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CHAIRPERSON MARIANNE HORN:  So good morning, and welcome, everybody, to our I don’t even know what number stem cell review meeting.




Just at the outset, Claire Leonardi is here from CI, and she’s going to say a few things about the legislation, then we’ll go into our review meeting.




MS. CLAIRE LEONARDI:  Good morning, everyone.  I want to just give you an outline of what we know at this point how legislation was written.  It was passed.  It was part of the Governor’s bill package that affects this committee, so I’m going to just take you through some specifics of what we know, and then the CI team will come back to the Advisory Committee to really talk about what might be the operation locations at a later date.  We’re not prepared to do that yet.




I think, as everybody knows, the legislation consolidates the operation of this fund in the CI, so it will not be split between DPH and CI going forward.  We will manage both what DPH now does, and then the administrative piece, which we have always done.




The Board’s structure largely remains the same, with all the appointed authorities the same as the previous bill.  The only thing that changes is that the skill sets that we can look out into the marketplace expanded slightly to include (indiscernible) very focused on stem cell before.




The Commissioner of DPH or her designee remains on the Board, but she will no longer be Chair.  The CEO of CI will be the Chair as of July 1st.




The committee (coughing) to the Advisory Committee.  The Peer Review Committee remains in place, but it’s reduced to five, so we have to work into our operations what that means.




The current DPH appointments remain in place until October 1st, and then CI, through me, will have the ability to appoint that Peer Review Committee, and, again, the fund operations will be managed by our bioscience innovation team, and, so, that team will manage both us, Connecticut Bioscience Innovation Fund and this fund.




And for those, who don’t know that team, Jeremy Crisp leads that team, Margaret Cartiera is another member of the team, and Ariel Drew is another person who you see.  She is committed to the project (indiscernible).  




The existing fund authorization for 2014 remains in place, and 2015 the original legislation will carry over for fiscal year 2015, and then there will be an additional four years for the main piece going forward, so that the legislation is good through fiscal year 2019.




The legislation provides for CI to receive four percent of the fund allocation to operate the fund for 2015, and as I read the legislation, but we still need to confirm that actually comes out of the fund, so it reduces by 400,000 the amount the committee can allocate.




We will be bringing a budget to you, so you can see how we anticipate using those funds, and we know that it costs CI more than that amount to manage this, and, so, CI will be required to pick up the extra amount, and, also, CI is required to compensate the Peer Review Committee.  That does not come out of (indiscernible).




We will be examining all the processes and procedures, so that we can align them as well as we can to our (indiscernible) process, and, so, we’ll be coming back to you with that.




There are a number of new responsibilities that are outlined in the legislation that we will have to do as a team, all of us, the committee and -- we will have produced a strategic plan.




The legislation is a little unclear, and, so, we’re going to need to identify what this really means, but they specify that we need to, in this plan, possesses the strategies to achieve the fund’s economic development objectives, builds capacity for innovation, and sustains the money invested in the fund, which is the one that we’re sort of the most puzzled by as well.




It reiterates a responsibility that’s always rested with this committee, but this has not been done, that we need to seek out other funding that can come in alongside the state funding, so that’s always been part of this, but it reiterates that strongly.




And the last is the development of performance metrics and measures and data collection systems, which has never been really part of the legislation, and there’s a number of things that are listed there that I don’t need to go through, but that is something that this committee is responsible for (indiscernible).




So that’s essentially where we are, but we will come back to you with -- this week as we develop our (coughing).




DR. ANN KIESSLING:  So this new legislation was written, because the other legislation is expiring?




MS. LEONARDI:  Yes.




DR. KIESSLING:  So this is like a -- everybody knew this was going to happen this year.




MS. LEONARDI:  Well, it’s an extension of four years, but just one year remains.  I think there were two objectives.  I think there was a recognition that splitting the management of the fund between the two agencies was inefficient, and we’ve been working together to try to iron out the inefficiencies.




DR. KIESSLING:  Between DPH and CI?




MS. LEONARDI:  And CI.  I think the other piece of it was, because of our monocytes innovation fund for CI, we’ve moved a little bit closer to the research side, so it seems like a natural time, and then the legislation was set to sunset not this year, but next year.




DR. KIESSLING:  So this is good news.




MS. LEONARDI:  Yes.  We can iron out what it all means to us.  It is a -- we had hoped for more compensation from the CI’s perspective, because it’s one of those things that we’re supposed to be a self-sustaining organization and earn our own money, and this is something that’s not fully funded, but that’s what it is, and, you know, we’re looking forward to --




DR. KIESSLING:  Well, we hoped for 20 million instead of 10.




MS. LEONARDI:  Yeah, we could, if we could get more money to do it.




DR. KIESSLING:  Was that discussed as part of this?




MS. LEONARDI:  I don’t think -- I think it was discussed, but as the legislation moved forward it was the Governor’s bill, we had originally proposed it as a CI bill, but the Governor wanted to push it as part of his agenda, which is absolutely fine, and, so, it developed in the way that they wanted to, and we gave our input, but we were not the final determinants of the terms and conditions that we have.




DR. KIESSLING:  So it remains 10 million?




MS. LEONARDI:  A year.




DR. KIESSLING:  Until 2019?




MS. LEONARDI:  Until 2019, so it added four years to the current legislation.




COMMISSIONER JEWEL MULLEN:  Just to add to that -- good morning, everybody.  We had, at DPH, have been suggesting that the program get moved from DPH to CI for the past few years or someplace else, because, technically, this isn’t part of the core work of a state public health agency anywhere.




And I think part of what you see, then, was that the Governor was going to have this comprehensive legislation anyway, because of all of the other bioscience commitments and priorities that he’s established over the past three and a half years, and it was logical to take a legislative proposal that was unsuccessful last year and roll it into that.




Part of the reality is that the administrative pieces have never been fully funded.  You’re looking at the sweat of two senior officials at DPH doing the work anyway, and I imagine, with the successful collaboration between DPH and CI over the past several years, people had thought, well, they managed to get it done, and they will, but I also suspect that, with the movement of the program, there might actually be a greater likelihood for there to be more administrative support for it than DPH ever got.




MS. LEONARDI:  And just for those, who don’t know CI, we also manage the bioscience Connecticut investment at Jackson Labs, and, so, we have a very close collaboration with Jax, and we also, from our equity perspective, quite a lot of early stage bioscience companies, so about a third of our equity for full use of bioscience, and we’re actually one of the (indiscernible) U.S. proposed active early stage bioscience investors, so this is part of that pipeline, so it is of interest, and we have very skilled people on our team in the bioscience innovation side of this.




DR. KIESSLING:  Is the Jackson Labs (indiscernible) I notice we have a couple of grants from them.




MS. LEONARDI:  They have brought outside money.  I think there was a latest collaborative grant from UConn.  I want to say it was something like seven million dollars, so the State has funded the building of their facility, and now with that they were committed to bring their sciences here.




It’s just an amazing team.  I think they have about, I’m going to get the numbers wrong, but something close to 50 to 60 senior scientists already in place here in the state, and, so, they are beginning to apply for this fund, and they’re also applying to the bioscience innovation fund, as well, and taking a lot of dollars from outside grants, as well.




COMMISSIONER MULLEN:  So I’m going to recommend that we continue this discussion as part of the next regular meeting.




MS. LEONARDI:  Yes.




COMMISSIONER MULLEN:  So that we can (indiscernible) day, in a day.




DR. ROBERT GROSSO:  Is this final legislation?




MS. LEONARDI:  Yes.




DR. GROSSO:  It doesn’t get amended in years to come or is it --




MS. LEONARDI:  (indiscernible)




DR. GROSSO:  All right, thank you.




CHAIRPERSON HORN:  I thought, since we have some new folks around the table, that we might start out today by just going around and saying who we are.




We do have a court reporter here, and she asks that, when you speak, that you identify yourself.  I told her that wasn’t likely to happen past the first round, but we’ll do our best, so she’s a quick study, and we have the nametags turned, but if we could just start with you, Gerry?  Just your name and the role that you play on the committee.  We’re just going quickly here.




DR. GERALD FISHBONE:  Okay.  I’m Gerry Fishbone.  I’ve been on the committee almost from its inception, and I’m not sure what my specific role is.  I’m a physician with a special interest in stem cell research.  I have no specific training in it.  It was not my specialty.




DR. MILTON WALLACK:  I’m Milt Wallack.  I’ve also been on for awhile, and started with the Stem Cell Coalition, and just happy to be here.




DR. RONALD HART:  I’m Ron Hart.  I’m a professor at Rutgers, Director of the Stem Cell program. I’ve been on this committee now for several years, mostly because of my roots in the State of Connecticut.  UConn graduate, by the way.




DR. CHRISTOPHER HEINEN:  I’m Chris Heinen. I’m a Ph.D. researcher in molecular medicine at the UConn Health Center, and this is my first year on the committee and first review meeting.




MR. RICK STRAUSS:  Rick Strauss, Connecticut Academy of Science and Engineering, and we oversee the peer review process.




MS. TERRI CLARK:  I’m Terri Clark with Connecticut Academy of Science and Engineering, also, peer review process.




DR. KIESSLING:  I’m Ann Kiessling.  I’m a reproductive biologist and cell biologist.  I’ve been on the committee since the dark ages with Gerry and Milt, and very supportive of Connecticut --




COURT REPORTER:  Could you bring that microphone up close to you, please?




DR. KIESSLING:  Do you need me to say all that again?  I’m Ann Kiessling.  I’m a reproductive biologist and cell biologist.  This is not on?  Somebody is shaking their head no over there.




COURT REPORTER:  No, you’re fine.




DR. KIESSLING:  And I’ve been on the committee since the dark ages with Gerry and Milt, and I’m very supportive of Connecticut’s effort.  I think this has been a great effort for our state.




DR. SANDRA ENGLE:  Hi.  I’m Sandy Engle, Stem Cell Biology Laboratory at Pfizer.  




DR. DAVID GOLDHAMER:  David Goldhamer.  I’ve been on the committee for five years.  I’m a professor at the University of Connecticut, and I study teaching specific stem cell.




DR. DIANE KRAUSE:  Diane Krause, a professor at Yale University and Associate Director of the Stem Cell Center there.




DR. JAMES HUGHES:  I’m Jay Hughes.  I’m a sociologist/bioethicist at Trinity College, and this is my second review meeting.




DR. RICHARD DEES:  I’m Richard Dees.  I’m a Professor of Philosophy at the University of Rochester.




DR. TREENA ARINZEH:  I’m Treena Arinzeh.  I’m a Professor of Biomedical Engineering at New Jersey Institute of Technology, and I’ve been on the committee for a long time now.




MR. PAUL PESCATELLO:  Paul Pescatello.  I’ve been on the committee a long time.  I’m a lawyer, lobbyist, and I was involved with Milt in getting the legislation enacted.




DR. GROSSO:  Hi.  I’m Rob Grosso, first time here at the review, so I’m looking forward to see it all happen.




COMMISSIONER MULLEN:  Jewel Mullen, DPH Commissioner, in my fourth and last time sharing this process.




CHAIRPERSON HORN:  Marianne Horn from DPH, and I’ve been here from the beginning.




COMMISSIONER MULLEN:  So maybe I’ll keep my preamble short.  Those of you, who are new to this, aren’t new, so you’ve probably done similar things in other parts of your work life.




First, let me just thank everybody for -- I’ll start with CASE down at the end, I’ll call you two CASE together, for all that you’ve done, but, then, to say that I think every year we’ve gotten a little bit more organized and clear on the process that we wanted to have unfold.




I think you all have helped us do that, and, you know, I usually try not to go through too many specific ground rules, because I’m the person, who will just chime in the middle and say, no, we shouldn’t say that that way, or maybe that conversation is veering off, so I’m happy to do that again now and instead say, you know, that, given the Claire has already given some information about the new legislation, for all of you, who have worked so hard and wanted to insure that, well, at least the early sustainability and the governmental support for this program, I think you have even more evidence now, that that’s all clear.




I’m going to turn it over, then, to Marianne to go over a few ground rules.




CHAIRPERSON HORN:  Thank you, Commissioner.  We are struggling a little bit with the temperature in here, so please let me know.  I keep telling them to turn it down, and maybe that’s just me, but let me know if you’re getting too warm.  We will continue to tell them to turn it down.




There are no amplifying microphones in the room, so the mikes that are there are for the court reporter, so you’ll need to speak into a microphone for the court reporter and to speak up for the benefit of the others in the room, and there is a little bit of an air conditioning hum we’ll have to speak over.




I’m going to go through the ground rules that we established.  They’re the same pretty much as last year.




There are restrooms outside and to the right, and, next door, there’s coffee and pastries, and, over here, there are refreshments, and we’ll be having lunch in the next room, as well.




So regarding discussion and voting, please remember that only committee members, who are eligible to vote on a grant, may participate in the discussion of that grant. 




If you are not eligible to vote on a grant, due to a conflict of interest, please do not participate in the discussion.




And I’m not sure this year whether we have anybody, who has a grant, who is on the committee, who has a grant before us for review.  We would ask you to leave the room while that grant is being discussed.




This is a public meeting, and committee members should restrict their comments during the review to the review criteria established by the committee and to the materials submitted in the application.




We sent out a checklist for you.  If anybody needs to look at that, I have a copy of it, of the priorities that were established and the language in the RFP that will direct the review.




Please do not engage in discussion with any members of the public here today about any application pending before the committee.




While no specific time frames have been set for the discussions this year, the agenda has been drafted to complete the core and group awards discussion before the 10:00 a.m. break, the established awards by the 12:00 noon break, the seed awards by the afternoon break at 2:30.  Final discussion and decisions on all of the awards will take place between 2:40 and the end of the meeting.




There are 39 proposals to be reviewed today, and we will need to adhere to the agenda, in order to complete the reviews.




The first categories for consideration are those at the core facilities awards, and the two types of group project awards, group project awards and disease-directed collaboration group project awards.




Applications will be described by the team of committee members assigned to review that grant.  After the description, a motion will be made and seconded to place the application either into the yes, the no, or a maybe category.  




The motion is to be followed by committee discussion.  The committee will then be asked if there are any objections to placing the grant application in a particular category, and this will be determined by group consensus by the committee members, who are eligible to vote on the grant.




If you have an objection, if you are eligible to vote on the grant and wish to see an application placed in a category other than that of the consensus of the eligible group, please make your objection known immediately.  That objection automatically places the application into the maybe category.




After the core and both types of group project awards have been considered, the maybe and yes grants from these categories will again be discussed.  The no grant applications will be eliminated.




The remaining categories will be considered similarly, as follows, for the review of the 14 seed grant award applications and the 18 established investigator award applications.




Full funding considerations will be held until the end of the consideration of all grant categories.  Roll call votes will be conducted only for final decisions regarding grant funding.




As in past years, the committee will establish a reserve list in case a funded grant fails.  Funding of the applications approved today is contingent on the receipt of funds from the State Bond Commission.




There may be a need for this committee to adjourn to executive session to consider a grant proposal or propriety information contained in a proposal, as pertinent to our decision making.  During that time, the audience will be asked to leave the room.




Two 10-minute breaks and a 30-minute lunch have been planned during the course of this meeting.  Lunch will be provided to all committee members and designated support staff in a separate room at approximately 12:00 noon.  If you’d adhere to these limits, we’d appreciate it.




And, again, I want to thank you all for your participation.  I worked with many of you for almost 10 years on this, and I just am so grateful to you for all of the work.  




I was thinking of you over this beautiful, beautiful weekend and thinking I’ll bet they’re not enjoying it as much as I am, but thank you so much, and then for coming here today.




To the audience, thank you for being here today.  As you’ve heard, there is a great deal of work to be completed by our committee members.  We thank you in advance for not addressing questions or comments about grants under consideration to the committee members on break, during lunch, or after the meeting.




A period of public comment will take place at the end of this meeting, after all grant funding decisions have been made.  We ask that you refrain from comments until that time.




At this point, would everybody silence all electronic devices?  Are there any questions before we begin?  Yes?




DR. FISHBONE:  About how much time would you suggest we use for a presentation of each case?




CHAIRPERSON HORN:  CI actually put together an estimate of how long we should spend.




DR. FISHBONE:  Yeah.  I’m talking about the initial, you know, presentation, what the grant is about and so forth.




CHAIRPERSON HORN:  Two or three minutes I think is really the ballpark.  Obviously, some of the established investigator grants or the group project grants are more complicated than a seed, so we have, for the core, we have two minutes allotted, with a discussion period of three, for a total of five minutes for each core, so that’s our goal for the core.




The group and disease directed, anywhere from three to five minutes for the introduction and seven to 10 minutes for the discussion.




Okay.  Let’s get started, then, with our core.  The first grant up is reviewed by Richard Dees and Gerry Fishbone.  This is 14-SCD-Yale-01, PI is Haifan Lin, Continued Support and Technology Development for Shared Core Facilities at the Yale Stem Cell Center.




DR. DEES:  This is Richard Dees.  So this is a draft I know you’re funding for the Yale Stem Cell Core.  This money will be mostly for salary support in three of the five core areas; the Embryonic Stem Cell Pluripotent Culture Lab, the Cell Imaging Core, and the Genomics Core.




In addition, a small amount of money is designated for equipment upkeep.  Two of the cores, the FACT’s core and Cell Manipulation core, are being supported completely by Yale funds or user fees.  We’re getting a lot more from these user fees these days.  Also, making ongoing efforts for philanthropic funds, though it looks like they’re not being successful quite this year.




Some of this has been used in the past years to buy and upgrade important equipment, and the (indiscernible) is one of the focuses of one of Yale’s capital campaigns. It looks like the Yale Tomorrow Campaign is making some efforts to get some money.




So the peer reviewers emphasize the importance of the Yale Center for Connecticut Stem Cell work, the high quality of the work done by the center, so they’re enthusiastically supporting funding of it, and I guess I would recommend that we fund it, as well.




DR. FISHBONE:  The reviews by the two reviewers were outstanding.  They described this as being one of the best cores in the country, and they’ve been doing tremendous work, and I have nothing really to add, except to say they have trained hundreds of investigators in 51 labs from 23 departments at Yale.




The Confocal microscope is used seven days a week.  Everything about it is really first class, and I have no problems in highly recommending funding.




CHAIRPERSON HORN:  Can we have a motion, please?




DR. DEES:  Motion for the yes category.




DR. FISHBONE:  I’ll second that.




CHAIRPERSON HORN:  Any discussion from the committee?




DR. KIESSLING:  So, last year, we asked each of the cores to let us know what percentage of this grant would be your total operating cost, and this looks to me to be about 25 percent of their total operating costs.  Is that what you got out of this, Richard?




It looks like their total operating costs are about two million a year.  They doctor it up to make it look like it’s a whole bunch, but I think it’s about two million a year, and they’re getting 25 percent from fee for service from the grants.  They’re getting 25 percent.




This is 25 percent of their operating budget.  And, as nearly as I can tell, but we’ve been asking them for two or three years, don’t have any other funding?




DR. DEES:  No.  I mean they’ve had some funding in the past.  It looks like they tapped it out.  They don’t have any more.  Yale is making an effort, looks like, to do some extra funding, but --




DR. KIESSLING:  Well they state that Yale has given this whole project 45 million dollars, and they continue to come back to us and ask us for another half a million to a million.  The core is awesome.  I mean you’re doing awesome work.  It’s wonderful.  They need a better outside advisory board.




Their outside advisory board, as nearly as I can tell, consists of the folks from UConn, period, so they would do well to get some other folks on their advisory board, their outside advisory board.  It might also help to get some money.




CHAIRPERSON HORN:  I’m sure that message will get passed along.  




DR. FISHBONE:  Have you had similar experiences in trying to raise funding for the work that you’re doing?




DR. KIESSLING:  It’s hard, but, you know, and I can’t quite figure out why they don’t have some outside funding for this core.  Yale is really good at that, so I’m not too sure where that’s coming from.




I mean I think everybody knows I’m concerned about supporting the cores this long.  This will be how many years of support?  Eight or nine?




CHAIRPERSON HORN:  Eight.




DR. KIESSLING:  So how many --




CHAIRPERSON HORN:  So this will be our ninth.




DR. KIESSLING:  Yeah.  We started them out with two and a half million dollars.  I mean we’ve given them millions and millions of dollars, right?




DR. WALLACK:  My understanding, I could be wrong, Richard, you addressed the funding part of it, was that, about two years ago, they did receive a grant from outside of the country of about two million dollars, and I think I heard Richard say that the development officers it’s caught their attention going forward, so I think some of the things that happily that we’ve said here in the past is beginning to take hold there.




They’ve made an effort, as I just described, in the past, and, hopefully, with their development office being involved, some of the things that we’re all concerned about will be addressed, and I would hope that they’ll do more outside funding.




DR. DEES:  So they’ve gotten 3.8 million dollars from us over the past eight years.




DR. KIESSLING:  Only 3.8?




DR. DEES:  Yeah.  I mean they got 1.8 the first year, but it was a four-year grant, and then we’ve been giving them half a million a year since 2011.




DR. HEINEN:  This is Chris Heinen.  I’ll just make a comment, that I still think the cores, themselves, are one of the most important investments that we make.  I mean, from the grants I read from Yale, but, certainly, from my own experience at UConn, you know, the expertise of those cores and the things that they continue to do to improve technologies it’s essential for the research that the laboratories are doing.




DR. KIESSLING:  Right.  I understand.  I understand all of that, but it’s just that if you look at Yale’s budget and you look at our budget.




DR. DEES:  Ann, actually, if you look at -- this is on page 50 the grant.  If you look at what they got, they got a million/two a couple of years ago, but, for last year, June 2013, they got nothing, and, so, this money is actually half their operation budget.




DR. KIESSLING:  They list their budget I think as 1.9 million a year.




DR. DEES:  I’m looking at fiscal year 2013.  Their operating budget is 775.




DR. KIESSLING:  Oh, okay.




DR. DEES:  What they get to actually work is 388 per month, so that’s more like half, so your concerns are very real.




DR. FISHBONE:  The problem is, I think, that we really don’t have control of their outside funding, and if the feeling is that the core is worthy of support, and I think it is, we may have to do that, unless we can twist some arms.




I don’t know how you can get them to raise more money.




DR. KIESSLING:  By giving them less.




DR. FISHBONE:  By giving them less.




MR. PESCATELLO:  But Yale has invested a lot.




DR. FISHBONE:  A huge amount.




MR. PESCATELLO:  A huge amount, so I think State support is, certainly, is a contribution to all the array of support that Yale has garnered for their core, so I think I’m very much in favor of this 500,000.




DR. WALLACK:  I think Paul’s point is important, is an important point, and that is that they have made a huge commitment.




The Amistad Building, which houses part of -- part of that building houses the Stem Cell Center, but that building was put together with an 80-some-odd-million-dollar investment, basically to provide a home for stem cell research, so in many, many ways they have been major contributors to stem cell research going forward.  I don’t think anybody can deny that.




CHAIRPERSON HORN:  Okay.




DR. WALLACK:  Want us to call the question?




CHAIRPERSON HORN:  Yes.




DR. WALLACK:  I’ll call the question.




CHAIRPERSON HORN:  Thank you.  All in favor, say, of placing this in the yes, please say yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed?  And we will note --




DR. KIESSLING:  I’m opposed.




CHAIRPERSON HORN:  Okay.  Dr. Kiessling is opposed.




MR. STRAUSS:  Marianne, you just want to make a note that these are all preliminary and that, later on, we go back and we look at everything?




CHAIRPERSON HORN:  If you listened to my directions.




MR. STRAUSS:  I know.




CHAIRPERSON HORN:  Yes, I will note that again, that we will circle back and revisit these.




MR. STRAUSS:  And I’m putting in the commitments that you’re making on a preliminary basis, and there will be a total at the top, so that everybody can see.




CHAIRPERSON HORN:  That’s great.  Thank you.  Okay, so, half a million.




The next grant, reviewed by Gerry Fishbone and Rob Grosso.




MR. STRAUSS:  Sorry.  Could I make a comment on this?  First of all, the box is gray, which means there’s confidential information in the proposal, so whoever is speaking should be, you know, conscious of that.




And, second, there’s a PI change on this that people need to be aware of.  Ren-He is no longer at UConn, so there was a letter filed.




CHAIRPERSON HORN:  Okay, so, this number is 14-SCD-UCHC-01, and it is UConn-Wesleyan Stem Cell Core.




DR. FISHBONE:  Well I can just say, very briefly, what their mission is, to expand UConn-Wesleyan Stem Cell Core’s technological training expertise in support of the Connecticut Research Community, including increasing state-of-the-art methods for genomic analysis and genetic engineering of human pluripotent stem cells.




They have a number of achievements to mention, which I won’t go through, but I will talk about the reviewers.




One reviewer gave them a three.  The second reviewer gave them a 1.5.  The scores were revised after consultation, and one reviewer expressed concerns about the core investigator’s publication record.




In the report, they contained publications that were not related to core activity.  A lot of comments from the reviewers for the way they revised their scores to 2.0 from 3.0 in one and 1.5 the other.




A number of criticisms, which I can go into if you want to know them, but the bottom line is that they feel this is a very important core and that we should continue to support it.




DR. GROSSO:  To echo your comments, the reviewer comments seemed to reflect their concern about the lack of automation and technology to move the process forward, and it seems more of a training and outreach program in their focus, which, again, being new to the committee, I’m not sure how that relates to your importance of funding, but it seems to me as though that would be a concern.




If we’re trying to push the envelope forward for the State and trying to push the envelope forward for the science, it’s marvelous to have students coming forward and getting involved, but I’m sure that those funds can be allocated otherwise better.




DR. FISHBONE:  Well if I can just comment on that, that the core has two components, UConn and Wesleyan, and I think a lot of the work that’s being done at Wesleyan is the outreach, having seminars, trying to get high school students interested in it.




I think UConn, itself, is doing, you know, doing the research.




CHAIRPERSON HORN:  Do we have a recommendation in the form of a motion?




DR. FISHBONE:  I would recommend that we fund the core for another year.




DR. GROSSO:  I would not.




DR. FISHBONE:  You would not?




DR. GROSSO:  I would not.




CHAIRPERSON HORN:  Does anybody want to second Gerry’s motion?




DR. WALLACK:  I’ll second it.




CHAIRPERSON HORN:  Discussion?




DR. KIESSLING:  So do they provide any kind of letter about how they’re going to manage this?  Is Ren-He actually now in China?  He’s left the country?




CHAIRPERSON HORN:  My understanding is that we have not received, in the course of the information that we’ve received for this grant application, that we have not received an official letter that we have a change in the PI.




I think that this grant would need to be approved or not approved, and, if it’s approved, then we would need to see an official submission, indicating that we have a change in the PI and the number of hours and so on for the committee to approve, contingent on approval of that PI change.




DR. KIESSLING:  How can we approve a grant if we don’t know who the PI is going to be?




DR. KRAUSE:  Can I?  Yeah, I’m allowed to talk.  There are two PIs listed, so Mark Lalande would become the PI.




DR. KIESSLING:  So he would become the PI?




DR. KRAUSE:  Yeah, and my understanding of their core is that Lee Ann Krandall(phonetic) has really been the main force between -- she runs it.




DR. KIESSLING:  She’s at Storrs?




DR. KRAUSE:  No.  She’s at UCHC.  She runs this core.  Ren-He was more like the director, but Lee Ann did everything, so, you know, he was more scientific-minded than Lee Ann, so my understanding is this core will run without skipping a beat, because Lee Ann was really the main person running it, and that the person, who would be PI, would be Mark Lalande.  




That’s not written.  I’m just saying my opinion.




DR. KIESSLING:  It really is nice to know that.




DR. KRAUSE:  Well Mark’s name is on the grant.




DR. KIESSLING:  I know.




DR. KRAUSE:  And in all of the other grants that Ren-He was PI on, we approved, as the SCRAC, changing the PI to Mark Lalande.




DR. KIESSLING:  Right.




DR. KRAUSE:  So for the ones that he already had, it became Mark’s, so here’s one with two names on it, and it will be Mark.  And Ren-He is a great scientist, but he really wasn’t the main force behind running the core.




DR. ENGLE:  I would like to bring up another concern about this core grant.  At least with the Yale core grant, you understand that they’re providing, their main mission is to provide services for other researchers.




There are two specific aims in this grant that are somewhat sort of exploratory projects in and of themselves for the core facility, with no clear understanding of how they’re going to provide a larger benefit for the UCHC, UConn, Wells community.




And especially the third one bothers me significantly, because I know that they already have an investigator, who already generated that exact same material in a slightly different version.




So I feel like they’re not particularly cutting edge, and I feel like they’re using the core money, which should be supporting all investigators, to support some sort of private side project, which I think is a big concern for a core facility, given that funding is so tight.




DR. FISHBONE:  I just have a concern.  Not in the research field, I don’t know the significance of having a core, but it seems to me that it’s very important that we have a core in each of these institutions, and I’m not sure what would happen if we stop funding them.




You had a comment to make about that if we didn’t fund them, they’d find money somewhere else.  Do you think they would?




MS. LEONARDI:  You know, I mean, what we found, and, granted, it isn’t in the same situation, but it is dealing with the Universities, where we’ve said we will no longer fund something, because it’s not achieving its original mission.




Maybe they’ve changed what they’re doing, or they have found money in other places.  I mean it’s up to this committee to decide whether it meets the goals of a core.  




Can I ask a question, because I haven’t looked at this?  How much is UConn self-supporting this, the discussion we just had about Yale?




DR. KIESSLING:  I couldn’t figure that out.  I don’t know if anybody else figured that out from their budget, but I couldn’t figure that out.




MS. LEONARDI:  Because I do remember last year this committee gave a very clear directive to both institutions, that they needed to find a path to self-sustainability, you know, as we move forward, and it sounds like Yale has put it, they haven’t been successful so far, but putting it on the front burner of the philanthropic and trying to raise additional money.




DR. KIESSLING:  This core also needs a more robust outside advisory group, because their outside advisory group is mostly the Yale folks.  It’s a little bit incestuous, yes.




They’ve got somebody from Canada and somebody from China.  I don’t know.  Did anybody figure out the budget, the total overall budget?  I couldn’t get it.  I didn’t spend a lot of time, not that I couldn’t get it.




CHAIRPERSON HORN:  Ron?




DR. HART:  I was waiting until that question was answered.  My comment was just that, if the aims of the core include projects of development inside the core and not of services, it kind of defeats the purpose of the core.




DR. KIESSLING:  In my experience, that’s what usually happens to cores.




CHAIRPERSON HORN:  And I would remind the committee that the committee has the ability to recommend funding for some, but not all.




DR. KIESSLING:  I actually think that the outreach that they do is really valuable.  We talked often about how much outreach is done, and I think that the Wesleyan part of this does quite a bit of education and outreach and workshops and talks, and I think that’s probably an important function.




DR. HART:  And, actually, I should back a little bit up from what I said earlier.  The aims, as stated, could be interpreted as leading to services for these, so we shouldn’t quite go too far with this, I think, but that’s part of the problem with the proposal, is it doesn’t sound like they’re leading to services with researchers.




Providing research in genome editing techniques is wonderful, of course.




DR. KRAUSE:  Right.  I mean I think part of this funding goes to R & D.




DR. HART:  Yes.  Yes.




DR. KRAUSE:  So the only way -- for example, CRISPR Technology, the best way for me to use it as a scientist is if somebody else gets it down, knows where to order everything, knows how to get this vector and that vector, knows how to put it in the cells, and pick out the cells that have been edited, and keeps up with the technology, because their publication is happening really, really fast.




And if the core can do that for the UConn investigators, then that’s a service.




DR. HART:  That’s right.




DR. KRAUSE:  There’s no way for me, as an investigator, to pay for that service, because I’m not using it right now, but when I want it, they developed it, so R & D is really an important part of a core.




DR. HART:  The question I’m asking is did they write it that way?




DR. KIESSLING:  Diane, who did you say was the person, who really --




DR. KRAUSE:  Lee Ann Krandall.




DR. KIESSLING:  Is she in this --




DR. KRAUSE:  She’s a lab director, yes. I’m sure she is.




DR. KIESSLING:  She’s in the budget?  Did anybody find her in the budget?




DR. ENGLE:  I couldn’t find her in the budget.




DR. KIESSLING:  I don’t find her in the budget.  I find Ren-He and Mark.  She’s got 60 percent effort.




DR. KRAUSE:  Well that’s her on the grant, then.




DR. KIESSLING:  Well she’s not in the budget pages.




DR. KRAUSE:  Oh, I see.  So 60 percent of the budget justification, which is where I saw her.




DR. KIESSLING:  She’s not listed in the budget pages.  I don’t know who is funding her.




COMMISSIONER MULLEN:  With the change in PI, that could be one of the things that changes.




DR. HART:  Yeah.  The problem is we can’t know that now.




COMMISSIONER MULLEN:  Right, so, one of the questions, given this conversation, the question was called.  The motion is seconded.  Whether or not you’re going to take this off the table all together or keep it on, keep it in, given that there’s also been more than one point around the importance of this core, as well, and it sounds as if we shouldn’t just be comparing this one to what Yale was doing, but whether or not the combination of the two provides something for the Connecticut program that supports, so that’s my question back to the group, so that we can figure out where you want to go with this.




And, as Marianne said, there may be elements that you would decide to fund and elements not to fund or some conditions for funding.




DR. WALLACK:  So I’ll call the question.




CHAIRPERSON HORN:  Okay, thank you.  We have a motion to place this in the yes category.  If you support that, please signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  And if you oppose that, please specify by saying no.




VOICES:  No.




CHAIRPERSON HORN:  Okay, so, it’s going into the -- we’re just doing consensus, so it’s going in the maybe.




DR. HEINEN:  Abstaining.




CHAIRPERSON HORN:  And you’re abstaining, yes.  Chris.  Okay.  To be continued.  So very good.  We’ve completed one category.  




The next grants we’re going to look at are the group grants.  We have one group grant award, and that is 14-SCC-Yale-01.  Chris Heinen and David Goldhamer.




DR. HEINEN:  I can start.  So feel free to cut me off if I ramble too long on this description.




The proposal deals with understanding some of the genetics behind a chronic autoimmune inflammatory disease.  Basically, Lupus.  




They comment on how the current treatments for Lupus are quite insufficient, because they typically involve global suppression of the immune system, which can obviously have a lot of adverse side effects, and, so, their long-term goal is to essentially take cells from patients that have various genetic defects and create iPS cells and correct those genetic defects with genomic editing, and then to be able to put these cells back into patients.




And, so, the way that -- their focus is on a gene called IRF5, which is a transcription factor, and through GWAS studies they’ve identified a major variant, a TT SNP that is highly associated with the disease, and, so, their hypothesis is that this variant may have some role in the disease, itself, and, so, their goal is to try to correct that in iPS cells.




And let’s see.  So they’re going to correct the variant with gene editing, and then differentiate these cells into monocytes, and, so, that’s the first aim, essentially, and the second aim is to basically characterize those monocytes for function.




And then the third aim is an in vivo aim, which is to basically take these cells and put them back into a humanized mouse model to basically study in vivo function, so those are the three objectives of the proposal.




I would say my one comment, you know, we can decide at the end how these are going to be discussed.  I don’t quite see how this is too terribly different from any of the disease directed grants, so I almost would argue we would just consider all these together, but we can get to that point later, I suppose.




There are three major PIs, or three major investigators, rather, involved in the grant.  The PI is Dr. Craft, who is Chief of Rheumatology at Yale, an expert in autoimmune disease and in studying Lupus.  A Dr. Kang(phonetic), who is also an immunologist, who studies autoimmune disease.




It sounds like he will mostly be responsible for studying the function of these derived monocytes, both in vitro and in vivo.




These two have a track record of working together.  They have publications together.  They work in the same group, I believe, but the part that seems new is this collaboration with Dr. Park, who is the stem cell biologist, who has an expertise both in generating iPS cells, but, also, in turning them into hematopoietic stem cells, and, so, I think that’s the part that’s novel about this proposal, is these two initial investigators will take their expertise in studying monocytes in mice and collaborating with Dr. Park, who is going to move this into the human iPS world.




The reviewers were enthusiastic overall about both the approach and the significance.  I think probably the one criticism that was raised that I think is most valid is, obviously, there’s not a guarantee that this one gene and this one particular variant is going to dramatically alter the phenotype, such that they’re going to be able to observe something measurable.




And, so, while I think the overall approach is quite exciting, I think that is one thing that certainly gives you some caution, is they’re basically putting -- you know, we would be putting 1.5 million dollars into the basket of one genetic variant, and that is concerning, and they comment on that briefly, but they basically say, well, there are other variants in this gene we can go after, but the point is this is a big, expensive, technically-challenging project, and if they take it all the way through and there isn’t much of a strong phenotype, to go back and say, well, we’ll just start over with another variant, presumably, they’ve already picked their favorite to begin with, is concerning.




That’s the one comment I would have critically, but the overall approach the team that’s assembled the significance of the problem, I think, you know, those are quite strong, and the reviewers also said they were quite strong.  Do you have anything to add to that?




DR. GOLDHAMER:  You did a great review.  I don’t have much to add, except to reiterate that this is really an exceptional team of scientists, with all of the requisite expertise and track record.  It’s fantastic.




I thought the grant was exceptional.  I do agree that was the one thing that stood out, is that they are putting most of their efforts on this one genetic variant, and I think that is a concern.




And, as Chris pointed out, though, they do say somewhere kind of buried in the grant was a little surprising from the standpoint of grantsmanship, if nothing else, that there are other variants that they could look at, and, presumably, they will if this one doesn’t turn out, but I do agree that it might be late in the game once they find this one doesn’t have an effect.




Nevertheless, I thought it was -- other than that, it’s a very well-written grant, very much relevant to our mission, no difference at all from the disease grants, in terms of clinical relevance, and I thought it was, by and large, terrific.




DR. KIESSLING:  Is there anything in here that could be commercialized?




DR. GOLDHAMER:  No.




DR. ENGLE:  My take on it was that they did do some hand waving about how this could theoretically be a therapeutic, but, if you look at it in principle, their argument was they would go in and do genomic engineering to correct patient cells and then put them back.  That would be very expensive and very unlikely.




CHAIRPERSON HORN:  I do need to get a motion before we go too much further, but I also did want to talk to the committee about whether we consider all of the group project grants as disease directed.  




