to conduct a second trial, resulting 
in substantial delays.

We will be asking the committee to discuss 
whether applicants should be required to conduct at 
least two adequate and well-controlled clinical trials as 
their accelerated approval commitment to verify clinical 
benefit. As previously noted, because these trials are 
performed in related, but different disease settings, these 
trials, if successful, may lead to supplemental indications 
in addition to full-filling the requirement to demonstrate 
clinical benefit.

Timing of Confirmatory Trials
Accelerated approval regulations clearly state that 

post-marketing trials “would usually be underway at the 
time of accelerated approval.”

Once a drug gains accelerated approval in a 
refractory disease stage, accrual to a confirmatory trial 
in the same setting is difficult. Pursuing a confirmatory 
clinical trial in a less refractory setting can potentially 
circumvent this problem.

 However, changes in science, accrual challenges 
and other hurdles may lead to delays. FDA believes 
that more timely completion of accelerated approval 
confirmatory trials can be enhanced if accelerated 
approval is granted when the confirmatory trial is 
ongoing. This is the paradigm that is used in the HIV 
setting.

Given the regulations state that confirmatory trials 
“would usually be underway” at the time of accelerated 
approval, we will be asking the committee to discuss 
whether an approval should be delayed until such trials 
are ongoing, keeping in mind that access to drugs could 
be accomplished under expanded access programs if a 
delay is anticipated.

Confirmatory Trials and Cooperative Groups
FDA recognizes that cooperative groups, both 

in the United States and Europe, are critical to drug 
development and encourages their participation 
throughout the drug discovery process.

Applicants may engage a cooperative group to 
design and execute a confirmatory trial to fulfill their 
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regulatory obligation.
However, the ultimate responsibility of completing 

the confirmatory trial with due diligence rests with 
the applicant. This fact may hold added importance to 
sponsors with the introduction of financial penalties 
[2007 Food and Drug Administration Amendments 
Act] for lack of timely completion of these trials at the 
agreed upon dates.

We will be asking the committee to discuss the use 
of a cooperative group to conduct the trial(s) required 
to demonstrate clinical benefit to fulfill the sponsor’s 
accelerated approval obligation(s) and if a cooperative 
group is used, we will be asking you to discuss whether 
additional trial(s) should be conducted under the direct 
supervision of the applicant to ensure adherence to 
completing post marketing requirements by a specified 
date.

In summary, accelerated approval allows for 
earlier marketing of promising drugs at the expense 
of increased uncertainty. While five of the 49, or 
approximately ten percent, of the oncology indications 
approved under AA were unable to confirm a benefit, this 
should not be thought of as a failure of the accelerated 
approval program.

Rather, this highlights that by granting accelerated 
approval based on a surrogate that is “reasonably likely 
to predict clinical benefit,” we expect a small percentage 
of products to fail to confirm a benefit.

This is the tradeoff for earlier availability of 
promising agents for severe and life threatening diseases. 
We continue to point out that the accelerated approval 
program with the initial trials to seek accelerated 
approval as well as plans for trials confirming clinical 
benefit should be a comprehensive drug development 
plan that is discussed with FDA from its inception. 
These confirmatory trials are as important—if not 
more important—than the initial trials leading to the 
accelerated approval.

GYN, Brain Tumor Expertise
Will Be a Plus for New Groups
(Continued from page 1)
former, and the other group that basically does most of 
our accrual in the latter. We think that a forward-thinking 
organization would put some of those organizations in 
the lead, because they would be unique, as opposed to 
medical oncology-only groups, in the context of review. 
But this is all hypothetical.”

Doroshow’s statement could be interpreted as 
a smoke signal indicating that a merged group that 
includes components now incorporated in GOG, 

Radiation Therapy Oncology Group (or both) would 
be well received by the institute.

RTOG is engaged in merger talks with the National 
Surgical Adjuvant Breast and Bowel Project.

Two of the largest groups—Eastern Cooperative 
Oncology Group and the Southwest Oncology Group—
said to The Cancer Letter last week that they are not 
contemplating mergers. Three other groups—the Cancer 
and Leukemia Group B, the North Central Cancer 
Treatment Group and the American College of Surgeons 
Oncology Group—are negotiating a merger.

