
By Paul Goldberg
FDA is moving away from uniformly demanding central radiological 

review of scans in studies measuring delay in progression.
At a meeting July 24, the agency’s clinical advisory panel was generally 

supportive of the change that will likely lead FDA to rely more on assessments 
of progression-free survival made at the study sites.

Interpretation of radiographic evidence—and who gets to interpret it—is 
a fundamentally important question in the development of cancer drugs that 
rely on PFS as the primary endpoint. 

The pharmaceutical industry estimates that central radiology review 
can add $4,500 to $7,500 per patient to the cost of a trial. Overall, central 
radiology can cost between $1 million and $3 million. 

NCI published the Funding Opportunity Announcement for the 
National Clinical Trials Network Program earlier this week.

The announcement is  posted at :  ht tp: / /ctep.cancer.gov/
investigatorResources/default.htm.

The change builds on a 2010 report by the Institute of Medicine.
“Formulation of the new network structure required in this FOA resulted 

from two years of intense discussions with all major stakeholders and NCI 
advisory boards,” said Jeffrey Abrams, acting director for clinical research 
at the NCI Division of Cancer Treatment and Diagnosis.
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While watching the FDA Oncologic Drugs Advisory Committee debate 
the breast cancer indication of the Genentech drug Avastin (bevacizumab) 
on Dec. 5, 2007, NCI biostatistician Lori Dodd discerned the contours of a 
great research question: 

Why do evaluations of cancer progression vary depending on whether 
they are made by investigators at research sites or by central review 
committees? At what point does this discordance start to matter? 
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Even after FDA changes its policies, drug 
companies would continue to collect and store scans. 
The difference is, they wouldn’t have to read all these 
scans as part of central review.

At the meeting earlier this week, several 
ODAC members cautioned that increased reliance on 
investigators at trial sites could amount to an unfunded 
mandate that may further weaken the already stressed 
system of clinical trials.

“We have to be very careful that we simply 
don’t transfer one procedure to requiring unnecessary 
paperwork on investigators who are already reading 
these and are already encumbered with a lot,” said 
ODAC temporary member Wyndham Wilson, chief 
of the NCI Center for Cancer Research Lymphoma 
Therapeutics Section. 

Even before PFS became a widely used endpoint 
at the FDA oncology operation, the agency’s default 
position was to demand that drug companies use central 
radiological review. 

However, NCI-funded clinical trials cooperative 
groups were exempt from the requirement to use central 
radiology, and instead could rely on assessment by 
investigators.

The question of whether central radiology is 
actually better than assessment at the sites appears to 
have come into focus early in the controversy over 

Genentech’s application for Avastin (bevacizumab) in 
metastatic breast cancer (The Cancer Letter, Dec. 14, 
2007).

Avastin received an accelerated approval for breast 
cancer based on a cooperative group trial that was not 
designed to support registration. The trial—E2100, 
conducted by Eastern Cooperative Oncology Group—
relied on investigator assessment of progression.

At that time, FDA had a special understanding 
with cooperative groups: while drug companies were 
required to use central radiology, cooperative groups 
didn’t have to. However, in September 2006, FDA 
stunned observers by demanding that Genentech provide 
additional documentation with the Avastin supplemental 
Biologic License Application.

The sponsor had to locate the scans and reanalyze 
them using a central radiology panel. Now, suddenly, 
the agency was saying that while the investigator’s 
determination was good enough in trials that measured 
survival, it was no longer sufficient for trials that 
measured the delay in disease progression (The Cancer 
Letter, Sept. 15, 2006).

This controversy could seem obscure six years 
later, except for having framed the question of whether 
assessment of PFS by investigators at the test sites is 
indeed less reliable than review by central radiological 
committees. In addition to framing the question, the 
agency made public the data from both investigator 
assessments and central radiology assessments of the 
same scans.

Is it possible that central radiology was not better 
than investigator assessment? 

Sitting in the audience that day, Lori Dodd, then 
an NCI biostatistician, discerned a scientific question, 
which led to an influential paper published in the Journal 
of Clinical Oncology the following year. (A Q&A with 
Dodd appears on page 1.)

Now, turn the clock forward to July 24, 2012. 
In addition to Dodd’s paper, a working group 

of industry scientists organized by PhRMA industry 
statisticians has assessed concordance of investigator 
assessment and central review in 27 randomized trials. 
On top of that, FDA conducted its own, separate meta-
analysis of interpretation of radiographic evidence. 
Also, the agency and the industry held at least one 
public discussion of the question (The Cancer Letter, 
Nov. 7, 2008).