The distinction between a group project and the disease directed is that the disease directed, after successful completion of the proposed studies, clinical research would be the next anticipated step, so I just wonder if there’s any point in reviewing these all separately.




DR. HART:  I think, actually, from the reading of some of the disease-related grants, we’d better classify them as group grants.  (Laughter)




DR. KRAUSE:  Yeah, I agree.  The grants that I read in the disease-directed were not necessarily, you know, headed towards a clinical trial, so they really ended up all being --




DR. HART:  They’re aspirational.  




DR. GOLDHAMER:  I would say, in this case, there’s no question that the next step, if this was all successful, would be a clinical --




CHAIRPERSON HORN:  Okay, so, maybe we’re giving too much import to the actual name of it, but, as we consider the total amount that we’re looking at, we’ve got four that have classified themselves as disease directed and one as a group project, so I would ask the committee just to look at those all together and realize that you’ve made a priority of those projects that are headed into the clinical applications as the next step.




Okay, so, I need a motion.  Yes?  No?  Maybe?




DR. GOLDHAMER:  I would make a yes motion on this grant.




CHAIRPERSON HORN:  Do we have a second?




DR. HEINEN:  I’m going to say no, so that we could discuss it further.




CHAIRPERSON HORN:  We will discuss it further in either case.  I just need a motion, one way or the other.




A MALE VOICE:  I’ll second it.




CHAIRPERSON HORN:  Okay, so, we have a yes motion.  Further discussion?




DR. KIESSLING:  It sounds like this is a beautiful grant.  It’s not exactly what we’re hoping for.




DR. HART:  Actually, I notice, in the reviewer’s weaknesses, there was mention of this, you know, are we sure that this target is going to have a robust effect as we expect brought up, and, yet, the score is still a two, and the guidelines of how to score with such an important criticism it really should not have been given such a high score for that reason.




DR. GOLDHAMER:  So the criticism you’re referring to is the focus on the one genetic area?




DR. HART:  Just according to the rules.




DR. ARINZEH:  I didn’t review the grant, so I don’t know, but did they criticize preliminary data?




DR. HART:  It’s betting so much on one specific genetic event, that it would be robust enough to correct, to reverse the phenotype.  




DR. ENGLE:  And this came out of a genome-wide association study, which are correlative studies that do not necessarily point you to the exact genetic defect.  They just tell you something in this follows along with the disorder, so you may not be in the right gene.  




You may be in a genomic region that controls other genes, and, so, you don’t really know what you have until you do all the functional experiments, and we’ll have invested 1.5 million dollars in those functional experiments to figure that out.




DR. GOLDHAMER:  I was going to say there was preliminary data that showed, so there has been some studies, and there is, I believe, increased cytokine, inflammatory cytokine production by monocytes directly isolated from patients.




DR. HEINEN:  The point of this proposal is to be able to isolate this variant by using isolative cell lines.  I mean that’s the strength of iPS proposal, as opposed to just taking different cells from different patients and comparing them.  You’ve got the whole world of everything else going on in that cell.  




The strength of this is now you can focus and highlight that one variant, and they talk about that. I mean there is some evidence that this variant causes an effect in alternative splicing.  There’s a novel splice form that becomes more highly expressed when this variant is there.  It seems to cause increased overall levels of the messenger RNA, but the specific function of that alternative splice form is not clear, and that’s one of the things they hope to discover in this proposal, but, again, if that form really is not -- doesn’t have a strong effect, they may not see anything, you know, in vitro or especially in vivo.




DR. DEES:  So what I’m hearing is this is the place to go.  So if you were going to place your money on one thing, this would be where you’d put it?




DR. HEINEN:  Correct.




DR. DEES:  But you’re worried it’s just that it’s all one thing.  Okay.  Fair enough.




DR. GOLDHAMER:  I’m a little less concerned about that, because I see this more as a, perhaps, a flaw in the grantsmanship.  This is like the best team to do this work, and they know of the other variants, and they discuss the other variants.




They just focused on this variant, because they felt it was their best candidate, but I really have trouble believing that they’re going to put all of their efforts on this one variant, completely ignoring the other variants.




And I think, if you now include the other variants of IRF5 in the study, now the chances of success are increased significantly.




DR. KIESSLING:  But they don’t say that, right?




DR. GOLDHAMER:  Well they do, but they don’t emphasize it.  It should have been right out there, you know, multiple times throughout the grant, that there are these other variants and that we will study these, as well, but they chose this one that they felt was the strongest candidate.




DR. HART:  But don’t forget, too, I mean what Sandy was saying earlier also speaks to a larger issue that will come up again several times.  SNPs are based on the variants that were originally found and put on an array.




They may be the cause of an effect.  They may be linked to somewhere else that you haven’t found yet that’s a cause and effect, so finding one, you know, picking among one of several SNPs is great as a first step, but you also, by looking at SNPs, are almost, by definition, ignoring any other variants that might be involved, so I just want to make clear that that concept is clear to everybody.




CHAIRPERSON HORN:  Any further discussion?




DR. FISHBONE:  I just have a question.  Since there are some concerns about it, does it need to be a four-year budget, or could we support them for less time and get some of the answers when we’re continuing on that?




CHAIRPERSON HORN:  I think, at this point, we’re making a rough cut, that they’re going to go into the yes, no, or maybe, and those are the kinds of issues that we can, when we actually come down to crunching the numbers, those kinds of proposals can --




Certainly, the committee has the jurisdiction to be able to do that.




MS. LEONARDI:  If I could just jump in, we do that routinely in many of our transactions, where we will grant, we will approve the whole amount of funding, but make the disbursements contingent on certain milestones being approved, so, just to know, that’s within things that CI could do.




CHAIRPERSON HORN:  Okay.  We have a motion to place this in the yes category.  All in favor, please indicate by saying yes.




VOICES:  Yes.




A FEMALE VOICE:  I --




CHAIRPERSON HORN:  And opposed?  It will go into the maybe.




DR. WALLACK:  It’s maybe, Marianne?




CHAIRPERSON HORN:  Yes, maybe.  Moving on to the disease directed, Ron Hart and Diane Krause, 14-SCDIS-JAX-01, Mechanism of Crohn’s Disease Revealed by Patient-Specific Stem Cells.




DR. HART:  Shall I start?




DR. KRAUSE:  Yes.




DR. HART:  I’m going to try my best not to re-review the grant, which I’ve fallen into that trap in past years, and, so, I went this year and looked, specifically, at the criteria they we’re charged with, and I’m trying my best to follow it and see if it works. It’s hard.




It’s a group disease project to study Crohn’s Disease using novel stem cell cloning technology. The team at Jackson Labs has developed methods to clone multi-potent stem cells from the gastrointestinal tract and shown that these cultures display a gene expression profile that includes hallmarks of Crohn’s Disease.




Specific groups of genes are found to be dysregulated in Crohn’s stem cells related to inflammatory processes, and these suggest a novel therapeutic strategy.  Suggest is the key word there.




The proposal will extend the stem cell cloning work, expand the gene expression studies, and begin testing drugs in vitro.




The reviewer scored this project within a team.  Both reviewers individually gave it a two, then probably, when they talked about it, they got even more excited about it, with reviewer number one noting the novel approach, the preliminary data, the generation of banks that define stem cells.




Weaknesses that were noted included the fact that the project is largely molecular, with little attention to cellular analysis, morphometry markers, or cell service markers.




It was also noted the method for cloning of the stem cells was unclear.  Reviewer number two had similar strengths and weaknesses, but added that detecting barrier defects in epithelial stem cell differentiation is unclear.




Ethically, it seems that everything is in order for collection of clinical samples in human subjects via approvals, via UCHC.  The preliminary studies give confidence that the group has the ability to perform the proposed work.  Evidence of commitment from all the involved institutions are provided.  The PI will devote 10 percent, and her other key persons will devote lesser quantities, but they’re all specified.




One that’s kind of missing is Elliott, a V.P. from J & J up from Boston, who is unspecified, as to what the commitment will be.




Benefits of the state include the continued development of the JAX-UCSC arrangements and potentially include therapy development, based on the proposed technology.




Of all of the ones that I looked at, this one had the closest thing to an end point that was ready to start to a drug screen, but, again, I think that the -- I still call it aspirational.  It’s not a hard, you know, none of these folks really knows how to do that.




The proposal is clearly defined on the specific disease designed to two drug tests in vitro matching design of our funding mechanism.




The PI has funding from NIH (coughing) 21 award, internal funds from Jackson.  He has two applications pending; one on lung regeneration at NIH and one is a DOD for ovarian cancer.




It does not appear the group has had recent funding from us.  There’s no conflict there.  Diane?




DR. KRAUSE:  So just to enrich on that, but I think you hit all the basic points, so what Frank McKeon has been able to do is grow adult stem cells, as opposed to embryonic stem cells, in vitro, and, in the past, he’s done this from the lung and GI tract just of fetal tissue, but what’s been a more recent and not yet published finding from his lab is that he’s been able to do this from adult tissue, and he did it with patients from Crohn’s Disease and patients who didn’t have Crohn’s Disease, and they found some gene expression differences, so they think this could be a model of something.




Now the other thing you’ve got to realize is we’ve always assumed that Crohn’s Disease is an immune disease, and it is.  There’s an autoimmune component to Crohn’s, but what’s novel, not novel, but the new way that people are looking at autoimmune disease is that the target cell, in this case the epithelial cell, is also participating in causing the disease, because there’s something called the innate immune system, which doesn’t limit you just to the T cells and B cells.  It gets you to the actual epithelial cells.




So their idea, that the epithelial cells, themselves, in Crohn’s Disease might be helping to promote the disease, rather than it being purely an immune system.  It’s part of the innate immune system within the epithelial cell.




So their goal is to make these epithelial cell lines from patients with Crohn’s and patients who don’t have Crohn’s, adult and pediatric, and they also already have cell lines from pediatric Crohn’s patients, so they’ve been successful in doing this.




So I think the preliminary data are promising.  I don’t know where you’re headed with drugs and stuff like that.  I don’t really see that.  I see this more as a basic science grant, a cool basic science grant that uses patient material.  It’s translational, in terms of everything we consider translational, but I don’t think we’re getting to any clinical trials anytime soon.




The other aspect that’s kind of interesting is what makes this a group, I know it’s a disease directed, but the group is Frank and his colleagues at JAX, and then two clinicians; Thomas Devers(phonetic), who is a pediatrician, who will help to obtain the tissue, and Francisco Sylvester, who is the adult person, a physician, who takes care of adults, who will be providing adult tissue.




It takes money to maintain the clinical trials and get the samples and get them to the basic scientist, so most of the funding is to the researchers at JAX, with help from the clinicians, who will help them get primary tissue.




Their weaknesses I’m concerned about that were mentioned by the -- not separate weaknesses.  The ones mentioned by the reviewers were that they really don’t tell us how these cells are growing, and I think that has a lot to do with who Frank is.




He patents things.  There will be patents. There have been patents.  He patents things.  He’s not going to put that in here, how he makes these cells, specifically, and we’ve come up with better ways of growing these with different cytokines.  He’s not going to tell you what they are, so you’re not going to find out.  




The other thing is that there’s a lot of bioinformatics that will be needed.  They don’t mention who is going to do the bioinformatics analysis, and they also say that JAX has access to genomic cores.  I would have liked them to name the genomics core they’re going to use, but they just say they have access to genomic cores, so I guess we all have access to genomic cores for the right price.  So I would recommend a yes on this.




CHAIRPERSON HORN:  Do we have a second?




DR. HART:  I’ll second it.  Let me just mention a couple of key things back there.  So one is the bioinformatics.  I looked very closely at this, too, thinking that, yeah, that’s -- one reviewer has mentioned that there was a lack of specificity on bioinformatics.




They’ve already done a fairly significant analysis, so that’s why I kind of gave them a little bit of a, you know, let them have it kind of approach.




The point about the kind of direction towards translation was very oblique and mentioned most as, oh, we got this guy down the road that might help us, you know, that kind of thing.




DR. KRAUSE:  They’ll get a patent.  I don’t know that this has gone to clinical trial.




DR. HART:  So the advantage, though, from the point of view of this program is exactly that, that by the fact that this is an intellectual to oriented project that it’s, you know, part of what we’re supposed to be charged with promoting.




DR. KRAUSE:  But they already have patents to grow these cells from prior to coming to JAX, so I don’t know that it helps Connecticut, per se.




DR. KIESSLING:  But the collaborator isn’t a Connecticut company.




DR. HART:  That’s true.




DR. KIESSLING:  Right?




DR. HART:  That’s true.




DR. KIESSLING:  I mean it’s not inside Connecticut.  I’m surprised by that.




DR. HART:  True.




DR. KIESSLING:  Isn’t this the grant where they’re collaborating with somebody in Massachusetts, in Boston?




DR. HART:  Yup.  Yup.  A J & J group in Boston.  Yup.




CHAIRPERSON HORN:  But the research would be done in Connecticut?




DR. HART:  Yes.




DR. KIESSLING:  Are they sending any money to Boston?




DR. HART:  No.




DR. ENGLE:  No.  So J & J is probably just providing consulting activity.  I mean I think it’s very unclear exactly what Dr. Elliott is providing, because I read that with some interest.  It’s very unclear.




DR. KIESSLING:  So is J & J -- are they going to have access to owning some of the intellectual property that arises?




DR. ENGLE:  My guess is probably not, because that would have to be written into this if there was a real stake in it.  My guess is, again -- we’ve seen Dr. Elliott on multiple, multiple grants.  He just seems to be connected to this group.  




I think he provides free consulting on, you know, type activities or acknowledging type activities.  I think it gives him a first look at what’s going on, and it’s probably of interest overall, but I don’t think there’s going to be any concerns about --




DR. HART:  It gives the grant an appearance of a direction.




DR. KIESSLING:  There’s nobody in Connecticut that can do that?




DR. ENGLE:  No, because we don’t do immunology in the state of Connecticut.




DR. HART:  Oh, okay.  Okay.




DR. ENGLE:  You know, I don’t think it’s a big holdup.  I don’t think it’s going to somehow infringe upon the state of Connecticut getting any value from this research at all, and I think there are other issues we can worry about, but I don’t think that’s going to be the big issue.  This person is providing consulting and helping to sort of direct the direction of the research.




DR. HART:  A project where the key work and the intellectual property is based in Connecticut, at least currently.




DR. ENGLE:  Yes.




DR. HART:  It has to go outside the state for the next step of, you know, pharmaceutical development.  Is that a downside for us?  Is that a problem?  Can we get pharmaceutical companies to move to Connecticut?




DR. ENGLE:  Yeah, I was going to say there has to be a change in --




DR. GROSSO:  Well we’re not funding that part.




DR. HART:  Exactly.  Exactly.




DR. GROSSO:  So that’s not really our concern.




DR. HART:  I agree.




CHAIRPERSON HORN:  Is there anything in the proposal that talked about their commitment to the state arrangements for financial return to the state?  They’re required to have that in there.




DR. KRAUSE:  I have the required verbiage.




DR. ENGLE:  That section is always somewhat of a waste of time.  It tends to be boilerplate. It tends to be vaguely confused.  Most people don’t even realize where they’re getting the grant from, so I personally tend to ignore it, because I don’t think they understand what they’re writing, and I think they’re just cutting and pasting.  I don’t think it means anything.




MS. LEONARDI:  Just so people know, because of the state’s investment in Jackson Labs and the development of the facility, the state gets 50 percent of any kind of royalties of anything that JAX develops over and above what is developed here.




DR. FISHBONE:  It’s one of the situations, where reading the reviews, the number of weaknesses that they mention are quite significant, and I’m surprised to see that they gave it the number of two.




DR. KIESSLING:  And how did it get to be a 1.8?  




DR. KRAUSE:  My guess is, the thing that makes this cool and the change, because, prior to this, they’d only ever published on fetal tissue, is that they’re able to grow cell lines in vitro that can differentiate into multiple cell types of the GI tract.




Do they show those data?  No.  They say, and we can put them in an Air-Liquid interface and we get colonic epithelial cells with Sylvia, just like we showed you for the fetal-derived lung, so they have cell lines, they know how to characterize them.  




The grant is actually to further characterize them.  It’s basic science, but I think the exciting part is that they’ve been able to grow out these cell lines.  Did they tell us how they grow the cell lines?  No.




Why am I so enthusiastic?  Because I read all of the group grants, and, of them, of the ones I am allowed to talk about, this one is the most promising.




DR. ENGLE:  So I will just tell you that, in their actual grant, they quote, “At the moment, we are only learning how to differentiate colonic stem cells, and, similarly, that we can detect barrier defects is unclear.”




This makes me somewhat concerned about the whole feasibility of the project, because they are the experts, and they’re saying we don’t really know if we can differentiate the cells, and we don’t really know if we can mimic the barrier defects, which is a critical component of this entire grant.




So, as interesting as the science is, and I don’t discount that, I’m a little concerned, because they seem to be expressing their own doubts about their ability to conduct their research.




Again, we’re going to be splitting a lot of hairs here, because all of these have some very interesting science, and they have some very significant what ifs.




DR. HART:  And if I were reviewing this as a scientist, I would also bring up the lack of microbial issues, as well, which is key, and both of the projects that deal with this sort of technology missed that point, but, yeah, the barrier issue was important.  They can only deal with what’s in front of them.




DR. FISHBONE:  Just as an aside, in this week’s Science Times, there was a very extensive review of what’s happening in Crohn’s and ulcerative colitis, in terms of treatments.  Nothing to do with the research.




DR. HUGHES:  Just for clarification, when you say the microbial issues, are you talking about the micro-bio?




DR. HART:  There’s no involvement of that whole concept into the model concept.




DR. GROSSO:  You know, in addition, the other concept of there are potential microbial markers that would be left there, which would create an autoimmune target, so you may have, you know, be able to create the stem cell, but you might not have a marker that would be the trigger to the immune response.




DR. HART:  As an example, I think it would be wonderful if they were able to let’s say implant their stem cells into a humanized mouse model.  We’ll come back to that.  




CHAIRPERSON HORN:  Okay.  We have a motion to place it in the yes category.  All in favor, please signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  And all those opposed?




DR. FISHBONE:  Is there a maybe category?




CHAIRPERSON HORN:  To the maybe.  You’re recused.  The next grant is 14-SCDIS-UCON-01, using pluripotent cells to investigate genetically predisposed -- all right.  I need better glasses for the last word, but you get the drift.




A FEMALE VOICE:  Dyslipidemia.  




CHAIRPERSON HORN:  Thank you.  Ann Kiessling and Diane Krause.




DR. KIESSLING:  Who was the other person? So this is a resubmission of a grant that we saw I think last cycle, and it is from two investigators.  One of them is Rasmussen, who is a younger investigator, and he has partnered with what looks to me like a new Chair of some department in UConn, Dr. Rodriguez, and she is an expert in the lipidemias, various kinds of dyslipidemias, and she’s been studying a receptor for HDL for some time and has developed some mutants, and she’s actually developed a company.




So they have addressed the criticisms that we had last time.  They’re going to make iPS cells from patients with dyslipidemias and normals and compare them and compare cholesterol metabolism and uptake.  They’re going to differentiate their iPS cells into what they call hepatocyte-like cells, all of which I think can be done, and they’ve got some good preliminary data.




The strengths of this are this is a nice collaborative effort.  She’s actually developed a little company.  They’re going to use the iPS cells they derived to actually test various drugs that they’re going to propose that might influence whether or not you take up too much cholesterol or too little cholesterol, so this has some -- they’re going to use patient tissues.  




They have a disease model.  They’re going to test this model.  They’re going to develop cell lines that they can use, then, to test drug discovery.




I was kind of enthusiastic about this, partly because there’s a new little company that -- what does she call it?  Some Stem?  That Dr. Rodriguez has started just for this particular kind of approach, just for screening pharmaceutical agents.  Diane?




DR. KRAUSE:  Thank you.  I don’t have much to add, in terms of what this grant is, but I felt that the preliminary data and the track record for Dr. Rasmussen, who I like very much as a friend, it doesn’t warrant the enthusiasm that we might have for other grants.




So the idea is to make iPS, which you can do, from patients, who have dyslipidemia, has had high cholesterol, even though they don’t eat too much cholesterol, so some genetic predisposition for having high cholesterol, which could make, you know, gives you cardiovascular disease, versus people, who maybe are overweight and eat a terrible diet, but had normal cholesterol, so they really want to compare these people and say what’s different in their hepatocytes, because that’s what makes cholesterol if you’re not getting it from your diet.




That’s great, if you can take those iPS, make hepatocytes, study the hepatocytes, and they have a publication from 2013, where they claim that they’ve made the hepatocytes, they proved that they made cholesterol, and when they treat them with statins, which are drugs that prevent cholesterol synthesis, then you get less cholesterol, which makes sense, because that’s what the drug does, so, therefore, these cells will be great for testing drugs.




The problems are really that they don’t characterize these hepatocyte-like cells very well.  They don’t tell us how long they survive.  




The gene expression pattern and protein synthesis from the cells is incredibly weak compared to normal hepatocytes.  The only protein they make a lot of that normal hepatocytes make a teeny bit of is alpha-fetoprotein, but when it comes to albumin and the genes of the cholesterol synthesis pathway, they’re there, but they’re there at very, very low levels.




So I’m concerned about whether they have a robust way of making functional hepatocytes on which they can do drug testing.  




They claim, and they’re right, that this is something patentable, that you can make hepatocytes and do drug testing.  It’s been patented left, right, up, down.  From the first time somebody made ES cells, they patented making hepatocytes from the ES cells.




The first time they made iPS, they patented making hepatocytes from iPS cells.  This is already patented, which makes perfect sense, because companies would love to be able to get hepatocytes and test drugs on them, so these folks are not going to patent that.




I missed the part about the company, so thank you for clarifying that.  I still can’t -- it’s not in her bio-sketch.




DR. KIESSLING:  She has a little company. I’m looking for the name of it.




DR. KRAUSE:  Somehow, I missed the little company.  You missed it, too?  All right.  So what else did I want to say?




DR. KIESSLING:  They kind of emphasized that somewhere in the grant, and I’m looking for it now.




DR. KRAUSE:  So my concern about the productivity, the investigator comes from the fact that Dr. Rasmussen has already had several grants from us, from Connecticut State Stem Cell, and he’s published a couple small papers, one from each grant, and the most recent grant, which started in 2011, was to make iPS-derived hepatocytes, same thing, make iPS-derived hepatocytes and use them to discover genetic predisposition to liver injury in response to drugs.  He hasn’t done that.  He hasn’t shown us data with that, and he hasn’t published on that.




The only thing he’s published is in PLOS ONE, which is not the hardest journal to publish in, that you can make hepatocytes and that they make cholesterol and statins decrease it.




In that paper, again, I’m kind of over-reviewing this, they don’t have any controls.  Negative controls would be nice.  So my concern, and I got myself very aggravated with reading this yesterday, is that I don’t give it as high a score as the peer reviewers, and I don’t think it’s ready for being one of our large disease directed grants.  Maybe more of an established investigator to keep trying to figure this out.




DR. KIESSLING:  I’m looking.  Is Dr. Rodriquez a physician?




DR. ENGLE:  Yes.




DR. KIESSLING:  She’s a cardiologist, right, which is why she’s so interested in this?  I agree with Diane.




DR. KRAUSE:  She’s Chair of Cardiovascular Research at the Center for Vascular Biology, she has an MD, and she has expertise in studying the lipoprotein receptor gene SCARB1 and its variants in patients, who are prone to hypercholesterolemia, so she is the lipid expert.  Ted is the I can make iPS expert.




CHAIRPERSON HORN:  Do we have a motion?




DR. KIESSLING:  I’d like to move to fund this.




DR. KRAUSE:  And I would say no.




CHAIRPERSON HORN:  Do we have a second for Ann’s motion?




DR. FISHBONE:  I’ll second it, just so we can discuss it.




CHAIRPERSON HORN:  Okay.  All right, we have a motion to put it placed in the yes category.  Further discussion?




MS. LEONARDI:  I’ve got a question about potential I shouldn’t say conflict of interest.  That may be too strong, but if you’ve got a technology that we’re funding to do research here and there’s really not a lot of chance to patent it, therefore, a return to the fund, and, yet, a company owned by one of the participants in this grant could be the beneficiary of whatever we’re doing here, I’m a little bit concerned about that, but I’m not quite sure why, but, I mean, that is bothersome to me, personally.




DR. HART:  Does that come under the charge of ethics criteria?




DR. KIESSLING:  The fact that somebody has patented, that you can derive hepatocytes, that doesn’t mean that there isn’t other patentable technology.  They may be able to patent their drug delivery system or something.  I mean patent attorneys are really good at working around everybody else’s patent.




Anything you can ever do to an egg has been patented like a zillion times over.




MS. LEONARDI:  Well one of the things is, when we fund things, we require the company to be a Connecticut company, and we have some strings to make them stay here.




DR. KIESSLING:  Yeah.




MS. LEONARDI:  And, so, if we’re funding some research over here that benefits this little company over here and this company over here is free to go anywhere it wants, that makes -- I mean, again, that’s part of what I’m charged to do, that piece.




DR. KIESSLING:  Let me find out a little bit more about that.  They describe that in this grant.




DR. ENGLE:  So for those of you, who read it, did you just -- my take on it was it felt very strongly like it was two established investigator grants put together, because it was very unclear to me, I know it was mentioned that Dr. Rasmussen does the stem cell part, and then Dr. Rodriguez is the lipid expert, but everything is written as two completely separate grants.




There’s no exchange of material.  There’s joint meetings, but I didn’t see in my mind why this fitted into the group grant, aside from the fact that they put the two grants into the same envelope.




DR. KIESSLING:  Well she’s going to be providing the patients, I think, for the iPS cells.




DR. ENGLE:  Maybe the only bit of it.




DR. KIESSLING:  Right.  She’s going to identify and provide the patients, who have familial hypercholesterolemia, or whatever that is, and the controls.  I thought that part of it was fine.  I’m looking for her company, although we can come back to this, too.




DR. FISHBONE:  Are we funding her to provide the patients?




DR. KRAUSE:  No, no.  So she has project two, and aim one of project two -- so Dr. Rasmussen’s aims are to make the iPS and then make hepatocytes from them and further characterize the hepatocytes and do it from patients with and without these dyslipidemias.  Hers is focused on the SCARB1, which is the gene that she studies. 




We’ll be using the published method for hepatocyte differentiation per Dr. Rasmussen, who is a co-PI on this.




DR. ENGLE:  But that’s really the only tenuous link, and I was going to say it wasn’t clear when I read it that she would be providing it, because it sounded like she was just going to get --




DR. KRAUSE:  We will first examine the prevalence of these SCARB1 variants in hepatocyte-like cells derived from pluripotent cells expressing LDLR mutations generated.




DR. ENGLE:  Yeah, so, he’s going to make the iPS cells, right.  But I think she’s also his expert, so it gets him the feasibility to do the study.




DR. KIESSLING:  His lack of productivity with our money is a concern.




DR. ENGLE:  Well that’s true.  He’s had multiple grants and various different topics, and I wrote in my notes that, you know, is there any unifying seam in the work, because he’s had grants on multiple different topics from the Stem Cell Advisory Board and from the Stem Cell Grant Program.




DR. KRAUSE:  He’s had three.  I couldn’t figure out if they were all established investigator awards.  I wrote this down and I can’t find it, like ’08, ’09 and 2011, and he just hasn’t published that much with it yet.




CHAIRPERSON HORN:  We have a motion to place this into the yes.  Gerry, you had a question?




DR. FISHBONE:  Yeah.  There was an interesting comment from the first reviewer on the budget, and he says to be adjusted below one million.  Does anybody know what that’s about?




DR. KRAUSE:  Yeah.  They didn’t think that the budget was appropriate.




DR. FISHBONE:  Okay.




DR. KRAUSE:  There were other issues with the budget, too, but we generally talked about those after figuring out whether we’re interested in funding something, but, yeah, there were some discrepancies in the budget justification, as well.




DR. FISHBONE:  This was another one, where there are so many weaknesses you wonder about the rating.




DR. KIESSLING:  Lipid Genomics.  Dr. Rodriquez is the founder of Lipid Genomics.




CHAIRPERSON HORN:  And where is that company located?




DR. KIESSLING:  That’s a good question.  An emerging biopharmaceutical company that has FDA approval for phase 1 clinical trial.  I kind of assumed it was Connecticut, but maybe I shouldn’t have.




DR. KRAUSE:  She came to UConn in 2012, so it’s possible that that happened while she was at Hopkins, which was since 2002.




DR. HART:  It’s located in Farmington, because the contact number is on the website.




DR. KIESSLING:  Yeah, so, it’s in Farmington, so she’s established that once, oh, that’s right, once she got here.




DR. ENGLE:  And I think I looked it up, too.




DR. KIESSLING:  They have a partner, Iverson Genetics.




DR. KRAUSE:  So I found what I was looking for.  He currently has an established investigator that he got in 2011, again to work on hepatocytes and drug-induced liver injury and hasn’t yet published on that, and he had one in ’09 on epigenetics in iPS and has one paper that came out that was related to epigenetics, but not to the topic of his grant, and one in 2011, again, on epigenetics.




CHAIRPERSON HORN:  I think we should take the consensus of the group after the discussion, so we have a motion to place it in the yes.  All those in favor, signify by saying yes.




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Okay, we have one yes, and all those opposed, say no.




VOICES:  No.




CHAIRPERSON HORN:  Okay.  It squeaks into the maybe.  As we put something in the maybe, we have to go back and readdress all of these.




Okay, the next one, Dr. Arinzeh and Dr. Engle are up.  14-SCDIS-UCHC-01, Using Dup15q IPSCs to explore the genetics and synaptic pathophysiology of autism.




DR. ARINZEH:  Okay, so, this project addresses autism.  It’s looking at a genetic disorder, in terms of the duplication of the chromosomes.  We’ll call it 15q, okay, which is the most common chromosome defect associated with autism.




So they plan to take, you know, create the iPS cells from individuals, who have had these patients, and then, also, genetically correct those cells, so you have a good control group for comparison, so they’ll do a global gene expression.  




They’ll look at gene, okay, global gene expression on both of these cells, the neurons that they create out of these, and then they also will look at -- do some functional assays, looking at electrophysiology properties, and they’ll also do some more modeling, I guess, in understanding of these dendritic spines, how that’s altered, so it’s a group.




The PI is Stormy Chamberlain, who is an assistant professor since 2009 at UConn, Genetics and Developmental Biology.  The collaborators are professors. One has a background in electrophysiology.  The other one is more computer science, microscopy. 




It’s a good group of investigators that can look at this closely.  You know, some concerns there. The PI has had, you know, in terms of productivity, doesn’t look to be that strong, at least based on the publications that are there listed on the CV, at least in the past three years.




There really isn’t a whole lot there, in terms of them being lead authors or last author, in terms of the PI.  The other collaborators are very strong.




They do have -- Chamberlain has had funding from us, still has funding, current funding in 2015. 




Peer review comments were favorable.  Primary review, though, expressed some concerns with heterogeneity of the neuronal cells that were produced, you know, characterization about epigenetic status.




Also, they mentioned about the antisense technology not being described in detail.  I didn’t find issue with that, because they are working with the company that would be providing that antisense technology, so they’re working -- they’re going to be working with a company, Isis Pharmaceuticals, who is in California.  They’re going to provide technology to try to target, you know, a specific gene.  I think that’s in A1 they’re going to be doing that.




So I think that’s pretty much it, but, I mean, overall, I thought the concept, everything there is significant, and it’s a good group, but there’s some weaknesses there with the I’d say PI’s productivity.




DR. ENGLE:  I agree.  Nice summary.  I have the same conclusions.  I think it’s an interesting research proposal.  I think everything, more or less everything they propose is technically feasible.




I think the interaction with Isis and the use of antisense oligonucleotide won’t necessarily provide a really great therapy, but it might provide some useful confidence and rationale for some other mechanism of therapy against this target, so, overall, I thought it was pretty reasonable.




I actually, of the ones that I read like this of various treatment (indiscernible) so I would make a motion to put it in the yes category.




CHAIRPERSON HORN:  Do we have a second?  Okay, we have a motion to place it in the yes.  Further discussion?




DR. KRAUSE:  What did you think of the reviewer’s concerns about epigenetic?




DR. ENGLE:  I think that is the (indiscernible) we don’t know if it will retain that and (indiscernible) based upon that, but it’s going to be a bit of a challenge.  I liked the part about using the antisense oligonucleotide.  




Isis is very committed to injecting antisense oligonucleotides directly into the brain.  I’m not sure if you’re going to do that in children, so I’m not sure it’s a therapy, but it would provide competence in the rationale for the target.




And if you could use the stem cells to do that, then you could potentially envision using that to base your (indiscernible) screen on, so I thought there was a lot to like in it.




She’s had grants before.  What she has published has been neuronal differentiation, so, as I said, I think, technically, it’s all feasible, which is, you know, a step above some of the other ones.




DR. ARINZEH:  I kind of agree.  I think the primary reviewer kind of wanted them to do more there in aim 1 and probably lesser with the aim 3, some of this more modeling stuff that was presented, so that they could really answer some of the -- maybe try to answer some of those questions and really develop more of that technology, but, you know, that was just what their kind of opinion there, that they seemed to be going a little bit on a tangent, and they could be a little more focused on doing analysis work very carefully.




DR. KIESSLING:  This group has had a lot of money from us, too, right?




DR. DEES:  They’re talking about this is the most common genetic variation in autism.  How common is it?




DR. KIESSLING:  Oh, it’s still not that common.




DR. DEES:  Is it like one percent, two percent?  I was just wondering if it’s -- are we investing in a major cause of autism?




DR. HART:  One in 500 children referred to genetic testing -- undefined development display -- have duplications in the --




DR. ENGLE:  One in 500.  But the thing to keep in mind is that there has been linkage of this region to schizophrenia, as well, so I think there’s complete understanding that the 15q region is important in psychiatric disorders and neurodevelopmental disorders one way or another.  I think useful information will potentially come of it.




DR. HART:  Did that come from the grant or from your knowledge?




DR. ENGLE:  Mine.




DR. HART:  Just checking.




DR. ENGLE:  But, still, important.




DR. HART:  I agree.




DR. ENGLE:  Does not change the fact.




DR. HART:  It would have been helpful if they --




DR. ENGLE:  It would have been helpful, yeah.  I make no apologies, because, again, grantsmanship is part of this whole thing.  They could have been more inclusive.  It was very focused on autism, and you could see how one could be a bit concerned about that.




DR. DEES:  Yeah.  I sort of read that and kind of went, okay, that tells me nothing.




DR. GROSSO:  I just had a question.  Does this give us a feel, as far as translational?  I don’t feel like there’s any sort of grounds to think this is going to be translated, but I don’t know.




DR. HART:  It’s aspirational.




DR. GROSSO:  Yeah, it’s very aspirational.




DR. ENGLE:  I would say all of these I agree with the statement made earlier by Ron, that most of these are very nice basic biology.  There’s basic biology of disease grants.  I think the idea of getting to clinic with any of these in the end of four years or three years is pretty unrealistic.




DR. GROSSO:  And I just bring that up, because there’s group, who I usually think this is sort of pulling together, you know, a movement towards (papers on microphone) when I think about groups, because you’re usually, again, with a basic and a clinical group coming together, and I might be wrong how this works here, that it just seems as though group grants are usually structured in that way.




DR. HART:  I think, over the couple of years since we’ve been trying to push the more disease oriented carrots in this program, the researchers have responded.  I mean they’re clearly more focused on disease outcomes every single year, and, naturally, University scientists don’t know how to screen drugs, but they’re trying, and I think that we should reward that.




The one other comment I wanted to make was that this, like many of these kinds of projects, is one of these that tries to investigate a brain and circuitry-oriented disease at the cellular level, and to assume that finding and reversing any cellular phenotype will have anything to do with autism is a major assumption, and we don’t have an answer to that.  I just want to point that out.




DR. KRAUSE:  And that’s what the reviewers said.  They said the approach is simplistic.  On the other hand, surprisingly and it’s very cool, there are other grants from UConn that show this, when you look at the neurons that come from iPS, the patients who were sick, they’re a little bit different than patients who are healthy, so you actually might have some, you know, the disease in a dish, no, but a phenotype in a dish, where there’s a difference.




DR. ENGLE:  If you have an endophenotype that you can measure, you’re on your way to doing something productive in that space, right?  When you don’t know what’s going on, you don’t know what to do, but if you have an endophenotype that you can measure in a dish, it at least gives you avenues for looking at antisense oligonucleotides, whether you think that’s a good therapy or not, or small molecules, or something, so it at least gets you closer, right?




So we know that we agree that we’re probably not going to get to clinic, if that’s the end goal, but if we get, you know, 10 yards further down the field, I think we’re doing something useful.




DR. HART:  And the enormous plus of this, like many of these grants, is by starting with a known genetic risk that we -- we don’t know what’s going to happen to epigenetics, but the genetics should be carried through the entire process.  At least we have that underpinning the entire project.




DR. ENGLE:  And the fact that they’re doing molecular biology to support it, they acknowledge that this may not be the end all and the be all, but that they’re doing RNA seq, they’re looking at pathways.




You know, again, if we can get a toehold on a pathway that may be involved and you can see it collectively over a series of autism disorders and genetic autism, you’ve at least got yourself somewhere to go in the disorder, as opposed to starting from nothing, so I think it has some benefits to it.




CHAIRPERSON HORN:  Okay, we have a motion for placing it in the yes category.  All those in favor, signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed?  We have a yes.  The last in the disease directed group project grant is 14-SCDIS-UCHC-03, Stem Cell Defects in the Pathogenesis of IBD, Sandy Engle and Ron Hart.




DR. ENGLE:  You want me to go first?  The purpose of the grant was to identify defects in adult intestinal stem cells and their progeny that may contribute to inflammatory bowel disease and establish a human self-culture system that can be used to treat the disease.




The authors will do this by establishing an intestinal organiod system, making iPS cells from patients with IBD and creating a transplant model, so this is some things we mentioned in the other grant, as well.




Reviewers noted the strength of the grant included the use of the stem cells and primary cells for comparison, and that they had a good statistical plan, and that the investigators had a good track record of moving science forward.




Concerns were raised about the lack of preliminary transplant data and the reliance on genomic editing to generate the appropriate genetic variance, and that is a significant component of one of the first aims, so, if they fail to do that efficiently, the whole grant period could be used up before they get anything.