Doroshow’s update to the board relied on the 
same slides he used at the presentation to the leadership 
of the cooperative groups and the Clinical Trials and 
Translational Research Advisory Committee (The 
Cancer Letter, Dec. 17, 2010). The slides are posted at 
the institute’s website http://transformingtrials.cancer.
gov/files/NCI-Presentation-to-Cooperative-Group-
Chairs.pdf 

From the outset, public discussion of consolidation 
of groups invited metaphors of matchmaking, marriage 
and various forms of orgiastic behavior (The Cancer 
Letter, Sept. 24, 2010). 

This persisted in NCAB discussion at the Feb. 8 
meeting:

WAUN KI HONG [head of the Division of 
Cancer Medicine, Department of Thoracic/Head & Neck  
Medical Oncology, M.D. Anderson Cancer Center]: 
Basically, we have ten groups. And we are going to have 
four adult groups and one children’s. 

To do that, you have to dissolve some of the 
groups. 

The question is, How do you do it?
DOROSHOW: The best way to do it, of course, 

is voluntarily.
HONG: Do you use forced marriage or 

what? 
DOROSHOW: I have accused Dr. [Jeffrey] 

Abrams [associate director of the Cancer Therapy 
Evaluation Program] of being a matchmaker. 

I think it’s public knowledge that before the IOM 
report was issued, there were at least two groups that 
were very forward-thinking and consulted to us about 
whether or not we would be supportive of them coming 
together, and we have provided resources for them. 

That entity will be much stronger than either of the 
three entities before. We are trying very hard to facilitate 
the process, provide incentives for the process but in no 
way to dictate the process.

BRUCE CHABNER [NCAB chair and director 
of clinical research, Massachusetts General Hospital 

http://transformingtrials.cancer.gov/files/NCI-Presentation-to-Cooperative-Group-Chairs.pdf
http://transformingtrials.cancer.gov/files/NCI-Presentation-to-Cooperative-Group-Chairs.pdf
http://transformingtrials.cancer.gov/files/NCI-Presentation-to-Cooperative-Group-Chairs.pdf


The Cancer Letter
Vol. 37 No. 6 • Page 7

Cancer Center]:  Jim, just give us an example. You have 
mentioned three or four highly specialized groups, with 
modality or RTOG.

How do you visualize those groups joining and 
still preserving their identity and their ability to attract 
interest among people in their specialty?

That’s one of the issues that’s out there.
DOROSHOW: Clearly, it’s out there. I’d love to 

go into things that I know are confidential. But if you 
think about it it….

CHABNER: Hypothetically?
DOROSHOW: Hypothetically, if you think about 

it, we have said that this is up to the adult groups. We 
need to do studies in women’s cancers. 

We need to do studies in brain tumors. There is one 
group that is very invested in the former and the other 
group that basically does most of our accrual in the latter. 
We think that a forward-thinking organization would put 
some of those organizations in the lead, because they 
would be unique, as opposed to doing medical oncology-
only groups, in the context of review. 

But this is all hypothetical.
CHABNER: And you think these issues are 

resolvable?
DOROSHOW: I know what I read in The Cancer 

Letter.
ANTHONY ATALA [director of Wake Forest 

Institute for Regenerative  Medicine]: What about patient 
accrual. Obviously, your tying into reimbursement for 
patient accriual is really the thing to do. 

How do you make sure that centers that provide 
patients nationwide can do so?

DOROSHOW: “We have given a lot of thought 
to different reimbursement levels that reflect intrinsic 
costs of doing trials.

JUDITH KAUR [medical director, Native 
American Programs, Mayo Comprehensive Cancer 
Center]: It’s very challenging on many different levels 
and I am sure people are having identity crises over 
where they are going to fit in the schema. 

But it also brought to mind some conversations 
we had many years ago at ASCO about the number of 
very well trained medical oncologists who are out in 
communities who want access to the latest and greatest 
treatments for their patients and may not be a member 
of one of these groups. 