All of this appears to have prompted FDA to 
abandon reliance on central radiology panels and instead 
rely on investigator assessment, augmented by audits 
designed to detect bias. 

FDA To Rely on Selective Audits
Instead of Full Review for PFS
(Continued from page 1)
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“Remember, what are we after?” Richard Pazdur, 
director of the FDA Office of Hematology and Oncology 
Drug Products, said at the ODAC meeting earlier this 
week. “Going back to the central issue—the presence 
or absence of bias. 

“We are not after some ultimate, absolute truth 
here of what is the true value, because that probably 
doesn’t ever exist.”

The Surprises of PFS 
When FDA shifted to reliance on PFS, no one 

could have predicted the odd events that would be 
observed in such trials. Consider the methodological and 
procedural oddities that emerged at the ODAC meeting 
April 12, 2011:

The Novartis application for its drug Afinitor 
(everolimus) encountered spectacular differences in 
assessment of response. 

The company pursued two indications for 
Afinitor, conducting a randomized study in advanced 
neuroendocrine tumors of pancreatic origin and a study 
in neuroendocrine tumors of gastrointestinal or lung 
origin, also known as carcinoid tumors.

In a protocol-specified analysis in the carcinoid 
indication, investigator review determined that the trial 
should be stopped, because the drug had crossed the 
threshold of demonstrating efficacy. 

However, central review came to the opposite 
conclusion: the trial should be stopped because there 
is no chance that it would ever demonstrate efficacy.

Novartis ended up with two diametrically 
opposed conclusions based on the same scans. This 
was unprecedented in the history of the FDA oncology 
office, the agency’s medical reviewer said at the ODAC 
meeting (The Cancer Letter, April 15, 2011).

Novartis withdrew the application for the carcinoid 
indication. However, the pNET indication remained 
viable because the PFS metrics went in the same 
direction. The Afinitor carcinoid indication may be a 
case of bias that can readily occur in oncology, FDA 
officials say. 

Few cancer trials are truly blinded, since 
investigators can see, based on side effects, whether 
the patient is on the experimental agent or on the control 
arm. 

Other biases can set in, as investigators may be 
reluctant to switch a non-responding patient from the 
experimental arm, which the investigator believes to be 
more promising. 

Similarly, in a trial with a crossover design, an 
investigator may be prompted to switch the patient from 

the control arm to experimental therapy.
“If a trial is truly blinded, and we are convinced 

that toxicities do not unmask assigned treatment, we 
would not demand a central review or even these 
auditing procedures,” Pazdur said at the July 24 ODAC. 

“We have said this to companies already. But here 
again, we have to be very honest with ourselves, drugs 
that have entered into clinical trials that have similar 
toxicity profiles to the comparator arm, are few and far 
between. 

“Can they exist in the future, with perhaps more 
benign types of drugs that are more targeted? That may 
be a possibility. We have to feel very comfortable that 
the blinding is maintained.”

Several ODAC members asked whether audits 
should be performed uniformly in specific tumor types. 

“The issue that has been discussed here are tumors 
that are poorly demarcated on X-rays,” Pazdur said. 
“It doesn’t necessarily address the need for a partial 
review or an audit, but how uncomfortable people feel 
with progression free survival when one has a poorly 
measurable disease? 

“Examples of this are hepatomas, where you have 
cirrhosis confounding the interpretation of measurability 
of the disease. And ovarian carcinoma, where you 
may have very difficult times in measuring the tumor, 
carcinoid tumors and other vascular tumors that may 
be hard to read, and you may have varying levels of 
sophistication of radiographic techniques between sites.

“I would like to get to the central reason of why 
we are getting these audits. The audit is basically 
to determine whether a bias here, and that has to be 
separated from whether PFS should be the appropriate 
endpoint. Sometimes we are forced to accept PFS even 
in these poorly measurable diseases, because of the long 
natural history of the diseases. 

“For example, carcinoid has a very long natural 
history. Charles Moertell [the late Mayo Clinic 
researcher] referred to it as a ‘carcinoma in slow motion.’ 
But I think we have to go back and discuss internally 
whether this is a reason to evoke a 100 percent audit, 
because the principle here is the detection of a bias, not 
whether one can measure the tumor.

“Measurement inaccuracies should be present in 
both arms.”
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How Audits Will Work
Two methods for audits have been proposed in the 

literature. One is described in a paper by Dodd, et. al. 
(Biometrics 2011), the other in a paper by Ohad Amit, 
et. al., (EJC 2011).

The Dodd methodology proposes to evaluate 
the consistency of treatment effect as measured by a 
hazard ratio between the IRC audited assessments and 
the investigator assessments. The paper also provides a 
method for audit sample size calculation.