I personally thought, overall, it was okay.  I was a little confused by their collection of patients, because they were going to generate iPS cells essentially from random patients and then go about genotyping them, as opposed to genotyping them first, so it seemed like they were creating a lot of extra work for themselves.




They also didn’t create a really strong case for the use of the induced pluripotent stem cells, because they could make these organized from the primary tissue, so I was a little confused about that.




Overall, the grant is for four years, so the budget seemed appropriate.  One of the things that was slightly confusing is that they listed and made a big deal about having a collaboration involving the Rosenberg Lab, the Nelson Lab and the Geardina(phonetic) Labs, except that, when you look at key personnel, nobody from the Nelson or the Geardina Laboratories are listed, and there’s no amount of effort from those laboratories put on the work, so it’s unclear to me why all the people needed to be listed.




It was clear what the Devers were doing, but it was unclear what the other people were contributing to the overall grant.




The authors indicated they had no overlapping funding with the current funding, and reviewing it it seemed to be true, so that’s what I have to say.  Anything you wanted to add?




DR. HART:  Yeah.  The science review there was perfect.  The real strength is this humanized mouse model that I think would be a little good step forward, if it were possible.  It’s hard to know how realistic that is.




The reviewers were a little confused.  The overall score was a 25.  The first review scored at a two, noting the value and development of both the culture model and the mouse model were strengths, but concerns were expressed about development of the procedures and lack of mitigation plans.




The second reviewer was less enthusiastic, scoring it a three and nothing there’s no preliminary data supporting the idea that transplant could be successful, so there was some criticism that it was valid.




The reviews don’t address whether the application is responsive to the RFA as a disease oriented grant.  It sounds more like a group grant really.




There’s no ethical issues.  The University committed, except for the fact that it’s not clear what Dr. Malison(phonetic) and his group will commit.  There was no mention of that, whatsoever.




They continue abutting collaboration between groups at the Health Center and UConn.  The benefits of the project to the state are to advance understanding of the disease and related disorders and potentially set up a model system that could be quite useful if it worked.




It’s more of a group grant than disease directed grant, because the pathway to translation has not really been sufficiently established or even imagined for us.




Let’s see.  In other support, Dr. Rosenberg has two RO1 awards and several other state, federal and foundation awards.  He’s had previous funding from our commission ending in 2012.  Devers has support on project led by Rosenberg, and he lists a separate grant application, probably a seed award, to this committee that has scientific overlap of this application.




Geardina has several NIH awards, as well as state and foundation awards, and Nelson has NIH, R21, NSF, and a component of the Geardina R21 award.  Nelson has had prior awards from this committee ending in 2010 and ’09.




So I point that out to say that there is -- we’re considering all the factors.  There is other support in the group, and there already is funding among the group existing.




CHAIRPERSON HORN:  Okay.  Do we have a motion?




DR. WALLACK:  I would.  Not to fund.




CHAIRPERSON HORN:  Okay, do we have a second?  Further discussion?  Just for discussion.  




DR. HART:  I sure wish that these guys had talked to Jackson Labs.




DR. ENGLE:  Yeah.




DR. HART:  It seems like they could have put together a real wonderful project.




DR. WALLACK:  So that would be part of what the reason I put a motion not to fund, because if they could have combined, I think they would have had a powerhouse grant.  They didn’t do that, so now I’m also left with the idea that, in a way, they’re attacking the same subject, and it seemed to me that the McKeon grant, if I’m going to grant one of, fund one of these, I’d rather fund the McKeon grant, so that’s what motivates me in this instance not to fund this grant.




DR. KIESSLING:  If this is the one I remember, has it published anything for the last three or four years?




DR. ENGLE:  I don’t remember specifically thinking that at the time.




CHAIRPERSON HORN:  Just answering one question about publications.




DR. KRAUSE:  I’m sure there’s publications if he’s got all those RO1s.




DR. ENGLE:  Yeah.




DR. KRAUSE:  I mean his publications might not be on the CV, because you’re only allowed to put 15 of them.




DR. KIESSLING:  Wouldn’t you put some of the recent ones?




CHAIRPERSON HORN:  Okay, the motion is to not fund.  All in favor, signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Opposed?  Anybody opposed to not funding?  Okay.  This goes in the no.  The yes makes it a no, correct.




Okay.  We are at 10:00.  I had hoped that we would have gone back for a second bite at the core and the disease grants before now, but I think we should all take a 10-minute break, come back, and then really put our heads down and crunch these through.  Thanks.




(Off the record)




COMMISSIONER MULLEN:  Thanks for getting back in a timely fashion, everybody.




CHAIRPERSON HORN:  Before we get started, I wanted to point out June Mendlekern(phonetic) is here. She’s the spouse of (coughing), who has served us so long and well, and we miss him terribly, and we miss you, as well, and June is going to be around, so great to see you.




And before we get started, if you have your parking tickets, please see Arial.  She will validate it, so you will not have to pay for parking.




We’re coming back now, and we’ll circle back to the core and see if we can solidify these, and the no category will be eliminated from further discussion.




So coming back to the core, we have one yes and one maybe, so we’ll focus our discussion on the maybe and see if we can move that.  This is an all-in or all-out, and, when we come back this afternoon, we’ll actually start to crunch some numbers and decide whether we would fund it in the whole or in part.




So 14-SCD-UCHC-01, do we have a motion to move this from the maybe category?




DR. WALLACK:  I would move to move it to the yes.




CHAIRPERSON HORN:  Okay.  Do we have a second?  We have Paul Pescatello has seconded.  I also have a request from the court reporter to please make sure you’re just talking one at a time.  There’s a little interference from the air conditioner, so speak up and just one at a time.




Okay, so, we have a motion seconded into the yes.  Discussion?




DR. KIESSLING:  I just want to remind everybody that one of the problems with this core is that we don’t know who the PI is, and the person that we had told --




COURT REPORTER:  I’m sorry.  Are you speaking into a microphone?




DR. KIESSLING:  The person that we were told is really running the core doesn’t really have a standout description.




I’m very surprised this group didn’t get some kind of explanation to us before this review.




CHAIRPERSON HORN:  I will say that they attempted to, and we decided that we would not have been -- there’s no information that is allowed after the grant proposals are submitted, so we have to go in a process.




We clearly have an understanding in some of the other grants that have been handled, but this would have to be in a submission after the grant is either -- if it’s approved for funding, you could approve it, contingent on being satisfied that the PI is who they say it is and there’s some adequate effort for the funding.




DR. KIESSLING:  So they did try?  Because the core facility, who is running the core facility is key to its funding considerations.




CHAIRPERSON HORN:  It is just really more a procedural matter.  We have lots of people, who want to submit I got funded for this, I got published for that.




A lot of things had changed from December to June, and we just say, sorry, you can’t submit any additional information to us.




DR. WALLACK:  So, in that regard, I think the grants all had to be in by January 1st.




CHAIRPERSON HORN:  December 13th.




DR. WALLACK:  December 13th.  And the occurrence with Ren-He certainly was after that?




CHAIRPERSON HORN:  Yes.




DR. WALLACK:  It was late winter, but I’m satisfied who a PI would be, maybe because I’ve seen the development of the core and the management of the core, if you will, the directorship of it, through Mark Lalande anyway, so Mark was taking more and more of a role even before this all occurred, so I’m not the least bit concerned about going forward with this core under the leadership of Mark.




As far as publications and things go, I’ve seen some of the numbers on their publications, and I’m not really that dissatisfied with that part of it, and I know it serves, as Yale does, and others, like Chris, have already mentioned, an important role for the scientists, not only at UConn, but, also, at Yale, because there is collaborative effort between the two institutions.




I think that I have no problem at all in a yes motion.




DR. HART:  Yeah.  I have no problem with the PI issue, per se, but I thought the discussion point was more appropriately centered on the aims.  Is that correct, from the reviewers?




DR. GROSSO:  That was my biggest problem with it.




DR. HART:  And can you just remind us what the problem was, just so we got that straight?




DR. GROSSO:  So, basically, the reviewer pointed out that a lot of the efforts, as far as the proposal went, excuse me, developing two stem cell lines, both of which didn’t seem to be being developed in the most technologically advanced ways, a lot of manpower hours, or not a lot of return in advanced science directive, and a lot of the grant was sort of undefined, as far as where the monies would go to, as far as the science goes.




There was more of a focus within the grant as it’s written, as far as outreach and communal, rather than directed towards science and support of science, and that was my concern, is, how the grant was written, they’re asking for monies, a pretty good chunk of money for something not super clearly directed towards support.




DR. WALLACK:  Marianne, so I totally agree, Bob, with what you’re saying, however, we set that parameter for that.  We put out there the idea for them that they were going to do that component of work.




As Ann indicated, we decided that this was an important outreach that they should be involved with, so whether or not we want to change that for them or suggest that that change, that’s up to us. 




DR. GROSSO:  And I agree.




DR. WALLACK:  But they’re working and this grant was based upon the direction that we created for them, so I don’t have an issue with that part of it.




If we want to take charge of that, we should, and maybe after this, at the next meeting, we should re-discuss that, but, under the circumstances that they were applying for the grant, I have no problem.




MR. PESCATELLO:  I would just say both cores are well-run and have a good track record, and we’ve sort of made a commitment to them.




The question really is do we want to fund the cores or not, and, if we want to fund the cores, I think this is something easy to vote yes, unless we decide we don’t want to do cores, then I would give the money toward the other grants.




CHAIRPERSON HORN:  I think, at this point, then, we’ll just ask for a vote and not a roll call vote, but this will be a majority vote to place this in the yes category.




DR. HART:  Is there any consideration about the amount funded?




CHAIRPERSON HORN:  That will be in the afternoon, yes, and whether we would fund all of the aims, so if you would like to make a motion to place it in the yes category, please signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed?  Thank you.  Moving onto the group grant, 14-SCC-YALE-01, studying the therapeutic role of iPS cells in human Lupus, and this was placed in the maybe category.  Do I have a motion?




DR. GOLDHAMER:  I would make a motion to put it in the yes category.




CHAIRPERSON HORN:  Do we have a second?




DR. WALLACK:  Second.




CHAIRPERSON HORN:  Discussion?




DR. KIESSLING:  What were the concerns about this?




DR. HEINEN:  Yeah, so, I think the issue was -- I mean the grant, itself, was very interesting and important and the team assembled excellent, so those were not concerns by any means.




I think the one concern was, because of the size of the grant, that there was a risk, because of the focus on a single variant.  That was identified in the GWA study as sort of being the emphasis that all this money was being spent on it if there wasn’t a strong phenotype.  That would be the issue.




I mean I guess we can discuss the funding later, but it seems to me the obvious solution would be to fund the first part of the study, which is to create cells and see if there’s a phenotype before spending all that money to put it into a mouse model at the end.




DR. KIESSLING:  This is about the highest scoring grants we have.




DR. GOLDHAMER:  So this is probably the most disease-relevant grant of all of the grants, which is ironic.




CHAIRPERSON HORN:  And that’s a priority.




DR. GOLDHAMER:  And I guess we can talk later about the budget.  The animal models are already up and running.  It’s been validated.  To limit it to the self-culture experiments I’m not sure I would be in favor of.




This is, to me, this is -- it’s a fantastic team.  It got the highest, the best score.  It’s disease-relevant.  There are concerns of the focus, but I have to believe, and the team outlined all the different SNPs that were found in GWA studies, that they’re thinking about those.




I just, you know, have to read a little bit between the lines, that they know exactly what they’re doing, and they chose this SNP, this variant for a reason, and that they’ll look at others if initial data suggests that they should be looking at others.




And, as Chris pointed out, they do have some data that suggests abnormal splicing and other -- IRF5 is the gene that’s affected.  Splicing was affected, and I think maybe expression levels.  I can’t remember, Chris, if you do or not.




DR. HEINEN:  Expression levels were increased.




DR. GOLDHAMER:  Yeah.  Expression levels were increased, so it’s more than just, you know, so they have done that kind of -- have that kind of preliminary data, that, again, it’s not proof, but it suggests some relationship to IRF5 biology.




DR. HEINEN:  I’m trying to remember from the grant, itself, but is the evidence strong enough that this particular gene -- I mean, because the other variants were all in the same gene, and, so, they’re already apparently starting with the one that they think has the most significant effect, so if this one doesn’t pan out, are testing other variants in the same gene going to be any -- I mean is that is going to make you feel any better?




DR. HART:  These are arguments whether to cut or not (indiscernible).




DR. HEINEN:  Fair enough.




DR. GOLDHAMER:  Well, if we’re at that point, then I would agree with that.




DR. HEINEN:  Then I’ll second that.




CHAIRPERSON HORN:  Okay, so, we have a motion to put it into the yes category.  All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  Anybody opposed?  Okay. Yes?




DR. FISHBONE:  Would there be some benefit to put it into the disease oriented?  It does, because we’re trying to move in that direction, and since this is a disease oriented and the sum of money is the same, I just wonder if it would look better when we present how much disease oriented research we’re funding.




CHAIRPERSON HORN:  I think we could talk about that this afternoon.  I think, in terms of counting, when we’re trying to figure out how many of these types of grants we’ve funded, it might be best to re-categorize it as a disease directed.




So we are now looking at 14-SCDIS-JAX-01, Mechanisms of Crohn’s Disease Revealed by Patient-Specific Stem Cells.  This was in the maybe category.




DR. KRAUSE:  So I had proposed that we fund this one.  I think it falls in the category of the other things we’ve been saying, where we can say yes and then think about the budget, because they didn’t get to the in vivo part of these studies, but I think that he has preliminary data to support what he’s doing, and I thought it was feasible.




CHAIRPERSON HORN:  So you’ve moving to place it into the yes?




DR. KRAUSE:  Yes.




A MALE VOICE:  Second.




CHAIRPERSON HORN:  Second.  Any further discussion?  All in favor of placing this grant into the yes category, signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed?  The grant is move into yes. 




The next grant, 14-SCDIS-UCON-01, using pluripotent cells to investigate genetically predisposed dyslipidemias, and we have this in the maybe category.  Do I have a motion to change that categorization?




DR. KIESSLING:  I was going to say I think I’m the only one that wanted it in the maybe category.




CHAIRPERSON HORN:  We have a motion to place it into no.  Do we have a second?




DR. ENGLE:  I second that.




CHAIRPERSON HORN:  Okay.  Further discussion?  All those in favor of placing this grant into the no category, signify by saying yes.  (Laughter) Anybody opposed to placing it in the no category, signify by saying no.




DR. FISHBONE:  No.




CHAIRPERSON HORN:  Okay, so, we’ve got one opposed, and the grant is placed in the no category.




The next one is in the yes category, and the next one is in the no, so I think that’s it.  Good work.  All right, we’ll move on to the established.




We have 18 established grants to review here, so we’re going to need to stay fairly focused here to do these in an hour and a half.




We have 14-SCB-UCHC-11, modeling human cortico-striatal circuit and understanding dendritic spines in schizophrenia, Milt Wallack and Ann Kiessling.




DR. WALLACK:  So I thought this was an outstanding grant request, exceptionally well done.  I think that it’s a perfect sequence, actually, from the work that the researcher has done in 2011, starting as a seed, from a seed grant.




It seems to me it’s the right sequence that is now following, the person is now following up on that, which was accomplished in 2011, and they were -- it was sent back as a resubmission, but, frankly, from what I gather, the grant is a stronger grant at this particular time.




The grant is to explore the important subject of schizophrenia, with the ultimate goal of drug discovery and clinical application, so it fits within the context of what we’re driving to do for clinical application.




The research is already accomplished to a certain degree of extensive background and amount of information through the research, his previous research.




In addition, the researcher has, the applicant has assembled an excellent collaborative team. It makes me at least feel confident that there’s a good chance that the goals that the applicant puts out there can be achieved, and I actually, therefore, recommend funding of this grant.




I also think, just as an additional thing, reading the grant and reading the narrative of the researchers, I thought that the scores from the researchers were a little bit less than I would have expected, based upon the narrative.  Again, I recommend funding.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  This is actually one of the highest-scoring grants, and, so, this, as Milt said, this is they’re going to use a protein that they think is very important in synaptic junctions of schizophrenia.




This is based on the idea that post-mortem examinations of schizophrenic brains indicate there is a loss of synapses.  This is not something I’m an expert in, although I do note that there are some very distinctive features of schizophrenic brains.




The only thing about this grant that I thought was a possible negative is that they’re just going to focus on this one protein, although they do mention that there are several other candidates, but they’re going to go with (indiscernible) and see, and they’re going to make iPS cells.




The reviewers were very enthusiastic about this.  I didn’t find anything in this grant to raise any -- this is a productive team.  Dr. Ma seems to know what he’s doing.  He’s used our money wisely.




I didn’t find anything about this, except that they want to focus on this one particular --




CHAIRPERSON HORN:  So Milt has moved to place it in the yes category.  Do we have a second?




DR. KIESSLING:  I’ll second it.




CHAIRPERSON HORN:  Okay.  Further discussion?  All those in favor of placing this in the yes category, signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  No?  Okay.




DR. FISHBONE:  Do we know what the noise is coming from?




DR. GROSSO:  Next door.




DR. FISHBONE:  Next door?  Okay.




CHAIRPERSON HORN:  14-SCB-UCHC-02, use of neonatal human-induced pluripotent stem cells and human embryonic stem cells in hyperoxia induced lung injury, Diane Krause and Paul Pescatello.




DR. KRAUSE:  So this is a really nice grant from an associate professor of pediatric surgery at UConn, UCHC, who is working on the idea that -- so when babies are born prematurely, their lungs are not fully developed, and they need to be put on oxygen.




Unfortunately, that oxygen level was quite high in order to oxygenate their system, so that’s called hyperoxia.  It’s more oxygen than you get in ambient air.




So hyperoxia induced lung damage is actually quite common in immature infants, in premature infants, and the idea here is can we show that you can make distal airway cells, which are the ones responsible for -- they’re the ones for whom the -- to which the hyperoxia is toxic.  They’re the cells of the alveoli.  They’re called distal airway cells.  




So her idea is to make distal airway cells and actually use those to study the effects of hyperoxia and, also, whether they might be therapeutic, so there are two sides to this.




There are in vitro and in vivo studies proposed.  The studies are, for the most part, feasible, but challenging.  She’s talking about taking newborn mice, which are teeny, weenie, weenie, and exposing them to hyperoxia, and then instilling cells into the trachea of this newborn mouse, so I think that that -- she might need to come up with alternative approaches in giving the cells, but she addresses that.




So, overall, I thought it was a really cool grant.  The idea of the newborn derived cells has affected their foreskin fibrolasts, and she spends all of aim one optimizing making iPS for foreskin fibroblasts, and I thought that was kind of silly, because, presumably, there are cores that can do that, so she doesn’t have to spend an aim optimizing making the iPS cells.  Go cores.




So then she can get straight to differentiating the cells into the lung epithelial cells of the distal airways. 




She has already published on the in vitro model that she’s proposing to use, where you put these distal airway cells on a de-cellularized matrix of lungs, so that’s published, and it’s something that’s feasible for her.




She has worked on this for the past 10 years.  She has an R01 to study murine embryonic stem cells differentiating to these distal airway cells, and she also has another RC4 grant, which is a group grant, with multiple institutions, just to study this in vitro model better using the decellularized matrix, so she’s really -- this fits in with the overall portfolio of the grants in her lab, and I thought it was a really nice proposal.




MR. PESCATELLO:  I agree.  That was a really good description of the grant.  I thought it was very well put together.  It’s a big problem and a growing problem, so it addresses a big and growing problem, so I support it and would move it.




CHAIRPERSON HORN:  Okay, so, we have a motion to place it in the yes.  Do we have a second?




DR. KRAUSE:  Yes.




CHAIRPERSON HORN:  Okay.  Discussion?  Yes, Gerry?




DR. FISHBONE:  Is the foreskin coming from the mice?




DR. KRAUSE:  Human.  Everything is human. Human foreskin.  Human iPS.  Human distal airway into a mouse.




DR. ENGLE:  I was less impressed with this grant for many reasons, including, as you pointed out, why waste an entire aim and a lot of money on reinventing how to make induced pluripotent stem cells.




They’re not from newborn individuals, who have experienced hypoxia, so they’re not patient matched, so why not just use the 10,000 or so iPS cells that are currently available?




She addresses the part about putting the cells into the trachea of the newborn mice, and, so, that might be a challenge, so let’s make it more difficult by putting it in through the eye?




So I just thought, overall, a lot of it was actually not making a ton of sense for me anyway, and, then, of course, she has this complicated consortium funding, where she’s doing a sub-grant to herself.




So, overall, I was not that impressed, and given that we’re looking at a bunch of grants with scores of twos or 22s and 25s, I actually was not impressed by this grant, and I think that the only reason it was second in line, and I don’t want people to be confused, because second in line by alphabetical order or how it was handed in, so I do not think it is, to me, rising above some of the other grants that received a two and a 22, so I’ll just put my concerns about this grant out there.




MR. STRAUSS:  There’s no difference in the rankings if the numbers are all the same.  




DR. KRAUSE:  Yeah.  UConn comes before Yale in the alphabet.




DR. ENGLE:  Right.  And I just don’t want people to be confused by the fact that this one happens to be the first of the twos.  I actually thought there were many other twos and 22s or 20s and 22s that were much more interesting, much more scientifically pertinent, much more better written, so I just want to put my caveat out there.




MR. PESCATELLO:  In terms of this cut, this is just to keep it on the table, right?




CHAIRPERSON HORN:  Yes.




MR. PESCATELLO:  It’s worth keeping on the table.




CHAIRPERSON HORN:  Yes.  We have a motion to put it into the yes.  It sounds like we have at least one person, who is not in agreement.  Gerry, did you have one more comment?




DR. FISHBONE:  Yes.  What the first reviewer says there is discrepancy between the large amount of work proposed and the rather small time commitment of the key personnel.  Is that valid?




DR. KRAUSE:  I think that you’re right. The budget includes 10 percent effort for this pediatric surgeon.  Okay.  The reason I said that so specifically is the budget would be eaten up if she put in 20 or 30 percent of her salary, because surgeons make a lot of money, so I think sometimes that maybe what she could have said is the effort she’s going to put in is not the same as the amount of money she’s asking, but, in general, it would eat up -- these are big grants for us, but they’re not big grants if you’re running a lab, and if all the salary went, all the money went to her salary, she wouldn’t be able to do the work.




DR. FISHBONE:  Is the surgeon doing the removal of the foreskin?




DR. KRAUSE:  First of all, I don’t think there are any foreskins.  I think she’s been using existing iPS lines and just go and do the experiment, but I don’t think -- well maybe she does that.  I don’t know who takes off.  Who does those nowadays?




DR. FISHBONE:  A Rabbi.  




DR. KRAUSE:  The Mohel.  Exactly.




CHAIRPERSON HORN:  Any further discussion? All those in favor of placing this in the yes category, signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  And opposed?




VOICES:  Aye.




CHAIRPERSON HORN:  Okay.  It goes in the maybe.  14-SCB-YALE-02, mechanism of in vivo cellular dedifferentiation, David Goldhamer and Jay Hughes.




DR. GOLDHAMER:  So I’ll start things out. This data score of a two, with a 1.25 and a three as the original scores. 




So this was an interesting grant, although I did have some concerns.  So salamanders regenerate their limbs incredibly well, and the thought is that, if you can understand how salamanders do this, you may be able to apply that knowledge to mammals, humans, in particular, and, so, one of the first things that happens when you amputate the limb of salamander is some of the cells of the limb undergo a process called dedifferentiation, and some feel that that kind of reverts, those cells revert to a more plastic or pluripotent state, although that’s really controversial.




So this investigator wants to identify genes that are essential for regeneration, and he and other labs have used RNA sequencing and micro-arrays and have identified a whole set of genes, whose levels increase when you amputate the limb, both in that regenerating structure that’s called the blastema and, also, in the specialized cath, the epithelial cath over it, called the wound epithelial.




And, so, what they would like to do is test whether some of those genes are essential for regeneration, so that’s aim one, and he has a very clever technique to do this.




So one of the reasons that regeneration has not been amenable to a genetic analysis is that there hasn’t been technologies to knock the genes out in salamanders, and, so, he’s using it as showing proof of concept using CRISPR technologies to actually do this by injecting the appropriate guide RNAs and nucleases into the one cell stage salamander embryo.  It’s really cool.




And, so, he has identified a group of genes that he’d like to test to knock them out and see if they are essential for regeneration, and he says he can look at 30 of these genes in the course of his grant.




So that’s aim one, is to use that CRISPR technology to knock them out and then see if they effect regeneration.




Then aim two he wants to use those genes that he identifies as essential for regeneration, if, in fact, he finds genes that are essential, and there’s issues of redundancy between important genes and development, and it’s possible that he won’t find them individually knocking them out, but let’s assume that he does find some.




He, then, wants to test those to see if they have the ability to reprogram human, I guess, fibroblasts, okay?  




The idea is -- so there’s a couple of assumptions of concerns here.  One is that there is a relationship between dedifferentiation and conversion of the fibroblast for pluripotency.




People in the regeneration field might think that’s quite controversial, so finding genes that are important for regeneration is a good start.  Proving that they act at the level of dedifferentiation is an issue, and the linkage between dedifferentiation and generating iPS cells is another issue all together, so the linkage there wasn’t very strong.




The other, I think, perhaps more important or equally important issue is that I think it’s a real assumption to assume that finding genes that are central for regeneration is a good way to screen for factors that may be sufficient to reprogram cells.




There’s got to be thousands of genes that are important for regeneration.  They’re going to choose 30 of them, and of those that are necessary, they’re going to, then, test if they can reprogram cells to iPS to a pluripotent state.




I think that’s a very big leap and, in my opinion, not likely to succeed.  I loved aspects of this grant.  I think the technology for generating mutant salamanders to find genes that are essential for regeneration is really cool, and he, I think, was the first to do this.




I think, though, the relationship between stem cell biology and the regeneration studies is still very tenuous, and I have particular concerns with the application of the work on salamanders to human cells in aim two.




Those are my comments for now.  The investigator’s one reviewer was thrilled with the grant, and the other one was more lukewarm, as you can see from their original scores, and, so, I’m left with being really enthused about one aim and not at all enthused about the second aim.




CHAIRPERSON HORN:  Anything to add?




DR. HUGHES:  Just that reviewer one expressed --




COURT REPORTER:  I’m sorry.




DR. HUGHES:  Reviewer one expressed concern about the ambition of the project to resolve gene therapy.  Reviewer two observed that the case had not been made that this approach was novel, as to what your comments suggest.




DR. GOLDHAMER:  The gene knockouts in salamanders is novel, but the approach in trying to identify the program, in fact, was (indiscernible) using the salamander to identify the program (indiscernible)




DR. HUGHES:  And just to note, that the PI has launched two bio-tech companies, based on intellectual property from this laboratory.




DR. KIESSLING:  Both in Connecticut?




DR. HUGHES:  One was in Connecticut and the other wasn’t.




CHAIRPERSON HORN:  Okay.  Do we have a motion?




DR. GOLDHAMER:  I love the salamander system.  I’m very conflicted here.  I originally said maybe, but, as I think about it, I just don’t think it’s necessarily a stem cell grant, and, so, in terms of what it will actually deliver, so I’m going to say no.




CHAIRPERSON HORN:  Do we have a second?




DR. HART:  I’ll second it.




CHAIRPERSON HORN:  Okay.  Any further discussion?  Okay, all those in favor of the motion to move it to the no category, signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed to placing it in the no category, signify by saying no.




VOICES:  No.




CHAIRPERSON HORN:  Okay.  It goes in the maybe.  14-SCB-YALE-05, patient-specific neural stem cell mediated combination of systemic chemotherapy with local gene therapy for malignant gliomas.  This is Richard Dees and Chris.




DR. DEES:  The main purpose of this project is to begin to develop possible treatment for brain tumors.  The idea is to take a patient’s own blood cells and convert them into neural stem cells, but then use those stem cells to deliver chemotherapy, and then to use suicide gene therapy to eradicate the remaining tumor cells, is that fair enough?




The current project will develop patient-specific neural stem cells and engineer them to deliver the drugs that appear to be most effective against brain tumor cells and for the suicide gene therapy, then they will test this approach in a mouse model.




The peer reviewer thought this project was really important and innovative.  It’s workable.  They had no real worries about it.  




My two notes about this -- is they had to have had another proposal of this round.  The peer review was 45, so it’s not going to be (indiscernible) so there’s no conflict there.




This is a really highly-rated proposal -- you know, it’s pretty far from a therapy, but it’s clearly on a path to a therapy, so it’s, in many ways, just a kind of proposal we say we want.  I would move that we fund this.




DR. HEINEN:  Yeah, so, one of the issues with treating malignant gliomas is you can surgically remove the primary tumor, but, as they point out, you’re left with infiltrated tumor cells that are much harder to target, and, so, what’s been shown in the field previously is that one feature of neural stem cells is that they sort of hone to glioma cells, and, so, it’s already at the approval for trials to take advantage of that and use neuronal stem cells to go after these infiltrated tumor cells.




What these guys want to do to kind of build on that is to take actual patient-derived cells, make iPS cells, and then turn them into neural stem cells from each patient, so that you eliminate the problem of immune rejection, and then they will also propose to engineer these iPS cells, and, therefore, the neural stem cells are going to make -- do two things.  




One is to introduce the suicide gene approach, but then the second is to introduce a receptor, so that they can deliver a second form of treatment, so, basically, what you’ve created is this vehicle now for both suicide, as well as for an nanoparticle-based approach for therapy.




And, so, the argument that they make is that you get the, one, you get honing to the tumor cell, two, you eliminate immune rejection potential, and, three, that you have this sort of dual therapeutic approach in one vehicle, so you can use the suicide therapy approach, but the problem is, once the suicide gene goes off, that’s the end, but, this time, you get sort of a second hit by having this nanoparticle delivered approach.




So I think, as Richard pointed out rightly, I mean I think, as far as disease directed goes, this is one of the more disease directed ones in the batch, even though it was the established, but that’s fine.




The reviewers, I think they were a little bit mixed, although it was hard to tell.  The second reviewer, who gave it the worst score, I didn’t really see anything in their comments that would indicate why they gave it that score, so it was sort of hard to figure out what the motivation of the reviewers was.




The one critique that was there was that there’s a lack in experience in the stem cells, particularly neural stem cell derivation in the review team, which seemed to be true.




The review team, however, argues that they’re going to use the core, which to me seems perfectly reasonable.  It’s a core that has experience in this area, and that’s part of what they’re there for, so I didn’t have as big of a concern with that issue, so I would second the motion to fund.




CHAIRPERSON HORN:  Further discussion?




DR. ENGLE:  I’ll be the person, who brings up some clear inconsistencies about this.




First off, they’re going to make iPS cells -- well it was a bit unclear whether they were going to make iPS cells or whether they’re going to make induced neurons, which are two different things, because they talk about making induced neurons, although they mention iPS cells a couple of times, and those are two distinctly different things that have distinctly different properties when we try to put them back into individuals. 




Second, they’re talking about making them from patients, but then their actual model is a mouse model, and, so, they’re really making patient-specific iPS cells for no purpose, because they’re going to put them into a mouse model and do all of this work in a mouse model, and it’s unclear whether it’s an immunocompromised mouse model and they’re putting the cells into it, because it’s not immunocompromised.  They’re just going to have an inflammatory reaction, and, so, it’s unclear if their whole system would work in the absence of this.




I, personally, find that there were several scientific issues with this particular grant that would make it very difficult to understand overall how it would work, so I agree that the concept is an interesting one.  How they propose to actually test it I’m not sure they’ve done a very good job on that.




Again, I was not terribly impressed with this grant.




DR. HART:  I notice, specifically, in their proposal they mentioned taking fibroblasts and forcing expression of the usual IN factors, not iPS factors, and it is generally believed the IN process does not include a neural stem cell stage, which is something of a fatal flaw here.




DR. ENGLE:  Right.  And, so, and then keep in mind not only the genetic engineering to make them induced neurons, which would not hone to the glioma, but they’re also introducing the (indiscernible) which is their suicide gene, and they’re also introducing the transferrin receptor, in order to cause it to get through the blood brain epithelial and, so, this is a wildly genetically-modified cell, which I think there would be lots of concern about doing that from a patient and then putting it back into the patient in a time frame of a patient, who has a glioma and is rapidly deteriorating.




So although on the surface it seems very disease directed, I think it has a lot of caveats that are unanswered by the authors of the grant.




DR. HEINEN:  Was having patients at the end of four years a criteria for the established category?




DR. ENGLE:  No, but, to me, none of the work that they’re proposing to do is going to lay the groundwork for this, because they’re making patient-specific cells, but then they’re testing it in a mouse model, which is unclear whether it’s immunocompromised or not, which, if they’re putting human cells into a mouse brain, it’s going to cause all sorts of problems that are going to (background noise) results.




If they use an immunocompromised mouse, that, too, needs to be addressed, and I didn’t read anything where they addressed any of that.




To me, there were just a lot of holes in this grant.  If I were the reviewer, I would think closer to the 2.75 than the one.




CHAIRPERSON HORN:  Okay, any further discussion?  We have a motion to place this into the yes category.  All those in favor, signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  And opposed?




VOICES:  Aye.




CHAIRPERSON HORN:  Okay, into the maybe. 14-SCB-YALE-16, dissecting human embryonic stem cell pluripotency with functional genomics approaches, Treena and Richard Dees.




DR. ARINZEH:  The goal of their studies is to understand the pluripotency of human embryos and existing ES lines.




They are looking to do a comprehensive, I guess, view or analysis of this kind of pluripotency state.  So they have three aims, and they’re going to look at -- aim one is where they’re going to be identifying some of the respiratory pathways in human ES cells.




They’re going to be doing a genome-wide shRNA screening, and then aim two is going to be identifying, again, some of the pluripotent cell populations from the blastocyst stage of embryos.  




They’re going to be doing RNA work there on those cells, and then aim three is they’re going to be replicating blastocyst specific pluripotent cells in vitro, so they’re going to be, I guess, for the other aims, they’re going to be using some of the transcription factors identified, and they will be expressed in the human ES cells.




So the peer review they gave a score of two for both of them, and they really didn’t mention much at all, in terms of weaknesses, but the first reviewer did mention they thought it was a little bit ambitious or a daunting task to try to get to aim three with all of this work that’s going to be done and first two aims there in trying to identify -- I guess they’re going to be looking at 20,000 genes, something like that, and it’s just going to be, they felt, it’s going to be difficult to actually get to that aim.




The investigators were fine.  The PI is an assistant professor in genetics at Yale.  The collaborators are professors, associate professors at Yale, with backgrounds in bioinformatics and obstetrics, blastocyst, lypoylation backgrounds.




The only concern, I guess, was with the PI, in that she has -- I don’t know how we’re qualifying established investigator.  We do, I think, have language in there about having a track record of independent research.




To me, all I really saw is that her independent research, in terms of funding, has been from stem cell grants.  She’s only had -- her current one is going to end in 2016.  




She’s only had -- she had some minor involvement with peers and other two R01s that she’s like a co-investigator on that, and then she’s only had prior support from a very small grant from the foundation, so I just would have liked to have seen a little more, in terms of other grants that she would have gotten by now, but she does have a lot of grants pending, so there’s probably about three or four NIH grants that are pending, and I think one probably has to overlap with what she’s proposing here.  I think that’s it.




DR. DEES:  I don’t have much to add to that.  So, the idea is in human embryonic stem cells (indiscernible) so if she wants to compare them with real embryos take (indiscernible) and look at where those are structured and look at the stem cells and if she thinks there's some difference there, so this is going to tell us something about how pluripotency works.




I will note, just from an ethics point of view, is this isn’t an unusual stem cell grant, where you’re talking about we destroyed an embryo at some time in the usually, at this point, distant past, in order to create stem cells.




What she’s going to do is she’s going to take embryos, and she’s going to take like 20 of them and destroy them, in order to look at those cells, so this is destroying new embryos, so if you have an ethical problem with destroying embryos, this one has got it in spades.




I don’t personally think that that’s a major problem, but if you think there’s some moral worth here to the fate of an embryo, then this would be a more concerning grant, so I’ll just note that.




From my point of view, I don’t think it’s a reason to reject it, but I want to note it.  And then the second thing Treena already mentioned, which is she has an established grant with us currently that’s operating.  We think there’s some value in spreading these around.




CHAIRPERSON HORN:  Do we have a motion?




DR. DEES:  I’ll move to fund it.




CHAIRPERSON HORN:  Thank you.  Do we have a second?




A MALE VOICE:  I guess I’ll do that.




CHAIRPERSON HORN:  We have a second to the motion?  Okay.  Discussion?




DR. HART:  Just to be clear, the destroying the embryos part, that would not be currently fundable by NIH.  Is that correct?




DR. KIESSLING:  It would not be fundable by NIH.  It would not.




DR. HART:  So this parallel NIH grant can’t be exactly the same.




DR. KIESSLING:  Right.




DR. HART:  That’s my point.




DR. KIESSLING:  Right, you can’t.  You can’t fund any work that destroys an embryo, although this kind of science on discarded, quote, “discarded embryos” is not uncommon and has been widely approved by lots of embryonic stem cell research oversight committees, so this would be approved, as long as consent forms are in place.  I’ll bet you this has already been done.




DR. ENGLE:  This is my feeling.  




DR. KIESSLING:  A lot of this work has already been done.  To compare inner cell masses from human embryos with HES cells has been done several times already.  I didn’t read this grant carefully, but just looking at it, I’m not sure this is even new.




DR. ENGLE:  That’s what I thought --




COURT REPORTER:  I’m sorry.  




DR. ENGLE:  So that was my feeling, is that, when I read it, I’m like this has been done previously, and I couldn’t pick out what was unique or novel about this grant, so maybe the two of you have read it more in depth and can speak to that.




DR. ARINZEH:  The claim is it hasn’t been done extensively.  The Board notes that -- a lot of documentation in mouse, but not in humans.  I think she mentioned a few things, that they’re conflicting between the mouse and the humans.




DR. DEES:  I have no view on that, myself. You have to know the science, in order to know whether this is innovative.  Certainly, the reviewers didn’t say this isn’t --




DR. WALLACK:  So would it make any difference if we note that one of the reviewers acknowledges the fact that this has been done before, but that the proposal expands the work in the area?  I don’t know.