Is there some thought that virtually any cancer 
patient in any part of the country might be able to have 
access and that that might improve the percentage of 
cancer patients who end up on high priority trials and 
engage a higher percentage of the medical community 

in top quality care.
DOROSHOW: We are battling this and that. This 

is, it costs money to do trials. It’s a disincentive for the 
average practitioner to jump into the clinical trials game. 

And we know that there is a certain number of 
patients you need to approve to be facile with any 
type of system. Yes, we would like to make access less 
cumbersome. But we haven’t made it easy. 

One of the major activities we have been engaged 
in the past two-and-a-half years was to try to develop 
a way that all the sites and others—more than 2,000 
sites—have a uniform data capture technology. 

We have made progress. We want to have to train 
a half-time nurse or half-time data manager that RTOG 
does one thing, SWOG does another thing, it’s just too 
expensive and there is a chance of error.

KEVIN CULLEN [NCAB ad hoc member an 
director of the University of Maryland Greenbaum 
Cancer Center]: Jim, how do you envision affiliation 
between cancer centers and groups?

DOROSHOW: It’s clearly one of the major 
issues. In the center I came from, the radiation therapists 
belonged to RTOG, the pediatric oncologists belonged 
to COG, the medical oncologists accrued to SWOG, 
gynecologic oncologists worked with GOG. SWOG 
accrued maybe six patients, COG maybe eight patients. 
There wasn’t a grant. This was piecemeal reimbursement 
for cases. 

Our office that dealt with sponsored research had 
a very difficult time understanding. I have to say this 
very clearly. All the money just got lumped together. I 
couldn’t account for it. Radiation oncologists ought to 
meet in an organized way with other members of the 
specialty. 

Also, we have to work in the system in which 
reimbursement goes to pay the costs associated with 
the patient. 

CHABNER: Jim, overall, do you see the system 
having fewer trials? One of the issues that was addressed 
in the report was that trials are underfunded, they try to 
do too much, they overlap. 

You are going to have four groups. Do you figure 
that you are going to have 50 percent of the number of 
accruals and half the number of trials and double the 
funding per case? Is there a financial plan behind this?

DOROSHOW: We have a model, and it’s not 
ready for prime time.

CHABNER: Can you tell us in general terms? 
DOROSHOW: I think we have to think seriously 

about one of two things. We now have substantial 
number of trials. I think the issue is accrual. If we either 
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develop a higher bar for doing a phase III trial, it can be 
a randomized phase II. That helps us. Helps us greatly. 

Or even if we do a phase III trial, if it needs to 
be powered to get the result that is really much more 
substantive, then, of course, the n has to be smaller. 

It will allow us to support trials. I think the era of 
our being able to think about 5,000 or 10,000 [patient] 
trials; it’s difficult to see that, going forward.

No Permanent Appointments 
NCI Director Harold Varmus said he is disappointed 

with the administration’s failure to replace six members 
of NCAB whose terms ended last June. Similarly, 
the administration hasn’t appointed members to the 
President’s Cancer Panel.

However, the administration’s appointment of 
Bruce Chabner to the position of NCAB chairman did 
go through.

At the meeting Feb. 8, three presumed future 
members of the panel were invited to take part in 
deliberations. They are:

• Olufunmilayo Olopade, professor of medicine 
and human genetics and director of the Cancer Risk 
Clinic at the University of Chicago Medical Center,

•  Marcia  Cruz-Correa ,  d i rector  of  the 
Gastrointestinal Oncology Program at the, University 
of Puerto Rico Comprehensive Cancer Center, and 

• Kevin Cullen, director of the University of 
Maryland Greenbaum Cancer Center.

NCI officials declined to discuss whether these 
individuals are going through the appointment process. 
NCAB members are appointed by the President.

“Why haven’t we gotten these new appointments 
through?” NCAB Chairman Chabner asked Varmus at 
the Feb. 8 meeting.

“I was approached by the White House a couple of 
months before my appointment was official to give them 
names,” Varmus said. “The Department helped me try 
to get these appointments through the approval process. 

