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DR.  JACOBSON:  Good morning. I'm Jim Jacobson. I want to welcome you to this pre-application meeting for the SPECS RFA.  

I will start by saying first that this meeting is being recorded and we will make an almost verbatim transcript available to the community as soon as we can after the meeting. So if people say, I wished I were there, you can tell them that there will be a full transcript of the meeting. 

This is really your meeting.  Our purpose for doing this is to allow you to hear what we're thinking about relative to this initiative and then to allow you to ask your questions and get as much information as you can about the applications you're trying to put in. Our experience in the past has been that when we have these meetings, it really leads to much better applications, much more appropriately focused applications. 

Again, this is really your meeting.  We're flexible.  We'll run through the agenda here in a minute.  But I've indicated that we'll end by about 3:00.  We can end whenever you're tired of asking questions and you've got the information that you want. There's no timetable.  I've set an agenda, but we're not tied to it.  We'll do what needs to be done to get your information, the information that you need.  

Let me start by going through the agenda this morning.

After this introduction Dr. Lugo and I will present the RFA.  Dr. Lugo will talk about some of the scientific issues.  I will talk about some of the structural issues of the program.  

Dr. Jerry Lovinger will talk about some of the review issues.  

At 10:30 we'll take a break.  

At 10:45 we've scheduled a question-and-answer session targeted primarily to Dr. Lovinger and to the Grants Management staff who are here so that you can talk about some of the technical issues. 

After that we'll start with questions to Dr. Lugo and I about the science.  Anything is fair game.  If we can't answer it, we'll say we can't answer it.  But we'll try and answer all your questions. And as I said this will go until 3:00, but we'll go within reason as long as you want -- probably up until 5:00 or so if people are still asking questions.  I think with the size of the audience that probably won't be necessary.  But we want to make sure that your questions get answered.  This is really for your benefit, not something that we're doing for our benefit.  So make sure that you get your questions asked.

Just to let you know who is here.  Of course myself and Dr. Lugo here at the front table.  The review staff, who will be reviewing the applications when they come in, are Dr. Jerry Lovinger and Dr. Marv Salin.  Dr. Lovinger will be talking about some of the review issues.  The Grants Administration Branch staff, Ms. Kelly Oster will be handling the technical aspects of making the awards. Two other staff members I wanted to acknowledge are here.  Sitting with Ms. Oster is Ms. Becky Brightful, who I assume is going to have some responsibilities in this initiative and also Dr. Rebecca Liddell-Huppi, who is a member of the Cancer Diagnosis Staff. 

With that we'll jump right into the presentations.  Dr. Lugo will start off with some of the scientific issues.  This is pretty informal.  We'll take questions, if they're technical, something specific to the comments that are made at the time, general questions we'd like to save for later in the program.  But if there's a specific clarification about a word, sentence that is said, we'll take those. 

DR. LUGO:  Good morning.  I'm Tracy Lugo.  I'm a program director in the Diagnostics Research Branch at the NCI.  And I'm here to talk a little bit about the scientific rationale for this initiative that we're here talking about today. 

What we're really trying to do is to build on some exciting progress that's been made over the past several years in the fields of genomics, proteomics, and other kinds of "-omics" focused on all kinds of molecular entities.  People have been using comprehensive molecular profiling technologies to identify, at this point, a large number of very promising profiles, profiles that are correlated with important clinical parameters. 

Our objective with this initiative is to try to take those profiles, which are ready to evaluate for clinical utility and move them forward.  What we have learned over the last several years is that to do that effectively really requires a focused, collaborative effort. 

Let me just say a little bit about what we think of when we think of what is a promising profile.  It's some sort of a profile where there's a biological or a clinical rationale to support the hypothesis that it might be useful somehow in planning cancer treatment for a patient.  It's a profile where there is some actual preliminary data that it correlates with a patient outcome in an interesting way.  And it's a profile where you can define a specific patient population where the profile might have some kind of clinical utility. 

So, for example, it might be able to tell you which patients are at very high or very low risk for recurrence, a difference in risk that would be significant enough to make a difference in planning treatment.  The profile might help you predict response to a particular kind of therapy, either a targeted agent or some sort of more standard radiation or hormonal therapy, for instance. Or it might help you predict a patient at high risk for some sort of specific adverse reaction to some type of therapy.  

Those are just examples.  But they are examples of the kind of questions that we'd like to use profiles to answer. 

When we talk about clinical evaluation, just in general, what we're trying to do is to demonstrate that the profile provides usable and important clinical    information, information that would be meaningful and significant to a physician and their patient as they're trying to figure out what to do; to demonstrate that the information is reliable enough to be used in clinical decision-making. 

Here we're moving beyond the initial observations in a limited set of patients and trying to figure out how generally applicable this would be for the patient population of interest. 

What we're looking for in this initiative are projects that will address a focused clinical question that will pose defined eligibility that would define the patient population where a clinical benefit is being sought and we'll be looking for a correlation with some kind of actual clinical endpoint. There are a number of possible such end points that would be appropriate depending on the    clinical question you have mind.  

We're trying to figure out how these profiles can impact patient management.  We're trying to facilitate the translation of these profiles toward clinical.  They may not be ready this instant to be measured in your standard clinical laboratory.  But, that's the direction that we're trying to move. 

Obviously we are also trying to build on the investments that we've all made over the past several years; to make the best use we can of our existing    resources and programs and to create a setting that will bring together all of the needed expertise and patient resources.

Let me just say for a moment what this initiative is not intended to accomplish.  It is not intended for projects where the primary focus would be the discovery of a brand new patient profile.  It is not intended for projects where the focus would be the exploration of biological mechanisms in laboratory models.  We're really focused toward clinical application.  We're not looking, in this setting, for projects where the primary focus is on technology development, development of new instrumentation or method. 

Obviously, all of these are also worthwhile goals.  If that's the sort of project that you have in mind, please do come and talk to us during the break or after the meeting and we'll be happy to tell you about other ways that we can try to find support for your projects.  But those are not the focus of this particular initiative.

What do we expect the successful applications to include?  We're asking for the investigators to come in with their research teams already preformed.  These will of necessity be multidisciplinary and they may well be multi-institutional.  We're asking for the applications to pose a specific clinical question and present a steady design that will answer that question.  

These projects should come in with a fairly substantial amount of preliminary data to show that some sort of a profile derived from comprehensive analysis using proteomic or genomic or some other kind of comprehensive molecular technology; preliminary data to justify moving forward with this profile.  Your objective will be to confirm its utility or perhaps to refine it, to enhance its utility. 

There may be some aspect of the application in which you propose to modify or adapt the technology that was originally used to define the profile.  But as I said before, technology development per se for assay development is not really the major objective here. 

You're going to have to demonstrate that you have the multidisciplinary expertise.  That's going to require statistical expertise in the form of a statistically robust design and the obvious participation of your statistical collaborators.  

You're going to have to have the necessary clinical resources consisting of not just specimens and patients, although obviously that's going to be necessary, but also the necessary either clinical annotation or the data management resources if it's a prospective trial or prospective study to collect the    clinical data.  

Obviously you're going to have to demonstrate that with whatever platform, whatever comprehensive molecular technology you're proposing to use, that there is in your team the analytical proficiency to develop reproducible data with that platform.

When we're talking about a statistically robust design, at least two points.  One is that there will need to be a justification for the size of the sample or the population that you're going to study.   Remember that the ability to answer a question depends not so much on the number of specimens, but actually on the number of relevant events that occur in your study population, whether that's recurrence or whatever it is.  We will ask you to define the hazard ratio of interest.  In other words, how big an effect are you interested in measuring in your patient population by estimating your profile.  You're also going to need to estimate the prevalence of your profile.  In all of these aspects, what we're doing is trying to calculate the power available from your sample size to detect that hazard ratio of interest.  You're going to have to have some preliminary data that will enable you to estimate the prevalence if you profile; the number of events that you might expect and so on.

At the end of the day we will ask you to compare the new profile with whatever standard clinical or laboratory measurements are being made at the present time to make these decisions.  What sort of value added are we going to achieve by moving this profile into the clinical decision-making process.

Clinical resources include, obviously, access to sufficient specimens or patients who will provide such specimens determined by your sample size.  You will also obviously need to worry about the quality of your specimen, particularly if your annolyte is something that is subject to degradation. Reviewers are going to want to have confidence that you will be able to get useful information from a significant proportion of the specimens that you include in your sample size so that you won't have a lot of lost data. 

We need to look at the quality of the clinical annotation which is just as important of the quality of laboratory data.  If it's a retrospective    study, how was the data collected?  Was it from randomized clinical trials?  Was it from chart review?  How was it collected?  If it's going to be a prospective study, how will it be collected?  How will the data be managed?  How will it be protected?  How will it be analyzed?  So we're interested in how reliable the data is going to be both in the analytic sense and the clinical sense.