What I read from that is that perhaps we’re talking about something that takes it to the next level.




DR. ARINZEH:  I think it says poorly characterized, remains poorly characterized.




DR. GOLDHAMER:  Given that it’s been done, at least aspects of this has been done before, does the PI say must address this in the background, as to what is unique or expands upon, what is expanded upon in this?




You know, we’ve got a very good score, and the reviewers, as you point out, did not, you know, state that this redundant, otherwise, we would have gotten a really, really worse score.




I didn’t have time to read this grant, but I know, for those who read it carefully, it’s important to really dig in and see whether it’s really new and what about it expands upon current knowledge.




Because knowing that similar kinds of things have been done doesn’t really tell us what is unique about this.




DR. DEES:  So, I mean, one of the reviewers did say is the PI has taken into account the previous studies conducted by another group overlooked expression levels (indiscernible) expanding the search to find other differentiations (indiscernible). 




I have to say, I don’t know what this means.  It sounded like they thought there was something new here.




DR. HART:  And don’t forget that our criteria allows us to consider that we can give priority to those that don’t currently have funding from us, if we wish.




DR. KIESSLING:  It can’t be funded by NIH?




DR. HART:  Well that’s a plus.  What I’m saying is a minus, so you can balance the two of them.




DR. WALLACK:  So I’ll take that as a plus, because the whole basic concept of what we originally wanted to do, going back from eight years ago, was to, in fact, fund those projects that could not be funded through NIH.




DR. HART:  And this is one of the few that remains so.




DR. WALLACK:  Right.  To me, that’s even more of an emphasis to maybe want to fund this.




CHAIRPERSON HORN:  Yeah.  I mean we have two things there.  We’re trying to spread the money around and not keep giving it to the same PIs, but the other thing we say is, if it’s not fundable by NIH, we are to not fund those.




Do you think there is more?  If you had more time, we could come back to this?




DR. ARINZEH:  Sure.  I mean I guess the way they are presenting it is that they’re using tools that others have not used to investigate comprehensively the blastocyst, you know, in these early stage embryos.




They were doing this.  They say they had this novel RNA amplification method, even RNA seq, using small amounts of RNA.  I don’t know how much that has been done, but they are claiming that that’s a novelty of theirs that they are going to be --




DR. HART:  The truly novel on the seq technology is single cell RNA seq, and this is not that, right?




DR. ENGLE:  Well, actually, they do mention that they are going to do -- try to do single cell RNA seq, so that’s probably the only part of it --




DR. HART:  Okay.  Okay.




DR. ENGLE:  -- that’s a little bit novel.




DR. HART:  I didn’t hear that in the first round.




DR. ENGLE:  So, yeah.  I’m not against it.  It’s just that -- yeah.




DR. WALLACK:  So you’re looking for a motion?  I would move that we fund it.




CHAIRPERSON HORN:  We have the motion to fund.  We just need to -- and we’ve discussed, so we’ll call the question.  Thank you, Milt.




DR. WALLACK:  Okay.




CHAIRPERSON HORN:  So all in favor of placing this in the yes category, signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  And in favor of not funding this, say aye.




A MALE VOICE:  Aye.




CHAIRPERSON HORN:  We have a few non-voters here.  Okay.  It goes into the maybe.




DR. FISHBONE:  Do we have any concerns about funding?  I think things have changed since we started funding stem cell research, because the government was not funding it, but I think the situation has sort of changed.




CHAIRPERSON HORN:  It has changed, but not -- there still are things that are not fundable by the federal government that we are able to fund.




DR. FISHBONE:  Okay.




CHAIRPERSON HORN:  So the next grant, 14-SCB-YALE-18, reconstruction of an outer retina for transplantation and pharmaceutical testing, Sandy Engle and Gerry Fishbone.




DR. ENGLE:  Do you want to go first?




DR. FISHBONE:  No.




DR. ENGLE:  No?  Okay, so, the purpose of this grant is to engineer a tissue to treat retinal degeneration, age-related macular degeneration by direct transplant using a co-culture method involving both the photo receptors, which are the photosensitive cells of the retina, and the retinal pigmented epithelial, because, in the natural eye, the two work together, and their argument is that current therapy or stem cell-based methods towards therapy the two have not been put together, and that’s what you would need to do to actually make it functional.




They also point out that in current therapies, replacement therapies, they tend to wait until after the eyesight is lost completely before they try any transplant, and their argument is that they’re going to actually do it before all eyesight is lost when they think the best chance of grafting will occur.




So they, themselves, have developed a co-culture to produce photosensitive photoreceptors and that they will synapse with downstream neurons, so they’ll make all the connections that are necessary, and then they’ll test for agents that promote survival.




Oh, I forgot to mention they also had these electrospun nanofibers that they are going to put the two cells and co-culture them on, and they feel that this is going to make it a very useful model for transplant, because it will give both an apical and a basal side to it, so you’ll actually get a two-dimensional structure that you would typically see in the eye.




And they also say it allows a nice high concentration of keratin factors coming from them, and they’ll examine all of that, and they’ll do a lot of characterization around that, so that’s their first aim.




The second aim is to use those co-cultures to do screening.  It’s not quite drug screening in its typical sense.  They already have a list of what they think are important components that are involved in it, and they’re going to test those individually and in combination.




They do mention that they have an FDA compound library that they will screen.  It’s a little unclear how that screening will actually occur.




And then their third aim is to actually transplant those co-cultures into a growth model of retinal degeneration.  That’s the PDE6 knockout mouse model that has similarities to retinitis pigmentosa over time and see if they can actually get those grafts to regraft and whether they can restore eyesight in a rodent.




It’s a fine group of people that they’ve put together.  They have the expertise to do it.  They do have a current stem cell grant.  Rizzolo has a grant that will end in June of this year.




They do have an R01 grant to study the gene that they think is important in this.  They do have other grants on wet macular degeneration, but they argue there’s no overlap, because they’re studying dry macular degeneration.  Take it for what it’s worth.




More importantly, they do have an R01 that’s submitted on this grant that directly overlaps with this grant, and if they got the R01 funded, they would have to withdraw themselves from this grant, so they would have to return it.




They also list a Newman’s Own(phonetic) grant.  In reading the Newman’s Own grant title and the little blurb, it does sound like it actually overlaps with this grant, as well, but they say there’s no overlap to it.  So that’s my take.  Any comments?




DR. FISHBONE:  I must say I had a little trouble understanding what they were going to be doing.  Is that just me?




DR. ENGLE:  No.  They were very vague in many details.




DR. FISHBONE:  Yeah.  They had very mixed reviews, right?  One was -- am I wrong here?  One was a one, one was a three, and it ended up with a two.  Reviewer number two is very enthusiastic, highly innovative, brilliant example of top class stem cell research.  Strong impact on basic science and clinical medicine.




Reviewer number one was not quite as appreciative of it.  Limited publications on a four-year grant and derivation of cells from embryonic stem cells.




Their main concern was that it’s exactly the same as the NEI proposal, which we can’t hold against them, because, if they don’t get that, then, obviously, this would kick in.




So, you know, they came to, the two of them came to an agreement and moved it to a two, so I really have not much to add.




CHAIRPERSON HORN:  Do we have a motion?




DR. ENGLE:  I’ll move to put it in the yes category.




DR. FISHBONE:  I’ll second it.




DR. ENGLE:  There’s a lot about it that’s interesting.  The co-culture is an interesting idea.  The nanofibers might be interesting to the transplant part.




I absolutely agree with the reviewers.  I don’t understand how this is going to be turned into a very useful drug screening paradigm, but maybe, again, it’s a bit vague, so maybe there’s a way that that’s going to work.  It doesn’t sound very (indiscernible) at the moment, but maybe (indiscernible) is good enough.




But the co-culture part is interesting.  The point they make, about the fact that most transplant work is done after all eyesight is lost and you might be in a better position to do it before all eyesight is lost when you might have better regenerative capacity, I think that’s an interesting idea worth exploring.




DR. FISHBONE:  Is this a resubmission?  It might have been, but I can’t find my notes.




CHAIRPERSON HORN:  It’s not noted as a resubmission, no.  Do we have a second?




DR. FISHBONE:  I seconded.




CHAIRPERSON HORN:  Okay.  Further discussion?  All in favor of placing this grant in the yes category, signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed?




DR. KIESSLING:  No.




CHAIRPERSON HORN:  Maybe.  The next grant is 14-SCB-YALE-11, model Pax 7-associated craniofacial defects with human ES derived neural crest.  David Goldhamer and Rob Grosso.




DR. GROSSO:  Do you want me to go?  Okay. Sounds fine.  This was a proposal, again, very divergent reviewer scores.  Original reviewer score, 1.25 and 3.75. They came together at the end (indiscernible).




This team is looking at Pax 7 impact on neural crest development, palate and cleft lip.  This is a continuation of a model that they used previously with chicks’ embryos, so this would be basically taking it into human stem cell.




They have two aims, which are over a four-year period.  The first aim, basically, is looking at trying to further identify the Pax 7 in the human stem cells, and then the second stage is to follow-up looking at the effects of the mutation and splice variants after that point on that Pax 7.




They’ve requested funding from us and from March of Dimes, both of which are pending, for this research.  The research, itself, is, you know, has a large impact.  One in 700 births do have problems along these lines, but one of the reviewers was very critical along the lines of how many people with the Pax 7 changes are actually having this impact, because there’s both changes outside of the Pax 7 region, as well as environmental impacts that create problems with the cleft palate and cleft lip.




That’s what I have so far.  I don’t know. Do you want to add anything else?




DR. GOLDHAMER:  Sure.  Yeah, so, I have to say that the investigator is a biologist, who studies the neural crest.  It’s the specialized cells that give rise to the structures of the face that, when their development goes awry, it gets rised to cleft palate and other facial anomalies and glandular anomalies, so he is an expert in the neural crest.




He’s also the investigator, who initially found in animal models the importance of Pax 7 in neural crest development, so there’s a history here and track record, in terms of this particular area of research, so he’s definitely, you know, a good person to be doing these studies.




You know, it’s a very basic science type of grant, and one of the reviewers initially -- the implication was, when the reviewer that gave the 3.75, that his reason for that was that it didn’t seem to have clinical translation, and then there was a discussion and it came out that that clinical translation is not a requirement for the score.




And I looked through the reviewer’s comments, and I didn’t see any other types of criticisms that warranted a 3.75.




So I think it’s a good, solid, basic science grant.  I did have some, you know, there’s some scientific, potential scientific issues.  For instance, one of the ways -- so the investigator wants to identify enhancers, DNA control elements that control gene expression.  




He wants to identify the enhancers that control Pax 7 expression in neural crest, and he’s a chick embryologist, and the way he’s going to do that is to introduce constructs into the chick embryo as an assay system to see if particular DNA elements that he’s identified are actually true enhancers and do what they should do, based on his knowledge of neural crest biology.




And there’s some issues about whether you should expect human enhancers that behave in a chicken embryo the way chicken enhancers do, and there’s probably as many examples of those that do as those that don’t, so that is an issue.




Although he’s not entirely relying on the chick system, he’s also been very active, and he wasn’t the first, but he’s improved ways of differentiating embryonic stem cells into neural crest, and he made this point a few times in the proposal.




And, so, he’s also going to look at ES cell derived neural crest cells and look to see how mutations in Pax 7 or mutations that effect the expression of Pax 7 affect the biology of the neural crest cells that he makes in a dish, so he has both in vivo model and cell culture model to address this.




You know, the grant wasn’t that well written, I didn’t think.  It was hard to follow.  It was kind of all over the place, but if you dug in and looked at the biology that he wants to do, I thought it was a good grant and that the review score of a 3.75 didn’t reflect, from what I can tell, the sentiments of that reviewer.




CHAIRPERSON HORN:  Do we have a motion?




DR. HART:  I have a motion to approve.




DR. GOLDHAMER:  I’ll second that.




CHAIRPERSON HORN:  Okay.  Discussion?




DR. HART:  So, actually, looking at the reviews, I think this is a really, really good example to point out the fact that the reviewers were allowed to give scores without any justification, whatsoever.




We have two reviews written out, that each one has one minor weakness under different categories, and they give wildly different scores, and this just should not be allowed.




There’s just no way that whoever is running the review committee should have allowed this to occur, and, so, it’s a real deficiency in our review process.




DR. ENGLE:  But it happens all the time.




DR. HART:  I chose this example to point out, because it’s so glaring.  There’s examples in almost every grant.




DR. GROSSO:  There always are, and I think, in this area, I think the concern mostly was that, you know, earlier point that you brought up.




It’s not something that -- they were worried about funding and whether the basic research was really applicable.  I think that was the biggest stumbling block.




DR. HART:  Even so, if that were true, there should have been justification here for why that score reflected that opinion and it’s not.




We would never be allowed to get away with that (coughing).




DR. GROSSO:  I agree.




DR. HART:  We would not be invited back.  That’s for sure.




CHAIRPERSON HORN:  We will pass that along, and I’m not sure of the process on this particular grant, and Rick is not in the room, but I know that they do have people looking at peer reviewers, looking at this and reviewing it, so I don’t know in this case whether the scores were that far apart, if they had anything written, in terms of justification.




MS. CLARK:  They wouldn’t have, but there would be an opportunity.  They assess, would see if they both had (indiscernible). 




This grant was part of that discussion.  Each one of these grants that was selected for discussion were discussed by both of the peer reviewers.  All the peer reviewers were on the phone, as well as the Chair, who was assigned, and the Chair of the Peer Review Committee, so there was discussion.




CHAIRPERSON HORN:  And was there anything in writing that would explain?




MS. CLARK:  Only if it was indicated on the peer review, on the record of what occurred with the grant.




CHAIRPERSON HORN:  Okay, so, we’ll note that as something that might be looked at for next year. Gerry?




DR. FISHBONE:  I think the reason he gave them a 3.75 was you couldn’t see any way that this was translatable, and looking back to what the purpose of us, as a committee and the program, although I think the basic research is very important, I think always with the idea that we’re trying to go towards finding some critical value that would justify the state supporting this kind of research, I don’t think the state would support basic research just for the sake of basic research.




So I don’t think it’s so unreasonable that somebody would say that this does not have clinical applications that it should not be funded.  I don’t know if maybe we conveyed that message to the review committee.  I don’t know.




DR. GOLDHAMER:  Well the scientific quality is the first item on the list of criteria for funding, and I mean I understand your point, except we all understand the importance of basic science research to then be able to take that next step and translate, and maybe it will be someone else, who would use this knowledge to do that.




DR. GROSSO:  To his point, you know, you’re not going to have a marker, specifically, where you’re going to have a diagnostic test to identify this, because you’re talking about an in utero issue. 




You’re not going to have an ability to most likely have that stage, unless you’re doing ultrasound, to see this, so you’re going to, at that stage, have to try and introduce some sort of therapeutic intervention or post-delivery, and, at that point in time, obviously surgical interventions are practical and applicable.




In defense, I can understand why it would not want -- would not have practical translational application, but I do think the science is good, and I think it does bring up maybe other areas with, you know, facial and neural development, which have applications outside of this area.




CHAIRPERSON HORN:  Okay.  We have a motion to place --




DR. FISHBONE:  One more point.




CHAIRPERSON HORN:  Yes?




DR. FISHBONE:  You know, I think the NIH their guidelines are that the science is very important and the most important, but I think we were established for a different reason, which was to try to come up with treatments for patients, who have disease, and, so, my own feeling is that, although if the science is extremely good, if it has no clinical application, I don’t know that it falls into our domain to fund it.




DR. GOLDHAMER:  I think, then, we would have to put that in the RFP, that that’s an exclusionary criteria, that if you can’t demonstrate direct translational or clinical relevance, that you shouldn’t apply, and we’ve never said that, and we’ve always supported basic science research.




CHAIRPERSON HORN:  Yeah, I think the RFP currently says the intent of the committee is to consider funding the best basic and translational stem cell research proposals that could result in clinical application, so we have been moving more toward grants that could result in clinical application, but still supporting basic research.




DR. HART:  There’s no exclusion, but there is a criteria listed in RFP that says alignment with funding priorities.  It’s a selection mechanism, not an exclusion.




CHAIRPERSON HORN:  And I would argue that it’s really up to this committee to be looking at those, and it’s up to the peer review to tell us what the best science and ethics are. 




We have a motion to approve, place it in yes.  All those in favor of placing this in the yes category, please signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Is anybody opposed to placing this in the yes category?




VOICES:  Yes.




CHAIRPERSON HORN:  Okay.  It’s in the maybe.




MS. LEONARDI:  I’m just going to jump in on that topic, that part of the function of the strategic plan that we’re going to be putting together as a full team here will be to provide that screen for those, you know, proposals that may be ranked equally on the science that we may say these have priority, because it fits within our strategic priorities, and, so, if you say commercialization is one of those, that might tip the balance from one versus the other.




And we will put that in the RFP, so everyone knows that those are the strategic priorities of this committee.




MR. PESCATELLO:  I would just say, realistically, stem cell research is still at the level of essentially basic research.  I mean I haven’t seen any true translational or anything commercialized.




Overall, the discipline is in the realm of basic research.




DR. GOLDHAMER:  And the RFP is rather vague.  It could lead to clinical translation.  Were those the words?




CHAIRPERSON HORN:  Yes.




DR. GOLDHAMER:  So I think that this absolutely falls into that category.  We won’t manipulate Pax 7 probably, but knowledge gained from those grants certainly could lead to clinical translation, so I think it’s an appropriately kind of vague statement, and we shouldn’t box ourselves in to trying to make that decision on our own what is and will not be definitive translation.




CHAIRPERSON HORN:  Okay and I’m just going to move the discussion along, because we’re on number eight of 18, and we have half an hour.




14-SCB-YALE-08, MAP kinase phosphatase in muscle stem cell.




DR. HART:  Before I start, there are files outside the U.S. with genetically-engineered MSCs already in progress, so it’s not unrealistic to think it’s possible.




This is an established investigator application, which seeks to define the role of phosphatases in muscle stem cell renewal and activation.




We discovered, in previously published findings, that MAP kinase phosphatase five, or MKP5, regulates muscle satellite cells, which are the cells that live in muscles and are activated upon injury to promote regeneration and response to damage.




The idea is that this phosphatase holds satellite cells in a quiescent state and activation require reversal for stem.




The project will propose to establish the role of the MKP5 in cultured satellite cells and to test the role of JNK kinase, kinase that’s hypothesized to promote myogenesis.




The reviewers gave the proposal a 25.  The first reviewer was critical of the need for further study to define the role of MKP5, since much of the preliminary results came from a public paper that was published over a year ago.




There’s a little bit of a lack of attention of regulation of the phosphatase, itself, and the proposal is mostly an extension of the earlier work. There hasn’t been much progress since the publication.  All these are cited as weaknesses by the reviewer.




In fact, the language of the reviewer lists more weaknesses that are consistent with a score of three for our consideration.




On the other hand, the second reviewer gave it a score of two, but this reviewer lacked supporting strengths that were required to justify such a strong score.  This review was unusually weak, so we can kind of take one good score with a bad review and one bad score with a good review.  No help.




There are no concerns about ethics.  The bulk of the project is animal cells.  The PI has demonstrated the ability to perform the work in the preliminary results.  




He’s recruited a post-doc and a collaborator from Harvard, who will assist in sorting the muscle cells, so there’s a good commitment to the project.




The benefits of the project include enhanced knowledge of muscle regeneration, which, even though this is a multi-potent tissue stem cell project, this is pretty, then, it’s in many ways closer to reality, in terms of the process.  Muscle regeneration is something that happens normally after injury, and if it can be promoted, it would be helpful.




All of this, I use the word repeatedly, but here it is again, aspirational.  So one can imagine that kinase phosphatase selected drugs will be brought, and the nice thing about that is there are libraries, so if there were a testing, if there were a screening method, it might be valuable, but there’s no clear path of therapeutics in the project.




It’s a study of multi-potent stem cells consistent with the goal of this committee.  It’s not embryonic.  He currently holds an R01 and directs a program, a project of a program project grant.  There’s no evidence of prior funding from this committee.




It’s a basic study of tissue-specific multi-potent stem cell regulation.  The reviewers were positive, either more or less critical and supportive of their score.  It indicates the PI has some funding.  The major portion of the work on this has already been published.  It’s not clear why it hasn’t expanded in the time since publication or whether it hasn’t been applied to NIH for more support.




So, again, I’m very supportive of the project.  I’m a little less enthusiastic about our support of that project.




DR. HUGHES:  Just to add, that one of the other NIH grants is also on the MAP kinase, but in a liver, so it’s a slightly different focus.




CHAIRPERSON HORN:  Okay.  Do we have a motion?




DR. HART:  I hate to keep sticking with maybe, but I also hate to put this one in the negative.  It’s a strong science grant.




I doubt we’re going to get this far down the list to projects that we can afford to support.




DR. DEES:  I would say, unless you think there’s a reason to bump it up, we should be saying no at this point. 




DR. WALLACK:  So I would vote no.  I would make a motion no, because there’s a question about the innovativeness of the project, and, therefore, is it really necessary for us to go in this direction, with the limited amount of funds that we’re dealing with?  And, also, because of the discussion that we just previously had, about the lack of clinical application here, so I’m moving that this be a no.




DR. HART:  Well I disagree with some of the reasons for that. (Laughter)




CHAIRPERSON HORN:  So we have a motion and a second to place this in the no category.  Further discussion?




DR. GOLDHAMER:  So are there any in vivo aims?  Are they going to look at effects of whatever they find on muscle regeneration in animals?




DR. HUGHES:  The reviewer, too, did think that there was therapeutic application.




DR. HART:  I think so, too.  Yeah.




CHAIRPERSON HORN:  Any further discussion? All those in favor of placing this in the no category, please signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed to placing this in the no category --




DR. ENGLE:  -- enough to save this one.  I actually like this better than some of the other ones, so I’m going to vote no, which puts in the maybe.  I’m sorry.




CHAIRPERSON HORN:  Okay.




DR. ENGLE:  I think there’s some stuff to save this one.  I think that putting it in the MDX mouse is a useful thing.  At least, then, you’ll be able to tell whether you can --




A MALE VOICE:  I can’t hear you.




DR. ENGLE:  So the argument is that they put it in MDX mouse and it rescues it.  At least you’d understand whether the MAP phosphatase could be a drug target, despite the fact that phosphatase is a large target with small molecules, but at least it gives you proof of competency.




CHAIRPERSON HORN:  Okay, thank you.  It’s in the maybe.




DR. GOLDHAMER:  I have one comment, or we can come back to it later.  I was just going to say that, so, I did not read this grant.  I will say the MDX mouse is a mouse model for muscular dystrophy, and that the same gene, dystrophin, is mutated.  It’s a very mild effect in the mouse, probably because another gene compensates.




So depending on what they were actually trying to accomplish in vivo, I would either feel more favorable or less favorable for this grant.




Usually, MDX mouses means just to show that the cells that they’ve injected can engraft, and you show that by demonstrating that the cells express the protein that’s missing in that mouse, which is dystrophin.




If there’s big portion to try to rescue some phenotype, then that’s a little more problematic, because it is a very mild --




DR. HART:  The problem is we’ve already said yes, of course, we have to adjust budgets, but we’ve already said yes to 6.25 million dollars in grants, and there is 4.5 million we said maybe to in this category alone, so that’s why I said no.




DR. ENGLE:  I agree.




DR. HART:  That’s the only reason I said no.




DR. ENGLE:  I agree.




CHAIRPERSON HORN:  I think that the role of this committee is to look at not just the peer review scores, but your own criteria, and make sure that there isn’t something here that they may have missed that we are interested in funding.




So 14-SCB-YALE-10, regulation of stem cell self-renewal and differentiation during human neurogenesis, Ann Kiessling and Paul Pescatello.




DR. KIESSLING:  Do you want me to go?  So this is actually a really nice application in an area that I think is really looking at asymmetric cell division.




So the purpose of this grant is to create human embryonic stem cells, some reporter gene stem lines that will mimic neurogenesis in the mouse brain, with the idea that you would then be able to see if you could recruit brain stem cells in the human to repair brain injury.




The investigator, the principal investigator has a really strong track record in this, and he’s done a lot of really nice work in the mouse.




Two big problems with this application.  One is there’s no way to know, until we do the experiments, whether the same marker genes are going to be valuable in the human system, better valuable in the mouse system.




They focus on a gene called numb and numb-like, and those are interesting genes in the mouse.  I don’t, to my knowledge, know that they’ve actually demonstrated it in human, so they’re going to use human stem cell lines to test this.




The other problem is that there’s nobody listed on this grant, except the principal investigator. Everybody else is to be determined, and it’s a lot of money for four years on to be determined, and he’s only listing 15 percent effort.




Now I actually can’t quite figure out how this investigator is funded, because he’s only got 17 percent effort on another grant, which I think goes for one more year.




So this is a really nice application.  It’s a really good idea.  The big weakness is that there’s no way to know if it’s actually going to the same marker genes that work in the human as work in the mouse, and you can’t tell who is going to do the work for four years.




MR. PESCATELLO:  Yeah, so, I thought it was a really solid grant.  It’s good basic research in an important disease area.




I agree that to be determined I don’t know how that shakes out, in terms of a recommendation, so I guess I’d put it in the maybe category.




CHAIRPERSON HORN:  Do we have a second?




DR. GOLDHAMER:  Second.




DR. KIESSLING:  Did anybody else read this?  This is a really nice grant.




DR. DEES:  So I’ll ask this question.  At this point, we’re pretty far down the list, so is there a reason -- is this a nice enough grant, where we should say, yes, we really should be thinking about this grant?




DR. KIESSLING:  This is a big problem, because this is a nice enough grant that you’d like to fund it.  You’d like them to be able to get the work going, and then see who the to be determined is, and do any of the mouse genes translate into the human stem cell area, but to commit four years to this is a little beyond the scope, given what we got as evidence of the team.




DR. GOLDHAMER:  So the biggest concern is the to be determined?




DR. KIESSLING:  The biggest concern is, and the PI is going -- the PI is going to dedicate 15 percent effort, and he’s only got 17 percent effort on another grant.  I don’t know what he’s doing.




DR. GOLDHAMER:  I’m not sure, that if he’s not in the medical school, then he doesn’t have to get a salary out of the grant, so he probably pays himself a summer salary, and, so, we shouldn’t expect him to be up close to the 80, 100 percent level.




And, as far as the to be determined, now they’re going to need money to have people to do their work, so I’m not sure I would want to be too worried about that.




DR. KIESSLING:  Oh, I think committing four years to to be determined is a lot.




DR. GOLDHAMER:  So what positions are to be determined?




DR. KIESSLING:  Everything, except his --




DR. GOLDHAMER:  I mean are they technicians?  Are they graduate students?  




DR. ENGLE:  They’re post-docs.  He’s asking for (multiple conversations).




DR. GOLDHAMER:  That’s no way to get the project off the ground.




DR. KIESSLING:  No, I understand that.  I understand that, but it still makes it hard to know, because you don’t know who is going to do it, and he’s only going to do 15 percent.




DR. GOLDHAMER:  I think 50 percent is a reasonable amount of effort for a grant of this size.  It’s about half the size of an R01 grant, so I’m not worried about that.




DR. HART:  If he asks for a larger percentage of salary from the grant, it would take a larger chunk out of the post-doc salaries, so it’s like, you know, you can’t win here.




You have to trust the PI, based on his track record, as to whether he can hire productive post-docs.  That’s it.




CHAIRPERSON HORN:  So we have a motion to place this directly into the maybe and a second.  All in favor of placing this into the -- (multiple conversations). So if there’s no support for a maybe, then we would move for a motion to do something else, but I’d like to take a vote on the placement directly into the maybe.




DR. HART:  I move to say no.  I think we have to start saying no at this stage of the scores.




CHAIRPERSON HORN:  Okay.  There’s already a motion to put it into the maybe.




DR. HART:  Oh, I thought we voted on that. I’m sorry.




CHAIRPERSON HORN:  No.  So we first need to vote on placing it into the maybe.




DR. HART:  I withdraw.




CHAIRPERSON HORN:  All in favor of placing this grant directly into the maybe category, please signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  Opposed?




VOICES:  Aye.




CHAIRPERSON HORN:  The ayes have it.  So it’s directly into the maybe.




Okay, the next grant is 14-SCB-YALE-17, TNFR-Bmx signaling in cardiac stem cells and other cardiac repair.  We have Milt Wallack and Chris Heinen.




DR. WALLACK:  I’ll be positive, actually, right now.  I’ll start out by saying I think it’s an excellent grant request by a researcher, who has a very strong track record in the area of cardiovascular biology.




The goal here is to provide therapeutic approaches for treatment of human cardiovascular diseases, including such and such.  There’s a variety of diseases.




The project was actually an extension of the applicant’s earlier work by generating new interest and insight into cardiac biology and so forth.




Hopefully, there will be a therapeutic clinical approach that can be pursued from this, and consistent with what we’ve talked about before, the clinical application part to me is compelling.




The applicant has assembled a strong team of collaborators, and, because of that, I think there is an opportunity for success here.




There doesn’t seem to be any real weaknesses in the application.  There are some, but nothing I don’t think that are significant, and I would recommend funding.




DR. HEINEN:  Yeah, so, this is I think very much a mechanistic grant, which I think is okay.  It’s one where, if it is successful, it will provide some valuable information that you could see how it would be used for the next translational step, so I don’t think that part is a problem at all.




It’s basically these guys had some interesting preliminary data that tumor necrosis factor receptor 2 and Bmx signaling is involved in endogenous cardiac stem survival and activation, and they basically now want to take that into -- they want to study that in model systems, primarily mouse models.  They have knockout mice for both, TNFR2 and Bmx, and, so, they want to study, basically, endogenous cardiac stem cell development survival in these knockout models and in the role of TNFR2 ligands and that activation, so they basically define the role of that pathway in cardiac stem cell production and survival.




The second aim is essentially to look, is, again, mechanistic, to look for the role of this TNFR2 signaling pathway and any crosstalk with the c-kit pathway, c-kit activation, c-kit expression, which is a marker for activated cardiac stem cells.




So it’s very much a mechanism, but, again, the idea is that, if this is an important pathway for cardiac stem cell survival and activation, then that will be very useful for generating cardiac stem cells from ES cells to improve the production of these, so that they can be used in the repair of heart disease, so that’s sort of the long-term goal.




I think, as Milt was saying, the reviewers -- you know, this is another example, where it’s sort of hard to tell from the reviewers what was going on.  The score was a little bit mixed, a three from the one, the first reviewer. 




The only negative comment that that reviewer gave was they said that the project is technically challenging, and the outcomes will sometimes be difficult to clearly evaluate.  I don’t know for sure whether that’s true or not.  The only thing I can say is I’m assuming they must have really felt that, because they gave it a three, even though that’s the only negative thing they had to say about the grant, so, again, it’s another thing, where these reviewers become, these reviews are not terribly helpful, and we find ourselves having to sort of guess their intention, which I think is probably dangerous to do.




You know, if anything, I don’t know if this is a weakness or not, I was just sort of trying to look over our checklist of criteria, certainly, mouse model studies are permissible.




We do dissention, that there’s priority for human stem cell research.  There is a component of this, which is human ES, but I think most of the mechanistic work it looks is going to be done in mouse cardiac stem cells, but then they do have a sub-aim of aim two, where they’ll make cardiac stem cells from human ES cells and basically investigate the same pathway.




So there is a human ES cell component, but it looks to be the, you know, small part of the overall grant, so that might be the only thing that would be worth sort of discussing, in terms of just prioritizing, not that it would rule it out, but, you know, that aside, I think it’s a strong grant, and it was based on some preliminary evidence.




It seems like it’s a strong group.  It’s very much in line with what they do, in that the work they’ve been doing leads very nicely to this proposal, so I would move yes.




DR. WALLACK:  I just want to pick up on one of the things that Chris said, and, Ron, you articulated it very well, also, earlier, and that’s the comparison between what the narratives are all about from the reviewers and what the scores are.




DR. HEINEN:  Yeah.




DR. WALLACK:  I mean I was surprised, frankly, reading the narrative and seeing how it equates to a three.  I would not have given it a three, based upon the narrative, so, again, totally in favor of funding this for all the reasons that Chris has indicated, I’ve tried to indicate, but I just wanted to --




CHAIRPERSON HORN:  Okay, noted.  Thank you.  We have motion to place it in the yes.  Do we have a second?




DR. HEINEN:  I seconded, yes.  Sorry.




CHAIRPERSON HORN:  Okay.  All right.  Any further discussion?  All in favor of placing this grant in the yes category, please signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed to placing it in the yes category?  It’s placed in the yes category.




The next grant, 14-SCB-YALE-23, neuronal development and function in patients with autism and Rett syndrome, Treena Arinzeh and Gerry Fishbone.




DR. FISHBONE:  Go ahead.




DR. ARINZEH:  So this proposal is looking at developing the iPS cells from individuals that have autism, so that they have a common phenotype trait that they have a sizable increase in brain fluid in the first few years of life, so they say 20 to 40 percent of autistic, I guess, children have that.




So the iPS cells will be investigated and looked at.  They know that they have a 10-fold up regulation on the FOXG1 transcription factor, so they will look at these neural cells derived from these iPS from these patients and investigate cellular and micro changes in vitro.




They also implant them in primary mouse brains, and, so, they also will do some physiology as a functional analysis.




They will also look, in a second set of experiments, similar types of, again, assays and in vivo models, but they’re going to be looking at loss of function of this FOXG1, which is a variant of the Rett syndrome, Rett syndrome.




So they’ll have these two lines from these different patients of autism and Rett, and they will carry out these experiments.  And they have substantial preliminary data and feasibility of this in vivo model.




So the peer review comments were, you know, you have this kind of dramatic difference there, somewhat dramatic difference there in scoring.  You know, reviewer two was very favorable -- there was a weakness in reviewer one. 




Reviewer one thought the grant had a lot of strengths, as well, but I guess their issues were with -- they just thought it wouldn’t take that long, was one of the problems, that the two aims just wouldn’t take as long as they claim, and then they also thought there was some lack in innovation, because the FOXG1 hadn't been studied, both for autism and Rett.  But the novelty here in this study is that they are getting iPS cells and (indiscernible) cells from that and doing those studies, so, kind of a needed innovation.




The PI is well-established, so very good PI collaborator, substantial experience with the iPS, funding from NIH.  It has an ending Connecticut grant right now.  2014, it will end.  It does have some pending NIH grant that looks like has some overlap with this, and, again, the collaborator is very good and much physiology.




So, you know, down the list, I was just kind of on the fence a little bit about recommendations, but go ahead.  You go.




DR. FISHBONE:  Yeah.  The reviewers thought that innovation was lacking.   Other groups are looking at the same gene for these disorders.  They thought that they proposed two aims, however, they could be combined to one aim.




I didn’t get the feeling they were very enthusiastic, so the weaknesses, a bit ambitious for the time projected.  I don’t quite follow that.  If it’s ambitious and yet they want to combine it into one aim, I didn’t follow that.




I didn’t feel there was a compelling need to fund this.  




CHAIRPERSON HORN:  Are you recommending that it be placed in the no category?




DR. FISHBONE:  I do.




CHAIRPERSON HORN:  Second?




DR. WALLACK:  Second.




CHAIRPERSON HORN:  Further discussion? Anybody opposed to placing this in the no category?  It is placed in the --




DR. FISHBONE:  Silence.




CHAIRPERSON HORN:  14-SCB-JAX-01, Lung stem cells as potential therapy for COPD, Richard Dees and Sandra Engle.




DR. DEES:  So this project is trying to do the preliminary work to develop a treatment for chronic diseases, like COPD, based on the author’s recent work on the role of particular lung stem cell P63 in regenerating lung tissue in acute respiratory diseases.




In this grant, they’re proposing to clone stem cells from normal patients, actually, the normal part of cancer patients with COPD patients and compare the expression patterns and their ability to differentiate into alveoli, and they want to develop a means to oblate the lung tissues to increase the regenerative responses in mice.




And, finally, they hope to develop a mouse model, which they replace (indiscernible) lungs, themselves, with human stem cells.




The peer reviewers gave similar scores, but it was one of those cases, where they were weird.  One reviewer thought -- was pretty enthusiastic.  They thought the project was ambitious, but doable, even with the background of the researcher, and that it had significant weaknesses, but gave it a worse score.




The other thought the project was important, worried that it was too ambitious for the three-year grant that they’re asking for, and the later dates were very speculative, and there was also worry here about how innovative this was.




That reviewer worried about expansive research in this particular area and didn’t understand the role of one of the collaborators.  This is Michael Elliott.




DR. ENGLE:  Yeah.  The mysterious Elliott.




DR. DEES: I mean this is definitely geared towards a disease model, so, in that sense, it’s something that we should be in favor of.  That’s only a three-year, rather than a four-year budget, so they’re actually asking, in some sense, for a more concentrated amount of money.




I guess I didn’t see any reason to push this grant to a higher category.




DR. ENGLE:  I concur with you exactly.  I felt like there was enough concerns, particularly getting normal stem cells from cancer patients, and then doing the work that they propose to do, so I personally do not see a reason that this should be funded.




CHAIRPERSON HORN:  Do we have a motion to place it in the no?




DR. ENGLE:  I move to place it in the no category.




A MALE VOICE:  Second.




CHAIRPERSON HORN:  Second?  Any discussion?  Anybody opposed to placing this grant in the no category?  Please signify by saying aye.  The grant is placed in the no.




14-SCB-UCHC-13.  I’m not even going to try that title.  




DR. HART:  The goal is to define the role of mitochondrial function in spinal muscular atrophy.  SMA is known to result from the loss of SMN1 gene function in spinal motor neurons, so using iPSCs from SMA patients, the project will define the effect of SMN gene dosages on motor neuron morphology degeneration, testing involvement of mitochondrial function and search for MRNA splicing defects or gene expression changes.




The reviewers gave it a 27.5.  The first reviewer gave it a three, although the criticisms were very weak and was more in line with a score of a two.  We’ve done this before.




The second reviewer gave it a 2.5 and included several serious flaws and the weaknesses, considering the score should have been worse.




For example, the proposal does not address patient selection criteria.  The functional reduction in SMN1 is likely to be less than that assumed by the PI.




No ethical issues.  The commitment is there.  The project would advance the understanding of SMA at some level, but it’s too early to expect any therapeutic strategy to result in this work.