“All I can say is that I am quite disappointed that 
we don’t as yet have an officially declared list of new 
members of NCAB who can help me out.  

“We need all the advice we can get when we 
are negotiating our way through a difficult fiscal 
environment and ensuring best use of our resources.

“That also goes for the President’s Cancer Panel. 
The current members have worked hard for a long 
time.  

“Whether the President decides to appoint my 
suggestions or some others, I just want some bodies in 
those seats.”

NIH News:
NCI Programs Will Not Move To 
NIH Translational Center

By Conor Hale
NCI will be largely unaffected by creation of an 

NIH-wide National Center for Advancing Translational 
Sciences, Institute Director Harold Varmus said at the 
Feb. 8 meeting of the National Cancer Advisory Board.

Varmus disputed the characterizations of the center 
as a government-run drug development enterprise.

“It’s not intended to be the NIH drug company,” 
Varmus said. “The money to support programs that will 
be in NCATS will not be purloined from other institutes.

“The efforts that the NCI traditionally made 
in translational and clinical sciences is not going to 
be moved anywhere else,” Varmus said, addressing 
concerns about the effort to centralize translational 
research.

“Nothing that we do here is being moved,” he said. 
“We do think that we can benefit from the many things 
that are proposed to be done: core facilities, various 
kinds of advice about how to move the products—the 
biologics, the devices, the therapeutics, the vaccines, the 
diagnostics—we can get some help in how we do that 
by brining more expertise to bear through the NCATS 
program.”

NIH officials describe NCATS as the future hub 
for federal translational research, which would replace 
the National Center for Research Resources. The center 
would primarily serve the needs of smaller institutes that 
lack deep expertise in translational research.

“The decision has been made by the Director of the 
NIH and supported by many colleagues to remove those 
programs from NCRR next year,” Varmus said. “It’s not 
official yet. All the programs in NCRR will be given 
homes. Their budgets will remain intact. Their program 
officers will remain with them. Some of them will end 
up in NCATS. Others will end up in other institutions.”

 Insiders say the new center’s funding would be 
less than $1 billion. The industry invested about $65.3 
billion to discover and develop new medicines in 2009.

Plans for creating the translational research center 
first became public on May 19, 2010, when NIH Director 
Francis Collins asked the Scientific Management 
Review Board to find the best method to create a drug 
development focus at NIH.

The SMRB backed the idea of a wide reorganization 
and the creation of a central translational research hub. 
The board recommended that the center include the 
following programs:



The Cancer Letter
Vol. 37 No. 6 • Page 9

• The Molecular Libraries Program, offering small 
molecule medicinal chemistry for assay development 
science,

• Therapeutics for Rare and Neglected Diseases, 
• and Rapid Access for Interventional Development, 

providing GMP synthesis and animal toxicology.
NCATS may also house the Cures Acceleration 

Network, the board said. CAN was created by the 
healthcare reform law, but has yet to be funded by 
Congress, sources said.

The NIH advisory board was asked to complete 
its review by December 2010, with the imperative 
of including NCATS in the NIH’s FY2012 budget 
proposal—due later this month.

On Dec. 7, 2010, the board voted 12:1 to approve 
the SMRB’s proposal and submit it to NIH for further 
review. 

Two days later, Collins held a conference call with 
CTSA principal investigators and NCRR stakeholders.

Collins—along with Larry Tabak, co-chair of 
the task force charged with reorganizing NCRR’s 
programs—assured listeners that most changes would 
be made in the administrative umbrella, instead of the 
funding backbones. Following the conferences and the 
SMRB vote, over 1,100 comments and questions were 
posted on NIH’s feedback website.

Before the NIH could actively seek public input 
on the plans for NCATS and NCRR, Congress had 
to be officially notified of NIH’s intent to change its 
administrative structure. Thus, on Jan. 14, HHS Secretary 
Kathleen Sebelius sent letters to the authorizing and 
appropriations committees on Capitol Hill. The letters 
described the NIH’s plan to create NCATS and to 
dismantle NCRR, reorganizing its programs.  