Finally, the reviewers are going to be looking at analytic proficiency.  Clearly the technology that is going to be used in these projects is not technology that may necessarily be ready to deploy this afternoon in a standard clinical laboratory although ultimately that is the direction that we're going to be    moving.  For the purposes of the analysis, the correlation that you propose to make in this project, obviously we're going to need to know that your technology meets enough standards of accuracy and reproducibility; that you have procedures for quality control on the specimens going in and on the procedures as they're being carried out; that the procedures you propose to use are going to have sufficient through-put to enable you to complete the project on schedule; and obviously, whatever can be done to improve the cost effectiveness, to reduce the cost per sample that will have a beneficial effect on your budget and probably also on the ultimate applicability of the technology itself.  You'll need to show that the data at least will be reliable enough from the laboratory standpoint to draw conclusions from the study that you're proposing to do. 

That's the end of my comments on the scientific objectives and goals and elements of applications.  I can stop now and see if there are any quick questions before Dr. Jacobson talks about some more technical grant type aspects of this. 

DR.  JACOBSON:  We really do look at this process of going toward clinical evaluation of these signatures as an iterative process.  You define your profile.  You test it in a new population, a new set of samples.  You go back and see how that performs.  You refine it again.  You go through that process.  And you do the same with the assay.  How am I actually measuring what I want to measure?  How accurately does it do that?  How do I then refine that assay to go to the next step?  This is kind of a continuous iterative process where we will finally end up with something that is sufficiently accurate and sufficiently robust that you could think about actually putting it into a clinical trial setting and have some expectation that you could get the information that you want from that clinical trial. 

What I'd like to talk about just briefly is the grant mechanism itself.  I think many of you in this audience are very familiar with U01s.  But perhaps not all of you are, so I'll go through a brief description of a U01.  The U01 is an assistance mechanism.  It is a grant.  It's not a contract.  And the responsibility for what actually happens on that U01, on the grant, in your project is the responsibility of the PI and the staff of that project.  It's not the NCI interfering in what the science is you want to do.

What the U01 cooperative agreement mechanism allows is it allows NCI staff to play a role in what you're trying to accomplish.  We look at ourselves as partners in this.  We try to facilitate and make the process of moving a science forward easier.  We also facilitate interactions between the various projects that are formed and we ask more of you on a U01 than we would on an R01.  We ask you to come together to talk about the science, to actually meet with the other investigators in ways that will benefit all concerned and move the science forward more quickly.  It really is your responsibility.  We do play a coordinating and facilitating role.  

The other benefit is that we actually can bring NCI subject matter experts in.  We can bring in people from NCICB, the bio-informatics group.  We can bring people from the tech transfer group in.  We can bring people in from CTEP in or drug development if that's an appropriate set of expertise to bring to joint meetings, where NCI experts can assist you with problems you may be having, particularly the tech transfer folks.  If you get into a situation where you actually interacting with companies, they are very good at facilitating in those kinds of interactions.

That's what the U01 mechanism is.  It is a grant.  The application that you put in will be very much like your standard R01 except that you'll have to address some specific issues that are called for in the RFA.

I should point out, and I'll put it back up after we get done, the URL for the Cancer Diagnosis Program has all of the links to the RFA and all of the information you're going to want to have as you're developing your application.  I'm not going to put a bunch of URL's up on the screen for you to try and copy.  They are all there.  I'll put the Cancer Diagnosis Program URL back up and you can go to that site and easily get to the RFA itself if you don't have it immediately available to you.

The structure that we're going to try and put in place for this particular program is that we're going to ask the PI's to come together as a Steering Committee to help oversee the science that goes forward here and to facilitate the interactions between the programs and to build common themes that may be useful to all concerned. 

We'll put together a formal Steering Committee, which is made up of the PI and one other designated investigator from each of the projects.  There will be NCI staff there either as members of the Steering Committee.   That will be Dr. Lugo and me and perhaps someone from NCICB.  There will be other staff available to   the Steering Committee on an advisory role.  The function of the Steering Committee is to address the problems and issues that cross all projects.  It's not to oversee the specifics of the science in any individual project, but it's to help individual projects meet challenges that they are actually facing by having this larger group that has broader expertise to actually move these things forward.

The experience we've had in the past is that actually working together to solve some of these problems and coming up with common solutions allows the science to move forward not only more quickly but also in a more uniform fashion.  There might be issues that you address here such as the actual clinical designation, what some of the clinical language is that's used to annotate your specimens. Those kinds of broader issues, issues of how data is handled, managed, and so on.  We can all benefit.  And analysis.  Analysis is a critical issue.  We can all benefit by seeing and hearing what others are doing to meet these    challenges.

We will plan on meeting annually as both the Steering Committee and the larger scientific community from the funded applications.  I should mention that attendance at the annual meetings will be in your term of awards, so we expect you to actually show up for the annual meetings.  This is an important activity for the overall projects.  It is going to be expected that you will be there for these annual meetings.  

We will have other focused scientific meetings as are appropriate, whether it's a meeting around the particular technologies, whether it's interactions with particular companies, etc.  We could have a pathologist meeting.  We could have the informatics group meeting.  There's a whole variety of ways in which the groups can come together to scientific meetings that are the benefit of all the groups.  You could have all the statisticians get together and have a nice conversation.  I think that would be useful.

We're anticipating putting together an Expert Consultant Panel.  We'll do that in collaboration with and with the agreement of the Steering Committee.  We think that there may be some use in having an expert panel that is independent of any of the projects where you have a neutral body that's offering advice.  They will be advisory.  It's going to be a small group; no more than six members is what we anticipate.  It will be put together will the concurrence of the Steering Committee.  It's to advise both the NCI and the Steering Committee about issues that come up in the course of carrying out these projects.  It's just another set of eyes to look at what's happening and offer some advice.  Obviously, they come to the meetings and help develop strategies to meet the network goals.  We see this as kind of a neutral advisory body to help us    think about what you're doing and hopefully to help you think about what you're doing. 

There are a number of issues that are going to be required, have been required in previous initiatives.  One is the public release of data.  There are NCI policies about this.  And again, you can go to the RFA and the URL's for that. Any grant that's over 500,000 is required to have a public release of data policy within the grant.  What you have to do within the grant is document this.  Document what your strategy is going to be.  How you're going to release your data. 

We would like to see a major interface with the NCI Center for Bio-Informatics.  We, in previous programs, have had the release of data through that portal.  There is the new CaBIG project that is going to have the capability of managing a lot of data.  We would like to see a strong interface with the NCICB.  Obviously, if they don't have the capacity to handle certain kinds of data, private Web sites are appropriate.  We want that data out there.  We want it where people can get at it.  Obviously, this is within the context of you get the advantage of your data before you make it totally public to the world.  But I think the    experience has been that in fact no one can handle your data with the same efficacy that you can.  You're always in an advantage with your data no matter who else gets access to it.  That will be a major thing to consider.  In your application, I should have mentioned this on the last slide as well, you do need to acknowledge and document your strategy for data release.  You also need to acknowledge that you actually know that there's going to be a Steering Committee and that you're willing to participate with the rest of the groups.

The other major issues that need to be addressed in the application, this will be a review criteria that Dr. Lovinger can comment on a little bit later, is the intellectual property issues.  This continues to be and extremely thorny issue.                  It's a particularly thorny issue when you're having collaborations between large numbers of institutions.  If you have collaborations with two or three institutions in the context of your application, you need to have already addressed the IP issues when you come in.

You do not need to have the IP issues totally worked out where you're got a signed agreement.  If you have that, that's great.  We'd like to see that.  But you at least have to have a memo of understanding between the institutions and some strategy for how the IP issues are actually going to be handled between institutions.  We've had too many cases where suddenly a project gets into trouble because there's a conflict over IP issues.  That was primarily because the strategies were never laid out in advance as to how all of this was going to happen.

When it's appropriate, the NCI technology transfer branch is available for consulting with you on IP issues.  They have a tremendous amount of experience with the interaction between the academic community and particularly commercial entities.  They are certainly willing to work with you to help you develop your IP strategy or to solve IP problems as they arise.  As I mentioned, this will be    a component of the review.  You should really address this in the application.

This is the language directly from the RFA, so there needs to be a plan for sharing the resources that you're generating and addressing the IP issues.  That's just to give you the actual language that's in the RFA to again reinforce how important this issue actually is.

The other issue that I know you're all aware of but it's always worth mentioning: Make sure that you have your human subject issues taken care of before the application comes in; all of the issues of protection, of confidentiality, of the inclusion of appropriate gender, minority and children.  It's required, so I put it in.

These applications will be just in time so they follow the just-in-time rules.  So whatever is not required at the time of review you can submit later if    you're actually selected for funding.  

I put this on here just because I wanted to emphasize that we do not anticipate that these projects are going to support clinical trials in the traditional sense, that is, that you're going to get the assays to the point where you're ready for clinical trials supported by these grants.  I don't use clinical validation.  I use clinical evaluation where we're really talking about what we're trying to accomplish here.  Now, having said that, we're hopeful that some of you actually get to the point where you're ready to start a clinical trial.  We and other staff of NCI will be working with you when you get to that point to find the resources to build the connections that you need to have to go forward in a clinical trial.  We're hopeful that that will happen at    least on a project or two over the course of these grants.  But this particular set of grants is not designed to support clinical validation trials.  Clinical evaluation studies, yes. 

It's a language distinction I've been trying to make more and more, because clinical validation is used very loosely.  Often times they're talking about technical validation, not clinical validation.  Often times they are talking about evaluation and not validation.  I don't think you can validate unless    you're really in a clinical trial setting.  You can evaluate correlations, but you can't validate.  