Dodd, formerly of NCI, is now a mathematical 
statistician in the Division of Clinical Research at the 
National Institute of Allergy and Infectious Diseases.

The Amit paper focuses on discrepancy rates of 
investigator compared to IRC assessments between the 
treatment and the control arms. Amit is a biostatistician 
at GlaxoSmithKline and a member of the PhRMA PFS 
Independent Review Working Group.

Neither of these methodologies has been evaluated 
in prospective studies.

It appears that at least in the short term, scans 
would be sent to central place and some scans would 
be chosen at random for review.

Though no vote was taken, overall, ODAC 
members supported a general shift to investigator 
assessment.

“Investigator review is remarkably valid, which is 
reassuring,” said Mikkael Sekeres, associate professor 
of medicine and director of the Leukemia Program at 
the Cleveland Clinic Taussig Cancer Institute, who was 
recently named ODAC chair.

Several ODAC members noted that—as is the case 
with the Internal Revenue Service—the threat of an audit 
can be sufficient to keep people honest. Others noted that 
the Transportation Security Administration approach 
or relying on sampling could detect irregularities in the 
handling of data.

FDA shouldn’t automatically go to audit or review, 
said Sekeres. “I think both the IRS and TSA analogy 
could apply to this, calling for some flexibility in using 
this in some instances.”

Wilson cautioned against mandating that sites 
perform additional work or undergo additional training.

“There seems to be a migration of monies and 
efforts from the independent audits to training and 
monitoring for the individual sites,” he said. “We have to 
be very, very careful. What the studies we’ve seen have 
said is that the investigator reads are clinically accurate. 
To go in and to try to fine-tune required training, more 
paperwork, more uniformity—not only across sites in 
the U.S., but in Europe and the Far East—all of our 

data would say that none of that would make a whit of 
difference. And it will encumber these trials even greater 
than independent review. 

“I am much more interested in accurate designs 
that are unencumbered and are brought forward 
more quickly. And if the IRC shows that PFS is 
being accurately read in terms of the hazard ratios 
by the independent reviews, we shouldn’t be simply 
transferring encumbrances from one group to another.”

ODAC temporary member Gail Eckhardt agreed. 
“The issue right now is—I can say for several sites—it 
would be difficult for them to be audited,” said Eckhardt, 
head of the Division of Medical Oncology at the 
University of Colorado Cancer Center. “I think some of 
those issues were raised about image capturing. There 
are components to this that will require a different level 
of what we are doing now.”

Coming up with a meaningful sampling 
methodology would be important, said ODAC temporary 
member Ralph D’Agostino, chair of the Mathematics 
and Statistics Department at Boston University.

“If you have major sites that are producing 50, 60, 
70 percent of the subjects, and you do a random sample, 
they are going to be overrepresented,” D’Agostino 
said. “We have to make sure that when we are giving a 
blessing to a sampling procedure that all the sites had 
some representation.”

 Auditing would be required to detect fraud, said 
James Liebmann, assistant professor of medicine at the 
University of Massachusetts. “I am not happy with just 
abandoning audit altogether,” Liebmann said. “It has to 
do with the reality that people are people. Human nature 
unfortunately being what it is, there have been cases of 
fraud, and I think it’s important to have the oversight 
component, to make sure that is caught.”

The committee seemed unable to agency to 
enumerate the situations where full audits would be 
required.

“I don’t think a one-size-fits-all approach to this 
is workable,” said temporary member David Steensma, 
associate professor of medicine at Harvard Medical 
School. “I think we have not seen evidence today 
that there is a systematic problem with investigator 
interpretation. 

“Although audits keep people honest and they are 
necessary to continue for that reason, I think complete 
case audits in not necessary, except under special 
circumstances,” Steensma said. “We’ve heard about 
particular tumor types, and that discussion is probably 
too complicated to have here. But I think the agency 
needs flexibility to have complete case IRC review.
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“Yes, there are such situation where a random IRC 
audit may not be appropriate, but I think the agency can 
make these determinations and just needs to have the 
flexibility to require it in some circumstances and have 
a sample-based audit in others.”

Cost Savings Uncertain
Radiologists involved in central review say that the 

changes FDA is considering may not save substantial 
amounts of money.

“From a statistical point of view, this approach 
is unassailable, and I don’t think that the accuracy of 
the data I going to be impaired by this,” said Gregory 
Goldmacher, director of medical and scientific affairs 
and head of oncology imaging at ICON Medical 
Imaging of Warrington, Pa. 