The sole benefit to the state would be to promote scientific reputation.  The PIs and established investigator have a good track record of accomplishments. The project is sufficiently developed to qualify as an established investigator award, but the PI has an expiring investigator award from 2011 to ’14 and has recently completed a foundation award, another established investigator award, and R21 award from NIH.




Considering the prior support from this committee, two established investigators, one of these specifically on SMA, and the relatively low productivity, only one paper on SMA, I question whether this project deserves to be continued with our funding.




It’s a very competitive field.  There are some very good people working on it.  It doesn’t appear these folks are making headway on their strategies, so I recommend no.




DR. GROSSO:  I want to just point out this is a resubmission.  There were six questions back to them.  I’m really not sure, I don’t have the expertise, but one was specifically about axonal degeneration during their processing, and I don’t feel that it was addressed in their response, so I would second the no.




CHAIRPERSON HORN:  Any further discussion?




DR. KRAUSE:  What was the one paper, because somebody had a $750,000 grant, and they got one really, really good paper out of it.  I would consider that productive.




It would depend on the paper and whether it was published.




DR. GOLDHAMER:  It wasn’t a real high --




CHAIRPERSON HORN:  All those in favor of placing this grant in the no category, please signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  Anybody opposed to placing this in the no category?  The grant is placed in the no category.




The next grant is 14-SCB-YALE-03, uncovering cellular and signaling mechanisms of skin stem cells during tumor growth and regression, David Goldhamer and Paul Pescatello.




DR. GOLDHAMER:  So the overriding kind of premise is that altered stem cell activity leads to cancer, and the PI is using skin squamous tumors as a model to investigate this, and I’ll go into a little bit of detail.




So what she would like to do is to basically take two kinds of squamous tumors, one that’s benign and regresses and one that is malignant, and she’s going to use genetic marking strategies and PAX(phonetic) sorting to isolate populations of cells that are in the tumor, epithelial cells, stromal cells, perhaps stem cells, but it’s not clear that the marking system is specific for stem cells, take these different populations, do DNA sequencing to see what genetic alterations can be uncovered, and then RNA sequencing to define how to transcript them, how the transcriptional profile is different in the benign tumors and the malignant tumors.




So that’s what she wants to do in aim one, and then, in aim two, what she would like to do is to try to determine the importance of these genes that are mutated or genes that are up or down regulated in the malignant versus the benign tumors, and test them functionally in mouse models.




So, in my mind, there’s a couple of problems, and I should say that the reviewers gave it a score of a three or a two, and then a 2.5 average, and then a study section bumped it up to a three, so enthusiasm declined a little as it was discussed in the context of other grants.




So part of the problem is, so, aim one is to identify the stem cell derived driver mutations and signaling of pathways associated with tumor initiation and development.




First of all, I think, from a standpoint of grantsmanship, she was overselling what she’s going to be able to deliver.  Technically, I didn’t see any evidence that she’s actually going to be able to specifically isolate stem cells and identify the genetic changes.




And then another thing that worried me is that, in aim two, when she’s doing functional tests, what the PI would like to do, as I said, is test how these different genes that she’s identified affect tumorigenesis, but the RNA seq data is going to give her hundreds and hundreds of changes in gene expression, most likely, and there was zero comments about prioritization and how she’ll sift through these and which ones she’s going to study.




It’s not quite as bad as that, because there are a couple of signaling pathways that she already thinks are involved, wind signaling pathway and I think TGF beta signaling pathway, which she’ll also study, so there will be some data that comes out of that.




The large part of the grant is this whole genome sequencing approach, and I didn’t find any kind of prioritization.




Now it’s an interesting technique she’s going to try to assess function with, and that is, if she can actually inject constructs in utero and infect these embryos with constructs that will allow her to conditionally express or knock down genes of interest, and then she has this very nice, like two proton microscope system, where she can actually, over time and in a live animal in a non-invasive way, follow the behavior of cells that have altered genes, that have either been knocked down or over-expressed.




So it’s a terrific technique, and she’s published a couple of papers in nature on this in the last year, so a really high-quality investigator, who did some really interesting work.




I just didn’t think that what she was proposing gave me confidence that she’s actually going to uncover genes that are involved in tumor initiation, and the grant was just lacking in experimental detail in what I thought were critical ways.




So although it’s a terrific investigator and has done some very, very interesting work and has an interesting model system, to me, the grant didn’t pass muster, and I would recommend a no.




CHAIRPERSON HORN:  Paul, anything to add?




MR. PESCATELLO:  Yeah, so, I would agree with that.  I mean one reviewer called for more specific hypotheses.  I think another, or maybe the same, said just the way it was described was misleading, so that’s not a good sign.




CHAIRPERSON HORN:  Okay, so, the recommendation is to place this grant in the no category. Anybody opposed to placing this grant in the no category, please signify by saying yes.  The grant is placed in the no.




I’m just phrasing it differently to keep you on your toes.  




14-SCB-UCHC-03, to identify the microRNAs for generating customized anti-tumor T cells from human pluripotent stem cells derived embryoid bodies, Jay Hughes and Ann Kiessling.




DR. HUGHES:  Well this project is to derive pluripotent stem cells from embryos and then determine how they get turned into T cells, and then reengineer them to target them at cancer cells, in order to develop anti-tumor therapies from patients, themselves.




The anti-tumor efficacy of the engineered T cells would be tested in mice.  There is some debate between the reviewers on whether embryoid bodies were the most appropriate for the isolation of the T cells and whether enough T cells could be isolated from embryos.




Reviewer two felt the project was overly ambitious and overly risky, apparently because of the risk of immune response to engineered T cells.




The reviews also note an overlap of the project that we’ve already funded through 2016.  Nonetheless, both reviewers thought this was novel, well-written, logical, high-risk, but high-reward project that the PI has the expertise to carry out, supported by previous extensive work, and would have tremendous therapeutic application, so, although it had some weaknesses, there’s praise, as well.




DR. KIESSLING:  I think the biggest -- this is an interesting project to generate T cells from embryoid bodies.  It may or may not work.




The big problem was how many are you going to get?  That’s going to be a significant problem with this approach.  Secondly, this person already seems to be funded to do this, so if we had lots of money, we would give him more money to do this, so his other project he is just doing -- he’s getting T cells in a slightly different way, still from embryoid bodies.




This one, he wants to use microRNAs to enhance the numbers that he’s going to get out of the embryoid bodies.




And I think, considering everything before us, I would recommend that this not be in the -- that this has to go in the no category.




CHAIRPERSON HORN:  So we have a motion not to fund.  Second?




DR. HART:  Second.




CHAIRPERSON HORN:  Okay.  All in favor of not funding this?




DR. KRAUSE:  I wanted to say something.




CHAIRPERSON HORN:  Oh, I’m sorry.  Further discussion?




DR. KRAUSE:  For the scientific reasons you mentioned, I understand the no, but I wanted to just make a general comment, about whether somebody is already funded to do related work.




We do related work in our lab.  If every grant we wrote was on something entirely different, then it wouldn’t work.




DR. KIESSLING:  This is really -- (laughter and multiple conversations).




DR. KRAUSE:  You know what I’m saying.  So I didn’t read the grant, so I’m not saying that, but, you know, if somebody is trying to make T cells and they had this way of making it and then they have an entirely different thing that’s unfunded, but it’s another really good idea, they have to get a separate grant for that other idea, even though their expertise is making T cells.




There may be different grants for different approaches, so related grants, but I understand you’re saying overlap, but related grants are not necessarily a bad thing.




DR. HART:  There’s also the issue of spreading the funding, as well.




DR. KRAUSE:  Right.  I understand, but if somebody said, oh, you already have this grant for T cells, well, if that’s what their lab works on, then they’re going to have other grants.




DR. HART:  That’s going to be very limiting the nature of it.




DR. KRAUSE:  Exactly.




DR. KIESSLING:  If we had more money, this would be a good project to fund.




CHAIRPERSON HORN:  Okay.  All in favor of placing this grant in the no category, please signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  Anybody opposed?  It’s in the no.  




14-SCB-UCON-04, generation of a model for NASH using patent-derived stem cells.




DR. KRAUSE:  Shall I go?  So this does sound familiar, because Winfried Krueger is a research associate professor in Ted Rasmussen’s lab, and he’s the first author on the paper that showed that iPS cells can be made into hepatocytes, and those hepatocytes can make cholesterol, and you can inhibit it with statins, and that’s his preliminary data for this grant, but this grant is focused, instead of on the other thing, it’s focused on how come sometimes people get non-alcoholic, meaning they weren’t alcoholics, but they still get fatty livers, steatohepatitis, so let’s look at the iPS derived hepatocytes for patients, who have non-alcoholic NASH.




The focus is on -- and this is a resubmission, although it doesn’t say it’s a resubmission.  In the grant, they claim that they’re responding to reviewer concerns, so maybe a different PI. I don’t know why it wouldn’t have come out as a resubmission, but, anyway, they respond to the reviewers’ concerns, and the reviewers’ concerns remain a concern, and one of them is the focus on nuclear lamins.




So the idea here is that if they make iPS or even just use already made iPS and mutate or knock down various lamins, there are seven different lamins that are expressed in hepatocytes, what happens to hepatocyte function when you knock down each of these lamins, and lamins are part of the nuclear matrix, the nuclear envelope.




And if you have laminopathies, they cause progeria, and they cause other hyper-inflammatory.  Progeria is when you have those little kids that look like old people.  So we already know that laminopathies can promote aging related phenotype, and their previous grant was focused on that, and the reviewer said stay away from aging.  They said, fine.  We won’t talk about aging, but we’ll mutate the lamins, because laminopathies are also associated with hyper inflammatory states.




So the question is what is the preliminary data to support that knocking down the lamins is going to be a good model for the NASH?  And that’s where they’re lacking.




So laminopathies, they claim, quote, “laminopathies may hint at the nuclear lamina as a mediator for NASH,” but then there’s no evidence, except for that lamin mutations are pro-inflammatory, and a lamin AC ratio that’s a little bit abnormal can be associated with metabolic syndromes in Type 2 Diabetes, which can be associated with NASH, but not always.




So the other concern of the reviewers was that there might be a paper that was published that these folks didn’t refer to that they should have that had some iPS derived from NASH patients, but I went and looked at the paper, and I would disagree with that. 




It was Frontiers in Physiology, which might be something you would miss, and it was mostly not on NASH.  My only concern is the rationale.  It’s for focusing on nuclear lamins, and the progression of the disease is not well-supported, but, otherwise, it’s feasible to make these iPS and make these hepatocyte-like cells and see how they function when you knock down lamins.




DR. WALLACK:  So I had a problem with the grant request.  I do have an issue with the lack of reference to Josevich(phonetic), the person that they refer to, because I think that it could have still been referenced that somebody was doing the work.




It’s a three-year grant for $750,000.  I think that I have a problem with the structuring of the grant; who is going to be doing what and so forth?




There are some budgetary concerns that I have with the grant, so that the collaborator, Dr. Woo, is going to spend one percent of his time with the grant.




For all the things Diane covered and some of the things that I’ve now alluded to, about the way the grant was put together, the structure of it and so forth, I would move to not fund it.




CHAIRPERSON HORN:  Do we have a second?




DR. KRAUSE:  I could not fund it.




CHAIRPERSON HORN:  Okay.  Further discussion?  Anybody opposed to placing this in the no category, please signify by saying aye.




A MALE VOICE:  Ah.




CHAIRPERSON HORN:  That was a withdrawn aye.  (Laughter)  We’ve got one more to go before lunch. Two more to go before lunch.  So the grant is no.




14-SCB-UCHC-09, patient-derived pluripotent stem cells for the study of cellular adhesion interactions in Sickle Cell Disease, Treena Arinzeh and Rob Grosso.




DR. GROSSO:  Go ahead.




DR. ARINZEH:  Okay.  So the goal here is to investigate Sickle Cell Disease.  They’re looking at the perspective of adhesion of the red blood cells to the endothelial cells, so they are going to be looking at -- so that’s their essential hypothesis.




So they’re actually going to be investigating a couple of different ways.  They’re going to be deriving the vascular endothelial cells from human embryonic stem cells, and, so, they show a lot of preliminary data showing that they can do that.  That’s on aim one.




Aim two is, then, looking at that adhesion, so they’ll take the RBCs from Sickle Cell patients, interact with -- do some keynesian assays when they interact with this vascular endothelial progenitor derived cells.




And, so, they’re using some interesting tools autophorpsycoscopy(phonetic), microfluidics so they’ll give you some quantitative data on the strength of adhesion, which is nice.




Aim three is -- and they’re going to use the iPS cells generated from those patients and derive endothelial cells, and then do similar types of experiments.




So I guess there are a few things there.  I read through this grant pretty carefully here, but the peer review comments were not so favorable.  They thought it was interesting, there was some significance there, but those reviewers didn’t know why they were using both the human ES cells and the iPS cells.




My sense was that they had experience with the human ES cells, and they didn’t establish yet the iPS cells, that they could get the phenotype epithelial cells if they wanted.




And they also had issues with the AFM, lack of detail there, however, there’s substantial preliminary data there, so the collaborator is the mechanical engineer, who has all these techniques, and he’s well-established here with that.




I guess the real issue is some overlap there in funding, and, so, again, to Ann’s point, if we have lots of funding, then go ahead and give it to these guys, but there appears to be some overlap with -- there’s some pilot funds that they had, some other Connecticut funding mechanism.




There’s a current proposal or current funding there with that grant.  What else is there?  The collaborator, also, who is a mechanical engineer, they have -- he also has funding in this area from different agencies.  It looks to go with the AFM work on similar topics, so that would be some --




The reviewer number two, again, their weaknesses I didn’t really feel they were big weaknesses, so I thought the score could have been higher, but, again, just for funding purposes, because there’s some overlaps.




DR. GROSSO:  I would agree with your assessment.  I think one of the things that I had a question on was their adhesion model they have in force, whether that was actually a valid model and reproducible. 




There was no validation assays referenced or anything like that.  It’s a very interesting model, but it’s not very well described in here that that’s something that’s reproducible, so that was my biggest concern, but the reviewers have multiple concerns that were listed out.




DR. ARINZEH:  Just from my own familiarity with AFM, my own use of it, it is very -- it’s routinely used for that, just for those types of measurements, adhesion, or measurement force, things like that, so it’s very worked out.  It’s not a technique that they should have concerns with.




CHAIRPERSON HORN:  Do we have a motion?




DR. GROSSO:  I would say no, funding-wise and all the concerns that were raised by the reviewer, the reviewers, multiple reviewers and multiple questions.




CHAIRPERSON HORN:  Do we have a second?




DR. ARINZEH:  Second.




CHAIRPERSON HORN:  Okay.  Do we have any further discussion?  The motion is to place this in the no category.  Further discussion?  Okay.  Anybody opposed to placing this in the no category, please indicate by saying aye.  It is placed in the no category.




14-SCB-YALE-04, Mesenchymal stem cell exosome therapy of multiple sclerosis and spinal cord injury, Sandy Engle and Jay Hughes.




DR. ENGLE:  So the purpose of this grant is to test whether nasal delivery of mesenchymal stem cell derived exosomes, which are small (indiscernible) little components off the cells, could treat allergic encephalitis in spinal cord injury by reducing inflammation. 




It’s interesting.  It’s an interesting idea.  There’s just so much that one needs to be concerned about.




The reviewers’ overall concern is that would nasal delivery of a small particle ever reach the target site of injury?  I think that’s an absolutely fair concern.




It was also pointed out that the grant was difficult to read, and I will second that.  It was amazingly difficult to figure out what they were doing and why they were doing it and the order of the experiments they were planning to do.




There was a lot of concern about the commitment level of the PI, and will agree that it was somewhat hard to figure out exactly what amount he was committing.




He had multiple different grants from multiple sources, with maybe some alignment and overlap. It was pointed out that there was concern about the novelty of this experiment, because they had done essentially the same thing with a different cell type.




I personally found it very disconcerting that they were doing a lot of the preliminary work in mouse models of contact dermatitis and delayed type hypersensitivity, and then they were moving on to try this and planned to do this in people for spinal cord injury.




So, overall, there were just a lot of sort of procedural and experimental issues with this grant.  Do you have any other feelings about it?




DR. HUGHES:  No.




DR. ENGLE:  So I would move that we put it in the no category.




CHAIRPERSON HORN:  Okay.  Do we have a second?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Okay.  Any further discussion?  Is there anybody opposed to placing this in the no category?  Please indicate by saying aye.  The grant is placed in the no category.




We’re going to take a break now.  It is 12:20, and we’ll come back and reconsider what we’ve done with the established grants as our first order of business after lunch, so if we can be back here at five of 1:00?




I have one more announcement about the parking tickets.  We’ll need to take those to the front desk at the end of the day, so scrap the earlier comment. You have to take it down.  They count the number of hours you’ve been here, and then you’ll be able to get out.  They’ll validate.




(Lunch recess)




COMMISSIONER MULLEN:  We hope everybody had a good lunch and feels restored.  I started to go buy one of those no buttons to pass around to move us from maybe, but we’re just going to have to do it without the no button.  Is this being transcribed?  If so, we don’t have a no button.




And it occurred to me that, when we did introductions this morning, we totally neglected everybody to my left, who is part of CI, so can we start there?




MS. LESLIE LARSON:  Leslie Larson.




MS. MARGARET CARTIERA:  Margaret Cartiera.




MS. GLENDOWLYN THAMES:  Glendowlyn Thames.




MS. ARIEL DREW:  Ariel Drew.  




CHAIRPERSON HORN:  You all know our court reporter.  And Joe Landry, also from CI.  All right, so, we need to go back and look at what we did with the established grants before lunch and see how we can work with those.




At this point, I have, by my calculations, two in the yes category, so we need to revisit the maybes and see if there’s anybody, which we would change from maybe to yes or no.




DR. KIESSLING:  We only funded two?




CHAIRPERSON HORN:  Yes.




DR. KIESSLING:  Wow.




CHAIRPERSON HORN:  We have many, many maybes.




COMMISSIONER MULLEN:  So I could have brought the yes button, also, not just the no button.




CHAIRPERSON HORN:  Okay, so, the first one is 14-SCB-UCHC-02, use of neonatal human induced pluripotent stem cells in human embryonic stem cells in hyperoxia induced lung injury.  The reviewers are Diane Krause and Paul Pescatello.




DR. KRAUSE:  Okay.  This was a grant to use iPS and differentiate them to terminal airway cells for studying the injury in hyperoxia induced injury in the lung.  I thought it was great, and I said yes.




MR. PESCATELLO:  I thought you made a case that the way the stem cell lines were created can be the injection through the eyes.




DR. KRAUSE:  My concern was not that it was being delivered.  So she’s going to be testing inter-tracheal versus inter-vascular, and when you go behind the eye, that’s an inter-vascular approach, but that was just one of many, many variables.




The issue with the inter-tracheal is that a newborn mouse is very small.  You might not be able to get in the trachea, so the alternate was that she was actually going, rather than going through the mouth into the trachea, she’d have to go in through the neck into the trachea, but she addressed it.  I wasn’t concerned about that.




MR. PESCATELLO:  Oh, okay, because I was very pro this.




DR. ENGLE:  I’m not a huge fan it.  I’m still going to vote no.




CHAIRPERSON HORN:  And there was a concern that aim one was not needed?




DR. KRAUSE:  Aim one is not needed, because a lot of it -- a large portion of aim one was optimizing making iPS, and, at this point, she doesn’t need to make iPS.  She can just use existing iPS lines.




Aim one was optimize iPS and then get the iPS to Type II pneumocytes, so she still has to do that part, but she didn’t need to optimize making the iPS, so it was maybe a sixth of the grant that she could skip and just get some iPS cells.




CHAIRPERSON HORN:  So we have a motion to move it to the yes column and a second, Paul?




MR. PESCATELLO:  I’ll second it.




CHAIRPERSON HORN:  Okay, so, Diane, that’s your motion, and Paul is seconding that.  Any discussion?




A MALE VOICE:  Remind us of your objection, Sandy.




DR. ENGLE:  My objection was is that there are several flaws with the grant.  In my mind, again, the whole aim one, which is on iPS cells and making them seems pointless, it wasn’t explained some of the work she was doing trying to get the iPS cells into the trachea.  I’m trying to remember what else I didn’t like about it.




COURT REPORTER:  Could you bring the microphone up to you, please?




DR. ENGLE:  There were just some issues with the overall granting.  It wasn’t clear why she was picking the iPS cells that she was.  They weren’t specific.  




Overall, just because it was the second grant on the line, my feeling it wasn’t that it was the best written grant.  There were some confusing parts.  There were some holes to it, so I just didn’t think it was as strong as some of the other ones.




CHAIRPERSON HORN:  Okay.  Any further discussion?  All those in favor of moving this grant to the yes column, please indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  And those opposed?




DR. ENGLE:  Maybe.




CHAIRPERSON HORN:  Both the grants move to the yes column.




14-SCB-YALE-02, mechanisms of in vivo cellular dedifferentiation, David Goldhamer and Jay Hughes.




DR. GOLDHAMER:  So this was the grant that uses salamanders.  The PI wants to identify genes that are essential for regeneration of limbs in salamander, and they have a nice system, based on this CRISPR technology for knockout genes and test whether they effect regeneration, and their assay is just looking at regeneration morphologically.  Do the limbs re-grow or don’t they re-grow?




And, if they find any, the ones that, when mutated, inhibit regeneration, they want to use those in a screen using human fibroblast to see if they cause or if they can reprogram fibroblast to a pluripotency, so I had mentioned, although I love the salamander’s model system, I thought the first aim was strong, I didn’t really think it was a good stem cell grant, and I mentioned a number and a conceptual and a couple of technical issues of the grant that I just didn’t think, for me, it was competitive.




It’s very likely that the screen will not identify the program that was (indiscernible) so I think that was its only (indiscernible) as I said before.




DR. HUGHES:  Can I just clarify?  Is it because there are other mechanisms that could cause limb regeneration, other than the rebooting of stem cells?




DR. GOLDHAMER:  Yeah, so, the studies that have been done, they basically cut off the limb and then let a little blastema grow, and then you look to see what genes come up or are expressed, and, so, they have a whole set of genes, and now the challenge is to find those genes that you want to study, and they settled on about 30 genes that they want to test.




So they may find something at its regeneration when it’s mutating, but what they are proposing is that -- so what happens when a limb is amputated, it’s the cells, the muscle cells, and the fibroblasts, and the different cells of the limb, they undergo a process, called dedifferentiation, and then those kind of mesenchymal, non-descript-type cells that have lost their character grow out and then redifferentiate into the limb.




That dedifferentiation most people feel is not a return to pluripotency, that there’s a lot of studies on this that show that the cells do not return to pluripotency, so that, in and of itself, questions this connection between iPS cells and regeneration.




Then my other issue was that, even if they find -- so they’re going to find genes that inhibit regeneration.  Possibly, they won’t know if it has anything to do with dedifferentiation, and then the connection between dedifferentiation and the human iPS connections is tenuous.




In the salamander, the testing, the necessity of the genes for regeneration and the human work and the sufficiency of genes to reprogram is entirely different types of tests.




Without going into technical details, I just found it very unlikely that anything would really come out of aim two from the grant that is described.




DR. WALLACK:  So, David, obviously, as you know, I always respect your opinions, but I agree that compelling the narrative, this isn’t my grant, but I agree with the compelling narrative from the first reviewer, and I have to say that I haven’t read as positive a statement very often.  It could not be more positive.




DR. GOLDHAMER:  I agree.




DR. WALLACK:  So that are we not really talking about two different opinions about this?  I see my first reviewer is diametrically opposed to what you’re saying, and I, also, we talked about this before, are talking about a very special applicant, who has been successful in the past on projects that he’s undertaken.




Claire indicated earlier that he’s already been supported well for a project.  I don’t know what the project was.  So I have to say that, while you often sway my thinking in these respects, in this instance, you’ve not done that, compared to what I’ve heard and read.




DR. GOLDHAMER:  So let’s see what I can add.  I don’t know what else I could add really, except to -- just a couple more comments.




So let’s say there’s going to be, you know, without knowing an exact number, there’s going to be, you know, thousands of genes, hundreds of thousands of genes that play a role in limb regeneration.




I mean, you know, for any complex development of the process, you can make that statement, and that’s, you know, without knowing the details, it’s --




They’re going to choose 30 genes and specifically test whether they are, in fact, important for regeneration, basically almost a yes/no answer.  The regeneration fails and we don’t have this gene, or it’s essentially unaffected.




So let’s say, of those 30, they get a handful of genes that are important for regeneration.  To me, it seems really, really unlikely that those genes will be able to reprogram stem cells or fibroblasts to a differentiated state.




In one case, you’re testing the necessity of factors to do something, but, in the second aim, you’re testing something quite different.  You’re testing whether those factors on their own are sufficient to reprogram cells to a pluripotent state.




Those are very different biological phenomenon that you’re asking, and, so, you know, the idea that, of the very small number of genes that they’re going to assay, that it just so happens that, in that pool, you’re going to have, you know, reprogramming factors, and I should say that the second aim just wasn’t developed very well.




There was almost no information on how they would do the experiment, how they interpret the results, what are the potential pitfalls and limitations? I didn’t mention that before, because I thought there was no fundamental issues.




I just think it’s unlikely.  You know, if they were successful, it would be fantastic, and I’m a big fan of the salamander’s model, so I had enthusiasm for aim one, because I think it would really provide very interesting fundamental data on limb regeneration, but I’m highly skeptical that aim two would be successful.




And, so, I am, I guess, at odds with reviewer one, although reviewer two did not find it to be very innovative and gave it a score of a three.




DR. HART:  David, when they’re proposing to add the identified genes back to human cells, were those in groups or individually?




DR. GOLDHAMER:  So they did take that, so they are going to do them in groups, so they’re going to pool all of them, and then they’re going to have non-overlapping paths, I think is how they described it, so they did do that.




CHAIRPERSON HORN:  Any further discussion?




DR. WALLACK:  Yeah.  The only thing that I would add, and we talked about this before, about the reviewers’ scores, and I agree with you, that the second reviewer, who gave it a three, that basically identified one weakness, which could be a weakness, maybe it’s not.




And, for the most part, the rest of the grant, the rest of his narrative perhaps didn’t equate with a three, and, as a matter of fact, when he went back for reconciliation, he changed his viewpoint to some extent and brought it down slightly.




Again, so many times we’re hoping that we’ll see an end result that is going to be very positive, and, often times, we’re disappointed four years down the road, but based upon the track history that I’m dealing with here with this researcher, this applicant, and with what I just said about the second reviewer and with a strong recommendation in the first, I have to say that, on the vote, we’re all going to vote differently, but my vote is still say to fund, with all due respect.




CHAIRPERSON HORN:  Any further discussion? I’m not clear.  Do we have a motion on the floor to place this into the no?




DR. GOLDHAMER:  I’ll make that motion.




CHAIRPERSON HORN:  And a second, please?




DR. HART:  Second.




CHAIRPERSON HORN:  Okay and any further discussion?  Okay, let’s call the vote.  All in favor of placing this grant into the no category, please signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  And opposed?




DR. WALLACK:  Opposed.




CHAIRPERSON HORN:  Two opposed.  It goes into the no.




14-SCB-YALE-05, patient-specific neural stem cell mediated combination of systemic chemotherapy with local gene therapy for malignant gliomas, Richard Dees and Chris Heinen.




DR. HEINEN:  Yeah, so, this was the proposal, where they were to use patient-derived.  Well we had a little confusion about whether they were iPS turned into neural stem cells or induced neural stem cells, but the point is to use them as vehicles in glioma therapy.




And, so, the concept was very exciting.  At least it seemed like it was based on what was established in the field of taking it into a new direction, but then Sandy raised some concerns, and I’ll defer to her to speak to those.  She’s more experienced in the neural stem cell field than I am.




DR. ENGLE:  My concerns were that they’re using a very engineered cell type again, that it lacks clarity around what are they really going to do, whether it’s induced pluripotent stem cells differentiated into neurons or induced neurons, which is a significant factor in this.




They were going to introduce multiple different genes that, in and of itself, were a bit of a challenge.  They were going to lend them the nanoparticles, there was just a lot about this that creates some issues about the overall quality of the grant and whether this would get them very far.




In fact, they were putting these human cells into a mouse model.  It’s unclear what that would really tell them, unless they were more specific about whether they were using immunocompromised mouse or whether the immune system is still going to be functional, so I just felt like there were a lot of unanswered questions.




DR. HEINEN:  So from my understanding from reading it, I think that you’re right, there are a lot of technically challenging aspects to this proposal. 




I think just about all of them could be done, have been done, and they have experience in both with nanoparticle delivery, as well as with suicide gene therapy.




Certainly, the targeting, although technically challenging, can be done.  So my understanding was that the mouse experiments at the end were more proof of principle that, one, they can find the right drug delivery, but that the drug delivery would work, that you could hone into the cancer cells.




They’re basically injecting in cancer cells and then chasing them with these neural stem cells to try to catch the cancers cells they put in, so it’s quite a bit removed from an actual clinical therapy, but the idea is proof of concept, that we guess we can hone in and catch those cancer cells, and, two, we can optimize the drug delivery system, the specific nanoparticle delivery system and the drug that we’ve used to kill those cancer cells.




So, I mean, you know, if you treat it as a basic science grant, that becomes less of a concern to me.




DR. ENGLE:  I guess my overall concern is the lack of clarity of the grant as a whole, because --




COURT REPORTER:  Could you pull that microphone up, please?




DR. ENGLE:  If they’re using induced pluripotent stem cells and taking it to the neural stem cells, right?  So that was the argument, right?  The neural stem cells honed to the glio cells.




They used an induced neuron.  It doesn’t go through a neural stem cell phase, so the whole underlying premise of the grant has a flaw in it.




There are multiple issues in this grant, in which they don’t give enough detail and they’re not clear enough.  It makes me concerned that they didn’t think through everything they were going to do, so giving them a significant amount of money, when I don’t feel that they’ve maybe done all of their due diligence and thought through what they’re planning to do, is a bit of a concern.




And, again, I don’t want us to get confused, just because it happens to be up towards the top of the twos that are necessarily -- some of the other twos or 22s, right?  They’re all in the same ballpark.




So, to me, there are significant underlying flaws in the grant that may not have been highlighted by the reviewer, but are definitely going to impact their ability to be successful in the long-term.




CHAIRPERSON HORN:  Do we have a motion?




DR. HART:  I’m a little bit confused, the issue of induced neurons or neural stem cells.  I’m pretty sure there are neural stem cells.




DR. DEES:  I’m trying to look.




DR. HART:  (Indiscernible) standard neuron, induced neuron factors, plus Sox2, to try to get neural stem cells.




DR. DEES:  And, so, they’re trying to do something else, in order to get the neural stem cell, yeah.




DR. HART:  They’re trying to go directly from fibroblast to what they think are neural stem cells, without going through an iPS phase.




DR. DEES:  Right.




DR. ENGLE:  And it’s not clear that that would necessarily get them where they wanted to go.




DR. DEES:  You would think we’re not going to get a -- you don’t think we have a proven principle, that they can get the neural stem cell out of that?




DR. HART:  I would like to have seen evidence that that process produces a true neural stem cell.  They show one stain figure of nesting.  Every cell anywhere along that pathway expresses nesting.




DR. HEINEN:  Most importantly, a cell that can target the glioma cells.




DR. HART:  Absolutely.




DR. HEINEN:  Which is really the whole point of this.




DR. HART:  Absolutely.




CHAIRPERSON HORN:  Do we have a motion, or we can carry on with other discussion?




DR. DEES:  Move for a no, then.




CHAIRPERSON HORN:  Do we have a second?




DR. HART:  I’ll second.




CHAIRPERSON HORN:  Okay.  Further discussion?  All in favor of moving this grant to the no category, please signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  Anybody opposed?  Okay, Dr. Fishbone.  The grant is moved to the no category.




14-SCB-YALE-16, dissecting human embryonic stem cell pluripotency with functional genomics approaches, Treena Arinzeh and Richard Dees.




DR. ARINZEH:  So I think the issue here was, or that was raised was innovation, right, with this one?  So, you know, comb through it again and make sure and see, again -- the reviewer didn’t actually mention that.




The reviewers were very favorable, so if we comb through it a little further, you know, their claim is that they’ve only -- there’s only one other group that has looked at the whole gene analysis of pluripotency in the human ES cells, and they use somewhat of a flawed method, the (indiscernible) GFP reporter method, and since they say that Occ4 is expressed alot in a lot of differention pathways, that there’s something missing there.




So their knowledge, that they’re going to have 20,000 genes that they’re going to have analyzed, they’re also going to be doing a lot of bioinformatics and looking at how they come together, different pathways, so that’s the innovation.




And with the blastocyst, also, that there’s -- they’re, again, using this novel shRNA technology of method.  I’m sorry.  RNA seq to do their analysis on both comparing mouse and human.




And then I guess there was an issue about that it’s too basic science, and that’s just, again, something we have to decide.




DR. HART:  And there was the issue that she also has existing award from us?




DR. ARINZEH:  Yeah.  She has an existing award that’s going to end in 2016.




CHAIRPERSON HORN:  Okay.  Do we have a motion on this grant?




DR. WALLACK:  I would move to fund.




CHAIRPERSON HORN:  Do we have a second?




DR. GOLDHAMER:  I second it.




CHAIRPERSON HORN:  Okay.  Further discussion?  




DR. KRAUSE:  Why would you move to fund, Milt?




DR. WALLACK:  I think that it’s a grant that, while it may have some question of a clinical application, at least in the short-term, it contributes significantly to the basic science.




I think it’s a grant that is being presented by a very, very strong researcher, and I think that it would be an extension of work already done, and that it would add to what this researcher is committed to doing.




DR. KIESSLING:  How many years of support is she asking for?




DR. WALLACK:  How many years of what?




DR. KIESSLING:  Support.  Is it a three-year or a four-year project?




DR. WALLACK:  Four years.




MR. STRAUSS:  Four years.




DR. KIESSLING:  Is it going to take her four years to do this?




DR. GOLDHAMER:  I’ll point out it’s the only grant that had a very strong opinion by both reviewers, both gave it a two, so there was no disagreement, as to the quality of this grant.




DR. ARINZEH:  I want to say I’ll fund, but with a little asterisk, meaning, you know, there are more quality proposals that we want to fund, put those forward when we go back for it, only because she has existing funds for another two more years.




CHAIRPERSON HORN:  Yes.  We’ll go over these all again when we put them all into the same pool and do the funding.  Okay, any further discussion?  We have a motion to place this grant into the yes category. All in favor, signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  All opposed, signify by saying -- two opposed.  It gets placed into the yes.




14-SCB-YALE-18, reconstruction of an outer retina for transplantation and pharmaceutical testing, Sandy Engle and Gerry Fishbone.




DR. ENGLE:  This is the grant --




CHAIRPERSON HORN:  Sandy, we seem to be having difficulty with the court reporter getting you on that.  Maybe it’s a problem with the microphone, but you’ll have to shout a little bit.




DR. ENGLE:  Okay, I’ll shout.  So this is the grant that used the co-culture of the retinal pigmented epithelial cells with the photo receptors on a spun nanofiber, and then had a slightly secondary aim of doing drug discovery or doing some sort of best stream with it and then using the co-cultures, as well, to implant into a mouse model.




CHAIRPERSON HORN:  Do we have a motion?




DR. FISHBONE:  I’ll move it to fund it.




CHAIRPERSON HORN:  Motion to fund it.  Do we have a second?  We do not have a motion to second.  Do we have another motion?




DR. KRAUSE:  What were your thoughts?




DR. ENGLE:  My thoughts?  I liked the fact that it did a co-culture.  I liked the fact that they were going to do their transplant in a model before the damage could be so severe that the animal couldn’t see anymore.




I was not impressed with their drug screen.  I didn’t think it was going to be particularly useful, because they had already picked out the things they were going to screen, and they weren’t going to do a very large library, so I’m sort of in the middle about this grant.




There were some things, again, that we liked and some things that I thought eh, but, overall, I thought it was an interesting area to explore, so I guess I will second your nomination for funding.




DR. HART:  Would you be more enthusiastic if only part of the grant were funded?




DR. ENGLE:  Could be.  That’s why I’m sort of in the let’s put it for an up or down vote to fund it, put it in the yes category, so I’ll second the motion to put it in the yes category.




CHAIRPERSON HORN:  Okay.  We have a motion to put it in the yes, and it’s been seconded.  Further discussion?




DR. KIESSLING:  How many years are they asking for?




DR. ENGLE:  I think it’s four.




CHAIRPERSON HORN:  Is there any further discussion?




DR. FISHBONE:  Two reviewers.  One was very enthusiastic about it, so it was a classical example of applied stem cell research, strong impact on basic science and clinical medicine, and the other one said high significance for late-stage retinal degeneration.  I think it’s an important area and I think probably worthy of supporting.




DR. ENGLE:  So I would say the grant is actually for three years, because that changed their minds -- so only scheduling for three years.




DR. FISHBONE:  I have a little bit of a structural syndrome, that when I review a grant, I become attached to it.  




CHAIRPERSON HORN:  You need to acknowledge that, Gerry.




DR. FISHBONE:  I thought it was worthy of funding.




CHAIRPERSON HORN:  Okay.  Any further discussion?  All those in favor of moving this grant to the yes category, please indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Opposed?  Moved to the yes category.




14-SCB-YALE-11, modeling Pax 7 associated craniofacial defects with human ES derived neural crest.




DR. GROSSO:  I guess this is the revision going back over the very basic research for the cleft palate and cleft lip, and it’s really up to the team to decide whether this is something on the basic research side, probably not very translatable, but a good proposal, had varied us in a different review comments, and the biggest review comment in the negative was it wasn’t translational.  Anything to add on your end?




DR. GOLDHAMER:  No.  It’s, I think, a good summary of it.  I just did not like to see this -- it almost seems like we’re holding this to a higher standard, in terms of its application, than other grants, but we’re not sure if that’s the case, but it seems like it is to me, and, yeah, the score of 3.75 by one reviewer does -- either they didn’t articulate why the score was what it was, but at least part of it was.




Although the grant wasn’t written in a terribly effective way, I thought the science was good, and it’s solid, basic science, so I had supported this grant, because of the quality of science.




CHAIRPERSON HORN:  So do we have a motion?