Five days later, John Bartrum, former NIH 
associate budget director, now a House Appropriations 
staff member, sent an email to NIH, requesting 
information about the evaluation process the SMRB 
went through, budgetary consequences for the NIH as a 
whole, and justification for both the creation of NCATS 
and the dissolving of NCRR.

The next step will be NIH’s presentation of 
a complete straw model for the future of NCRR’s 
programs to the SMRB, scheduled for Feb. 23.

Following that, NIH would create the administrative 
framework for the new center. NIH plans to dissolve 
NCRR by the end of the fiscal year, and to officially 
create NCATS this October.

The SMRB report, transcripts and HHS letters are 
posted at http://cancerletter.com/categories/documents.

Paul Goldberg contributed to this story.

In the Cancer Centers:
Dana-Farber Gets DARPA Grant
To Study Engineered Pathogens 

THE DANA-FARBER CANCER INSTITUTE 
received a $5.6 million grant from Defense Advanced 
Research Projects Agency and the Army Research 
Office to develop transient immunity against known, 
unknown, naturally occurring, or engineered disease-
causing pathogens.

The goal is to develop a viable countermeasure 
to an unknown pathogen within seven days of 
receiving it in a laboratory. Wayne Marasco, of 
the  Depar tment  of  Cancer  Immunology a t 
Dana-Farber, is the project’s principal investigator.

“This grant will support revolutionary advances 
in rapid response to naturally evolving and engineered 
pathogens,” Marasco said. “DARPA has issued a 
challenge to develop a treatment to unknown threats in 
just seven days, and we are excited about the opportunity 
to meet this challenge.”

Disease-causing pathogens can be spread through 
natural and intentional means.

Factors responsible for the increase in newly 
emerging and re-emerging pathogens include increased 
animal-human interface, increased population densities 
and international travel, climate change as it affects 
migration of animals such as birds, some of which could 
be disease carriers and the narrowing of genetic diversity 
among food animal stocks.

 In addition, the proliferation of genetic engineering 
technologies that can be easily redirected from beneficent 
to offensive purposes, and the covert biological sabotage 
of food animals are all great biodefense concerns.

Marasco will direct an international team of 
scientists and businesses engaged in the study of 
pathogen detection, screening, and therapeutic 
formulation and manufacturing. 

The team will pursue two parallel paths toward 
the program goals: First, to rapidly select broadly 
neutralizing phage antibodies for direct use as 
therapeutics for microbial infection; and Second, to 
investigate selective anti-idiotypic stimulation of B-cell 
precursors leading to secretion of antibodies with broad-
spectrum, natural, anti-microbial activity.

In addition to Dana-Farber, the other institutions 
and organizations that comprise the research team are 
Columbia University, New York; Lovelace Respiratory 
Research Institute, Albuquerque, N.M.; Sanofi Pasteur 
VaxDesign Campus, Orlando, Fla.; Virapur, San Diego; 
University of Alberta, Canada; and Thomas Jefferson 

http://cancerletter.com/docs
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University in Philadelphia. Latham BioPharm Group, 
Maynard, Mass., is the systems integrator for the 
13-month project.

JOSEPH DEASY joined Memorial Sloan-
Kettering Cancer Center as attending physicist and 
Chair of the Department of Medical Physics. 

His predecessor, Jean St. Germain, served as 
acting chair since 2007. Since 2005, Deasy was the 
director of the Division of Bioinformatics and Outcomes 
Research in radiation oncology at the Washington 
University School of Medicine, in St. Louis.

Also at MSKCC:
ZVI FUKS was elected to the Institute of 

Medicine. Fuks holds the Alfred P. Sloan chair in 
radiation oncology at Memorial Sloan-Kettering, and 
is a member of their Molecular Pharmacology and 
Chemistry Program.

ETHAN BASCH  was appointed to the 
Methodology Committee of the Patient-Centered 
Outcomes Research Institute by the Comptroller 
General and the Government Accountability Office.

Basch is a health-outcomes researcher in the 
Department of Epidemiology and Biostatistics. The 
PCORI is a nonprofit corporation established by 
Congress as part of the Patient Protection and Affordable 
Care Act. 