“At the same time, I think that the cost savings 
from this are going to be limited,” Goldmacher said in 
an interview. 

Typically, the cost of interpreting imaging 
contributes less than 5 percent of the cost of a typical 
trial, Goldmacher said. However, some of these costs 
will be unaffected.

“For central imaging, you have to write the 
documents that define how it’s all going to work,” 
Goldmacher said. “You have to get sites qualified, you 
have to make sure that they can do the kind of imaging 
required. Then you have to collect the images and 
quality-check them.”

This would be needed in case the sampling points 
to problems in the trial. 

“Now if you only read 30 percent of the images, 
you are going to save some amount, but you are not 
going to save 70 percent even if you are only reading 
30 percent of the images,” Goldmacher said.  

Conversation with The Cancer Letter
Dodd Compared Central Review
With Investigator Assessment
(Continued from page 1)
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Dodd, who is now a statistician at the National 
Institute of Allergy and Infectious Diseases, is still 
focused on this research question, and her publications 
contributed to the FDA’s decision to move away from 
its blanket policy of requiring central review.

Recently, Dodd discussed her exploration of this 
question with The Cancer Letter’s editor, Paul Goldberg.

PG: How did this issue reveal itself to you? How 
did you recognize this as an important research question?

LD: I was in the audience of the December 2007 
ODAC that voted on bevacizumab, and there were 
concerns expressed about the discrepancy rate between 
the central review radiologists and the local evaluations. 
They were reporting values around 30 percent.

There were two things that concerned me about the 
conversation that was taking place. Most significantly, 
the hazard ratios between the two different methods for 
reviewing the imaging data were very close. That’s the 
bottom line in terms of evaluating whether a treatment 
is effective.

The other thing that concerned me was that 
discrepancy rates of 30 percent were not surprising to 
me, because I had worked with radiologists at NCI for 
nearly six years at the time. And that seemed in line with 
what I knew about radiographic reading and oncology. 

The fact that there were concerns raised really 
brought the issue to a point for me where I realized 
that we needed to look into this further to determine 
empirically and analytically what the appropriate 
approach was to using progression-free survival from 
an endpoint evaluation perspective.

PG: So this was an opportunity for a biostatistician?
LD: Right. It was an opportunity for a biostatistician 

to contribute something useful, potentially.
PG: Correct me if I am wrong—you are the person 

who recognized the research question in the brawl during 
the E2100 ODAC.

LD: I certainly realized that there was some 
thinking that needed to be done.

PG: Were you the first person to do this kind of 
thinking?

LD: From my perspective, our 2008 publication in 
JCO was the first paper that really brought the issue to the 
forefront (http://jco.ascopubs.org/content/26/22/3791.
abstract). As far as I know, there is nothing in the 
literature discussing this issue directly before then.

http://jco.ascopubs.org/content/26/22/3791.abstract
http://jco.ascopubs.org/content/26/22/3791.abstract


The Cancer Letter • July 27, 2012
Vol. 38 No. 30 • Page 6

PG: What is also interesting is that E2100 would 
have been the perfect starting point for studying this: 
here is a study that was not designed as a registration 
trial, and then suddenly it’s subjected to more levels of 
review, including central radiology.

LD: Absolutely. That’s right.
PG: Is that what you recognized sitting there at 

ODAC in December 2007?
LD: Yes. A concern that I had at that ODAC 

meeting was that that the E2100 was not set up as a 
registration trial. At the ODAC meeting earlier this 
week, several people made analogies between the central 
review and the IRS, that we need the threat of an audit 
to keep everybody in line.

I don’t necessarily disagree with that, but one 
question that arose during Tuesday’s ODAC was, did 
all of the trials presented in the meta-analysis have the 
threat of a full central review? 

The concern was that we don’t know how to 
extrapolate to future trials if we remove the threat of 
any kind of central review. That was simply not true 
with E2100, because E2100 was not set up to be a 
registration trial.

The central review was planned retrospectively, 
and there was a huge effort made to collect all the 
scans. It took a considerable amount of effort, because 
it was planned after the fact. And a question I have is 
how many of the other studies really had prospectively 
planned central reviews, and how much the threat of 
them influenced the site reads.

PG: It’s interesting, because in December 2007, 
FDA had reservations about E2100—because initially it 
didn’t have central review—and because of discrepancies 
between investigator assessment of progression and 
central review assessment of progression. And now FDA 
is pushing to make a change, so there would be less of 
a reliance on central review.

LD: Right. I think what was particularly interesting 
from the meeting this week was that, if I recall correctly, 
[Richard] Pazdur said that the local site-based hazard 
ratios would be considered the primary endpoint. And 
that’s a big shift.