What is the budget for this RFA?  We have requested a budget for $10 million, which is what is posted in the RFA.  We're anticipating funding three to four projects.  The allowable direct costs are up to $2.5 million.  Recent NCI policy is that the direct costs do not have to include the indirect cost of collaborating institutions.  But having said that, recognize the limited amount of money we actually have available.   It would be beneficial if we didn't have to deal with a budget of $2.5 million direct cost that has $2.5 million of indirects associated with it.  Be reasonable when you come in with your budget. We're planning on funding these for five years.  This is contingent on availability of funds.  I want to emphasize that.  We have commitment for $10    million, but that's always dependent on what the budget situation is when the time comes to actually fund these.  The budget situation at NCI right now is extremely tight.  We'll be battling to keep that $10 million.  We're hopeful that we can do that.  But just be aware of the fact that this is a really stringent budget period right now.  It's difficult.  We're working as hard as we can to make sure we have the resources that we need to move these projects forward. 

I wanted to emphasize a couple of budget issues.  The first one is the bio-informatics staff to support your own projects, but also to interface with the NCICB.  Our experience has been that you can never overestimate the amount of bio-informatics support you need.  It's very easy to underestimate the amount you're going to need.  We've seen a lot of problems in the past where people have just not had the resources that they need.  We've had to try and address that in some way.

Again, as Dr. Lugo just mentioned, the clinical data is critical so you do need to have the resources there to actually manage that clinical data.  If you're doing a retrospective study and you have to do chart reviews or however you're getting your data, it takes manpower.   If you don't have that in the budget and then you come to us saying, "Well, we don't have the resources to do that; is there anything you can do?" it's much easier to do it up front than to do it after the fact. 

We keep emphasizing travel funds because we are requiring at least one meeting a year.  And it's likely to be two meetings a year if we have some of the specialized meetings, so really put in a budget for your travel funds. 

QUESTION: Will you hold the meetings in the Washington Area?

DR.  JACOBSON:  Not necessarily.  Most of them are because it's easier for us logistically to do that.  But we've had meetings at other locations as well.  That's going to be to some degree up to the Steering Committee.  We'll work with the Steering Committee on location.  Figure half of them are in Washington and half of them are elsewhere, make some judgment about what it's going to cost. 

Since these are going to be large grants, they will be nonmodulars.  You need to justify your budget carefully as you develop them.  With budgets, again, justify, justify, and then justify.  

Some dates to make sure that we're all on the same page.  

The letters of intent are due June 22nd.  Letters of intent are not required and are not binding in any way.  They really are helpful, so I encourage you all to get us a letter of intent.  You need the basic structure of your program and the projected budget.  Just give us information, particularly the structure of the program, the major investigators who are going to be a part of your program.  That information gives Dr. Lovinger and his review team a chance to begin to think about how they are going to put together a review team.  

Dr. Lovinger asked me to mention, I'm sure he'll mention it, if you can avoid advisory panels in your grant that’s great because that just eliminates a whole review population and reviewers are always at a premium.

The applications are due July 22nd.  I would say to you as a cautionary note these dates have been held to very tightly of late.  So, make sure you give yourself enough time to actually have it in the mail by July 22nd.  

The review will take place sometime late in the fall.  

The applications will go to the February NCAB for secondary review.

We anticipate actual funding starting on April 2005. 

That's the scheme that we're on in terms of timing.  

That brings me to the end.  What I will do is, if you give me just a second, I'll go back to the top and put up the URL for the Cancer Diagnosis Program.  It is there on the bottom of the slide.  That will get you to information on us, contact information.  It will also get you to, on the first page of the Web page, the link to the RFA.  When we have the transcript of the meeting available, it will be on that site and available to the community. 

I'll take any specific questions you might have about the discussion that Dr. Lugo and I just presented.  

If there are none, we'll move on.  This is really your show, so you can ask --

QUESTION: This question may be best held to a little bit later.  But when you talk about the structure of the grants, I want to ask the question again about R01 format, integrating one set of aims, versus a more program project like format where you have two or three projects tied to one cancer.  Can you comment about that a little bit? 

DR.  JACOBSON:  Yes, it really should be the R01 format with the number of pages you have.  It is limited.

QUESTION: So you are sticking to the 398, 25 pages?

DR.  JACOBSON:  Right.  The 398, 25 pages.  I know that's a challenge.  I think Dr. Lovinger will talk about this.  We will be fairly liberal with the appendices material, so you don't have to put your microarray pictures in your 25 pages. Dr. Lovinger will talk about the quality of your appendices material when he talks about the review. 

QUESTION: So we should probably hold the question for him because with the large data set se have, so then for the reviewers to examine those.  You mentioned in the RFA they should not come in ideally under a URL.  There's some sort of problem because reviewers usually don't see them.

DR.  JACOBSON:  Don't go there.

QUESTION: So that means they should be in the appendix? 

DR.  JACOBSON:  Yes.  We recognize that we're offering a significant challenge to the applicants with the limitations on the application, but that's the way life is unfortunately.  

QUESTION: Could you go through the validate versus trial scenario one more time? 

DR.  JACOBSON:  The question is validate versus trial.  I'll try and repeat the    questions because this is being recorded.  In my mind, the way I try to use the language is that a clinical trial is a validation; where you have set a hypothesis.  You have your assay set.  You have your patient population set.  You're doing a prospective clinical trial, which is a validation of the assay that you are trying to evaluate.  What we're doing here is an evaluation.  We are trying to show that the profiles correlate with clinical endpoints of interest.  We're refining those profiles.  We're refining the way we measure those profiles.  But we're not doing a true clinical validation in a clinical trial setting.  Is that clear?

QUESTION: The specification notes that if you are ready for a clinical trial say halfway through the project that you should team up with your friendly SPORE or cancer center for a clinical trial? 

DR.  JACOBSON:  Yes, and we will do that.  We will help you facilitate that.  And we will figure out ways to support that.  It's not to be included in the budgetary issues for this.  The question was doing a clinical trial partway through the project.  We're not anticipating supporting clinical trials in the budgets of these applications. 

QUESTION: Have you seen comparison of platform performance in the classification    as part of the evaluation process?

DR.  JACOBSON:  Is platform performance part of the evaluation process?   Yes.  You have to continue to refine both the biological entities that you are measuring and the methodology that you are using to measure them.  Both of those are refinements. 

QUESTION: I guess the question was, is a direct head-to-head comparison of two platforms a reasonable aim?

DR.  JACOBSON:  The question is, is the comparison of two platforms a reasonable aim?  The answer to that is yes, if you're trying to measure a set of biological entities that are giving you biological information.  Saying which way is the best way to measure these would be part of the development of the assay. 

QUESTION:  Since we are getting into specifics, you made a big point in the written RFA about comparisons of different types of comprehensive strategies.  So you gave the specific examples of a gene expression type microarray compared to proteomics profiles; where you talk about arrays compared to epigenetics.  So I want you to talk a little bit about how important that is in the scope of the RFA.  And I'll give a specific example.  If we have profiles that we think are predictive based on gene expression arrays and we have not done the comparison to proteomics, is it important in this RFA to actually say we're going to do that comparison or to stay more focused on the methodology that we have now that already has a clinical correlation?

DR.  JACOBSON:  The question is, combining different technical platforms as was written in the RFA or sticking to a single platform?  The intent in writing that was that we did not want people to be limited by the expectation that they should stick to a single platform if you have data that says there's epigenetic components of this that may be useful or there's mutational components that may be useful. The other side of this is the preliminary data.  If you don't have the preliminary data, you shouldn't be trying to generate it.    

QUESTION: Would it be reasonable to presume that we're developing analytical technologies while your recruiting patients for two years?  Is the requirement then that the outcome of those analytic developments be incorporated into clinical trials?  Or you just have that as an aside?

DR.  JACOBSON:  If I understand the question correctly, it's a question of whether the development of analytical tools, independent of a biological    measurement on the patients, whether that's appropriate?  If you're not developing those analytical tools for a reason associated with the measurement of the profiles in that patient population, then that probably would not be appropriate.  That would be my take.  All this is dependent upon the details.

QUESTION: This would be developed for a future clinical trial, but not necessarily for the one you are doing.

DR.  JACOBSON:  I think that you would be better off finding another mechanism for actually doing that.  If I understand the question, if you're just developing an assay independent of what you actually want to measure in the patient population you're collecting, I think that that's not appropriate for this.  We have other mechanisms for actually doing that. 

Let's hold the questions at this point.  I will ask Dr. Lovinger to come down and talk a little about review.  I think he's going to do this very informally.  The reason for having Dr. Lovinger talk about the review is to give you a feel for how your applications are going to be handled once they get into the NCI and what some of the issues are that Dr. Lovinger has experienced in the past about the way these things take place. 

DR.  LOVINGER:  Marv Salin and I will be the review administrators on this.  On July 22nd we'll be receiving your applications.  Let me start out by saying that this initiative was really very clearly written by Dr. Lugo and Dr. Jacobson.  My first bit of advice would be to treasure this RFA announcement and from now until July 22nd read it day after day. 