DR. GROSSO:  I’ll put it forward to fund.




CHAIRPERSON HORN:  And a second?




A MALE VOICE:  I would second that.




CHAIRPERSON HORN:  Further discussion?  All in favor of moving this grant to the yes category, please indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Opposed?  Two opposed. Okay.  This is moved to the yes category.  Two more maybes to review.  14-SCB-YALE-08, MAP kinase phosphatase in muscle stem cell, Jay Hughes and Ron Hart.




DR. HART:  This was the one where there was the muscle satellite cells regulated by phosphatase and whether that could lead to a drugable target, and the scores were a little inconsistent with the reviews, as we’ve seen before.




In my mind, if there was a larger pot of money and we were NIH, I would definitely fund this one. I think it’s an excellent science grant.  Strategically for the state, I’m not so sure.




Usually the criteria for awards would eliminate funds.  I’m not so sure.




DR. HUGHES:  Ron, could I ask a question about the fact that they had a publication last year related to this research?  Why was that held against them?




DR. HART:  Because a period of time has passed since that was submitted.  It doesn’t seem as though anything has been done, so it looks as though there was nothing to be added.  




DR. GOLDHAMER:  These grants were due in December, and they had a --




DR. HART:  It was submitted like in ’12, published in ’13, and, so, yeah.




DR. GOLDHAMER:  So all of the preliminary data is basically from the paper that was published?




DR. HART:  That’s correct.




CHAIRPERSON HORN:  Do we have a motion?




DR. GOLDHAMER:  I’m not sure.  So in what way is it less in line with the strategic mission of the state for funding?  They’re studying muscle stem cells, which have been trying to be developed but therapies for muscles to regenerate procedures -- they don’t use pluripotent cells, but, besides that, animal models are clearly within, you know, what we’re looking to fund.




DR. HART:  It’s within what’s supportable. I don’t think it scores any extra points for being either embryonic or any other categories that were specifically for their support, so there’s no added benefit to that.  There’s no negative, but there’s no added benefit.




Disease relevance, it’s certainly disease relevant.  It’s how far do you judge it is away from a potential therapy, a strategic approach, and my plan was it didn’t quite meet my threshold for being close enough, but that’s just my opinion.  




DR. ENGLE:  You, yourself, made the point that maybe it wasn’t the strongest animal model -- (multiple conversations)




DR. HART:  Yeah.  I’m not necessarily advocating to fund.  I would have been more excited if there were a strong, you know, behavioral response, whatever you want to call it, for this, physiological response, and that there were some even small number of known candidate drugs for a target like this that would show that it’s a good, realistic direction to go. But (indiscernible). 




CHAIRPERSON HORN:  Do we have a motion?




DR. HART:  I hate to be the one to say no, but I’m going to.  I just feel like we cannot -- we’re almost -- what was approved so far?  We’ve just about hit 10 million.




CHAIRPERSON HORN:  And we have 14 seeds to review.




DR. HART:  Exactly.  So, for that reason alone, I’m going to be the bad guy and say I think we should vote no on this one.




CHAIRPERSON HORN:  Do we have a second?




DR. HUGHES:  Second.




CHAIRPERSON HORN:  Any further discussion? All in favor of moving this grant to the no category, please indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed?  Okay, one more.  14-SCB-YALE-10, regulation of stem cell self-renewal and differentiation during human neurogenesis, Ann Kiessling and Paul Pescatello.




DR. KIESSLING:  This is the coin toss grant, but I would really like to see this work get started.  This is the one, where we only have 15 percent effort committed by the PI and nobody else to do the work on board yet, but it’s a really nice project.




I can’t remember how many years it’s been. This is a catch 22.  This person is not going to be able to get the work started without this money.  




MR. PESCATELLO:  You’re saying that’s why he hasn’t identified the other two?




DR. KIESSLING:  Yeah, but we have no way of knowing.  There’s two problems.  We don’t know if the gene pathways identified in the mouse brain are going to translate to the human brain.  We don’t know that, and they’re proposing to make HES markers for each of those mouse genes, so that’s one problem, and we’re not going to know that until they do it.




MR. PESCATELLO:  And that’s why they’re --




DR. KIESSLING:  And that’s why they’re doing it.  So if the mouse genes don’t translate directly into the human genes, they’re going to make human reporter genes that aren’t useful.  That’s one problem, but we’re not going to know it until it’s done.




And then the second thing is there’s no team.  This is going to be young established investigators, so it would be really nice if we could get the grant.  This is a four-year grant, actually.  This is a four-year grant.




DR. HART:  If this has been submitted as a seed grant, you would have been more enthusiastic.




DR. KIESSLING:  I would have funded it in a heartbeat, but I don’t know if you couldn’t get that much of it done.




MR. PESCATELLO:  I mean we’re going to have to whittle some of these down, obviously, so I would put this in -- in terms of weighing the others that have already been approved, because we’re going to have to cut some, I would add this as a yes for now.




DR. KIESSLING:  Well I would be happy to add it as a yes at a markedly reduced budget, so that -- although I hate to have somebody have to come back in two years, it would answer two of the big questions about this grant; if there was somebody identified to do the work, and if we knew of any of the lines.




DR. GROSSO:  I just have one question.  This is an established?




DR. KIESSLING:  It’s an established investigator grant.  It’s a young investigator.  I can’t remember.




DR. GROSSO:  So has this person been able to deliver in the past?  So have they been able to identify post-docs that can deliver?




DR. KIESSLING:  I’m not sure they’re that far along in their career.




DR. FISHBONE:  It says he’s a high-achieving scientist with excellent publications and funding history.




A MALE VOICE:  Yeah, they all are.  (Laughter)




DR. GROSSO:  I don’t see that there’s anything significantly to differentiate this from the ones we’ve approved, so I would put it in the mix, in terms of deciding and in terms of reducing the budget.




We have this discussion every year.  I mean I think you either submit it as it is or not.  I mean to go back and negotiate.




DR. KIESSLING:  This is somebody else that’s associated with Ivanova, whom we’ve just funded. It’s got the standard Yale commitment.  There’s two pages of what they’ve done.  It’s kind of boring.




DR. HART:  It’s a classic publication record, and they have trainees that have published with them, so that’s not a concern.  




DR. DEES:  I’m not worried about that.  Tell me what you like about it and what you’re worried.  You think we’re not going to be able to figure out this work, basically, until they do it, so that sounds like an interesting project, right?




DR. HART:  Is that a larger budget?




DR. DEES:  Yeah, well, that’s their question, right?




DR. HART:  If we could cut all the grants down to one year, we’d fund so many more of these.




DR. DEES:  You want to say let’s fund this at like a seed grant level, or should we say, look, you should have submitted this as a seed grant, so you don’t get.  I mean that’s our choice.




DR. ENGLE:  This is not a seed grant, because if you actually look at his currently funded grants, he has, and in Pax grants, he has elucidating the numb signaling pathway, and then his past grants are all around the numb pathway and binders of numb signaling in breast cancer.




This is not a seed grant.  This is an established.




DR. KIESSLING:  Well the only thing that makes it a seed grant is whether or not the mouse genes are going to translate to the human ES cells.




DR. HART:  Let’s just back off of that and come back to the more essential question.  Are there sufficient preliminary data to support the project?




DR. KIESSLING:  In the mouse.  He’s got really nice mouse brain data.  This is a nice grant.




DR. WALLACK:  Ann, you said you would like to see the grant funded, so any concerns you have, in terms of the science (indiscernible) sounds like your biggest concerns were the percent of it and the to be determined.




DR. KIESSLING:  No.  I think we’re not going to know whether these reporter genes are going to be useful to human neuronal development.




DR. WALLACK:  It sounded mysterious to me when she said that.




DR. KIESSLING:  Yeah.  I mean I think that’s a question. 




DR. WALLACK:  So can I just comment?  It seems as though we’re really agonizing over funding the grant.




DR. KIESSLING:  We’re agonizing over funding it fully.  I’m only agonizing over funding it fully.




DR. WALLACK:  So my point that I want to get to is the fact that we’re trying to create a bias, also, in the area of clinical application, and I don’t see where this grant, the funding of this, which we’re agonizing over, and if you add to that the consideration of perhaps the lack of clinical application --




DR. KIESSLING:  Oh, no, no.  If it works --




DR. GROSSO:  This is about understanding --




DR. KIESSLING:  -- it’s really clinically --




DR. GROSSO:  -- so it’s very much -- (multiple conversations).




DR. KIESSLING:  It’s very clinically applicable.  They’re trying to identify ways that you would stimulate brain stem cells to repair brain damage in people.




DR. WALLACK:  So it is clinically applicable?




DR. KIESSLING:  Yes.  It’s clinically applicable.  It’s a nice grant.




CHAIRPERSON HORN:  Okay.  We’re going to take one more comment from Gerry, and then we’re going to have to call the question.




DR. FISHBONE:  If we were to fund it, it’s a seed grant, which you’re saying we should, then we should approve it and maybe approve it for two years, so that it’s the equivalent of a seed grant, and then reevaluate what he has to show.  There’s shaking heads.




DR. KIESSLING:  That would make me happy.




DR. GOLDHAMER:  I missed the rationale for why funding it as a seed grant.  If we’re worried about filling the positions, we’ll add the one year review.  We have the decision to give year two monies or not, and, if they haven’t filled the positions and there’s no progress, then we don’t give year two, three, four funds.




So the reason for the seed grant, then, is what?




DR. KIESSLING:  So it will get some funds, because I’m afraid it’s going to get -- (multiple conversations).




CHAIRPERSON HORN:  I’d really like to see this get off the ground.  Do we have a motion?




DR. GROSSO:  Can I just make one comment before I make the motion?  I’m going to make a motion to approve it and say, again, I think to deny this, personally, you have to look at the ones we’ve already approved, because I think, if we have the same level and depth of discussion we’re having about all the other four or five we’ve just approved, I don’t know that they would stand up any better than this.




I’m just not sure, until we have that conveyed, so I move to approve.




CHAIRPERSON HORN:  Do we have a second?




DR. KIESSLING:  I’ll second that.




CHAIRPERSON HORN:  Any further discussion? All in favor of moving this grant to the fund category, please signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  Anybody opposed?  Two opposed.  It’s moved to the yes category.




All right, we’re going to move on to seeds.  Rick, can you give us an update on where we stand with funding currently?




DR. KIESSLING:  We have $426 to spend?  (Multiple conversations)




CHAIRPERSON HORN:  Okay, the first seed grant.  Are we ready to go?  14-SCA-YALE-18, engineering patient-specific tracheas using iPS cells derived airway epithelial cell, Chris Heinen and Paul Pescatello.




DR. HEINEN:  So this proposal concerns the issue of tracheal replacement, and the idea is to use stem cells, to use pluripotent stem cells to derive airway epithelial cells that can be used in tracheal degeneration, and, so, this is a group that -- let’s see.




Yeah, so, this is -- right, so, this is a nice combination of a stem cell and a biomedical engineering project.  




They’re going to take these derived epithelial cells and basically seed them onto tracheal scaffolds that they’ve developed to essentially develop tracheal grafts, and then the second part of this versus in vivo testing of that application to actually put these into mice and see how the grafts take.




And, so, you know, just to make this short and sweet, I thought this was a very interesting proposal.  The disease relevance is obvious, and it was scored quite well by the reviewers, and the comments were very enthusiastic about the reviewers.




MR. PESCATELLO:  I agree.  I think it’s a nice combination of stem cell and scaffolding.




CHAIRPERSON HORN:  Do you have a motion?




DR. HEINEN:  Motion to say yes.




MR. PESCATELLO:  Second.




CHAIRPERSON HORN:  Okay.  Moved and seconded by Paul.  Discussion?




DR. GROSSO:  I just have a question.  This is being worked on by a lot of other groups, and I’ve seen publications from other groups.  How does this group stand up, as far as their development?  Anybody have a clue?




MR. PESCATELLO:  I don’t know that there was a comparison, other than what they were proposing was, you know, made a lot of sense and stood up and was necessary.  Some talk about function.




DR. HEINEN:  Their expertise is actually in the (background noise) their scaffolding system for this for tracheal purposes, specifically, is novel, so I think that’s just one area where this is taking full advantage of their strengths.




MR. PESCATELLO:  There was some discussion of functionality of the end result.




CHAIRPERSON HORN:  Okay, any further discussion?  All in favor of moving this grant into the yes category, please signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  Opposed?  Into the yes.




14-SCA-YALE-15, generation of human hemogenic endothelial cells, and Milt Wallack and Chris Heinen.




DR. WALLACK:  Yeah, so, I have a question, actually, a policy question pertaining to this grant, and, Marianne, you and I discussed this at some limited degree, so here we have an established investigator applying for a seed grant when the investigator, when she’s already in the field, so if I remember correctly, the intent of the seed grants it was to bring new people to the field and/or, young investigators, and/or senior investigators, established investigators, if it’s a new field of endeavor for them.




CHAIRPERSON HORN:  Or if they are developing new research direction.




DR. WALLACK:  Right.  Okay, so, in this particular instance, I have to say that I’m admitting to the fact that I’m viewing this grant in a prejudicial way, because all three of those elements don’t pertain here to this applicant putting in the seed grant.




On all three of those elements, this does not qualify as a seed grant, so I just want you to -- I want everybody to know that there is a prejudice on my part in how I’m looking at this, and I think it’s more than prejudice.  It becomes a philosophical determination about how we should be approaching this.




Having said that, I do, in fact, have some issues with the grant.  One of them we’re talking about a clinical application.  Well I’m not so sure, in this particular grant, that there is specific clinical application.




I’m not sure, for example, and I know there’s reason to not automatically come down on the side of the amount of time spent by a researcher on a grant, however, in this particular case, I think the researcher is only spending five percent of her time.




So while I understand that that’s not a reason to dismiss the grant, in this particular instance, I’m not sure who the other collaborators will be, other than one last person, Hema Baswada(phonetic), who will be doing some of the work.




I do have some major issues from a philosophical standpoint, but I also have some functional practical reasons to not be very much in favor of this grant, and I have to say that, and I know Chris will go into it to a greater extent from the scientific perspective, that I would not fund this grant.




DR. HEINEN:  So the goal of this grant was to develop hematopoietic stem cells from iPS cells for long-term engraftment, and the PI has experience in preliminary data and developing and maintaining HSCs from mice, and, actually, note the reviewer raised the same question that you did, about whether this is appropriate for this vehicle as a seed grant, and I have the same concern.




And, so, what I had originally thought was, well, that’s fine, you know, this is a mouse lab, they’ve done a lot of work with mouse HSCs, and now they’re going to move it into human and develop them from human iPSCs, and that’s a new direction for them, but as you read through the grant, the PI, themselves, says, quote, “that they had 10 years of experience organizing overseeing human pluripotent stem cell research,” so that component is not new either, and, so, while there may be specific experimental details that are certainly going to be new, it’s not a new direction for them, nor is it someone new to the stem cell field, the human stem cell field, so I think that’s absolutely a valid concern and almost a disqualifying one.




DR. WALLACK:  I’ll move not to fund this.




CHAIRPERSON HORN:  Do we have a second?




A MALE VOICE:  Second.




CHAIRPERSON HORN:  All in favor of moving this to the no category, please signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  Is anybody opposed to moving it to the no category?  The grant is moved to the no category.




DR. FISHBONE:  Can I ask a question?  In responding to the applicant, do we indicate what the problem is?




CHAIRPERSON HORN:  We are having a transcript made verbatim, and we will have minutes, but I don’t believe that we say anything other than that.  14-SCA-YALE-22.




DR. DEES:  We can ask for established researcher grants for less than $750,000 in four years.




CHAIRPERSON HORN:  They could feel free. Use of human embryonic stem cells as a --




DR. DEES:  Well here’s a small project, right?  Established investigator, that’s what they should be going for, right?




CHAIRPERSON HORN:  Use of human embryonic stem cells and murine neural stem cells to elucidate pro-apoptotic signaling in glioblastoma, Treena and Jay Hughes.




DR. ARINZEH:  So this proposal is addressing the glioblastoma multi-form, which is a primary brain tumor, and, so, they’re looking at I guess the loss of this program cell death in these neural stem cells, and, so, they are seeing that they don’t express the facs(phonetic) in facs protein, so they’re going to look at this carefully and see two aims.  Let’s see.  Hold on.




Yeah, so, they’re looking at two aims, and they’re basically going to explore the hypothesis that if you have a loss of this facs and that makes the cells resistant to apoptosis, but there could be alternative ways to kill them, so aim one is to look at mouse neural stem cells sufficient in the facs and characterize them and then, also, come up with some therapeutic, maybe potential therapeutic molecules that could reactivate cell death, and then aim two is looking at human embryonic stem cells, derived neural stem cells that are deficient in this apoptosis -- 




So the peer reviewers were very favorable. They really didn’t have anything, in terms of major weaknesses.  They had really nothing there.  They had consistent scores.




They mention a minor weakness about the link.  I didn’t quite understand what they meant by this link between the different aims.  It’s not obvious between in vitro/in vivo, but I’m just not sure what they meant.  I don’t know what they meant by that.  But, other than that, I mean that was something minor; they are very favorable.




Investigator, assistant professor, new assistant professor in pathology at Yale since 2012 looks to be fairly productive, has a lot of experience in this (indiscernible) and cancer and as a post-doc that has the human ES expertise and neural differentiation expertise, so I vote to fund.




DR. HUGHES:  Well they did disagree about the talents of the PIs.  Reviewer one said that the PI was highly productive and well-accomplished.  




Peer reviewer two said that he had a limited track record.  He’s an assistant professor with 12 peer review publications in 15 years, so I don’t know what to make of that disagreement about the talent of the PI.




DR. ARINZEH:  He has a Kay mentoring award so that makes me think there's a competitive side at least based on what I saw, he appeared to be -- so I thought he’s okay where he is, you know, at his level.




CHAIRPERSON HORN:  So do we have a motion?




DR. DEES:  I think Treena --




CHAIRPERSON HORN:  Okay, do we have a second?




DR. WALLACK:  Second.




CHAIRPERSON HORN:  Okay.  Further discussion?  All in favor of moving this to the yes category, indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Is anybody opposed?  Yes.




14-SCA-UCHC-07, I’m going to skip the title, Richard Dees and Ron Hart.




DR. DEES:  So this grant proposes to look at the variance in gene expression and some genes relevant to alcoholism from different sets of induced pluripotent cells, the variation of the current cell lines in both effected and unaffected patients, the puzzle determines how these variation arise.  I think that’s a fair summary.




The peer reviewers generally praised the triple method, the right data, the right PI.  One of the reviewers felt the method was not that novel in the project they’re developing, but that review was essentially overridden in the study sections, based on the strong track record of the PI and possible clinical significance of the research.




I have to say I’m a little puzzled by the clinical significance of the research, because this isn’t comparing alcoholics with non-alcoholics, because the variation appears in both, so it seems like it’s pretty far away from the grant and see why it might be interesting to figure out why these things are happening, why it’s important to know how the pluripotent protocols work out, but I wasn’t that clear that it had much to do with clinical significance.




It seems like they were upping the score, because they thought it was clinically significant, and I thought there wasn’t a good reason to up the score, based on that.  Is there an established researcher?




DR. HART:  There’s scientific policy, so science first.  The PI has already (background noise) the stem cells and found that several GABA receptor MRNAs within the cluster of genes are differentially expressed, and the problem, of course, is this deals with a variant in human gene elements that it closely associated with an increased risk of alcoholism.




The complication is that, in the last few weeks, the publishers, the researchers that originally published that SNP reversed their interpretation of which SNP was associated with alcoholism, but that’s not yet published, so I don’t count that against them in any way, shape, or form.  Nobody knows that yet, is the thing, so it’s kind of confusing.




There’s something here about seeing an effect on the cellular level that may or may not be associated with alcoholism, so let’s slide a little on that.




The reviewers gave it a 20, and they were pretty inconsistent with their language and scoring.




DR. DEES:  And that got upped, right?




DR. HART:  Yeah.




DR. DEES:  So it wasn’t a matter of -- that’s not even between the two scores.  That’s higher than either one of the reviewers gave it.




DR. HART:  Correct.




DR. WALLACK:  So do we also want to add to the discussion the fact that there may have an upward trending of the scoring, but that this is also a senior --




DR. HART:  I was just going to get to something about that.  Let me get to the policy issue first, and then we’ll come back to this.




DR. WALLACK:  Okay.




DR. HART:  So the PIs had a previous seed grant from 2011 to 2013.  He’s a longstanding alcoholism researcher.  He had an R21, R01, been part of a program project, so, policy-wise, being consistent with the previous discussion, he’s had a previous seed grant to get into stem cells.




He’s made his stem cells.  Does he still qualify for a seed grant to continue that work on those stem cells to take it to the next level?  I don’t think so.




DR. KIESSLING:  Is this the same thing as the original statement?




DR. HART:  No.  Well you can argue no, of course, because it’s different for specific aims.  It’s taking those cells that were built on the first seed grant and doing the next step with them.




DR. KIESSLING:  Oh.  That’s not a new seed.




DR. HART:  That’s my interpretation exactly.




CHAIRPERSON HORN:  It must be a new research direction.




DR. KRAUSE:  It is a new direction, because they’re finding that the GABA whatever expression changes during neural differentiation of iPS derived cells and why is that?




DR. HART:  Yeah, so, is that a substantially new research direction, based on the past experience?  




DR. KRAUSE:  I think it’s a new question, and he certainly couldn’t get an R01 to study this, because you’re right at the beginning of a new finding, and you don’t know yet why it’s happening, and there’s not enough preliminary data for an R01.  It’s only in a preliminary data --




DR. HART:  For an R21?




DR. KRAUSE:  R21s are like impossible to get, at least in my industry, so seeds are a way of taking a new idea that you think is leading somewhere and seeing if there’s any data there.




DR. KIESSLING:  I think it’s got to be substantially different.




DR. KRAUSE:  It is substantially different.




DR. HART:  So it’s a policy decision, is my point.




DR. ENGLE:  I guess I’m leaning on the side of that, because, in my mind, if he got the seed grant initially to make iPS cells, the point of that was to make the iPS cells and see if there was any biology that was interesting that was to be the start of an R01 or some other mechanism.




DR. KRAUSE:  And he’s done that.  




DR. ENGLE:  My feeling is he’s back at the well for a seed, and this isn’t the appropriate place for that, because we’ve already done that for him.




DR. HART:  It depends on how you’re defining seed in your own interpretation.




DR. KRAUSE:  I think a novel idea -- I wasn’t allowed to say anything during the previous discussion.  We need to be consistent, but I can only talk on half the grant.




I would say a new idea that needs further work, but isn’t ready for prime time, is a good use of seeds.




DR. HART:  And I would argue that, with the competitiveness of the awards, the limitation of the funding, I’m setting the bar higher.




DR. KRAUSE:  I completely understand we have limited funding.




DR. HART:  Yeah.  This isn’t a lot of money.




DR. KRAUSE:  To say this isn’t a grant that you want to fund is one thing.  To say you’re not funding it, because it’s an established investigator with a new direction is another one. 




If we’re going to say an established investigator with a new direction is not eligible for seeds, we can make that really clear.




DR. KIESSLING:  But it’s not a new direction.




DR. ENGLE:  It’s not.  It’s an extension of the previous grant.




DR. HART:  That’s your interpretation.  I think you’ve got to look at what the RFA said, in terms of what is a seed grant, and you’ve got to read this and make your judgment call.




DR. KIESSLING:  What’s yours, Ron?




DR. HART:  Well I made it.  I don’t think this qualifies as a seed the way I read the seed application, and I can be disagreed with, of course.




DR. KIESSLING:  What’s your move?  What are you moving?




DR. HART:  I move we say no.




CHAIRPERSON HORN:  Do we have a second?




A MALE VOICE:  I’ll second.




CHAIRPERSON HORN:  Any further discussion?




DR. KRAUSE:  We just need to be very clear in future RFAs if the no is because it’s an established investigator or the science.




DR. HART:  If this was a brand new post-doc in this person’s lab writing this seed grant, I would have been more in favor.  Do you know what I mean?




DR. KRAUSE:  Yup.




CHAIRPERSON HORN:  So what we have right now is established investigators new to stem cell research developing new research directions may apply for seed grants, so just think about how you want to make that clear the next time.




DR. DEES:  Yeah.  Whether this was a new direction.




CHAIRPERSON HORN:  Right.  Okay, so, we have a motion and a second not to fund.  All in favor of moving this to the no category, please indicate by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  Anybody opposed?




DR. KRAUSE:  I’m abstaining.




CHAIRPERSON HORN:  Okay, so, that does not move it to the maybe.  We will --




DR. KRAUSE:  I understand that.




CHAIRPERSON HORN:  -- in the no.  14-SCA-YALE-05, Gerry Fishbone and David Goldhamer.




DR. FISHBONE:  Well this is understanding the mechanisms of tissue repair by live imaging, saying the regeneration of adult skin cells is dependent on the regulation of stem cells by the diverse molecular signals.




The lab was the first to visualize and manipulate stem cells in environment.  In this proposal, you will capitalize on the system to understand the cellular mechanisms that drive populations of stem cells to efficiently repair wound injury.




They like the plan, the first reviewer, but they said the plan requires at least six transgenic animals, most of which need to be used in combination. This will require enormous breeding time, organization and resources for a seed grant, so I guess they didn’t feel he could really do what he set out to do.




Reviewer number two says the approach is somewhat novel, could be significant.  Weaknesses, unclear application to wound healing in humans.  Use of several mouse lines makes the study ambitious and somewhat unfocused, as well as a lack of information regarding the number of animals he used and so forth.




It sounds like they didn’t really approve of it too much as a seed grant.  Do you have anything?




DR. GOLDHAMER:  Sure.  Yes.  It got a final score of a two, and it got, I guess, moved up a study section, from a two and a half to a two.




I thought it was an innovative grant, so this was the lab we already discussed an established award from the same lab, where they use in vivo imaging to look at the behavior of stem cells and other cell populations in a skin wound model, so, here, they’re looking not at cancer, but at just the skin repair, so it’s quite an interesting system.




You can use genetic methodologies to lineage trace to mark particular cell populations, and that’s been around for quite awhile, but what the innovation here is that they have this high-resolution two photon microscope, where you can look (indiscernible) specimen.




You can mark particular populations of cells and follow them over time and see how they respond to (indiscernible) so they have different what are called pre-lines that allow them to label a particular stem cell population or another stem cell population that others had worked on methodologies, particularly mark those cells with a fluorescent tab, and then you can follow those cells over time and see how they participate in repair.




So aim one does just that, and it’s very descriptive.  It’s not mechanistic, but it still, I think, you know, would be valuable, just to observe how cells respond to wounding, where they end up, who they interact with.




And, then, in aim two, they’re using an interesting light-inducible system, so they don’t go into too many details.  They can actually pinpoint the cells that they want to target for either knocking out a particular gene, or hyperactivating a particular pathway, and they can label that with GMP or some other (indiscernible), and, so, they had, over real time in a living animal and with high resolution, they can now monitor the behavior in cells that are now mutant for a particular gene and a pathway that’s known to be important for skin repair.




So I thought it was a very interesting technique.  This technique, the PI in the lab published two papers I mentioned earlier in nature over the last couple of years on this methodology, so I thought it was, although mostly a descriptive piece of work, quite an interesting and innovative approach.




The grant could have been better written. There wasn’t that many experimental details, and they didn’t even use the entire five pages of the seed limit, which I was surprised at.




So it’s a new post-doc, who has written this grant, so perhaps it’s not, in terms of grantsmanship, not quite as good as a more seasoned person, but I like the grant and thought it added something kind of innovative and new that we don’t see very much, albeit quite descriptive. 




So I was in favor of funding this.  I will say that the post-doc has, at the time of submission, had two grants pending on what looks to be the same objectives, and the PI mentions that the overall objectives are the same, but there’s minimal overlap, so I’m not sure how that works, but each of those grants has 100 percent effort, so if we were to fund this, we’d have to find out what the status of those other two grants are, but, anyway, so I was, despite some limitations in the presentation, thought it was really --




CHAIRPERSON HORN:  So your motion is to place it in the fund?




DR. GOLDHAMER:  So my motion would be to fund.




DR. FISHBONE:  You made it much more attractive than I did.




CHAIRPERSON HORN:  Do we have a second?




DR. FISHBONE:  I guess, in that case, I’ll second it.




CHAIRPERSON HORN:  Any further discussion?




DR. FISHBONE:  They did say it’s unclear how this will apply to wound healing in humans.  They do have a technology that they seem to be the only people in the world who have it.




DR. GOLDHAMER:  I mean it really is an interesting approach.  I mean on most studies you use histological.  You know, you kill the animal, you take tissue, and you look at the tissue histologically and get these snapshots in time, and this isn’t brand new.




People have been doing live imaging for awhile, but the combination of using lineage tracing and live imaging with high resolution with very specific reagents that allow you to mark individual cell types, in combination, it’s quite innovative.




CHAIRPERSON HORN:  Okay, so, any further discussion?  All in favor of placing this in the yes category, please indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Is anybody opposed?  It’s placed in the yes category.




14-SCA-YALE-11, Ann Kiessling and Rob Grosso.




DR. KIESSLING:  This project got very mixed reviews from the reviewers.  One of the reviewers gave it a one, and I was very surprised at that.  It definitely wasn’t a one, but the other one gave it a 3.75, so then they had to come together, and they came together at a 2.5.




The biggest problem with this grant, with this application is that it isn’t actually going to -- it doesn’t seem to be going to do what they said they were going to do.




They’re not looking at the particular role of this, what is it, BCOR.  They’re kind of mutating it and look to see what it does, but they’re not actually looking at its role in pluripotency.  They’re kind of fiddling with this gene to look to see what happens after they’ve fiddled with it.




And, I don’t know, I didn’t think it was that outstanding an application.  It isn’t very high on my list.




DR. GROSSO:  I agree with your assessment. The other thing that kind of jumped at me is this person, the PI, Wang, has already gotten $80,000 from us or from Connecticut Innovations, which is a 12-month grant for something that they say is not overlapping, but looks pretty darn close.




It is an active grant.  Genomic-wide shRNA screen identifies novel regulatory pathway of human ES cells.




DR. KIESSLING:  He got $80,000?




DR. GROSSO:  $80,000.




CHAIRPERSON HORN:  Okay, do we have a motion?




DR. GROSSO:  I suggest we reject this.




DR. KIESSLING:  Yeah.  I move to place this in the no.




DR. GROSSO:  No.




CHAIRPERSON HORN:  Any further discussion? All in favor of moving this into the no category, please indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Is anybody opposed?  Okay, it’s in the no category.  




14-SCA-YALE-20, and Paul Pescatello and Chris Heinen.




MR. PESCATELLO:  Sure.  This is a study of telomere length, you know, which, in turn, effects defects that are associated --




COMMISSIONER MULLEN:  Excuse me for a second.  Can we stop the audience participation?  I might be the only person who is not oblivious to it, but it would just be helpful for the integrity of the process. Thank you.




MR. PESCATELLO:  Anyway, so, this is the study of what affects telomere length, and there was a big disparity among the reviewers to making a compromise or a pretty (background noise) high score.




It seemed like the big issue was sort of a sensitive (background noise) academic.  To me, it seemed like it was pretty good basic research, which, again, I’m a big supporter of.




DR. HEINEN:  Again, this is another one, where the scores were quite dramatically different, and, again, the comments were of limited help in trying to decipher that difference.




The major driver of the core of the two scores was that this was, as they put it, an academic question, but what I interpreted from that is that they meant that this was too much of a basic science mechanistic grant and not a translational grant.




I would argue that this is extremely relevant to what we’re trying to do here, because this is trying to understand some of the fundamentals of pluripotency and cellular reprogramming and the roles of (indiscernible) maintenance, which is extremely important for a pluripotent cell, for maintenance of pluripotent cells.




And, so, anything that’s going to happen down the road translationally is going to require that we continue to understand some of the fundamental processes of maintaining pluripotency, so, in that point, I disagree very strongly with what seems to be the only criticism from the (coughing) scores.




I mean I think this is actually a very nice seed grant.  This is a postdoctoral fellow.  They’re examining the role of this gene RIF1, which seems to be a -- they have very nice preliminary data from mouse ES cells that displays an important role in regulating telomere length.  




It’s on in pluripotent cells.  As you differentiate, it turns off, and now they have nice preliminary data that at least that first part seems to be true in human ES cells, that the expression seems to be regulated by differentiation, and they now want to go on, but the obvious question is does it regulate telomere length in human ES cells, and, if so, I think that would be a very important finding.




I think it sets up perfectly as a seed grant, so I would be all in favor of it.




DR. ENGLE:  Can I ask a question?




DR. HEINEN:  Sure.




DR. ENGLE:  So I have written in my notes that they already have a current active Connecticut stem cell grant for four years, so are they just listed on it? Was it through the lab in which they work?  Did any of you guys catch that?




DR. HEINEN:  I’d have to find it again.




DR. ENGLE:  That’s what I’m trying to do.




DR. KIESSLING:  What is the question?




DR. ENGLE:  I have in my notes from this one that they have an active Connecticut stem cell grant from 2013 to 2017 (indiscernible) for including (indiscernible) human iPS cells epigenetic (indiscernible) and, of course, the standard answer is there is no overlap, but, you know, who is it to?  That looks like a four-year grant.  That would be an established investigator, so is it to them or to the lab in which they work?




DR. DEES:  To the lab.  The PI was somebody of that grant -- if I’m looking at this right.




DR. FISHBONE:  It’s interesting.  Why are the criticisms up in the seed grant?  It says he has a limited track record and is relatively inexperienced.  Isn’t that exactly the type of person who should get a seed grant?




MR. PESCATELLO:  I would move that we fund.




CHAIRPERSON HORN:  Do we have a second?  Any further discussion?




DR. DEES:  My question, I mean, the other criticism --




CHAIRPERSON HORN:  -- motion to fund it.




DR. DEES:  My question, the other criticism was that it wasn’t innovative.  There’s an academic discussion.  I’m not worried about that.




The other criticism was that it wasn’t innovative.  Do you think it’s innovative enough?




DR. HEINEN:  I think it’s innovative, in that they have like new findings.  I mean it may not technically be innovative.  I think what’s innovative is the conceptual idea that they have -- this gene has been implicated in DNA damage responses and (indiscernible), I believe, but there’s not much known about its role in regulated (indiscernible) so they have this new exciting preliminary data that would be novel, that would be a new direction.




DR. GOLDHAMER:  (indiscernible)




DR. HEINEN:  -- I got that open right here.  So the 3.75, so, yes, they have very few comments period -- so the comment was that significance of this proposal be on a mechanistic understanding of (indiscernible)-1 functions.  HES cells is not clear, so that’s one comment.




Not very innovative was the other, and that was it.




DR. GOLDHAMER:  So they’re asking for something beyond the mechanistic understanding.  That sounds pretty good to me.




DR. HEINEN:  Yes.




DR. GOLDHAMER:  I mean (indiscernible) mechanisms.  The question is overlapping existing words, the top of page 22 in the proposal.  Proving the fidelity of human IPSC.




DR. HEINEN:  Well, without seeing the grant, it would appear that that would not overlap at all.  That’s studying epigenetic mechanism.  It’s hard to tell.




DR. ENGLE:  Is an RFI involved in epigenetics?  That’s what I don’t understand. 




DR. HEINEN:  It does seem to play a role in histone methylation.  That’s one thing they propose, so, without seeing this grant, it’s hard to say from the language whether that’s a RIF1 grant, itself.




And it also is not clear if that current grant is a telomere-based grant or not, so it could be -- you know, taking what’s on that page and what this grant is, you can make a case that they’re separate enough that it’s not a concern, but, you know, if we were to pull out that grant and show that it’s RIF1 regulated telomeres, obviously, that would be a problem.




DR. GOLDHAMER:  And, to a large extent, you’d have to rely on what they self-report, and they can say there’s some overlap.  I mean we’re not -- we’d have to scrutinize every grant in every lab to really know.  I mean I could ask the head of the lab to explicitly state that there’s not overlap -- but we’re not holding others really, you know, just because the title of the grant makes us think that maybe there might be overlap I don’t think is --




DR. HEINEN:  I mean the point that Diane made earlier is absolutely correct.  I mean a lab is going to have generally a theme, and it’s not going to be something completely different, so the fact that they’re interested in epigenetic regulations of genome integrity that’s a pretty broad area, so you could see that there are going to be subsets of research that are similar, but are different, and, so, my instinct is this isn’t a big deal, plus, again, the PI for the initial grant looks like it’s the lab head, as opposed to this is the post-doc, who is actually putting in this grant for a seed, which is appropriate. 




DR. HART:  -- lists of the major topics of that grant, but didn’t list the title of this one.  That’s all.




DR. HEINEN:  So I’ll continue with my motion to say yes or my second, I guess, to that motion.




CHAIRPERSON HORN:  Any further discussion? The motion is to place the grant in the yes category.  All those in favor, please indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Is anybody opposed?




A FEMALE VOICE:  I am.




CHAIRPERSON HORN:  Thank you.  14-SCA-UCHC-02.




DR. FISHBONE:  Do we put it in the maybe if one person is not convinced?  What can you do different?  Do we have to try to convince the one person, who wasn’t convinced?  I mean I don’t know what will change.




DR. DEES:  We will look at all the grants, Gerry, and then we can go back and determine whether --




DR. FISHBONE:  Oh, all right.




DR. WALLACK:  So it was put in the maybe category just now?




CHAIRPERSON HORN:  It’s got a maybe, yeah. 14-SCA-UCHC-02, Diane and Milt.




DR. KRAUSE:  This is a seed grant from Brya Matthews, who is a post-doc.  She’s been a post-doc since 2011, and she’s looking at bone regenerators that are on the periosteum, the outside of the bone, that express alpha smooth muscle actin, and this is a murine model.




In a murine model of alpha smooth muscle actin pre (indiscernible), so you, when you get tamoxifen and you turn on the (indiscernible) the cross to a tomato reporter, so they can turn on the red fluorescents whenever they want to in the adult, and then see what happens in response to injury.




And the goal of this grant is to characterize these alpha smooth muscle actin positive progenitors in vitro and in vivo, and that’s aim one, and, then, aim two, there are only two aims, is to look at the role of BMP2.