PG: I wonder what made them change. It seems 
what they are saying now is the exact opposite of what 
they were saying during the review of E2100. Am I 
wrong?

LD: I don’t see it quite that way. What I think 
happened is that, once the floodgates opened to start 
allowing or considering progression-free survival as a 
phase III endpoint, there were a lot of issues relating 
to how to best evaluate that endpoint and trust its 

robustness. Early on, I think they were wise to be more 
conservative. 

But since that 2007 ODAC meeting, there has been 
a lot of effort by the FDA, the PhRMA working group, 
and NCI to address this problem. The meta-analyses 
and all the research that was presented on Tuesday has 
moved the thinking along quite a lot so that now they 
feel more comfortable using the site-based estimates of 
treatment effect as the primary endpoint. The data and 
thinking wasn’t as far along back in 2007.

PG: Let’s return to the E2100 ODAC. It’s 
December 2007. You return to your cubicle at NCI and 
you start looking at the data.

LD: I went back to NCI and there were phase 
III cooperative group trials being proposed using 
progression-free survival endpoints—and because of 
my experience working with radiologists, folks were 
asking my advice about how to design the central review.

There were questions about whether we use 
one central review radiologist, two, or three with 
an adjudicator. This was a side issue. The important 
question was what central review really contributes to 
the process, to the clinical trial results.

The first thing we looked for were all the phase III 
clinical trials we could find that reported progression-
free survival hazard ratios from both the central review 
read and from local evaluations.

There were not very many available in the 
literature. We found seven and looked at the discrepancy 
rates between the central review readers and the local 
evaluators. We found that somewhere around 30 percent 
seemed to be a reasonable value to expect. But again, 
just as with E2100, we found that hazard ratios based on 
the central review and the local evaluators across these 
seven trials were very similar. FDA and PhRMA have 
since examined this for 27 trials, separately, although it 
isn’t clear to me whether their 27 trials overlap entirely.

So, when the hazard ratios agree, you feel more 
confident that there is a treatment effect. At the same 
time, we began to realize that there were issues with 
the central review, which is the problem of informative 
censoring. This is a problem that is brought into the 
picture only because of central review—we don’t 
have this problem of informative censoring with local 
evaluations. 

This arises because of what happens at the time 
a patient’s disease progresses and the fact that patients 
are managed, as they should be, by the site clinicians. 
It’s a result of the way patients are managed in trials, 
particularly in the U.S.—I’ve spoken with trialists in 
Japan for example, and this is not as big of a problem 
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because there is more imaging follow-up in Japan.
Ok, so here’s the potential problem, at the point of 

a progression, which is determined by the site, patients 
are taken off protocol, and there’s no further imaging. 
This caps the number of images the central reviewer 
can read and it may be that the central reviewer doesn’t 
find progressive disease for a patient who progressed 
according to site evaluations.

This is actually a really complicated point. The 
issue is that because the patient is taken off-study at 
the time the site called progression, there are no images 
taken after that point. If that patient does not have a 
progression called by the central radiologist, based on 
the set of images available to him or her, then from a 
statistical perspective, the patient is censored at the last 
time they were observed, which corresponds to the time 
the site called progression.

This creates a pattern of missing data that is not 
missing at random because there’s a reason for the 
missing data—it’s because the local evaluator called a 
progression at the last time that patient was observed. 
Missing data is always a concern, but when there’s a 
pattern to it then we get especially concerned about bias 
in estimates of treatment effect.

Here’s another way to think about it: when a 
patient’s data is censored, the standard analyses make 
the assumption that this patient has the same risk of an 
event as everybody else who’s not censored. But we 
know that those who have been called “progressors” by 
the site have a higher probability of having a progression 
event than the people who remain on-study because they 
have not yet been labeled a “progressor” by the site.

PG: You could be swapping one bias for another?
LD: Right. There’s the concern that you’re 

swapping one bias for another. The concern about the 
informative censoring is that it tends to push the survival 
curves up and makes them look more optimistic.

The other issue with the central review is that the 
measurement variability doesn’t go away. In the JCO 
paper in 2008, we reported a discrepancy rate of about 
35 percent between two central review radiologists. 

I do believe that central review radiologists 
have been given more consistent training than the site 
radiologists or whoever is doing the site reads, but there 
still is a lot of variability in how they call progressions 
and how they measure the tumors by the RECIST 
criteria. 