You have to remember that this is your link with the reviewers.  The first thing I'm going to tell the reviewers to do is to look at the announcement, what instructions the program directors have given to the applicants.  And that what's in here, in the RFA announcement, is what the reviewers will be grading you on.

What I must say is, first of all, you all feel that you have outstanding technology to address significant clinical issues.  You all feel that way.  You all probably have this.  My first bit of advice is put it in the application.  Everything you can.  Be explicit.  Be detailed.  In every point we can think of, preliminary data, how you would handle the samples, how you would interact with the NIH, et cetera, et cetera, et cetera.   Just everything.  Put it in there because    that's what the reviewers will be looking at.  

I have no easy advice on how to get an outstanding priority score.  But let me go through the RFA announcement with you and just highlight certain points there that I think the reviewers will be interested in.

When Dr. Lugo and Dr. Jacobson say you must do this to be responsive, take that as good advice.  For instance, on page 2 they say, "Applications proposing only profile discovery or technology development projects will not be considered responsive to this RFA."  That's the first thing they're going to look at and the reviewers will look at.  So make your points in that regard.  

If you have letters of collaboration and support, please get them all into the appendix.  

On page 3 they talk about clinical questions.  "The applicants must describe the clinical questions or needs they plan to address."  Be explicit.  Be very   explicit on that.

Further down the page, on page 3, they talk about the statistics.  Reviewers love to pick on applicants for not having good power data, et cetera; clear design, clinical or laboratory design.  So get a statistician involved very early in writing your application. 

Bio-informatics is a very important part of this RFA.  Really, put down your staff.  Who's going to be involved and how they're going to involved?  How are   they going to analyze and collect the data?

Data sharing is important.  Any application over $500,000 requires a data-sharing plan.  That point is looked at very carefully.  So describe your data-sharing plan.  Reviewers will make comments on data sharing.  

This is, as Dr. Jacobson said, a U01.  Essentially you will plan all the experiments; how you will carry things out.  But Dr. Lugo and Dr. Jacobson will be involved.  I know it's early, but try to think about how they might be involved with your particular application.

As far as budgets, these are non-modular budgets, so please present budgets that are lean and justify everything, everything that is in your plan.  Make it very clear.  A very important point is that if you mention that you are going to do something or that you're going to have somebody involved in the projects, please put that.  Make sure that's in the budget.  

Reviewers don't like to see loose ends, where there is some investigator who is mentioned but his effort isn't in the budget and they have no idea, no way of knowing what he's going to be doing in the project. 

Dr. Jacobson and Dr. Lugo talked about the meetings.  Put that in your budget; the cost of going, the travel for the meeting and whatever. 

Human subjects.  Very important.  You know that there could be a bar on funding if the reviewers feel that you haven't protected the human subjects if there are human subjects or the animals in the proper way, so be very explicit about how you're going to protect and keep human subjects, the data on that confidential.  

Be very explicit.  Put it out there.  

Intellectual property.  This is on page 6.  Dr. Jacobson talked about this.  I keep saying be explicit, put in detail.  If you have technology that you're going to be using, how will you access it?  Do you have a licensing agreement?  Put that in there.  The reviewers get very nervous if they feel that the applicants may not have access and may not be able to deliver on the technology, that there might be a problem there or there might be some kind of dispute with another company.  So please put that in.  

If you have technology that you consider better, be very explicit on why it is better.  Why you are using that technology?  If it's faster, more sensitive, or cheaper, state the case.

Further down the line in the RFA announcement, there is information on where to send your application and so on.  That's in here.  

At the bottom of page 11 it says to send two original copies of the application to the NCI referral officer.  It says all copies of appendix material.  We are now allowed to get five copies.  And I would ask you to give us five copies of your appendix material sent to the NCI referral officer. 

I plan on having four to five reviewers on each application, so we'll need that many originals.  Not photocopies.   Let me emphasize that whatever you send, let the figures in your original applications be clear, the gel patterns or whatever or the array patterns.  Let them be clear because the reviewers do not like to see smeared patterns.  We'll try to present your data as best we can to them. 

On the next page it talks about appendix material being comprised of single-sided unbound materials.  In many cases, that cannot be.  For instance, with reprints you have bound material.  If you're going to send reprints, bound material that's double sided.  That's all right.  That's fine.  Please send up to five or six copies because we will need at least that much to send to reviewers.  

The review will probably be in October.  We haven't set a date yet.  The mail out will be about one month before in September.  I would tell you that you can update your applications generally up until the mail out date sometime in mid-September.  If you want to give us progress or revise, not revise.  That's the wrong word.  You cannot revise your application.  But if there are missing cv's or errors, spelling, whatever, you can update your applications till mid-September. We'll send those to reviewers.  So send five to six copies of any that you can. 

On the bottom of page 12, triage is discussed.  If, as we expect, there will be quite a number of applications in order for the committee to consider the best in time allotted, we will have to use triage.   Now, we will err on the side of the applicant in the sense that if any reviewer feels that an application should be reviewed at the meeting and should be scored and has good reasons for this, we will include it. Again, try to impress all the reviewers as best you can, so that you're not triaged.  In any case, if you are triaged, you will get a full summary statement. 

This brings us to page 13, which is the heart of the review really.  There five subcategories that we present to the reviewers that you see on page 13:  significance, approach, innovation, investigator, and environment. 

The reviewers will subcategorize their reviews in that respect.  So please keep thinking what would the reviewer want.  They are going to talk about    significance at the top of reviewing your application.  How can I show them the significance of what I'm trying to do?  And the approach: lay it out there.  Think like a reviewer as much as you can.  

I mentioned human subjects and animal subjects.  Be very careful in that regard.  If you have human samples, include data on women, minorities, and children.  Again, that's important.  For instance, even if you have historical data at your clinical center or at your institution about the breakdown, let's say, of minorities that you have generally 10 percent or 20 percent minorities.  Please include that because there will be a comment on that. 

Again, data sharing.  That's on page 14.  Any application over $500,000 must have that in there.   

Up until July 22nd, please consult with the program directors, Dr. Lugo and Dr. Jacobson.  We have found that the best applications are ones where the applicants interact, repeated sometimes, with the program directors, calling them, saying, "I don't quite understand this.  I have this problem."  They will help you.  The best applications are the ones where they repeatedly perhaps pestered the program directors.  That's your prerogative.  That's what they    are there for. 

Up until July 22nd, please do that, until you send your application in.  Thereafter, Dr. Salin and I will be your contacts.  You can call us at the NCI.

I think I've covered everything in the RFA that I think is of importance.  The one comment was made earlier about page limits.  This is going to be a tough one.  You're going to have a large amount of preliminary data, significance, et cetera, to adhere to the page limits.  It's going to be very difficult.  Use the appendix material creatively.  Try to put as much as you can there.  That's all I can say.  And if you have any questions?

QUESTION: Let me be very specific, a lot of times the instructions require that, for example, if you're going to put in a gel in the appendix, then you have to have a copy of it in the 25-page submittal.  So are you saying that this is going to be the case?

DR.  LOVINGER:  Well, generally if you refer to a gel pattern, say, you know, "gel pattern as shown."  It generally should be in the application.  

QUESTION: We just need some guidance.

DR.  JACOBSON:  The situation here is that we are going to have a captive review group, so we'll be more liberal with the use of appendices than might happen in the Center for Scientific Review.  We'll be instructing them to make sure, and I'm sure Dr. Lovinger will make sure, that they're looking at the appendix material.  Generally in the Center for Scientific Review there's no guarantee that the reviewers will ever look at your appendices.  We recognize there's a tremendous amount of preliminary data here.  We'll make sure that they know that and that they're looking at that as well. 

DR.  LOVINGER:  Yes, we will be liberal.  We won't ask the reviewers to mark you down or say, "Oh, they didn't include that figure in the text."  But this is going to be a tough one to conform to unfortunately.  You'll have lots of figures, data, to present.  So, again, use the appendix liberally.  That would be my advice there. 

QUESTION: Still hammering on the appendix issue because often times in the announcements it's very clear not to use the appendix as a reason to give yourself more room than the 25 pages.  There has to be some proportional understanding of what's appropriately appendices material and what's just being put in the appendix in order to just get more lines in the application.  So how are you going to assess that as the application, as what's specifically for the application, or putting in the appendix to get more text?

DR.  LOVINGER:  Well, I don't think you're going to put text in the appendix, but the figures, yes.  We would allow that.  We would allow that.  That would not be a problem.  This is also, as was mentioned, a just-in-time initiative.  And as regards your approval of your human subjects and animal-subjects-type things, you don't have to have those for review.  After the review, if you are in fundable range, Dr. Jacobson will work at    that.  Him and Dr. Lugo will work on that. 

DR.  JACOBSON:  My comment on the appendix material and what should be included; if you have some data that is so critical to what you're trying    to present that if it is not seen, it will kill your application, I would make sure it's in the application.  But if, for example, you're got a set of micro arrays or a set of proteomics data that's very extensive, you don't need to stick that in your 25 pages.  You might have a small summary table that hits the critical elements out of that.  Say, "These are the critical genes or proteins that I have seen in my profile.  You can look at all the data in the appendix."  You just need to use your judgment as to what's critical to what you're presenting.