The reviewers were mixed.  One gave it a two, and the other gave it a four, and it’s interesting, because the one who gave it a four says I don’t know that you’ve really proven these are stem cells, and I think that you really shouldn’t study BMP yet, because you’ve got to work on the stem cells and characterize them.




And reviewer two says this is great, and you should really focus all on BMP, so they’re completely not in agreement.




I agree with the weakness that she hasn’t proven these are stem cells, and there was a second weakness that was brought up that she claims she’s going to label the -- label retaining cells, so some people just know what that is, so they’ll give CFSE, which is a fluorescent dye, to the mice, and then, as the cells divide, the CFSE will get diluted, so they want to go back and look at which cells retained the label after damage, and it doesn’t really make much sense.




They really should be looking at something, other than CFSE, because that’s going to label every single cell, and terminally differentiated cells will stay CFSE bright, and the reviewer, who gave it a four, that was really one of their main concerns.




That said, see, you can do a different label.  It’s not the biggest deal, and then they would be able to track these cells.




Once you turn on the SMA reporter, the Smooth Muscle Actin reporter, the cells will be red forever, so they’ll be able to look at what these cells become, and, if they want to see whether they retain label, they can actually have used something like a BRDU.




So I thought there were strengths and weaknesses.  I’m kind of mixed.  I would actually propose to put it in the maybe category, because I like the idea of supporting young investigators.




She’s been in the lab since 2011 and already has a first authored paper, so I think she’s probably, you know, a really motivated good post-doc.




She has a paper in that’s in present, Journal of Bone and Mineral Research on Alpha Smooth Muscle Actin Labeled Cell Commitment, identifies notch signaling as an important pathway in fracture healing, so I think that it’s a really promising post-doc and that she would do well to get the funding.




I agree that there are some issues with the experimental design.




DR. WALLACK:  So I think this is exactly the type of research project that we should be funding with a seed grant.  I thought that, in reading the project, it was a well-conceived project about an important subject pertaining to bone repair, and there is the potential for clinical application, as Diane said, by a young investigator, who will be devoting a large percentage of her time to this project, about 75 percent of her time.




Some of the weaknesses that, and Diane alluded to this, especially in the reviewer, who gave this a score of four, I couldn’t, and we’ve talked about this a number of times today, I could not understand where that four came from.




If you look at the narratives, it just doesn’t seem to make any sense to me.  If there’s one area that I would agree with, it’s the lack of clear ranking of the MSC and the BMP, the bone morphologic protein mechanisms, but, but I think that, again, this is a seed grant, and this second area of concern, as I read it, I thought could be addressed in subsequent work that would follow this seed grant.




I like the idea of, and this is the first time I’ve read any of these grants, exploring the potential of the periosteum, and I don’t think any reference has been made, that I remember, at least, in all the years I’ve been doing this, and, again, it has good clinical application, it has good collaborative work, and it’s an area that this institution has been very strong in all along the way, from the very first grants that we’ve given out, and I would move to fund this grant.




CHAIRPERSON HORN:  We have a motion from Diane, I believe, to place it into the maybe category.




DR. KRAUSE:  I was just looking at the funding for the PI.  I don’t know.  Do we care if it’s redundant with their R01?  That’s a question.  I don’t know the answer.  Because it’s really basically a post-doc grant.  You can get a post-doc grant on the same thing that your PI is already working on.  In fact, it really helps, because the grants that the PIs get don’t really cover.  I don’t know what our policy is on that.




DR. HART:  I don’t think we have one.  You can say that we’ve stated that preference would be given to those that don’t have funding.




DR. KIESSLING:  But is this post-doc funded on the R01?  




DR. KRAUSE:  It’s unclear.  She says she doesn’t have any funding, and I’m sure she does not have any independent funding.  I don’t know how the PI is currently paying her.  He’s the only PI on one R01.  He’s a co-investigator on another grant.




DR. DEES:  All right, so, this is an R01 he has?




DR. KRAUSE:  He has an R01 on a related field, but I think that it’s his only grant funding.




DR. DEES:  But that R01 doesn’t overlap with this grant?




DR. KRAUSE:  That R01 overlaps with this post-doc’s proposal that’s going to cover 65 percent of her salary.




DR. DEES:  So it’s the R01 -- the head of the lab has the R01, is that right?




DR. KRAUSE:  Yes.




DR. DEES:  Okay.




DR. ENGLE:  Does it fail on the test of a novel direction or an investigator, because, in this argument, the person is already working in stem cells, so they’re not new to the stem cell field.




DR. KRAUSE:  Oh, I think she’s a new investigator.  She’s a post-doc.




DR. ENGLE:  But is she new to the field?  So the argument was that this overall request grant were to fund to bring people into the field new to stem cell research.  




If she’s already a funded post-doc in established laboratories, is it failing in the fact that she’s already established in the stem cell field?  It’s not a new investigator in the field.  If the grant is already easily fit under the umbrella of the PI’s grant --




DR. KRAUSE:  Well those are two different things.  I think that the question about whether she’s an early stage investigator or a seed investigator, a post-doc counts, and if they’ve been a post-doc for two or three years in a lab, that’s not something we’ve ever looked at, and we’d have to go back and revisit every grant we’ve read already, because a lot of them are second, third, fourth, fifth year post-doc types.




So when somebody is still a trainee, we consider them a seed grant applicant.




DR. ENGLE:  So, then, we do have a policy, is what you’re saying?




DR. KRAUSE:  Well I guess we didn’t consider it a policy, but I guess we can call it a policy, but it’s how we’ve always done it.




DR. ENGLE:  And that may be a justification for going forward.




DR. KRAUSE:  Right, well, that’s why I said -- you’re the one who said it was a policy, and my thing was it’s something we need to, when we talk about how we’re going to nail down what the SCRAC policies are, it’s something that we’ll be more consistent with.




DR. DEES:  It’s been our understanding of how to interpret a new investigator.




DR. KRAUSE:  Yeah.




CHAIRPERSON HORN:  All right, so, we have a motion for maybe that has not been seconded, and we have an attempt at a motion for yes, so let’s follow through on the motion for maybe.  Is there a second for the motion for placing it right in the maybe?  Okay, we have a motion to fund.  Is there a second for the motion to fund?  Any further discussion?  All in favor of placing this into the fund category, please signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  And opposed?  




VOICES:  Aye.




CHAIRPERSON HORN:  It goes into the maybe. We’re halfway through the seeds.  Tea has been served over here, if people would just like to get up, and we’ll take a formal break this afternoon, but just, please, if you need to, take a break.




Okay.  The next grant is 14-SCA-YALE-25, Treena Arinzeh and Milt Wallack.




DR. ARINZEH:  This proposal is looking at tissue engineer pulsatile conduits that they would be developing for use, using ventricular cardiomyocytes derived from human embryonic stem cells and human iPS cells for surgical corrections for patients with single ventricle cardiac anomalies.  




So they will be looking at two specific aims and characterizing the cells derived from the, you know, the human ES and the iPS to form these cardiomyocytes, and then they will be putting on the scaffold (indiscernible) PTA and they will be looking at the functional assessment, so they’ll have these growing in fire reactors and co-cultures with cardio fibroblasts to help support -- more mechanical support.




And then aim to is they’ll go in vivo. Okay, so, they’ll actually test that graft in a rat aorta (indiscernible).




So peer review were, though they gave a three -- yeah, so, overall, 2.5.  We have scores three and a two.  They thought the work was significant, the experiments were well-structured, but there were some weaknesses and that they didn’t -- I think, ultimately, they just didn’t -- they’re not really sure it’s going to work, basically, because of this.




The tissue engineering strategy I think may be difficult to actually transfer into the clinic.  They don’t really explain why, what the issues are, but I’m assuming it’s, you know, the derived cells, and they think the approach may be technically challenging, so I just don’t think they'll think it’s going to actually function appropriately.




And then another reviewer said there’s a lack of ES and iPS experience.  I mean the PI is a post-doc, fairly new post-doc, about a year, I guess, March 2013, and he’s a real bioengineering type, but he’s being mentored by Yang, who is an assistant professor at Yale, who has more the iPS, ES experience, and then he’ll have collaborators in bioengineering and in the animal model, so I think there’s enough collaborators and mentorships there to give him the experience.




DR. WALLACK:  So I think this is a strong proposal, as Treena indicated, by clearly a young researcher, an important area in general heart defects.




I’m very impressed by the fact that the applicant has put together clearly a very strong team of collaborators, Dr. Yang, Nicholson, Chow, Chris Breuer, who already has performed successful surgical intervention with somewhat related defects and related approach to correction.  Brewer is now at Ohio State, but he’s an expert in vascular tissue engineering and will be supportive of the project.




So I won’t repeat the other things that Treena has said, but because of what Treena has said and what I’ve just indicated, I would be very comfortable in recommending moving to fund this project.




CHAIRPERSON HORN:  Do we have a second?




DR. ARINZEH:  Second.




CHAIRPERSON HORN:  Further discussion?




DR. ENGLE:  So Yang is the mentor.  Yang is the person, who every time he has an annual review or intermittent review, fills out the forms wrong, and, just a case in point, filled out the personal bio-sketch description wrong, as well.




I worry about the environment in which this person is doing the research.  Secondly, I have concerns about the research, overall, because there’s already a lot of published data about cardiac stem cells transplanted into animals, and it has been shown previously that small animal mouse or model rodents don’t really mimic what happens when you actually transplant it into non-human primates, which is a much better model.




So I think that this is an overly ambitious grant for a seed grant.  I think there’s a lot of other data out there suggesting that this is not the cutting edge of the science, and I’m a little concerned about the environment and focus so, overall, I have some concerns about this grant.




DR. WALLACK:  Sandy, I had the same concern, and you and I have talked about the same part of this discussion a number of times, and I’ve been as critical as you have been, maybe more so, it doesn’t matter, but what swayed me was not them.




What swayed me to ignore, if you will, Yang was the fact that the other collaborators seem to -- we’ve never had an issue with, number one, but I will tell you this, also, and I brought this up.




To what you’re saying, this application is a seed grant, 42 pages long.  I mean it’s not all -- the bibliography and so on and so on, so that doesn’t count, but it still rang a bell in my mind of what you’re saying, and I think that I would hate to disqualify (indiscernible) because of that.




I think what we’d have to do and what I have here in my notes is that, if we do fund this, to remind the applicant for the necessity to follow through on the instructions and the directions that we’re creating, so I totally agree, and that’s why I wrote in my own notes this last part of what I would want to do instruction-wise.




DR. ENGLE:  And I take your point.  So I actually debated about even bringing up the issue of mentor because it’s not fair to brandish the poor post-doc.




That said and done, I still have the firm belief that the science is not at the cutting edge of what’s currently understood.




DR. WALLACK:  Okay.




DR. ENGLE:  So, in my mind, it was a footnote on the Yang part.  I’m more concerned about the overall science.




CHAIRPERSON HORN:  Okay, any further discussion?  We have a motion to place this into the fund category.  All those in favor of funding, please say yes.




DR. WALLACK:  I’ll say yes to get it released to the maybe.  I think it’s only fair.




CHAIRPERSON HORN:  Opposed?




VOICES:  Aye.




CHAIRPERSON HORN:  It goes into the maybe. I would note that Rob Grosso recused himself from that discussion and vote.




14-SCA-YALE-40, Richard Dees and Ann Kiessling.




DR. DEES:  So the goal of this is to study cerebral amyloid angiopathy, a disease that affects blood vessels to dementia and stroke prevalence in patients with Down’s syndrome, so the study will compare smooth muscle cells derived from iPSCs from Down’s syndrome patients with normal patients to see if those cells generate more amyloid precursor proteins or their process that leads to amyloid accumulation to examine the functionality of the smooth muscle cells to determine if they’re unable to clear the amyloid in these patients.




The peer reviewers are generally positive. The one (indiscernible) analysis would be more helpful (indiscernible) translation to clinical application would be difficult.




Both sides are concerned about the lack of senior author publication from this research associate, so this is a post post-doc.  A young researcher works in the lab with Professor Clang.  Generally, highly-regarded. 




The clinical significance of this is pretty easy to see, even if the application isn’t that clear, but, also, has indications not only for Down’s syndrome, but, also, for other amyloid-related diseases, like Alzheimer’s.




I thought this generally seemed like a pretty good project for a seed grant.  Small study, interesting hypothesis (static), so I would tentatively say yes.




DR. KIESSLING:  Actually, one of the reviewers wasn’t very positive about this, but this is a tough call, because this is a really interesting way to look at a complicated problem of amyloid buildup in brain cells.




The biggest problem that -- neither of the reviewers talked very much about the science.  The biggest problem is that this is the second seed grant that we’ve given Dr. Ren, and this is his seventh year as a post-doc.




His other grant was on modeling hypertrophic cardiomyopathy, and I don’t know how he’s now switched to Down’s syndrome, but I can’t find any publications from the first seed grant, which will end this year.




So he’s only had it for two years.  He doesn’t even actually refer to it in any of the preliminary studies, so I think that’s the single biggest problem, is that we’re in seed grant mode here, without a lot of follow-up, and this is his seventh year as a post-doc, in a pretty well-funded lab.  Dr. Clang has quite a bit of money already, so I’m a little concerned about it.




On the other hand, this is a really interesting approach to a complicated problem, and they’re going to use presently 21 people to derive iPS cells from a model for amyloid storage, so I don’t know. This is a coin toss, but I think the PI is the biggest --




He has a number of publications.  The primary reviewer criticized the fact that he didn’t have any senior author publications.  I don’t know if that’s such a big deal.  He’s got a few first author papers.  Mostly, he just seems to be a team member.  He’s buried in the authors under publications.  That didn’t help much, did it?  




CHAIRPERSON HORN:  I know.  It’s hard.  Do either of the reviewers have a motion that they could make?




DR. KIESSLING:  The peer reviewers, they didn’t like it very much.  The one that gave it a two had some criticisms, even though they gave it a two.  The one that gave it a three is really concerned about the investigator, but I thought the senior author criticism was kind of -- I don’t know that he needs to be a senior author.  He’s a seven-year post-doc.




The biggest problem I had is that I couldn’t find anything that had come from the seed grant we gave him in 2012, so I don’t know how many times you want to give somebody a seed grant.




DR. WALLACK:  Is what you’re saying, obviously, why -- if we haven’t been sort of satisfied with the performance in the past, why --




DR. KIESSLING:  Why would we do it again?




DR. WALLACK:  Yeah.  Why?




DR. KIESSLING:  Because it’s a really neat clinical -- (laughter).




DR. WALLACK:  I understand, but maybe it needs clinical direction, but maybe not with this researcher.




DR. KIESSLING:  Yeah.  That could be.




DR. HEINEN:  It could take up to a year to publish a paper even after you’ve written the thing, you know, and you’ve collected all the data, so, I mean, I think it’s not enough time to completely judge that.




I don’t know what his progress reports have looked like, but just because he doesn’t have a paper from a 2012 grant I don’t think is a disqualifier.




DR. KIESSLING:  He isn’t even mentioned.




DR. GOLDHAMER:  He’s applying for a second seed grant.




DR. DEES:  -- considered a new investigator if he’s a post-doc, but already on the seed grant. 




CHAIRPERSON HORN:  So, Richard, would you like to make a motion?




DR. DEES:  If I were making a motion, I would move to fund.




DR. KIESSLING:  If I were making a motion, I would move to not fund.




DR. DEES:  Sounds like we’re in maybe territory.




CHAIRPERSON HORN:  Okay.  Would somebody make a motion to place this into the maybe category?  No? You want to stay with your no?




DR. HART:  Why don’t we vote on Ann’s motion?




CHAIRPERSON HORN:  Okay, so, we have a motion to not to fund.  We have a motion not to fund.  Do we have a second?




DR. HART:  I’ll second Ann’s motion.




CHAIRPERSON HORN:  All in favor of the motion not to fund, please signify by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  All opposed?  Okay, we are in the maybe.




We have four grants to go.  14-SCA-UCHC-05, and this is Rob and Diane.




DR. GROSSO:  Do you want me to take it?  Go ahead.




DR. KRAUSE:  Okay.  This is a resubmission from an associate professor.  She’s been at UConn since 2003, Lixia Yue, and this person’s expertise is in physiology and calcium channels, and this grant is focused on Marfan syndrome and using iPS derived from patients to study smooth muscle defects in Marfan syndrome, and she has a very novel -- I think it’s a she. 




The PI has a very novel hypothesis that, in Marfan’s, we already know the mutation is in fibrillin, which is an extracellular matrix protein, but she has shown that the smooth muscle cells in these -- derived from the iPS of these patients have abnormal calcium channels, and she’s also shown abnormal TGF beta signaling, so she has a hypothesis that TGF beta and calcium channel oscillations are important in the pathology of Marfan syndrome.




It’s a novel hypothesis.  It’s not all that well-supported by the data.  So long story short, in the previous submission, she proposed similar experiments, and the criticism was that she didn’t have isogenic iPS cells.  In other words, the same iPS line that has Marfan, where you corrected the mutation.




Now she’s done that, so she has an isogenic pair, and then she’s going to do the same thing, she hasn’t done it yet, where she’ll take wild-type iPS and give them the Marfan mutation, so that you’ll have two sets of isogenic lines, and that’s part of the proposal, is to make the mutant wild type, mutate the wild-type iPS.




Okay, so, the preliminary data she has is not from the isogenic lines.  It’s from she has the iPS from the Marfan’s and just wild-type iPS, and when she differentiates them into smooth muscle cells and then looks at the calcium signaling, it’s abnormal in the Marfan’s iPS derived smooth muscle cells, which is really, really cool, but it’s an (indiscernible) so it could just be a weird cell culture artifact, and who knows if this is reproducible.




So it’s a very good idea.  The data are suggestive, but I don’t think it’s as competitive as many of our other grants, and the reviewers one of them gave it a 2.5 and one gave it a 2.75.




Their main criticisms were not very obvious.  Lack of link to clinical aspects, I don’t think you necessarily need that at this stage.  Lack of genome-wide analysis, I guess I don’t think you need that, and publication track record of the main investigator was weak, so I’d have to go back and look at that.  Maybe I can get that while Rob is talking, because I don’t remember what her track record was.




DR. GROSSO:  Yeah.  You did a great job on reviewing the thing that I was trying to figure out, where it is in here, because this group has a lot of money from here.  I don’t know how it relates, because one of the co-PIs is listed as getting a significant amount of money from here.




DR. KRAUSE:  She doesn’t have any funding from Connecticut.  She has two -- she’s PI of an R01, she’s a co-investigator on an R01, and she has an American Heart Association grant, and none of them has any overlap, although there are similar themes with the existing grant.  So where are you looking?




DR. GROSSO:  I’m trying to find it.




DR. KRAUSE:  She has in the past had a DPH grant, but it wasn’t a Connecticut stem cell grant.




DR. GROSSO:  So who is Dr. Ren-He Xu?




DR. KRAUSE:  Ren-He is head of the stem cell core at UConn, but he left earlier this year.




DR. GROSSO:  Okay.




DR. KRAUSE:  Was head.  He had a lot of funding.




DR. HART:  Is she going to need someone to take over that role?




DR. KRAUSE:  Well that’s true in all of these grants, where they say they’re going to use the UConn core, and they specifically mentioned Ren-He.  (Multiple conversations) Oh, it was more than that?  (Multiple conversations).  No, she’s an associate professor.  Let’s see what his role was in the budget justification.




DR. HUGHES:  Will provide expertise in stem cell related -- only two percent effort.




DR. KRAUSE:  Wait.  Say that again?  He’ll provide expertise in?




DR. HUGHES:  For stem cell-related experiments in his proposal.




DR. KRAUSE:  I guess that’s why I kind of didn’t worry about it.  Anyway, I would propose that we not fund this.




DR. GROSSO:  I agree.  I think it just doesn’t reach the level of others that we’re funding.




CHAIRPERSON HORN:  Any further discussion? All in favor of moving this to the no category, please indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed?  Okay, it’s moved to the no. 




14-SCA-YALE-06, Gerry Fishbone and Ron Hart.




DR. HART:  Would you like me to start while you’re looking?




DR. FISHBONE:  Sure.




DR. HART:  Okay.  So this proposes that -- it’s focused on the function of DJ-1 in Parkinson’s.  DJ-1 is one of several protein functions in mitochondrial oscillation multiplication.




The proposal is to differentiate available cell lines from patients with mutant DJ-1 proteins, along with other types of familial or sporadic Parkinson’s and possibly other neuro-degenerative disorders.




They’ll make iPSC, differentiate them into manergic neuron cultures, and then test mitochondrial function and other properties in five specific experiments under the first aim.  You can tell where I’m going.




The second aim will then stream a library of 1,040 compounds in some undetermined number of cell lines.  There’s just no way a small seed project like this could possibly accomplish these goals.




The creation of iPSC and (indiscernible) differentiation are both very time consuming, and sort of finish those in a time frame that we’re talking about is unrealistic.




The reviewers gave it a 28.75.  There’s no issue with ethics or a commitment for the usual things.  The PI has an R01 and an R21 active from NINDS covering similar, but not overlapping projects.  An R56 bridge award was recently completed, so it’s a more senior person that has had independent funding.




A portion of this project is to screen a drug library, but, to me, that aim seemed a little bit too real defined to be of strong therapeutic value or at least planning for therapeutic value.




The PI is clearly new to DJ-1 iPSC lines from Parkinson’s, but, overall, this is not a particularly novel direction, in general.  There’s a number of studies of Parkinson’s with specific genes, not DJ-1, but other specific genes, and many of them have also studied mitochondrial function, as well.




So I really put this at a lower priority, based upon the kind of lack of novelty, the criticism, and the unrealistic nature of some of the proposal under this kind of a grant.




CHAIRPERSON HORN:  Gerry, anything to add to that?




DR. FISHBONE:  No.  I have the same concerns that the reviewers had.  Basically, there’s a crowded field that previous -- it’s a resubmission, and she did address the questions raised.  It seems ambitious, lack of focus, you know, a lot of negative comments about it.




CHAIRPERSON HORN:  Do we have a motion?




DR. HART:  I move to say no.




DR. FISHBONE:  I’d second that.




CHAIRPERSON HORN:  Any further discussion? All in favor of moving this grant to the no category, indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed?  It’s moved to the no.




DR. WALLACK:  Marianne, excuse me.  What did you do with Yue?  I was out of the room.  The previous one.




CHAIRPERSON HORN:  No.




DR. WALLACK:  No?




CHAIRPERSON HORN:  14-SCA-YALE-23, Sandy Engle and Jay Hughes.




DR. ENGLE:  So this grant is -- it actually moved down in committee.  It’s at 2.5, and they actually came less, because somebody talked about it, and that’s never a good sign.




The purpose of the research is to try to correct beta thalassemia and human hematopoietic stem cells using nanoparticles delivering a correct T DNA or triplet DNA formation, a very challenging approach.




Their argument is to use this approach, because it would have 1,000 less (indiscernible) off target of this by using the triplet DNA formation, as opposed to any other type of genomic editing indiscernible.




The comment by the reviewers are, really, do we need to do this, when there are so many other ways to do gene therapy?  And I think a significant problem is that this is certainly not a very well-tested way to do genomic editing, and it’s a fairly well-studied field, so there’s not a lot of novelty to it.




They did point out that the investigator was also clearly inexperienced with stem cells, which is holding on a good combination, as well.




So my take on the whole thing was, yeah, I agree with the reviewer’s assessment.  It’s interesting, but I’m not sure how necessary, given the other things that we have available to fund, and the fact that all of this work is going to be done in the mouse and none of it is going to be done in the human, so if the argument for the significance of this is that it was going to be used as a therapy, nothing they’ve done to this date would argue that what they’re currently doing will work --




DR. HUGHES:  Well I like the idea it has nano in it, but the reviewers pointed out that this does not (indiscernible) compare viral vector methods with the nanoparticle method, so I don’t understand, though, if the nanoparticle method is, in fact, a novel method, why is it not an innovative (indiscernible).




DR. ENGLE:  To me, I don’t know that nanoparticles are that novel.  People are doing a lot of research around nanoparticles to deliver drugs and RNAs. To me, I guess the novel part was trying to do genomic editing with the triplet DNA, but, again, there are other ways to do that kind of genomic editing and take something like nanoparticles, which, you know, to this point in time we’re still trying to figure out how that’s even (indiscernible).




I don’t know if it (indiscernible) so some issues in that respect, so my feeling would be to put it in the no category.  We have better things to fund.




COMMISSIONER MULLEN:  Is that a motion?




DR. ENGLE:  I would make a motion to put it in the no category.




A MALE VOICE:  Second.




COMMISSIONER MULLEN:  And a second.  Any discussion?  You see how Marianne and I just do this so seamlessly.  (Laughter)  Any discussion?  Okay, so, I am looking for a vote in agreement not to put this into the funding category.




VOICES:  Aye.




COMMISSIONER MULLEN:  Any opposed?  Okay, so, this will not be funded.  Thank you.




All right, so, we are down to investigating the role of --




DR. GOLDHAMER:  All right, so, that’s me, I guess.  So the goal of this project is to develop human embryonic and iPS models for disease, called neuronal ceroid lipofuscinosis.  




So this was an exploratory grant, and there’s early onset, childhood onset, and adult onset in I’ll say NCL, and it’s characterized by a number of individual impairment, problems with gait abnormality, seizures, dementia, and it also results in loss of certain neurons of the cortex and cerebellum, and there’s also lysosomal problems (indiscernible) and it develops fluorescent, auto fluorescents, and that’s a compound, called a (indiscernible), which is how it got its name.




So, anyway, there’s patients that are identified that have a mutation in the gene DNA JC5, and this encodes a synaptic vesicle chaperone protein, CSP, so it’s out at the end of the neurons, and the PI hypothesizes that the gene causes problems or aberrant lipid modification of the protein, causes its mis-localization and its aggregation, and, therefore, it kind of acts in a dominant way in cells.




And, so, what they would like to do to study this is they want to generate stem cell models of NCL and study various biochemical parameters, cellular parameters known to be effective in NCL patients, so the lipid modification and the (indiscernible) and so forth, so they want to generate ES cells using CRISPRs that have the same mutation that (indiscernible) patients have.




They also have iPS cells from NCL patients that they got from a collaborator, and they wanted to correct the mutation of CRISPRs and study in cell cultures the effects of the mutation (indiscernible) of the mutation in those primary cells that we talked about before.




So the PI has a great deal of experience. It’s an assistant professor in the Department of Neurology.  He has a great deal of experience in studying the chaperone proteins in neurons.




As far as I can tell, does not have stem cell experience, and they’ll enlist the help of the Stem Cell Center for that, and, also, this has not worked with CRISPRs, but that’s what cores are for, and that was one reason given by one of the reviewers for reduced scores. No prior knowledge or experience with CRISPRs.




So the reviewers gave it a score of a two or a three, but it went down to a three in the study section, and it was primarily -- so there were two reasons.  




One is that they didn’t have experience with CRISPRs, but the other one, and the reviewer, who gave it a two, said that the only major weakness, and there should be no major weaknesses if it’s a score of a two, that’s reserved for four, five, six and so forth, but be that as it may, the only major weakness is a lack of accounting for the possibility that the cells may, might not recapitulate phenotypes, due to a lack of developmental material, so they’re making neurons de novo in ES cells, but they’re studying a late onset disease, and, so, it’s possible that they will not be able to recapitulate a disease phenotype in these new neurons.




And, so, I have mixed feelings about that. I agree with that criticism, but it looks like it’s the best model out there to study the disease, and if the seed grant, and you don’t know until you try, whether or not it will be a useful model.




So I understood and accept that criticism, but didn’t think it was a deal breaker for me.  So I thought this, you know, was a fundable grant, and I had tentatively put it in my yes pile.




MR. PESCATELLO:  Given where we are, in terms of dollars spent, I had pretty much the same reaction.  I mean, not being a scientist, I agree with the concerns about the actually end result in a working model of NCL gave me pause, and, so, given where we are and the quality of the grants we already approved, I would recommend a no on this.




CHAIRPERSON HORN:  Do we have a second?




DR. GOLDHAMER:  I will say that they’re really looking at biochemical effects of this mutation, in terms of lipid modification, protein aggregation and so forth, so it very well may be that these are -- that this model, with less mature neurons, still can look at those biochemical properties.




It might be this dysregulation over time that leads to late onset, but, still, I understand that, you know, you don’t know that until you do it, and it may not turn out to be good, so I --




MR. PESCATELLO:  -- three million dollars to give, I would say --




DR. GOLDHAMER:  Okay, so, my motion would be to fund.




CHAIRPERSON HORN:  All right, so, do we have a second to fund?




A MALE VOICE:  I’ll second it.




CHAIRPERSON HORN:  Discussion?




DR. ENGLE:  So I’d like to go in favor of your idea, that this is a seed grant.  Seed grants are for things that we don’t know the answer to.  We would like to encourage somebody to go in this direction, and I actually think -- I agree with you.  I think the reviewers have it wrong.  You don’t know until you make the model.




It’s clearly laid out what they’re planning to do.  It fits within the scope of a stem cell grant or a seed grant.  I think it would be interesting.




Scientists have a tendency to see the glass half full, or the glass half empty.  The glass half full is what if it does exactly what it’s supposed to do? What if you can see biochemical effects in this?




This would allow us to understand something that’s very important in neurodegenerative disorders, which is how chaperones, the lisosomes and accumulations in the neuron causes neuronal cell death.




I actually think this is the kind of grant you want to see as seed grants.  I don’t know of any other model of late onset NCL.  This would give us an inroad into the biology, which will have potential application to all other neurodegenerative disorders, particularly in the area of chaperone, so I personally think this is actually quite a fundable grant.




DR. HART:  I’ll just argue against the criticism about the CRISPR, because, let’s face it, CRISPR a year ago didn’t exist.




DR. ENGLE:  Right.




DR. HART:  Since the time this grant was submitted in January, there’s been two new generations of CRISPR published.




I mean the idea, that someone doesn’t have experience with CRISPR as of January or December is ridiculous.




A MALE VOICE:  That’s what cores are for.




DR. HART:  Yes.




DR. ENGLE:  Right.  And this is what seed grants are.  Push the biology.  Make us do things we wouldn’t have done otherwise.  And if you’re trying to work with your core grant or your core facility, this will be a grant in which you can work with your core facility to help them develop the technology, which will be useful.




DR. HART:  Wasn’t it the UConn core facility that was trying to develop genome editing?




DR. ENGLE:  I am.  So it seems to me that this is, again, the kind of thing, where you get multiplication of money, because you’re going to help develop somebody, who knows how to work with CRISPRs, you’re going to develop a new model potentially that doesn’t exist anywhere.




This is the kind of stuff that seed grants are funding.




DR. KIESSLING:  What about the investigator?




DR. GOLDHAMER:  The investigator is -- I don’t have a seed up in front of me for he or she, but very accomplished, with a long track record in this area, but not applied with stem cells.  It’s a natural progression to the new area.




DR. KIESSLING:  And we’ve never funded this investigator before?




DR. GOLDHAMER:  I did not see that.  I’ll have to look that up, but I did not see any prior funding.




CHAIRPERSON HORN:  Okay.  Any further discussion?  The motion is to fund the grant.  All in favor, please signify by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  All opposed?  Okay, it’s placed in the yes category.




Okay, we have one, two, three, four to go back to in the seed category that are maybes, and let’s see if we can come to another consensus on these.




The first one is 14-SCA-YALE-20, Paul and Chris.




DR. HEINEN:  Right, so, this was the telomere maintenance and stem cell grant on RIF1.  Yeah, I tried, you know, I’ve tried hard not to re-review these grants, and, so, I didn’t do that through this one necessarily, although the question has come up about whether or not aspects of this are novel.




Just hunting around really quickly, certainly, RIF1 has been suggested to be a gene involved in re-programming, and I think a lot of that is from expression analyses.




It is one of the genes that comes on, as they indicated.  It’s a target.  I don’t remember if it was R4 or nano directly, so there’s been association.




These guys have data that actually does the functional characterization in mouse ES cells to show that, indeed, it’s important for pluripotency, so I think extending this into human studies would be a novel direction.




It looks like that data has since come out in a developmental cell publication in April, so somebody thought it was novel and interesting.




So I still think it’s a strong seed grant, so I wouldn’t change my recommendation.




CHAIRPERSON HORN:  You would move to place it in the yes?




DR. HEINEN:  In the yes, correct.




CHAIRPERSON HORN:  Do we have a second?




DR. GOLDHAMER:  I second.




CHAIRPERSON HORN:  Any further discussion? Okay, all in favor of moving this grant into the fund yes category, indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  And anybody opposed?  It’s moved into the yes.  




Next grant, 14-SCA-UCHC-02, Diane and Milt.




DR. KRAUSE:  This was the alpha smooth muscle actin in reporter mice being used to study the periosteal bone stem cells, whether they exist, characterizing them in vivo and in vitro, and looking at the role of BMP2.




Of the seed grants that I reviewed, this was the best one, so that’s why I leave it on the table, but it had mixed reviews from the peer reviewers, and, so, I had mixed feelings about it.




DR. WALLACK:  I would support the grant, as I did before.  I won’t go over the discussion from before, but I would move to fund this grant.




CHAIRPERSON HORN:  We have a motion to place it in the yes column and a second.  Further discussion?




DR. KIESSLING:  Where are we going to get the money?




DR. KRAUSE:  Well it’s a backup priority. So this is adult stem cells.  It’s bone stem cells, which are certainly important, because bone healing is a -- chronic bone damage can, you know, non-healing bone fractures are an issue, and adult stem cells could someday be used for that once they were human, rather than murine, and it’s got a 25.  I don’t know.  What do you think, Ann?  You think no?




DR. KIESSLING:  I don’t know.




DR. WALLACK:  I like the idea, as I said before, of using the periosteum as the main focus.  It’s novel to me, and it has to do possibly with clinical application, and that’s why I continue to talk on behalf of this grant.




DR. KIESSLING:  Why did one reviewer give it a four?




DR. KRAUSE:  Because there wasn’t true evidence that these are stem cells, and, so, they felt that it was premature and because they said they were going to label the label retaining cells with CFSE, which labels all cells, rather than just dividing cells.




DR. KIESSLING:  Okay.




DR. WALLACK:  And, as I said before in the description I gave, Ann, I thought that four was inappropriate anyway, and we’ve said that consistently during the grant.




DR. KRAUSE:  You thought what was inappropriate?




DR. WALLACK:  The four.




DR. KRAUSE:  Oh.




CHAIRPERSON HORN:  Okay, we have a motion to move it to the yes category.  All in favor, indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  And opposed?  Okay.  I need to see a show of hands.  Yes for yes?  We’re now voting yes to place it in the yes.  Eight, okay.  And no? It’s placed in the yes.




Next grant, 14-SCA-YALE-25, Treena and Milt.




DR. ARINZEH:  Okay, so, this is the one that’s creating a tissue engineered conduit of cardiomyocytes derived from ES cells and induced pluripotent.  They’re investigating in vitro and in vivo. We have a bioreactor in vivo.




I guess the issues were the mentor, and then, also --




DR. ENGLE:  And biology was a big challenge, and they don’t think it was as cutting edge.




DR. ARINZEH:  I mean I think, in terms of translation, I mean this type of approach I haven’t seen. I mean maybe you have.  I haven’t seen in vivo.  I tried to scan quickly around to see if they put this stuff in animals.




DR. ENGLE:  -- has a huge, well, a large number of publications, where they already put it in the non-human primates.




DR. ARINZEH:  Okay.  With the construct?




DR. ENGLE:  With stem cell derived cardiomyocytes on a scaffold.




DR. ARINZEH:  Okay.




CHAIRPERSON HORN:  Milt, anything to add?




DR. WALLACK:  Nothing, other than what I said before.  Again, important subject.  Seed grant.  I think we get potentially a lot of clinical application from this grant, and with the proper admonishment from Sandy about the one particular collaborator, the other collaborators, I think, make up for that, and, again, I don’t want to hold that against this particular applicant, but, certainly, I think that the applicant should be -- I would move to fund it, and somehow we have to communicate the necessity for them to respond in an appropriate way to what we expect of them going forward.




CHAIRPERSON HORN:  Okay.  We have a motion to fund.  A motion to place in the yes.  Do we have a second?




A MALE VOICE:  Second.




CHAIRPERSON HORN:  Any further discussion? All those in favor of moving this grant to the yes category, please indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  And opposed?  Okay, could I see the yes hands again, please?  Gerry, you voted for the motion, so you’re voting yes?




DR. FISHBONE:  I voted for it.  It was on the table for a vote.




CHAIRPERSON HORN:  Okay.  All right.  That’s fine.  That’s fine.  Can I see the yes hands again, please?  And the no hands?  Okay, the no’s carry. It is not funded.




Okay, the final one before we go back to everything, 14-SCA-YALE-40, Richard Dees and Ann Kiessling.  This is in the maybe.




DR. KIESSLING:  It is?




DR. DEES:  Yeah.  I was the holdout here. Given other things that have --




CHAIRPERSON HORN:  I’m sorry?




DR. DEES:  I was the holdout here.




CHAIRPERSON HORN:  Yes.




DR. KIESSLING:  Oh, I thought this we voted to fund this.




DR. DEES:  No.  You were against it, Ann.




DR. KIESSLING:  Oh, this is the Down’s syndrome.  Yes.  I’m sorry.  




DR. DEES:  You voted against it.  I was the sole person, who voted yes for it.




DR. ENGLE:  I thought we voted no for it.




DR. KIESSLING:  Yeah, you’re right.  We did.




DR. DEES:  And, so, I’m proposing that we vote no.




CHAIRPERSON HORN:  Okay, so, we have a motion to place it in the no.  Do we have a second?




DR. WALLACK:  Second.




CHAIRPERSON HORN:  Okay.  All in favor of placing this grant in the no category, please indicate by saying yes.




VOICES:  Yes.




CHAIRPERSON HORN:  Anybody opposed?  It is placed in the no.  So, Rick, could we have a tally, please?  We’re kind of canvassing people a five-minute break, but not six.  Five.




MR. STRAUSS:  We’re just about at 12,000. We’re 11,950.  (Multiple conversations)




COMMISSIONER MULLEN:  So is this part of a five-minute break?  Did you all decide you want to stretch?




(Off the record)




CHAIRPERSON HORN:  So Rick from CASE, would you mind just taking us through -- oh, we’ve got a summary there of where we are in each category, and we’re two million dollars over.