Central review doesn’t resolve that measurement 
variability problem. So the main motivation for using 
the central review was to eliminate the potential for 
actual local evaluation bias. Local evaluation bias might 

occur if, say, an investigator calls progression earlier in 
the control arm because there’s a pull to get patients off 
the control therapy and onto the experimental treatment, 
or some other alternative treatment earlier. But this kind 
of bias just doesn’t seem to be present given what’s 
available in the literature and what we saw presented 
by FDA and the PhRMA working group.

PG: You are basically saying that this problem 
was overstated?

LD: Yes. It appears that the concern problem was 
overstated. 

PG: And this was a surprise to you? Where was 
your starting point, in terms of prior knowledge, or 
belief?

LD: I think that you could see how human nature 
might introduce a sort of subtle bias. Let’s say I’m the 
treating oncologist, and because I know the control 
therapy has certain toxicities and I’m not as convinced 
about it efficacy, then I might have a tendency to call 
progression just a little bit earlier. If that happened 
consistently across study investigators in any given 
study for one particular arm, then that could introduce 
bias.

What it really points to is that the RECIST criteria 
are pretty reasonably applied by sites—some might 
want to argue with that—but that’s what the data tell 
us. We have 27 trials here and the hazard ratios are in 
remarkable agreement. The other thing that it points 
to relates to equipoise. Study investigators must have 
equipoise in order to enroll patients onto their trials.

Perhaps the observation that they’re not tending 
to call progression earlier in one arm is another sign of 
their equipoise.

PG: Then you are finding that that’s the case.
LD: That’s exactly what we’re finding.
PG: In your 2008 JCO paper, you focused on the 

hazard ratio. Where is your thinking on this now? Is it 
exactly where it was, or has it changed? 

LD: Ultimately, what we care about is whether 
the way a patient functions, feels or behaves improves, 
right? And maybe we can come back to that in a 
minute because we cannot ignore that the use of PFS 
as an endpoint is controversial—we need to continue 
to actively debate whether and when this endpoint is 
acceptable.

With the hazard ratio, well, it is the standard 
endpoint with time-to-event endpoints and ultimately 
that’s what we care most about.

Looking at the hazard ratio makes the most sense 
because the correspondence between the discrepancy 
rates and the estimate of treatment effect is not always 
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obvious. The carcinoid study that the FDA presented 
is an excellent example of this. 

The hazard ratios were almost diametrically 
opposed—the local evaluation hazard ratio suggested 
stopping for efficacy early, and the central review-
based hazard ratio suggested stopping for futility. What 
the FDA presented showed that the discrepancy rates 
did not differ enough between the two arms to trigger 
a full central review.

The two different reading approaches gave 
very different answers, and yet the discrepancy rates 
between the two treatment arms didn’t raise concerns 
about whether there was a bias. That’s one case where 
you could see, clearly, why focusing on the hazard ratio 
is important. I think it can also go the other way where 
you could potentially have different discrepancy rates 
between the two arms, but ultimately because they are 
not of large enough magnitude, it wouldn’t have an 
impact on the hazard ratios between the two.

PG: If you were to describe this to non-
biostatisticians, what is the concern and what’s the 
lesson to take back from that specific case? 

LD: The lesson is that we are really, ultimately 
interested in the hazard ratio, in what the estimate 
of the treatment effect is, and the carcinoid example 
demonstrates very clearly that you can have a setting 
where you don’t have a high discrepancy rate between 
the central reviewers and the local evaluations. But at 
the end of the day, you still have diametrically-opposed 
hazard ratios and it’s really important, at the end of the 
day, to focus on the estimate of treatment effect.

PG: Nothing you have seen so far has changed 
your mind?

LD: In the end, I think they are complementary. 
It’s helpful to look at the discrepancy rate—but the 
carcinoid example was quite informative in terms 
of showing us that a lack of difference between 
discrepancy rates does not always imply that the hazard 
ratios will be the same.

PG: This is really an interesting world we’re in, 
in terms of time to progression.

LD: It is. The other thing that’s really fascinating 
to me, and Dr. Pazdur brought this up, is that we’re 
not really in a world of no bias. And I mean bias in 
a statistical sense—we’re not talking about bias by 
somebody’s subjective assessment. But because of the 
measurement variability associated with progression 
and the potential for various biases going one direction 
or the other, there’s sort of like a moving target, or 
more like a ball bouncing back and forth between 
different biases.

PG: Well, as long as it comes out in the wash, 
FDA doesn’t care. That’s the way I interpret it.

LD: Well, you’re getting two estimates of the 
progression-free survival hazard ratio—one with the 
local evaluation and one with the central reviewer—
and certainly, if they are close, it makes you feel more 
confident. If they are diametrically opposed, as in the 
carcinoid example, then you get concerned about the 
quality of the trial, and ultimately about the drug and 
how effective it is.