DR.  LOVINGER:  And refer to the appendix very specifically in the application.  

DR.  JACOBSON:  All right, we're running a little ahead, which is fine.  We'll get you all out of here as soon as we can. 

I think what maybe we could take more specific questions for Dr. Lovinger and Ms. Oster.  If you have technical questions on the review or on the grants-administrative issues, that is, the financial and all of the issues that they manage, the business end of the grants.  We can take questions specifically on those two topics and then save the general scientific topics. 

Ms Oster, did you have anything you wanted to say prior to starting out?

MS. OSTER:  I don't have any specific comments, but if you have questions you can always feel free to call the Grants Administration Branch at any time. 

QUESTION: What about the colored material in the proposal?  Are you going to color copy it?  Or will you insure that the reviewers get the copies that have the colored material in it?

DR.  LOVINGER:  We're going to insure that they get the color.  So we would ask you to provide as much as we need, five to six copies of your colored illustrations, et cetera.  And anything that would be difficult to copy like gel patterns.  I mentioned that before.  And array patterns.  Please, have them well presented. 

QUESTION: I have two questions.  One is regarding foreign cohorts.  We're considering Chinese cohorts.  What are the human subjects issues?   Do we have our IRB's approve those on the consent form too?  It has to hold to the same U.S. standards, as I understand. 

DR.  JACOBSON:  Yes, they are held to the same U.S. standards.

QUESTION: The other question is we talked about the nucleic acid profiles and I assume that other profiles, for example proteomics profiles, are not excluded?

DR.  JACOBSON:  The question is whether other kinds of profiling are excluded?  The answer is no.  Any profile, molecular profile, where you have some indication that there's some clinical relevance to it is appropriate. 

QUESTION: I'd like to get back to the question of scope.  We talk about three or four awards at $2.5 million.  That's a lot of money.  And yet we talk about focused clinical questions.   So we've been struggling with, if you take    a particular tumor area that we're interested in, how comprehensive should the application be?  I understand the issue it has to relate to the preliminary data you have.   Is it smarter to have a more focused application on sort of a more limited set of clinical questions or issues with a smaller budget than trying to come in with a humongous response, albeit it has to fit into 25 pages and a larger budget?  I'd just like for you to talk a little bit more about scope and comprehensiveness. 

DR.  JACOBSON:  Well, the question just for the record is the scope.  Is it better to come in with a really tightly focused application or can it be broader relative to the organ site that you're dealing with? 

Dr. Lugo:  This is always a judgment call.  What I'd try to do is think like a reviewer as much as possible.  They will be looking for all of the standard review criteria, significance, innovation, the feasibility of your approach.  A project that is too small is unlikely to generate enthusiasm because the advance will not be significant enough to be worth the effort. 

On the other hand, once it gets past a certain size, you do get past not only your page limits, but also your ability perhaps to manage all the components of the project and to get everything done in the timeframe that you propose.  Try to focus on what is going to be the payoff and, thinking like a reviewer, how much of that can you realistically, persuasively promise to achieve.  

DR.  JACOBSON:  I think the other aspect, the way I think about it is that there needs to be a rationale for having put these various components together.  If any aspect of that project can stand up independently and won't contribute information to the other parts of the project in any way, it probably is beyond; you may need to think more critically about whether or not you want to include that.  What's the rationale for actually putting all of these various components together and making it a single application?

DR. LUGO:  One other point that sometimes comes up as people are designing these projects is the issue of refinement, adding things to the model, trying to make the profile perhaps bigger.  Again, these are judgment calls that    sometimes people can get into trouble if they start putting too much of those sort of discovery aspects into it.  

As Dr. Jacobson was saying, make sure that what you're doing really contributes to the problem that you're trying to solve in this application.  There may be things that are well worth doing in the future but that might not belong in this    particular project.  

DR.  JACOBSON:  Right now, if we could, I'd like to keep the questions less scientific in terms of the scope, the science that you're going to propose and a little more targeted to the review or administrative issues.  Are there business issues that you would like to address to Ms. Oster?  

QUESTION: Could you talk a little bit about what the appropriate way is to write in an investigator from a private sector company and whether or not this is the appropriate place for those sorts of interaction?

DR. JACOBSON:  Again, I think that's a little more scientific, but I'll answer the question.  The question is the inclusion of private sector components.  Certainly that is an appropriate interaction.  We anticipate that many of these    applications may well have components that are from the private sector.  There's no restriction on having those people supported in the context of a grant.  It has all the regular components that you would for any collaboration.  

Do you have any specific comments, Dr. Lovinger or Ms. Oster, about issues that may arise from that?  It's handled like any other collaboration.

MS. OSTER:  I would agree with that.  The only thing that I might suggest is that you put those in the consultant category instead of trying to make them a subcontractual arrangement.  

DR. JACOBSON:  It depends on the science they're actually doing.  If they are     critical components of the application and they are doing science that you want supported in the application, then you have to do the contractual issues.   The biggest risk, just thinking about what's happened in the past, is that you have a collaboration with a company, where they are doing a scientific component of the grant and they are not receiving funding from the grant.  They are doing it as a collaborative project.  A year into the grant, the company suddenly says, "Well, we've got other things for these people to do."  You really need to tie down the collaboration in a way that insures you're going to have the expertise down the road.  I've seen that many times where suddenly the    company says, "Well, we have other priorities and this is no longer a priority and we need the individual to do something that's commercially relevant to us."  You're left high and dry.  That is a consideration.  It's one you need to take into account.

QUESTION:  What are the rules for PIs and co-PIs?

DR. JACOBSON:  There's room for a co-PI.  That comes to what you put on the line, whether it's an investigator or a co-PI. 

QUESTION: Actually, I've been told that you can only have one PI on the application, that’s the only way you can handle the budget and indirect costs.

DR. JACOBSON:  Right.  There has to be a single institution and it has to have a single PI who has the responsibility for the project. 

Other questions specifically for Dr. Lovinger and Ms. Oster?  We'd like to have you have the opportunity to ask them the questions you may have relative to the business aspects or the review and then give them the opportunity to either stay or go as they see fit after you're through.  So if you don't ask them now, you may not have the opportunity later. 

QUESTION: The annual reviews will be handled pretty much like the current Directors Challenge grants?  There will be an annual renewal of funding with internal review by staff?

DR. JACOBSON:  This is a grant like any other grant.  You give your yearly progress report and we sign off on it and send it over to Ms. Oster's group to fund.

QUESTION: What about flexibility?  Are the grants going to be more SPORE-like or more R01-like regarding personnel shifts, terminating contracts, this kind of thing? 

DR. JACOBSON:  So the question is flexibility.  They are RO1 like.  Within reason you have flexibility.  You may need, if there's major changes and major alterations in how you're actually allocating your funds, you need to get approval to do that.  But we're pretty liberal.  We understand that science changes. 

MS. OSTER:  I just have one comment on that and that is that all grants now are under the expanded authority, including the U01s.  So as far as flexibility with rebudgeting and a number of things, you have very liberal flexibility.  As always, a change in scope requires NCI prior approval.  But as far as rebudgeting, you have the same flexibility with that that you would on an R01 as long as the funds are not restricted. 

QUESTION: If the cost of an assay goes down, you can rebudget that to personnel or to address statistical issues by hiring another statistician?

DR. JACOBSON:  Right.  You can rebudget. 

QUESTION: Can I ask a question about the budget?  If I understand you correctly, the indirect costs on the subcontract are not counted toward the $2.5 million direct costs?

DR. JACOBSON:  That's a new policy at NCI. 

MS. OSTER:  Actually that announcement was issued on April 30th.  And that's applicable to future RFAs.  So the intent...

DR. JACOBSON:  So for this one, it's not retroactive. 

MS. OSTER:  Right, right.  For RFAs that have already been published, the intent is that you abide with direct cost caps and language that's included in the RFA.  With this RFA the intent was that third-party indirect costs be included in the direct cost figure.  There's a certain set-aside that we're going to work with for this RFA and the applications that are funded must be within that. 

QUESTION: Can you say again because that's really different from what we. 

MS. OSTER:  I'm sorry.  The announcement was issued on April 30th.  And the intent was that it be applicable to future announcements.  So as far as the funding for this, the intent was to include third-party indirects in the total direct cost cap of $2.5 million.  I believe that that's what Dr. Jacobson and I had discussed previously. 

DR. JACOBSON:  Did we discuss this?  I didn't think we did because I obviously had it wrong. 

MS. OSTER: I have the e-mail right here. 

QUESTION: That's very different. 

DR. JACOBSON:  I'm sorry that I mislead you.  So the question was indirect costs included in the direct.  The bottom is, we have $10 million.  We will make that go as far as we can.  Even if the indirect costs were not included in the direct costs, we still only have $10 million. 

MS. OSTER:  Exactly.  I'm not saying that we would send your application back if you misinterpreted the policy.  However, with the actual funding of these grants we will have X amount of dollars set aside and whatever is funded has to be within that. 

DR. JACOBSON:  We will be looking hard at your budget.  You can be guaranteed of that.  I'm sorry for misleading you.  I thought that was all applications going forward.  I guess I forgot what Ms. Oster told me. 

DR. JACOBSON:  Other questions for Ms. Oster or for Dr. Lovinger specifically?  Then we'll come back to the scientific questions. 