The committee is responsible for developing 
methodological standards and guidance for comparative 
clinical effectiveness research.

Funding Opportunities:
Lustgarten Foundation Seeks
Proposals for $100,000 Grants

THE LUSTGARTEN FOUNDATION 
announced its Innovator Awards Program to fund 
proposals supporting new concepts in translational and 
basic research. Funds will be awarded of $100,000 for 
one year and may be renewable for an additional year. 
Grants are open to foreign and domestic non-profit 
institutions. 

Applicants should submit concept proposals for 
translational research by March 14, and for basic research 
by Sept. 12. A proposal template and information are 
available on their website, www.lustgarten.org.

THE DEPARTMENT OF DEFENSE Prostate 
Cancer Research Program will be holding its IMPaCT 
2011 conference in Orlando from March 9-12. 

Keynote speakers will be Phillip Sharp, Nobel 
laureate, and Mark Litwin, principal investigator 
for Urologic Diseases in America and the California 
Department of Health Services. 

Professional Societies:
ACCC Reports Study Results
On Guidelines Compliance

THE ASSOCIATION OF COMMUNITY 
CANCER CENTERS released a study designed to 
help cancer care providers understand common barriers 
to adherence with clinical practice guidelines. 

Despite positive attitudes about CPGs overall, 
respondents cite many barriers to using guidelines 
consistently, effectively, and efficiently in the healthcare 
setting, the association said.

“In a field as rapidly changing as oncology, 
clinical practice guidelines are an important resource 
for providers using evidence-based medicine,” ACCC 
President Al Benson, said in a statement. 

“Still, evidence suggests that adherence to practice 
guidelines in the community oncology setting is uneven. 
ACCC’s study takes a critical step toward finding 
solutions to inconsistencies in CPG usage, identifying 
barriers to usage, and understanding differences within 
institutions and across disciplines.”

Findings show that within a cancer program or 
group practice, the attitudes about CPGs across the 
physician, nurse, and pharmacist are highly consistent, 
suggesting that culture may lead to agreement on the 
utility of guidelines and their positive impact on patient 
care. 

However, physicians and nurses disagree on the 
frequency with which physicians implement guidelines 
in clinical practice.

Nurses are almost as likely to overestimate as they 
are to underestimate physician adherence to CPGs, when 
compared to their corresponding physicians’ responses.

In another development, ACCC published  the 
resource Reimbursement and Patient Assistance 
Programs: A Guide for Community Cancer Centers.

The guide assists community cancer center 
administrators in accessing resources to ensure their 
cancer patients get the treatments they need, through 
tips for filing claim appeals, tools to improve drug 
reimbursement and directions on how to apply to several 
programs. 

The documents are posted at www.acc-cancer.org.

www.lustgarten.org
http://www.acc-cancer.org/
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DEPUTY DIRECTOR POSITION AVAILABLE

The University of California, Irvine is recruiting a physician scientist for a tenured position at 
the associate or full professor level who will also be the Deputy Director of the Cancer Center.  
We are seeking an experienced translational scientist with an established research program 
focused on either basic/translational investigations or clinical/translational science. This is a 
senior leadership position within a National Cancer Institute designated Comprehensive Can-
cer Center. Responsibilities of the selected individual would include:

(1) Conducting a translational research program with external peer-reviewed funding.

(2) Bridging basic, clinical and cancer control research among the 6 research programs with 
the goal of facilitating translational programs, P0-1s, SPOREs and similar multi-investigator 
grants and contracts.

(3) Providing senior leadership for the physician-scientists and clinical investigators in the 
Center.

(4) Managing the clinical research infrastructure within the center.

(5) Representing the Cancer Center throughout the campus and greater community.

 

As the current long-term Director has announced his departure from this role following the 
next CCSG review, responsibilities of the Deputy Director will expand in the near future to in-
clude transitioning the Center with new leadership.

Applicants must hold an MD or equivalent degree, be board certified in their cancer related 
sub-specialty, and be eligible to obtain an active license to practice medicine in the state of 
California. 

 For more information, contact Krista Hollinger, MPH at kholling@uci.edu.  