PG: What would be your concerns now about 
if they were indeed to do what they are about to do? 
What are some of the issues that you could see causing 
problems? What problems can you see, relying more 
on the investigator assessment?

LD: I think that one important concern was 
brought up by Wyndham Wilson which was that we 
cannot reduce one burden and then shift that burden 
to another area. I mean, I agree with the sentiment of 
having the highest quality RECIST measurements 
possible, but we can’t shift the burden now by requiring 
that the site reads be perfect because that’s not the 
purpose of this. One purpose of this is to streamline 
clinical trials and not create unnecessary work that 
doesn’t add value to the trial. I can’t remember quite 
how Wyndham said it.

PG: He said if this becomes another unfunded 
mandate on investigators, this is going to be a disaster.

LD: Right.
PG: But the moral of the story that I’m seeing 

from E2100 and from your subsequent work is that 
things work pretty well. Investigator assessment is 
pretty good—it’s reliable.

LD: Right. And the other thing that’s important 
to remember is that the central review radiologists are 
reading in more of a vacuum.

They may not have the patient charts with them. 
Whereas at the site, they are more likely to. They are 
one step closer to the patient.

Also, the central reviewer is not making a call 
that’s going to affect patient management, whereas 
the site reads will directly affect how the patient is 
managed—that’s a big distinction, right? 

I’ve always thought the ideal way to evaluate 
progression is in the context of a double-blinded trial—
where you have all the information available to you 
about the patient except for the treatment assignment. 
And I think that, the more you have the symptoms and 
the history of the patient experience in front of you, 
and the more you evaluate them in a truly objective 
way—the better able we are to evaluate the treatment 
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In Brief
NCI Publishes Trials Network FOA;
FASEB Slams House Budget
(Continued from page 1)

“However, the challenge still ahead for the 
cooperative groups and NCI will be to implement this 
revised clinical trials system in such a way to insure 
maximal advantage for patients,” Abrams said. 

“The new system will emphasize trials that 
have both a strong biologic rationale and are likely 
to lead to changes in clinical practice. In addition, the 
trials must be efficiently developed and conducted 
which will require enrollment from all sites in the 
Network, irrespective of the Group leading the trial. 

“Finally, sites who enroll higher numbers of 
patients will have their research costs more fully 
reimbursed.  These new aims will be enforced by grant 
review criteria that emphasize not only the quality 
of the science but reward efficient operations and 
meaningful collaboration.”

THE FEDERATION OF AMERICAN 
SOCIETIES FOR EXPERIMENTAL BIOLOGY 
criticized the House spending bill—which provides 
$30.6 billion to NIH for the next fiscal year—
“substantially below” the $32 billion that FASEB has 
been advocating for. 

The legislation, which passed through the 
Appropriations subcommittee on Labor, HHS, 
Education and Related Agencies July 18, falls 
$100 million below the Senate Committee’s 
recommendations.

“Without adequate funding, NIH will have to 
sacrifice valuable lines of research and lose talented 
young scientists to keep up with rising costs and a 
continued loss of purchasing power,” said FASEB 
President Judith Bond, adding that by mandating a 
number of training awards that NIH should fund in 

2013, the legislation could “constrain the agency’s 
ability to support the optimal number of research 
trainees.”

Besides eliminating the Agency for Healthcare 
Research and Quality, the legislation stops all new 
hires under the controversial Title 42 program at NIH 
and prohibits the use of funds from institutes, centers, 
or Office of the Director accounts for any economic 
research programs, projects or activities (The Cancer 
Letter, July 20).

FASEB said NIH’s peer review process already 
ensures scientifically valuable research, and that the bill 
could jeopardize NIH’s ability to manage its portfolio 
effectively by prohibiting NIH from spending funds 
on research projects unless the director signs off on 
it. According to FASEB, this could have a deleterious 
impact on NIH’s ability to fund the basic science 
that lays the foundation for the biomedical research 
enterprise.

FRED HUTCHINSON CANCER RESEARCH 
CENTER launched a new research institute dedicated 
to health economics and cancer outcomes research. 
The mission of the Institute for Cancer Outcomes 
Research and Evaluation, or ICORE, is to improve 
the efficiency and effectiveness of cancer prevention, 
early detection and treatment to reduce the economic 
and human burdens of cancer.

Scott Ramsey was appointed the first director of 
ICORE, which is scheduled to begin operations early 
next year.