QUESTION: I don't know if this is relevant administratively, but in the past U01s including even the Director’s Challenge grants there was a possibility of supplemental funding if things arose during the course of the grant.  Do you anticipate that possibility given the dismal budget climate or not?

DR. JACOBSON:  The question is whether supplemental funding will be available.  Supplemental funding is always available depending upon justification and availability of funds.  That doesn't change in this circumstance.  Now, having said that, I think you answered your own question.  We're in a really difficult time relative to budgets.  If we ask for supplemental funding, we have to justify it and we have to get approval at the highest levels.  Whether that will happen or not is an open question. 

I think, you know, we want to make sure you have the resources you need.  But you have to recognize that there are severe limitations at the moment as to what we're actually able to do. 

QUESTION: One other question.  Any particular guidance or thoughts on capital equipment purchases?  In other words, if one, for example, is anticipating trying to develop a high-throughput platform reflective of a large patient population, is that something that falls within the scope of this RFA?

DR. JACOBSON:  The question is the capital equipment purchases.  If it's critical to meeting the goals of the science, it's appropriate to include it.  Having said that, we only have $10 million.   We really like to see institutions sharing in the cost of capital equipment.  I would advise you, if at all possible, to minimize the amount of capital equipment purchasing that goes on the grants.  If you absolutely need something and you can't do this project without it, you're obviously going to have to request funds or obtain funds from other sources to purchase it.  If you need it and you put it in your grant saying, "I need it," either you have to ask for the money for it or you have to explain to the reviewers where the money is going to come from the purchases.   You can't say I need it and I'll figure out how to get it later.  That's not going to be to your advantage.   We would like to minimize the amount of the resources for this that is going to capital equipment.  But we're realistic as well. 

DR. JACOBSON:  We're ready for questions to programs staff.  Many of them have already started.  As I said before, this is really for you to get your questions answered.  We'll keep answering questions as long as there are questions to be answered.  We'll field the questions and try and make sure that all of them get answered.  It's up to you.  

QUESTION:  They consider chips as equipment, not capital equipment, but equipment.  What part of your budget should be devoted towards equipment?  I need to get enough equipment in the first two years to validate my profile.

DR. JACOBSON:  The question is the inclusion of particular things like chips in your equipment budget and how big can the budget be?  That's a difficult question because you need to justify what it is you need to do the study you proposed to do.   You have to propose a budget that allows you to do it.  

Creative financing and getting institutional resources and all the other things that you can possibly do to augment your budget are always advantageous.  I don't think there's any easy answer to that.  That is, if you propose to do X numbers of tumors and you don't buy enough chips to do that because you want to keep your budget down, then that's going to be a problem in review.  You have to justify what it is you're doing and put in the budget you need to do it.   

QUESTION: Why are chips specified as equipment?  On a dollar per chip basis, they don’t meet the definition of equipment.  They are supplies.

DR. JACOBSON:  They are supplies.  They are really supplies.  I was thinking supplies.   They're not equipment.  Supply budget.  I'm sorry.  I was thinking supplies.   It's still money. 

QUESTION:  My earlier question about capital equipment was really predicated on another issue.   That is that, as you know these technologies evolve rapidly.  Affymetrix, the majority of you probably use the Affymetrix platform, Affymetrix is considering moving that technology to the clinic and using the next generation equipment and arrays designed for high through-put and that would lower cost.  But the underlying cost for the equipment is fairly staggering.  And there comes a point where the current cost component is not commensurate with a clinical tool.  But the next generation they're talking about probably is.  That's likely to happen in the middle of the stream.  

That was really my concern.   My question is if we wanted to go to a higher through-put less expensive platform and the supply budget drop off precipitously but it would imply a significant capital budget.  If that were for clinical validation, it would seem like a prudent thing to do or consider, but it would be a vast change in the budget structure for the proposal.

DR. JACOBSON:  The question is how do you keep your budget in line with evolving technology platforms and particularly as platforms become higher throughput and lower cost per assay?

DR. LUGO:  Higher up-front costs.  It's hard to solve all of these problems in advance when many of the specifics are really hypothetical.  We're going to be able, if you get an award, to give you an idea of the funds that will be available for you to carry the project forward.  One of the advantages of the cooperative agreement mechanism is that we do have a mechanism for communicating between both you with us and with the other investigators so that as these opportunities arise, we can make such decisions.  

It might make sense in some cases scientifically to stick with an older platform in order to get a particular study done so that all the data will be comparable.  Or it might make sense to make some midstream adjustments.  We're trying to propose is a structure here that will enable us to work through those kinds of things. 

DR. JACOBSON:  The other point I would make is presumably if you're moving to a high throughput platform, which potentially will have clinical utility, the use of that platform is not going to reside solely in this grant.  I would expect that there would be some institutional support for actually moving to that platform and that we shouldn't be expected to bear the entire within the structure of this grant.  As Dr. Lugo said, all of those issues are kind of one at a time, try and work them out as you go through the process.  

Certainly we recognize the problems.  We're supportive of the problems.  We'll work with you on all occasions to try and do the best we possibly can to support what needs to be supported.  Our goal is to put the science out there and to get the science done and make a difference for patients.  We will do whatever we can to facilitate that.

QUESTION: Throughput, as defined in the RFA, is throughput sufficient to support the studies?

DR. JACOBSON:  The question is throughput, what's the definition of throughput in the context of the RFA?  The throughput is of sufficient quantity to support the studies you propose to do.  Throughput is very different depending on whether you're a single lab doing assays or whether you're a center that's doing batch assays in the fifties or so on.  It really should be appropriate for the science you're trying to do.  There's no requirement for high throughput at this point.  But obviously that's something down the line that you need to be thinking about.  How is this going to function in a clinical setting? 

QUESTION:  Is it appropriate in this RFA, if you come up with a set of genes based on arrays and you think there may be a more limited set to study, to say that not only are you going to validate that in another independent cohort, but you're going to develop more targeted assays such as a limited array or qPCR because those would be the subset of genes you monitor forward in a clinical trial? 

DR. JACOBSON:  The question is whether it's appropriate to reduce the size of the genes set you're actually looking at by either using a smaller array or a qPCR. The answer is absolutely, that's appropriate.  Refining both the assay and the biological entities that you're going to measure are appropriate in this RFA. 

QUESTION: That type of technology development is appropriate?

DR. JACOBSON:  That's right.  New technology development is not appropriate.  Refining the way you're actually measuring the entities you want to measure is appropriate. 

PARTICIPANT:  Should there be a directive towards limiting the number of projects on the organ site that are going to be funded?  Meaning there's going to be one breast, one prostate, one lung or two breast projects aren't going to be funded?  

DR. JACOBSON:  The question is, are we going to target organ sites so one from every organ site if we could?

DR. LUGO:  Well, we don't have enough dollars to do one from every organ site. 

DR. JACOBSON:  The answer to your question is, we're going to try and fund the best science.  If the best science is three breast cancer grants, then that's probably what we fund.  However, if have three breast cancer grants and two prostate grants or two leukemia grants, if they are equal science, then we may look at the organ distribution.   But it's actually rare that that happens.  Usually it's pretty clear what the best science is.  We have some sort of a ranking and we try and stick pretty much to the ranking that the reviewers give us.  We don't try to guess too much about what the best science may be in advance if the reviewers have already told us.

Having said that, we do look critically at what's being proposed and what they're trying to accomplish.  We may make a judgment based on what we think the clinical impact would be.   But, those are all hypotheticals.  We'll have to see what actually comes out in the review.  We also make attempts to find extra dollars if we can if we got really good science that we can't find.  But that's not a promise.  

DR. LUGO:  If you're trying to decide which organ site to focus on, let science drive that.  Wherever you're poised to make the biggest impact, go there.

QUESTION: In your discussion, there's an explicit assumption that we'll come in with one organ system.  Is there any problem with coming in with more than one organ system if we have the data for it?

DR. JACOBSON:  The question is whether it's appropriate to come in with multiple organ systems if you have preliminary data.  The way I've addressed that in the past when people have asked the question is, what's the preliminary data?  Is there some rational reason for putting these together that makes sense?

If you're trying to do something where there is a consistent pattern among several organ sites and you think this may be useful, there could be a rationale for doing multiple organ sites.  Doing two organ sites because you have preliminary data in two sites is not appropriate.  There needs to be a clinical rationale for actually doing that.

QUESTION: Before the break there was a question about whether there are any issues with academic groups having industry collaborators as a subcontractor?  Your assumption was that the lead would be academic.  Is there a problem with having an industry player as a lead with or without an academic subcontractor?

DR. JACOBSON:  The question is, is there a problem with having an industry lead on the project with an academic partner? 

DR. LUGO:  RFA says that for-profit institutions are definitely eligible. 

DR. JACOBSON:  Right.  You're eligible if you're a company.  There's no restriction on that.  The rationale for which the lead institution is depends on the science that you're proposing to do.  You should look at the science and figure out what makes the most sense.  

DR. LUGO:  One area where for-profit entities sometimes have difficulty is persuading the viewers that they have access to clinical resources, to patient populations.  Consider those sorts of issues as you try to figure out which member of the team and which institution that's involved in a collaboration does   it really make sense to have in a lead position.

QUESTION:  As long as the science is there and the resources are strong, there is no bias?

DR. JACOBSON:  There's no bias one way or the other.  I could spin a scenario where having the industrial partner be the grantee would give the    reviewer some assurance that there's a commitment on the part of that institution to carry out the science as opposed to the one I gave you a few minutes ago where you suddenly see a commercial entity pulling out of a grant because it's no longer interested.  You just have to look at the science and make a case for the way you put the grant together.  

QUESTION: You said that if you have signatures on multiple organs, that’s no reason to go ahead and put them together?

DR. JACOBSON:  The question is, having preliminary data on two organ sites, is that justification for going ahead?  I would turn the focus the other direction, which is, not what the profiles are that you have, but what's the clinical question you're trying to address?  What's the goal of the science that you're trying to do?  If the goal is to identify, to classify tumors of unknown origin, you may want to do a whole variety of tumors if you have the preliminary data that showed that you can actually do that classification.  

There's a whole variety of ways you could go.  If you have a profile that shows that a particular drug works against a particular target and you have data in two or three tumor types where that target is important, you may want to include those.  You've got to have a clinical rationale for putting the science together regardless of how many profiles you may have and how many organ sites.  The Clinical rationale is really the strong point.  

DR. LUGO:  It can go both ways.  There are projects where it might be very informative to put two types of tumors side by side.  Sometimes clinically they are thought of as one entity and sometimes not.  You might be trying to use your profile to help you figure out which makes more sense. 

On the other hand, if the reviewers perceive that the two projects are just kind of lumped together without any reason for thinking about them together, that may diminish enthusiasm.  It will also, of necessity, increase the amount of work that you're trying to propose, so you may have issues with the budget and the scope as well. It's a scientific judgment call. 

DR. JACOBSON:  Yes.  And again, I would go back to the question of what's your clinical question?  What's the clinical need you're trying to address here?  If you have a strong rationale, a clinical rationale, for why you're putting these things together, fine.  Make your case. 

QUESTION:  To me, the fine line one has to walk is generating enough preliminary data to convince someone you have a story of interest and on the back side, trying to validate the information with this grant. So what’s the, would you talk a little about that balance?

DR. JACOBSON:  The question is, the fine line between having good preliminary data and being to far toward validation.

DR. LUGO:  Considering how much information is really required to evaluate a profile to the extent that would want to move it forward into a clinical trial, it's hard for me to actually imagine an application that    would be criticized for having preliminary data that goes too far. 

DR. JACOBSON:  That would be my response as well.  The question that I spoke to earlier this morning, the difference between confirming that the profile that you have actually continues to correlate with the clinical parameters you originally thought it did in a separate patient population, using perhaps other alternative methodologies for measuring that profile, to continue to evaluate the performance of that profile in your patient specimens as opposed to doing the true clinical validation in a clinical trial.

It's that middle piece that we're supporting here between discovery and a true clinical trial validation.   As I said earlier, we don't like to use validation anymore than we absolutely have to.

QUESTION: So there's that whole song about promising new technology.  They just keep promising, promising, promising.  One of the issues that concerns me is there’s an obvious ways to validate our gene expression profiles would be to look for the protein product.  There certainly has been a lot of stated interest on the part of the NCI to explore the clinical utility of proteomics.  On the other hand, proteomics brings with it a whole host of new problems.  The relative balance between the NCI's interest in clinical applied proteomics versus the reality that we don't really have good evidence that there is an evolution from gene expression profiling to proteomics, I'm wondering if you have, particularly that's serum proteomics, I'm wondering if you have any guidance or thoughts on the wisdom or lack of it on trying to include proteomics in these proposals. 

DR. JACOBSON:  The question is with gene expression, for example, should we be looking at the protein products and how much proteomics should be included?  My immediate answer is, where is your preliminary data?  If you have a gene expression profile and that shows some clinical correlation, then stick with your gene expression.  If you have proteomics data that shows a correlation, then you can do the proteomics.  This is a debate I'm really tired of.  

QUESTION:  So are we.

DR. JACOBSON:  All of it is biological information.  It all speaks to the system.  I actually look gene expression profiles as the output of a whole set of signaling pathways, which give you information about what's happening at the proteomics level.  It's a readout.  To my mind it's more important as a readout as opposed to a precursor to a set of products down the line.  I think this is an integrated system.  All of it is information.  And you have to use it all.

QUESTION: Can we use what you said in our application?

DR. JACOBSON:  Go ahead.  But don't hold me accountable if it doesn't work.  I'm capable of having that argument without having to be held to reviewers' Comments.  

It's all biological information.  We have to use all of the information.  It shouldn't be, should we be using this information or that information?  Let's use it all.  That's partially what we were saying in response to the question earlier.  If you have integrated data from multiple platforms that speaks to the clinical question, use it. 

QUESTION: In the case of multi-institutional groups coming together, where each of them has their own profiles that they've tested populations that are similar, would the RFA cover matching some of those profiles into a single one?

DR. JACOBSON:  The question is, if they have collaborating institutions, each of which have a profile, does the RFA cover combining those profiles into a single profile?

DR. LUGO:  I could imagine a scenario where in fact that would be the point of the project itself, to come up at the end of the project with an integrated or refined profile that in the course of your five-year award, based on everything you brought in at the beginning, you came up with something that you now had a better idea of how well it performs. What you don't want to present to the reviewers is some sort of scenario where we'll get into this and then we'll decide what we're going to do. 

DR. JACOBSON:  The scenario you present is an appropriate one in the sense that if you have two institutions that have biological profiles that predict a similar biological subsetting of a patient population, for example, but they may not be exactly the same profile, what you know is that in those two populations you have a biological difference even though you may not be able to see it at the level of the pathology.  Figuring out how best to characterize those biological differences isn't an appropriate way to go.  Combining those two profiles and figuring out how best to measure them is absolutely appropriate. 

QUESTION: In the case of complementary profiles on the same patient, let's say one is predictive of therapy response and the other one is prognostic of tumor behavior.  Would that be considered adequate?

DR. JACOBSON:  My question to that would be, what's the clinical hypothesis?  

QUESTION: That we can have a single profile that can do both prediction and prognosis.

DR. JACOBSON:  Prediction and prognosis, that would be fine.  Again, you have to justify what it is you're trying to accomplish that will have a clinical impact down the road. 

QUESTION: Kind of following on that question, I'd like to publicly ask the question which I asked you at the break, which is if you're coming in with a couple of different labs who may be generating data related to one integrated set of aims, how critical is the QC performance between the two labs to be demonstrated at the time of application versus being aware this is an issue and that needs to be a component of the studies that are ongoing. 

I want you to comment on the one lab versus multiple lab questions generating data.  We all understand that QC would be critical, but sort of where do we have to be at the time of submission? 

DR. JACOBSON:  The question is, having one lab doing the analysis versus multiple labs and the issue of data comparability and QC.  You need to do what makes the most sense for your project.  If you're proposing to do analysis in multiple labs, the minimum I think would be to have recognized that the QC issues between labs is critical and to have addressed that in the application.  

Perhaps you do that by saying: "We know this is an issue.  We haven't had a chance to run the comparative data yet, but the first thing we're going to do on this grant is actually to do the comparison of the analysis and make sure that the data are comparable.  We're going to be developing standard operating procedures for the labs that are going to be doing it, et cetera, et cetera, et cetera”.

The best would be to already have some data and say, "We've done a preliminary experiment and we've gotten data from both labs and it's comparable."

DR. LUGO:  It depends critically on how you plan to use the data.  If it's all going to be merged into a single data set in order to meet your sample size requirements, then you'll have to convince everybody going in that all of the data going into that sample set is sufficiently comparable that that makes sense.  But you might be envisioning other kinds of comparisons between labs that would require a different set of consideration. 

DR. JACOBSON:  That's a great point.  

QUESTION:  You addressed the issue of going across platforms.  Some of the published signatures that need to be evaluated are actually in one format, a cDNA format, that really might not be very easily translated into clinical practice because of it was homegrown system.  And so, if you want to validate that format on an Affymetrix array for example, the genes may change, the IDs may change and you may not be able to validate the signatures as originally listed.  So what's plan B if you have not used a discovery approach to validate, like RTPCR, for example, to validate the signatures? 

DR. JACOBSON:  The question is, what happens if you have a signature that was done on a homegrown platform as opposed to, say, a commercial platform and you want to now go to a commercial platform for doing the confirmation? 

I'll again go away from validation.  That is an appropriate study to do under this RFA because what you have is the preliminary data that says there is a biological subset that I can identify using these comprehensive profiles.

Part of the reason for doing this is to refine your profile to identify what the best representatives of that profile actually are to take forward.  So the fact that at the end of the day you come out with a different set of genes, that may be perfectly fine.  

What you're really trying to identify is the underlying biological subsets that may exist there or whatever the biological question is, the clinical question is, that exists there whether it's a response to therapy or whatever, that that's a reality.  The question is how best to measure that. I have no problem with that at all.  I don't care what the genes are as long as they're giving you valid clinical information.  