“Cancer care in the United States is in crisis. 
Costs are rising at an unsustainable rate, putting 
tremendous strains on patients and the health care 
system,” said Ramsey, a member of the Hutchison 
Center Public Health Sciences Division. 

“The current environment in oncology health 
care delivery and policy make this an ideal time to 
focus on health economics, comparative and cost-
effectiveness research, and health care policy,” he 
said, citing the 2011 President’s Cancer Panel report, 
which highlighted tremendous variations in cancer 
care nationwide. 

“A patient’s race, income, insurance, where they 
live, and even what cancer doctor they first see can 
change their likelihood of receiving the best treatments 
and affect overall survival,” Ramsey said. “There is 
a tremendous need to collect, analyze and provide 
evidence that supports the provision of efficient, 
effective and cost-effective cancer care.”

The institute will focus on a number of core 

efficacy.
PG: It’s interesting how so much in modern 

oncology goes back to E2100.
LD: Yes, it’s interesting. Especially now that it 

has been pulled, right?

http://www.cancerletter.com/articles/20120720
http://www.cancerletter.com/articles/20120720
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research areas, including:
• outcomes research in cancer;
• cost-effectiveness of prevention, early detection 

and treatment clinical trials for cancer;
• comparative effectiveness, and pragmatic 

clinical trial design and implementation; and
• health policy in cancer and other chronic 

diseases.
The Hutchinson Center is providing initial 

funding for the institute, which is expected to be self-
sustaining over time, supported by a combination 
of federal and nonfederal research grants, industry 
contracts and donations, and private and foundation 
gifts.

The institute will be comprised of core 
clinical research and public health faculty from the 
Hutchinson Center and Seattle Cancer Care Alliance 
as well as affiliate investigators from the University 
of Washington.

T H E  A M E R I C A N  S O C I E T Y F O R 
RADIATION ONCOLOGY announced the new 
leaders of its board of directors. These five new 
officers will begin their terms at ASTRO’s 54th Annual 
Meeting in Boston, October 28-31, 2012.

The new members are:
• President-elect Bruce Haffty, of The Cancer 

Institute of New Jersey at Robert Wood Johnson 
Medical School

• Clinical Affairs and Quality Council Chairman 
Carol Hahn, of Duke University Medical Center

• Clinical Affairs and Quality Council Vice-
chairman Lawrence Marks, of University of North 
Carolina School of Medicine

• Education Vice-chairman Paul Harari, of 
the University of Wisconsin School of Medicine and 
Public Health

• Government Relations Vice-chairman 
Geraldine Jacobson, of the West Virginia University 
School of Medicine

Drug Approvals
FDA Approves Afinitor Regimen 
For HER2-Negative Breast Cancer

FDA approved Afinitor (everolimus) for use 
in combination with Aromasin (exemestane) to 
treat certain postmenopausal women with advanced 
hormone-receptor positive, HER2-negative breast 
cancer.

The drug combination is intended for use in 
women with recurrence or progression of their cancer 
after treatment with Femara (letrozole) or Arimidex 
(anastrozole).

“This is the first approval from the class of 
drugs known as mTOR inhibitors for the treatment 
of postmenopausal women with advanced hormone-
receptor positive breast cancer,” said Richard Pazdur, 
director of the Office of Hematology and Oncology 
Products in the FDA’s Center for Drug Evaluation and 
Research. “Afinitor is another example of the value of 
continuing to study drugs in additional types of cancer 
after their initial approval.”

The safety and effectiveness of Afinitor was 
evaluated in a clinical study of 724 patients.

Patients were selected to receive either Afinitor 
in combination with Aromasin or Aromasin with 
placebo. Patients received treatment until their cancers 
progressed or side effects became unacceptable.

The study was designed to measure the length of 
time a patient lived without the cancer progressing, or 
progression-free survival. Patients who were assigned 
to receive Afinitor plus Aromasin combination had a 
4.6 month improvement in the median time to disease 
progression or death compared to patients receiving 
the placebo plus Aromasin.

The most common side effects observed in 
patients receiving Afinitor for breast cancer were 
mouth ulcers, infections, rash, fatigue, diarrhea and 
decreased appetite.

FDA previously approved Afinitor to treat patients 
with advanced renal cell carcinoma that has progressed 
after treatment with other cancer therapies, in adult 
patients with progressive advanced neuroendocrine 
tumors of pancreatic origin, for patients with renal 
angiomyolipoma and tuberous sclerosis complex 
not requiring immediate surgery, and for adults and 
children with subependymal giant cell astrocytoma 
associated with TSC who require treatment but are not 
candidates for curative surgery.

Afinitor is marketed by Novartis Pharmaceuticals.
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