DR. LUGO:  This is part of this iterative process that you mentioned earlier.  We move from assays that only work in the lab where they originated and then we have to somehow make them into tools that can be more widely applicable.  A lot can change from step to step as long as you keep your eye on the question you're trying to answer. 

DR. JACOBSON:  Again, I think this is my bottom line on everything that Dr. Lugo mentioned earlier in her presentation.  What's the clinical question?  What's the need that I'm trying to address?  If you have two profiles that give you great separation between two patient populations and it's of absolutely no clinical value, I'm really not interested.  It's great biology, but if it's irrelevant to the management of the patients, so what?

You may get a good biology study out of it, but that's not what this is really about.  Which is different that saying, you have two patient populations that you don't know what to do with because you don't have the therapeutic interventions yet.  Those could be of interest.  That may be a very valuable thing to do.  I'm not diminishing the fact that biological heterogeneity is not important.  I'm just saying that you've got to have a clinical need that you need to address.

QUESTION:  If we have data showing that the ROC curves for our gene signature are similar on two commercial platforms, Could we then on the RFA propose finding the signature on a custom array, which is not on the discovery platform, but which is on an equivalent platform?

DR. JACOBSON:  The question is, if you have signatures that are similar on two different platforms, can you refine the signature on a single platform or on a commercial platform?  The answer to that is yes.  That would be appropriate.  

QUESTION: Would you address again the issue of the clinical trials and the prospective acquiring of the samples?  For example, we have banked a pure set of samples for the initiation of the study, then later on, do you foresee the starting of a new trial a couple of years from the starting of the application?  How does that play with what you mentioned before that this funding does not support clinical trials?  

DR. JACOBSON:  The question is, how does the prospective collection of specimens, possibly in the setting of a clinical trial, how does that actually play out in the funding of the application and in the presentation of the application? 

DR. LUGO:  There's certainly going to be projects where there has to be prospective collection of the tissue.  That's certainly appropriate.  You'll    have to address all of the issues about how you're going to QC the specimens and how you're going to collect the clinical data and so on.  This question also came up during the break.  It says chapter in verse in the RFA, "don't propose clinical trials.” but there are instances where the next most important step to take is actually a clinical trial of a profile.  That might require some collaborative arrangements with a Cancer Center or some entity that's equipped to do that.  How do people present that to reviewers?  How do they present it in    their budgets? 

DR. JACOBSON:  The issue is, the prospective collection of specimens is appropriate if that meets your scientific goals.  If you are collecting specimens on a disease where the outcome is 10 years down the road and you're talking about proving that your profile correlates with disease outcome in the short-term, you're probably not going to do particularly well in review. 

If you're collecting specimens on a disease with a relatively short course where there's some expectation you'll have your clinical data at the end of the study, that's probably appropriate.  You have to let the science drive it. When we're talking about clinical trials, it's not that you can't take specimens that are being accrued on clinical protocols and use those specimens to do your analysis. 

What we're talking about in terms of clinical trials is you shouldn't really be at the point where you're about to set up a clinical trial to test your profile. To my knowledge there's none out there that are really ready to do that at this point except in Europe.  But the intent is not to do that clinical validation of an already developed profile, where you have your assay in hand and ready to go today and you know that it's robust, reproducible, and all the things you'd want to have.  As Dr. Lugo said, down the road we may be interested in doing that, but that should not be part of the presentation for the review here. 

QUESTION:  Well, I think that ambiguity reflects my question and Dr. Lugo well explained it.  Reading this specification it looks like in a way it invites proper clinical trials with a final validation.  In areas, it says clinical trials are not the goal of the study.  There is a nice paragraph that actually notes the two, that is, you should coordinate with you folks and SPORES and NCI Cancer Centers if you are ready to do such a trial.  So it's clearly welcome in the grant and would be maybe an exciting aspect of it.  SPORES and Cancer Centers could facilitate by providing tissue banking opportunities.  So therein lies the funding relief.  I don't know what's the magic here.

DR. JACOBSON:  The question is, again, the interplay between the clinical studies that we're proposing be done here and the actual carrying out of clinical trials.  

The thinking that went into writing this particular initiative is that it would be extremely difficult at this point in time for anyone to present a clinical trial design to carry out a validation of a molecular profile and make it credible to reviewers.  I don't think right now that that's actually possible, that the issues that would be raised about how robust the profile was, how good the assays were and reproducible in the setting of a clinical trial would be    enormous and would lead to a review that was less than optimal for the PI, which is not to say that the science that's being done in this initiative won't get you to that point.

Presenting it at day 1, at this point in time, as a true clinical trial; I'm talking about a clinical trial in a sense of saying this is my prospective; this is my profile; this is the way I'm going to generate that profile and I'm going to stratify a patient population based on this profile at this point in time, or whatever the clinical endpoint is, it would be a hard sell to actually put that through and make it credible. 

QUESTION: The paragraph I'm thinking of envisages people being ready about year 2.5, which is 3.5 years from now. 

DR. JACOBSON:  That's potentially credible.  But what at least my intention was in writing the RFA was not that you would propose in the application that in two and a half years you'd be ready to do a clinical validation in a prospective clinical trial, but rather that you would be proposing to do all of the science that leads to that point.  If you get there, we'll do everything in our power to make sure that it actually gets done.  But it shouldn't be within the budget    constraints of this particular application.  Does that make sense to you?  Do you understand what we're trying to do here?

QUESTION:  The ICB RFA has 100 page limit for the application with similar funding levels, I'm just wondering why did you stick with just the 25 pages as opposed to the 100 pages they did for that RFA?

DR. JACOBSON:  The question is why did we stick to 25 pages?  We had some consideration for reviewers.  We felt that we really needed to try and constrain the language of the applicants to some degree.  If you open the door to applicants and say you may use as many pages as you want, they will use as many pages as they want.  

It does focus you to say, you have 25 pages to not only describe what you're going to do, but to describe it in sufficient detail that you can convince reviewers that both you can do it and you should do it. 

It's a challenge for you.  But I really think it's beneficial.  As opposed to putting everything down on the page that you could possibly think of that's relevant to the science, you really have to think hard about how you present it.  You have to think hard about how you write it. 

Dr. Lovinger said this, and I will just reiterate, we will be very liberal with the appendices material.  We'll make sure that they get them.  We will charge the reviewers to look at the appendices material.  You should not put written text in the appendices, but certainly you can put all of the other materials in there.  For example, the question came up about QC.  If you have QC protocols that you're going to use, you can put those protocols in the appendices.  We really want to allow you the opportunity to present us with as much data as you can and not use your entire 25 pages up with figures, for example.  

I would reiterate what Dr. Lovinger said earlier: Send us originals.  Nothing infuriates a set of reviewers more than having a figure that they can't see and can't tell what the data are because it's a black and white copy of something that was originally in five colors.  Just send us originals.  It really is critical.

The other issue that came up, and I just want to go back to it, is the issue of the indirect costs within the direct costs.  I know it's a problem.  The way the RFA was written did not anticipate the policy change that came about last month.  And it didn't anticipate it because we didn't know it was going to happen.  I think it's a great change actually. 

In effect, the RFA is silent on this issue.  I think that you should be as careful as possible with your budgets.  If those indirect costs are not all included in your direct costs, we won't throw the application back at you.  But do be cognizant of the fact, as I've said before, that we have limited resources.  That we're really trying to get as much science as we possibly can out of it so we won't be particularly happy if we see a $2.5 million application that has $2 million worth of indirect costs associated with it and then the institutional indirect costs on top of that.  Just be reasonable with the budget.  We'll work with you as best we can, but we just know we've got limited resources.  I can't stress that enough.  

We are doing everything in our power to get as much money as we can behind this.  We are hoping that you absolutely swamp us with wonderful applications that all have scores of 1.2, 120.  If you do that, then we'll challenge others to step up to the plate.  But the resources are really tight.  That's just a reality and it's going to continue next year.  

QUESTION:  I'm going to make a comment.  A thing that you said that worries me a little bit is a lot of us have been working on SPORE applications where there's a statement that X number of SPOREs will be funded or the funding level is Y.  We've come in and they funded zero in a round despite the incredible work that we've been doing.  I guess this is a philosophic statement I may not expect you to comment on, but it worries me a little when you talk about the potential erosion of your target.   I know it's something we all can't control, but we would assume there's going to be at least some money in this application. 

DR. JACOBSON:  The funding rate will not be zero.  Beyond that?  I just have to be realistic.  There are extreme demands on every dollar that we have at this point in time.  We just have to, you have to present us with such good opportunities that they can't say no, right?  High quality applications with critical clinical questions being addressed make our job easier. 

DR. LUGO:  And then as cost effectively as possible.  If all of the applications come in requesting $5 million total cost, then that limits the number that we can consider funding.  

QUESTION:  A quick practical question.  Are you going to make these slides available? 

DR. JACOBSON:  Oh, yes.  Not only will we have a verbatim transcript up on the Website, we will have all the slides up as well.  It's not as important for you as it is for others.  We have to make it available for everybody so we have fair competition.  It will take us a finite amount of time to get that transcript done, but we will put the transcript up.

No other questions.  Well, I thank you all for making this an efficient operation.  I hope it was useful.  I look forward to getting all of your applications.   We are available.  We will take your calls.  Reasonable questions will be accepted