DR. WALLACK:  So do we have to take $200,000 off?




CHAIRPERSON HORN:  We do not.




DR. WALLACK:  We don’t?  So we’re going for the full 10?




CHAIRPERSON HORN:  Correct.




DR. WALLACK:  Okay.




DR. KIESSLING:  Oh, really?




CHAIRPERSON HORN:  Yes.  This is bond funding.  From the tobacco funds, and, actually, I think I -- everybody 200,000 last year by doing it the same way, but we can’t take it out of the bond funds, unless it specifically says so, so we have our own administrative funds, so we have the full 10 million this year.




DR. WALLACK:  On extra seed?




CHAIRPERSON HORN:  Yes, one extra seed.  So we have $999,974 allocated for the core.  So let’s go back and talk about the core and any adjustments that you might want to make to that.




COMMISSIONER MULLEN:  And one question had been whether or not to fully fund the second one, based on questions about the aims.




DR. GROSSO:  That was my proposal.




DR. KIESSLING:  As the major critic of core grants, my concerns are, as long as everybody wanted to fund these, I don’t think we should cut the funding.  I think the UConn core is going to go through a lot of change, and I think cutting the funding, even if somebody didn’t like one of the aims, is just going to make it harder for them, but the next time they come back to us there needs to be a real justification.  Those are my thoughts.




DR. ENGLE:  I actually agree with you.  I think that, if we’re going to fund the core, we should give it the full funding.




I know that we say, at least for the last year that I’ve been here, that next year we’re going to hold them accountable.  I think, really, we are at that point, of next year we’ll need to hold them accountable.




I feel like, once you agree to sort of fund them, cutting, you know, cutting, what, 50,000 or 100,000, what’s that really going to do?  I’m not sure that that would send a strong enough message.




DR. KIESSLING:  We’ve cut half a million, and they used to come back.




DR. ENGLE:  I know.  So that’s why I said I think we’ve already done that work, so I agree at this point.  Give them one more year, but they’ve been duly noted.




DR. HART:  If 10 percent of the budget goes to the two cores that provide the anchor for --




DR. ENGLE:  Yeah.




DR. HART:  -- institutions, that’s not such a bad plan.




DR. ENGLE:  No.




CHAIRPERSON HORN:  And I think one thing that we were going to do for the UConn core was have them submit an official letter, indicating that the PI was changing and that the committee at the next meeting would have to approve that, so it would be contingent upon approval of the PI and the PI’s time.




DR. HART:  But the change of PI approval would be required whether we made the contingency or not, correct?




CHAIRPERSON HORN:  Well this is a little unusual, because it’s happened between the submission.




DR. HART:  Yes, but, either way, I mean they would need to come to us for approval for that process, whether they had to or not.




CHAIRPERSON HORN:  Correct.




DR. HART:  So what’s the point?




CHAIRPERSON HORN:  Make it clear, I guess. Okay, so, I think, at this point, we can just agree that we’re staying with those in the core, and we’ll go onto the group.  We’ll come back, and we’ll have to take a roll call vote on each one of these once we’ve decided on where we’re headed, so the group we have -- do you want to do these all together, the group and the disease directed, consider them as a group?  Rick?




MR. STRAUSS:  We can do them together.  I just can’t get them on the same page for you.




CHAIRPERSON HORN:  Okay.




DR. WALLACK:  So, basically, Marianne, all you’re doing is you’re --




DR. KIESSLING:  So each of the groups is 1.5?




DR. WALLACK:  -- McKeon and Chamberlain.




CHAIRPERSON HORN:  Okay and the total funding, then, is 4.5?




MR. STRAUSS:  Yes.




DR. GROSSO:  I had something listed down here for Craft, that there’s potentially less funding or limit to milestones, that I guess the concern was raised about -- what was that?




DR. ENGLE:  Craft.  Remember, they were focusing on the single --




DR. GROSSO:  Got it.  I thought the aim one or something was suggested and then potentially have them report in and do something.  I can’t remember.  I just wrote down a note here.




MS. LEONARDI:  I think it was that if they achieve.  There was a certain milestone they needed to achieve, but the issue, I think, would be, if you’re going to do milestone payments, you’d have to reserve the full amount, because if they meet that milestone, they’d need to have the funding, so I think it might be --




DR. GROSSO:  It doesn’t matter accounting wise.




MS. LEONARDI:  But if they don’t achieve it, then the money rolls into the next year.




DR. DEES:  You could give them the money sufficient to do the first milestone, and then (indiscernible)




DR. KIESSLING:  Well how many years are they asking for?




DR. GOLDHAMER:  The aim that we’re talking about cutting is a really exciting aim, in vivo (indiscernible) in humanized mice and really looking in a Lupus model at, you know, whether the stem cells that would be differentiated into monocytes and macrophages can correct this Lupus related condition.




To agree that it’s important enough to fund, but then only fund the self-culture work, which could arguably not even be an indicator of what will happen in vivo, I’m not in favor of that.




I think, if we think it’s strong enough to fund, we should fund it, and if there’s too many concerns, we shouldn’t, but I would not be in favor of taking out the in vivo work, which is probably the most exciting part of it.




DR. WALLACK:  Isn’t this, David, the one that we said of the three had the most clinical application?




DR. GOLDHAMER:  Yes.




DR. WALLACK:  That’s what I thought, and, so, we’re considering all three now, but I would be in favor of moving forward on the Craft grant.




DR. GOLDHAMER:  Yeah.  I’m very strongly in favor.  If I think about it, that we know, we all know what the limitation is, and that they’re focusing on a particular genetic area of the IRF5 gene, and there’s a chance that that variant may not be causative in the disease manifestation.




DR. KIESSLING:  What if we funded this for three years instead of four?  They’re asking for four years.  Would that give them enough time to let them know that they’re on the right change rack?




DR. WALLACK:  So, Ann, in the past what we’ve done is decided that we just estimated that we could fund for a million dollars instead of a million/five, and we’d ask them to come back and for them to reconfigure how they would achieve their aims.




DR. KIESSLING:  Yeah, but this grant the biggest concern has been, everybody has talked about, has been whether or not this gene is where they should stay, and, in three years, they should be able to figure that out, right?




DR. HEINEN:  Well I originally threw out the idea, but the more I think about it I kind of agree with David.  If you’re going to spend one penny, you might as well spend them all on this grant.  It’s really just a philosophical argument about whether you think this is too big of a risk from the first penny or not, and I don’t think cutting it by a dollar amount or by a year amount.




All that’s going to do is make the execution a little bit more difficult, so I think that’s probably the wrong idea when I think about it.




DR. ENGLE:  So we’re configuring this, all three of these grants, that we address these together, so I guess, at this point, I’m still concerned that this one hasn’t, to me -- I see the relevance to SLE, but I don’t really think that there’s that much daylight from this grant, and the other ones, the one on Crohn’s disease or the one on autism, this is going to get any closer to the clinic, going to be anymore.  




I think they’re all sort of in the realm of basic biology grants directed towards diseases that each in their own right are significant health concerns and have issues in the population. 




I’m still thinking that this one, to me, the association with the 15 duplication is clear and well-established.  I don’t think there’s as much information suggesting that this particular SNP is as well-established in Lupus, or, you know, we know Crohn’s disease is an issue.




I think that there’s reason to believe epithelial barrier issues are an issue.  I’m not (indiscernible) that this one has risen above to deserve 1.5, and if we’re going to spend half of our money on group grants, I would be surprised.




A MALE VOICE:  Why did this one get such high reviewer score?




DR. GOLDHAMER:  The team is incredibly strong, you know, top researchers, with all the requisite experience, the humanized mouse model to test stem cell therapies, so the PI was an M.D., so there’s M.D.s and Ph.D.s.  




(indiscernible) Park is an expert in stem cell biology and can make -- is an expert in making (indiscernible)




DR. HEINEN:  Technologically, I mean, it’s cutting edge.  You’re using CRISPR technology to do genome editing. You’re using this humanized mouse model (indiscernible)




DR. GOLDHAMER:  And the expertise of the team is overlapping and complimentary, and it just, to me, seems like a very innovated type, you know, grant.




DR. HEINEN:  High risk, high reward.  It’s just a matter of -- it’s a 1.5-million-dollar risk, and you just have to go back and forth on how comfortable you are with that.




DR. ENGLE:  So they also have a funded or a submitted grant, I don’t remember which, so I have the same grant into the RA foundation on the same gene, same SNPs to look at this, and rheumatoid arthritis, so are we funding anything truly novel at this point, or is this work that essentially is going to get done and paid for in a different direction by a different group of people?




A MALE VOICE:  Is that a grant that we’re funding?




DR. GOLDHAMER:  It’s the same group of people, but it’s a grant that was listed as pending.




DR. ENGLE:  Right.




DR. GOLDHAMER:  So if it’s funded, they would clearly have to modify budgets or not accept one of the grants, in order to --




DR. ENGLE:  So their argument is it’s not overlapping, because this is Lupus versus rheumatoid arthritis, but my argument is --




DR. HEINEN:  Whichever funding agency gets the money is the one they work on.




DR. ENGLE:  Right, but it’s the same gene, same SNP.




DR. DEES:  Is that a reason for us not to fund it?  (Multiple conversations)




DR. GOLDHAMER:  I’d say it’s not a reason not to fund, but it is a reason to scrutinize the potential overlap and make a decision, as to whether they can (background noise) or they have to make a decision, as to which to accept if both were funded.




A MALE VOICE:  If that becomes an issue, but we’re not there yet.




DR. GROSSO:  So what is a mechanism for us to find that out?




DR. GOLDHAMER:  In this meeting, we don’t have a mechanism.




DR. GROSSO:  So we have to make a decision here today about that knowledge, and then, when that knowledge comes back to us, what happens then?




DR. GOLDHAMER:  Well we have backup grants that are on hold, in case someone does not accept funding, so it goes down to next on the list.




DR. KIESSLING:  I mean if somebody gets funded after we do this, does CI get notified?




MS. LEONARDI:  Not that I know of.




DR. DEES:  I was about to say we’d have to make it contingent on them knocking that grant or something.




MS. LEONARDI:  I mean we can certainly put -- I mean I’m just putting this out there.  I don’t think this is what we do now.  We can put it in the contract that they must notify us, if, in fact, they’ve gotten funded for this other grant, which sounds like it has some overlap, which should have, even if they’re different targets, they should have some economies of scale if you’re doing some things the same, that they should be required to tell us, and then submit a revised budget.




DR. KIESSLING:  Let the grant’s office know you need to know.  Their grant’s office might handle that.




DR. HART:  And this comes under the criteria that we fund things at the highest ethical standards.




DR. FISHBONE:  -- I don’t remember it was they’ll give back 25 percent.




MS. LEONARDI:  Which should be appropriate.




DR. FISHBONE:  Yeah.  I don’t remember which one of them had that.




DR. HART:  Let’s start off with two binary choices to start to make.  One is to eliminate approved grants.  The other one is to cut budgets.  Can we come to consensus about which two strategies we choose?




DR. WALLACK:  So, Ron, we’re not talking about cutting Craft?




DR. HART:  No one has proposed it yet, but it certainly has been on people’s minds the way they’ve talking about it.




DR. KIESSLING:  We’ve got to cut something.




DR. HART:  Yeah.  Somebody has got to cut something.




DR. KIESSLING:  We’ve got to cut something.




DR. HART:  So my question is can we decide, strategically, whether we’re going to cut whole projects or try to whittle down projects one at a time?  Can we try to make a decision, so we can move forward?




DR. KIESSLING:  Well are each of these three grants for four years?




DR. HEINEN:  Does that matter?  It’s the same amount of money, right?  It’s 750,000.




DR. KIESSLING:  It kind of matters.




DR. HART:  So we’re back to the decision. Are we cutting?  JAX is three, it looks like.




DR. ENGLE:  Right, but the UCHC-01 is four.




DR. HART:  Is 4.5 million dollars too big for these combined grants, group, disease categories?




DR. ENGLE:  Yeah --




DR. HART:  But that’s our main priority.




DR. KIESSLING:  But none of these are really disease directed.  We’re just getting there.




DR. HART:  But I think the question almost becomes are these better quality grants?  I’m not worried so much about which category to put the money in.  It’s what’s the best place to put the money, in terms of the individual grant?




DR. KIESSLING:  Well the reason these budgets are so large is that the idea is that, if you’re doing any kind of clinical translation, it’s expensive, and there isn’t any clinical translation, so if you’re going for some kind of a -- I mean that’s why this money is so far, that if you’re going for a phase one, that just burns through money like crazy, and none of these are that.




These are just large, well-thought-out group projects.




DR. HEINEN:  Well, in fairness to the group we’re discussing at the moment, they didn’t ask for that.  They’re the only that’s in the category.  We’re the ones that are sort of moving them all together.




DR. GOLDHAMER:  And we can’t know how they prepared the established grants.  It’s a different group of reviewers for reviewing the established, so you can’t necessarily assume.




DR. KIESSLING:  The peer reviewers reviewed category-specific grants?




DR. HEINEN:  The same people reviewed all categories.  The team of reviewers that reviewed the group and core grants are the co-Chairs and the Chair, and that’s five, and then there’s 10 other reviewers that split between the established and the seed, so six reviewers for the established and four for the seed, then there’s co-Chairs assigned to the established and the seed proposals, and the Chair serves as the co-Chair on the group proposals, so it’s a different group of reviewers.




CHAIRPERSON HORN:  So, Gerry, you had a comment?




DR. FISHBONE:  It seems to me that, in putting out requests for proposals, you put certain amount of years, certain amount of money, and everybody, no matter what they’re doing, always asked for the same amount of money and always need four years to do it, because that’s what we give them.




It would not seem unreasonable to me, and I always get shouted down every year when I say this, is, you know, why not reduce each of those by 500 or whatever it would be and have them try to -- in four years, what they started off in the beginning inevitably changes and requires them to do different things, and maybe they should be reapplying for the different things.




It’s like the work expands to use the money that is offered, regardless of what the project is.




DR. GOLDHAMER:  Part of the reason for that I think is the money is just not enough, and, so, everyone maxes out, so a disease grant for 1.5 million is 1.2 million in direct costs, you divide it by three investigators at 400,000, direct costs over four years is 100,000 per year, which is basically just a little more than a seed for that lab, and, so, it’s really not a lot of money, so I agree, that it tends to be that people max out at whatever the cap is for that category, but I do think that’s because the monies, you know, are not enough.




DR. WALLACK:  So a couple of thoughts.  David and I have always gone back and forth on this subject that we’re talking about, and, so, we have cut the grants, and if we cut a $750,000 grant and we made it $600,000, in no occasion has the applicant come back and said I’m not accepting that grant.




What do they do?  They take the grant, they do the project, so I have no aversion at all.




DR. GOLDHAMER:  But what does that imply, though?  I don’t think it implies what you’re trying to suggest it implies.  It doesn’t imply that that amount of money is equally effective in accomplishing the research over that amount of time.




DR. HEINEN:  That’s not the criteria it should be judged on.  Of course they’re going to accept the money.  The question is is it going to make them less likely to be successful now, which we won’t know for a few years down the road.




DR. WALLACK:  So, Chris, I’m not convinced, and if we can document that, we can do a study on that, then I would agree with you, but I’m not convinced that it prevents them from achieving their aims, their goals.




CHAIRPERSON HORN:  Paul?  




DR. WALLACK:  Can I just make my second recommendation?




CHAIRPERSON HORN:  I’m sorry.  Paul has had his hand up here.




DR. WALLACK:  So I can’t make my second?




CHAIRPERSON HORN:  No.




MR. PESCATELLO:  I would just say, I mean, I don’t think we should do across-the-board budget cuts at all.  I mean I think, if there’s something, we should look at the specific budgets, but if there’s something specifically in a budget that looks inappropriate or looks exaggerated, then we should -- that’s a reason to cut.  




I don’t think we’re going to find that, otherwise, I think we’re just creating a precedent.  It might work this year, but then we’re just creating a precedent, and we’re sending the message to everybody that everyone play their budgets.  You’ll have a similar problem, but I agree with David.




I think people are -- they’re not inflating their budgets to meet our parameters, but we certainly would -- if we cut across the board, we’re just going to encourage -- they’re going to know we’re going to cut it by $100,000.




DR. GROSSO:  I was going to go back to this funding issue again, with the concept of are there other funds that these investigators can get?  I think they can.  They can piecemeal some stuff together and create a cross-functional to get things done.




And I think, when they put a proposal in to us, they give themselves four years, and they give themselves two years, because that’s the comfortable zone, to give us a budget that they can fit in in the comfortable zone to get it done.




I think, in all areas that I’ve seen, if you give them a portion of it, they will get it done somehow or another.  It may take a little longer than they’re comfortable to do, because of the less funding, but I think they will get it done.




I kind of tend to disagree that people aren’t already inflating budgets, per se.




DR. GOLDHAMER:  That seems kind of arbitrary.  So what’s the appropriate number to cut it back to?  Is it 600?  Is it 5?  Is it 4?  Do you think they’ll get it done, no matter what you give them?  I mean how do we determine what that number is?  I don’t accept the premise, but, if I did, I wouldn’t know what number to drop it.




DR. GROSSO:  Well I think, going back to some of these proposals that we have questions on, if we don’t think that they are as strong and they find other funding to finish, if we think that, wholeheartedly, this funding should be supported 100 percent, we give it to them 100 percent.




DR. WALLACK:  Can I suggest maybe, with all this in mind, that maybe we take the coward’s way out?  That might be to do the area that we’re not going to probably cut, so perhaps what I would suggest is work backwards, and maybe, at this point, go to the seeds, agree on that.




That seems to be an easier thing to do, and I’d rather work back up to the disease directed, because, that way, I’d have a better idea of exactly what I’m dealing with dollars and cents.




This, to me at least, would be an easier exercise.




DR. HART:  I agree.  If you cut all of the seeds, we wouldn’t be able to fund what we have.




DR. WALLACK:  No.  I’m suggesting that.  I’m suggesting that I want to go to the seeds, because I don’t think we’re going to cut it, so I’d like to get that off the table.




DR. HART:  Oh, I think we can -- you know, it’s like robbing banks.  You rob banks, because that’s where the money is.  We have to go the largest category and deal with that one first and make our plus or minus decisions, whether we’re going to keep them as they are or cut them, because there’s no other decision to make, other than cutting the largest categories.




DR. KIESSLING:  One of the reviewers suggested cutting one of these grants.  Would that help?




COMMISSIONER MULLEN:  Well the one question for the group is whether or not you want to try to make a decision about all of them simultaneously, or you want to try to do these one-by-one, looking at the characteristics and merits of each grant and what you think ought to be funded.




That way, you’re making a decision that’s most specific to an individual grant and less specific to the category.




CHAIRPERSON HORN:  It’s just about keeping us on the straight and narrow.  I do have a concern about us all discussing three grants from three different institutions, and there are folks that have conflicts, so I think it’s really better for us to take them sequentially.




DR. KRAUSE:  There were some grants that, when we discussed them, we knew we might want to decrease the budget, and it might make sense to revisit some of those, because those will be easier ones to discuss, in terms of decreasing the budget.




And in answer to your question, I think that there will be some for which we want to decrease the budget, and there will be some that we’ll have to just not fund and maybe put in the, what do we call it, the category of if something happens to back us up, so I think there’s going to be some of each.




DR. HART:  Do we have a list of which ones were mentioned?




DR. KRAUSE:  I know which ones of the ones I reviewed we were talking about cutting, but I didn’t keep track for the whole time.




CHAIRPERSON HORN:  Let’s just start with the group.  I do have a note here that we can talk later about the budget on the first.  This was 14-SCC-YALE-01, Craft, so if we can go back and look at that and see if there are any logical ways that this could be reduced, and, if not, then we’ll move on to the next.




DR. GOLDHAMER:  I think the reason the budget came up with Craft is not because of his thought that there was too much spending in a particular set of experiments, or that the overall budget of 1.5 was too high.  It was that there was some uncertainties about how the data would play out and whether this particular genetic variant would be the one that could be studied for the four years of the grant.




So it wasn’t -- so it really wasn’t questioned about the budget being appropriate.  It was a way around this.




MS. LEONARDI:  A one-year break point, where you’d say, okay, this particular thing that they needed to find out whether it works or doesn’t, is it a long-term thing?  Is it the first year thing?  Is it second year?  Halfway through?  




DR. GOLDHAMER:  Well I don’t know precisely how they plan to do this.  I mean there’s self-culture experiments.  The first step is to make the iPS cells and then correct the defect, and then they want to compare iPS cells with and without the corrected defect in cultures and test them in vivo, so the culture experiments, once they have the cells, don’t necessarily come before they do the work.  I guess they’d do them in parallel.




So I don’t think there’s an obvious dividing line in this phase.  I mean that’s my guess on how they would do the experiments.




CHAIRPERSON HORN:  Okay, so, the two reviewers have looked at this, looking at the budget.  Are there aims that could be adjusted?  Any way that you can see that this could be reduced in a logical way?




A MALE VOICE:  I didn’t look at it that way, so I’d have to go back.




DR. GOLDHAMER:  Nothing about the budget worried me when I looked at it, and I haven’t gone back in and revisited it.




CHAIRPERSON HORN:  And this was a three-year grant?




DR. KIESSLING:  This is a four-year grant.




CHAIRPERSON HORN:  Okay.




DR. HART:  There is no rational or logical way to cut the grant.  If we choose that we just can’t give them all the money, that’s the choice we make here, and we can let them decide how we organize projects to match the funds available.




DR. GOLDHAMER:  So we either have to cut money off of the disease and group grants, or we have to cut a disease or group grant, and I can’t weigh in on the UConn grants.




DR. HART:  So just focusing on this grant, would you be comfortable with any cuts to the budget?  Now just be realistic for a moment.  If it happened to any of us, as well, if someone gave us less money than we asked for and said you can either shorten the time or cut the aims, whatever you’d like, you could come back in a couple of years and write another grant, of course.  That’s one possibility.




The other possibility, you do it slower and accomplish less, but would you be comfortable with less funding for this project, with no rationales?




DR. GOLDHAMER:  If that was -- if funding the grant was contingent on that cut, then I’d say yes.  I’d rather cut the grant than not fund the grant.




DR. WALLACK:  Can I make a suggestion, Ron?  What about if we took the Craft grant and cut the $500,000 to fund the Craft grant and let the applicant know that we’re giving him three years of funding, and, that way, the applicant can come back at the end of those three years.




We’re concerned about some of the outer aims anyway, and it would give us an opportunity to judge where we are with those outer aims.




I would recommend that we --




DR. KIESSLING:  Well cutting a year of funding would be more like cutting 300,000.




DR. WALLACK:  What?




DR. KIESSLING:  If we were going to cut one year, it would be more like cutting it 300,000.




DR. WALLACK:  But I need to make up money, though.




DR. HART:  Remember, this was the highest-rated grant, so it wouldn’t be unfair to cut the least, if you want to look at it that way.




DR. KIESSLING:  Yup.




DR. WALLACK:  Okay, so, you both make a point.  So if you want to cut it -- so your suggestion is 300 would be appropriate?




DR. KIESSLING:  About a year.




DR. WALLACK:  What’s that?




DR. KIESSLING:  That’s about a year.




DR. WALLACK:  1.2 for three years?  So I would make that motion.  So I would move to fund the Craft grant for three years at 1,200,000.




CHAIRPERSON HORN:  Do we want to take motions, each one, or do all of the --




DR. HART:  We kind of have to, because of the conflicts, right?




CHAIRPERSON HORN:  Yes.  All right, so, the motion is to fund 14-SCC-YALE-01 for 1.2 million dollars for three years.  Do we have a second?




A MALE VOICE:  I’ll second it.




DR. HART:  The one other discussion point I want to bring up before we vote on it is just that I do object to telling them how to make the cut.  I say cut the dollar amount, let the researchers tell us the best way to do it.  No years.  No aims.  You tell me how you’re going to accomplish what you can in that.




CHAIRPERSON HORN:  So all in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  Opposed?  Okay, now, what we’re going to do at the end of the day is we’ll come back and we’ll do a roll call vote on each one that remains standing.




Okay, so, the next one is 14-SCDIS-JAX-01. The reviewers are Ron Hart and Diane Krause.  And this is a three-year grant, correct?




DR. KRAUSE:  So we thought, at the time, that the budget was excessive for this.  It’s a really, really good study to grow the adult stem cells from patients, pediatric and adult patients with Crohn’s.




There are some places, where we might consider cutting.  They’re excluding the indirect.  $145,000 a year goes to each of the two clinicians, who will be giving them samples, so the money -- and it adds up to $145,000, because it’s 10 percent of their salary, 10 percent of their existing salary, and some materials.




And I don’t think it’s going to take each of these physicians 10 percent of their time.  It is effortful to maintain your clinical trials, so that you can obtain patient samples.




You do have to contact the patient, you have to meet with the patient, you have to obtain consent.  These things are time consuming, but I think we can easily cut those by half and say it’s going to be five percent of these physicians’ efforts and not 10, because it’s not going to be either one.




So with the indirects, that adds up to 181 for each of the two clinicians, so that’s 362 right there.  If we wanted to cut maybe not all of their funding, but cut it down to half, that would be 180,000 just to give each of the clinicians less.




And then I don’t know that there’s work for two full-time post-docs, plus the PI, plus 10 percent of another co-investigator, so, because this is a really -- it’s a large like single investigator proposal, so I would say maybe we could cut it by a total of 300 or 400,000.




DR. HART:  So you’re down to 1.1 to 1.2?




DR. KRAUSE:  Yeah.  That’s my proposal, but, you know, whatever.




DR. KIESSLING:  Well 1.2 would be fair with the other grant.




DR. KRAUSE:  Yeah, but the other grant I can’t talk about.




DR. HART:  The other grant was a longer period and had a criticism about the, whether you agree or not, the way it was structured.




DR. KIESSLING:  I move we fund the McKeon grant at 1.2 million.




A MALE VOICE:  I’ll second that.




CHAIRPERSON HORN:  All in favor?  I’m sorry.  Further discussion?




DR. WALLACK:  Ann, I have no problem with the 1.2.  You came up with the 300,000, I mean, because I would go more than the 300,000.




DR. KIESSLING:  Well, no.  I think it was --




DR. WALLACK:  I know.  You were going with her math.




DR. KIESSLING:  Right.




DR. WALLACK:  Right, but she was already at 200,000, and then she was cutting some other --




DR. KIESSLING:  -- post-doc.




DR. WALLACK:  So what I’m suggesting is that, and I’m sorry to try to push this, but we’re looking for dollars, and, therefore, I mean, you know, 100,000 --




DR. KIESSLING:  1.1.




DR. WALLACK:  Yeah, right, exactly, 1.1.




DR. KIESSLING:  Would that work, Diane?




DR. WALLACK:  Ann, if you would second it, I would move the 1.1.




DR. KIESSLING:  I’ll second that.




DR. WALLACK:  Okay.




CHAIRPERSON HORN:  Okay.  All in favor?  This is 14-SCDIS-JAX-01, funding at a level of 1.1 for the full three years.




VOICES:  Aye.




CHAIRPERSON HORN:  And opposed?  The next one is 14-SCDIS-UCON -- UCHC-01.




DR. HART:  Just to be consistent with the strategy we’ve been following up to this point and not for any scientific or merit reasons, I propose one million.




DR. DEES:  This is a four-year grant?




DR. HART:  Well it is now, yes.  So it’s going from 1.2, 1.1, 1.0 for the top, second, third ranked grants we’ve looked at in this category.  




DR. WALLACK:  So, Ron, can I ask a question about this?  I understand fully what you want to do with this.  I don’t know if it’s proper to put it this way, but I’m looking at the distribution of grants that we’ve just given out today or that we’re proposing to give out, and I will tell you that my math is such that UCHC is really, really not getting very much support from this in this round.




CHAIRPERSON HORN:  I think we’ve always been institution blind when we are --




DR. HART:  I have not been paying any attention to that, whatsoever.




DR. WALLACK:  So I can’t say that?




CHAIRPERSON HORN:  Correct.




DR. WALLACK:  I’m sorry.




CHAIRPERSON HORN:  Okay, so, is there a budget-related reason that we would come up with an alternative amount to fund this grant?




DR. WALLACK:  Ron, I would say that, regardless of looking at it in a blind fashion, the 500,000 goes beyond what we’ve done with the other two grants.




DR. HART:  Not by much.




DR. WALLACK:  Well, but it does.




DR. HART:  Yeah.




DR. WALLACK:  So why would I discriminate against this particular grant?




DR. HART:  Because this was the lowest ranked grant.  That’s why.  That was my logic.




DR. ENGLE:  But are we arguing that there’s a fundamental difference between an 18 and a 22? I’m voting that, given that we’ve consistently had discussions about the consistencies of the reviewers and their scoring versus their comments.




DR. HART:  So what’s your counter proposal?




DR. ENGLE:  My counter proposal is why not, if we’re just going to make this arbitrary decision that we’re going to cut them, in order to find funds and investigators can do what they can with the amount of money that’s available, why not cut it to the 1.1 or the 1.2, so I guess my counter-proposal would be 1.1, because that would match the other disease directed grant, and 100,000 makes a difference in investigator.




MR. PESCATELLO:  So how confident are we about the peer reviewers and their review of the budget? (Multiple conversations) 




We’re supposed to have looked at the budgets.




DR. WALLACK:  If that’s your argument, I accept it.




MR. PESCATELLO:  I feel really uncomfortable.




DR. WALLACK:  That’s come through loud and clear today.




CHAIRPERSON HORN:  So could I just ask the two reviewers, Treena and Sandy, on this UCHC-01 grant that we’re looking at now that you reviewed that, is there a number that you could come up with that would have a bit more of a rational basis?




DR. ARINZEH:  I mean they equally distributed the funds between the three investigators, and it’s paying for basic things, post-doc, salary support, supplies.




DR. ENGLE:  So it goes back to the argument that we’re looking for funds, and that’s our justification for this, and there is no other justification for it, than we are looking for dollars.




The argument is the investigators will probably be very grateful for 1.1.  They will make a decision on what they can accomplish in the four years in which they have the grant, and it may mean they’ll do less, or they may do it slower, but at least we will see work that we feel is valuable to get it started.




CHAIRPERSON HORN:  In the first grant, we cut it to 1.2 for three years.  This is also a four-year grant. 




A MALE VOICE:  Did we say three years?




DR. ENGLE:  No.  We said we’ll let the investigator decide whether they --




DR. WALLACK:  No, no.  The Craft grant we did 1.2 for three years, though.




DR. ENGLE:  But I thought the counter proposal for that one was to table (multiple conversations) investigator to make that decision.




DR. WALLACK:  Oh, okay.  Okay.




DR. ENGLE:  Whether cut a year off.




DR. WALLACK:  Okay.




MR. PESCATELLO:  I would just say, if we’re going to do this in the future, then we have to change the rules that we publish, in terms of getting more information on the budget, so that we can make rational choices about cutting budgets.




I mean, if we’re going to do this, you know, in 15 minutes and people have spent weeks putting this together and -- we’re not asking for enough information.




DR. KIESSLING:  I think we have the information, and the people should make a decision, based on the budget, which is what I was doing with the McKeon grant, so there was actually find things in the budget that we might think were excessive or would be cut, and, so, going back to Dr. Chamberlain’s grant, we’ll try to figure that out.




So one of the reviewers for her grant says a four-year budget for two post-docs, plus a research assistant, is excessive.  So, lots of times, the reviewers talk about the budget.




(Multiple conversations)




DR. HART:  We’ve always done this, and, so, public record shows that we’ve done this in the past, so I don’t think that it’s such a surprise to the scientist that sometimes they get less than they ask for. We don’t like it as much as they don’t like it.




CHAIRPERSON HORN:  They are put on notice in the RFP that we may not be fully funded.




DR. WALLACK:  So Ann or Sandy, you made the interesting point.  They do say successive.




DR. ENGLE:  If we give them and you say what’s available to you is 1.1, you can choose how you adjust to that.  They might agree with the reviewer and say I don’t need the extra post-doc.  They may agree and say we’re going to cut these experiments, but keep the post-doc.




I think it gives them the flexibility to decide how they want to deal with what they’ve been given.  I sort of lean towards that argument, that they know best what they can accomplish with what we’ve given them.




DR. WALLACK:  So, Sandy, can you make that motion?




DR. ENGLE:  I did make the motion on 1.1 to be consistent with the other grant in this category.




DR. WALLACK:  I’ll second.




MS. LEONARDI:  Can I ask you a question about this whole process?  I’m sorry, but if you reduce the amount and suppose the proposer comes back with materially different outcomes or deliverables, how is that taken into account, because that may, if you compare that to another option, that may make it a lesser proposal, so I don’t know what’s typically done.




CHAIRPERSON HORN:  They come back with a budget that accounts for the amount of money that they’ve been allocated.  The committee reviews it and approves it.




DR. ENGLE:  So last year when we did this and the grant came back to us, they just really adjusted some of the experiments and the time length.  I don’t think that we encourage them to materially change the grant.  We just happen to adjust for the budget that they’ve been allotted, so, so far, we haven’t had that problem.  They just come back and readjust them to fit within the budget.




DR. KIESSLING:  Getting your budget cut is pretty common.




CHAIRPERSON HORN:  Is there any further discussion?  The motion is --




DR. KRAUSE:  I’m just looking at the budget.  So Stormy has one ten months out of 12 of the post-doc, Eric Levine has seven months out of 12 of a research assistant, and I haven’t gotten to the third person’s budget, so we definitely should not say cut a post-doc or anything like that.  




If we’re going to cut the funding, they’re going to have to figure out where the line is, because it’s not like one lab had two post-docs and we said get rid of one.




CHAIRPERSON HORN:  David?




DR. GOLDHAMER:  I was going to say that, if we allowed the investigators to suggest changes or cuts to certain aims or certain experiments, that should be, then, our prerogative to go back to them and say that we either do or do not accept that change.  I think Claire was alluding to this.




They may choose to cut the most exciting aim that is the main reason that we funded the grant in the first place, hypothetically, and, so, allowing them unilaterally to cut that aim, because their budget wasn’t used, I don’t think --




DR. DEES:  I thought the process was they had to come back with us with a renewed budget and we had to approve it.




CHAIRPERSON HORN:  Yes, that is the process.




DR. DEES:  If they say we’re going to cut this aim that you guys thought was great, we can say, okay, we don’t approve of it.  (Multiple conversations)




CHAIRPERSON HORN:  Okay, so, we have a motion to fund the Stormy Chamberlain grant, 14-SCDIS-UCHC-01, for 1.1 million.  All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  Opposed?  Okay, moving to the established grants --




DR. KIESSLING:  So how many established grants are there?  The one established grant that I reviewed I recommended be cut.  Do you want to talk about that one?  (Multiple conversations)




CHAIRPERSON HORN:  And could I just remind people we’re still on the record.  We’re trying to preserve a record, and this is where it can get a little chaotic for people taking the minutes.  One at a time and when you’re recognized.  Thank you.




DR. DEES:  I guess I would like to hear which grant -- (multiple conversations)  I’d like to hear that.




CHAIRPERSON HORN:  Pardon me?




DR. DEES:  I’d like to hear which grant.




CHAIRPERSON HORN:  It’s the one about numb and numb-like.  It’s the one that I thought was a really interesting grant, but had some issues.




DR. DEES:  SCB-YALE-10?




CHAIRPERSON HORN:  Yes.




DR. DEES:  What was your recommendation at the time?




DR. KIESSLING:  Well, so, the problem -- I mean this -- the big issue with this grant is is the mouse system going to translate into the human system?  They will know that in not very long, so I would be willing to cut this 250,000.




DR. HART:  Which one?




DR. KIESSLING:  14-SCB-YALE-10.




MR. PESCATELLO:  Are you suggesting --




DR. KIESSLING:  I would move that we --




MR. PESCATELLO:  -- rather than leave it up to them, are you saying to just to add it to just to the initial phase?  




DR. KIESSLING:  No, they know what the issues are.  They’ll figure it out.  I just think there’s enough unknown about how this is going to go that we don’t want to fund this fully.  They’ll figure out how that’s done to test their system.




DR. GROSSO:  So a question.  Are we directing them, as to what we’re funding, or are we not directing them?  Are we just telling them we’re funding this amount?




DR. KIESSLING:  I would just cut the budget to 500,000 and let them come back to us with a plan, and they will get the reviewers’ comments.




A MALE VOICE:  There will be people from Yale here that will tell them.




DR. GROSSO:  Thank you for clarifying.




DR. KIESSLING:  It doesn’t always go as smoothly as we’d like.




DR. WALLACK:  So your suggestion is YALE-10 you’re cutting it by what?




DR. KIESSLING:  Cut it to 500,000. 




DR. HART:  I second that. 




DR. KIESSLING:  You can do a lot with $500,000.




CHAIRPERSON HORN:  Okay, we have a motion and a second from Ron Hart.  Any further discussion?  Okay.  All in favor of having 14-SCB-YALE-10 to 500,000, please indicate by saying aye.




VOICES:  Aye.




CHAIRPERSON HORN:  And opposed?  Okay.  I think there were some other folks, who had indicated that when it came around to the next --




DR. ARINZEH:  So it was the Ivanova one, which was the SCB-YALE-16, and this is a pluripotency one, so we can either consider cutting it by 250.  You know, the reviewers actually said they thought the aim three was going to be, you know, daunting or difficult, if I can recall.  Let me make sure.




They thought the aim three was going to be very difficult to do, because there’s a lot in aim one and two, and she has funding, so 216 already from us, so that was really the other thing.




A MALE VOICE:  So what do you recommend?




DR. ARINZEH:  So reduce by 250.




CHAIRPERSON HORN:  Okay, so, we have a motion to fund 14-SCB-YALE-16 at 500,000.




DR. ENGLE:  I would second it.




CHAIRPERSON HORN:  Okay.  Any further discussion?  All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  Anybody opposed?  




DR. ENGLE:  So while we’re talking about established grants that might, you know, position to have a reduced funding, the grant, the one on Rizzolo, so YALE-18, that was the grant that we were looking at the co-culture of the photosensitive cells and the pigmented epithelial cells, and we talked about the fact that there was an entire aim in that grant that was centered on using those co-cultures for drug screening, which the reviewers pointed out it’s logistically not likely to work and which I think had some serious concerns about it.




Again, the other part that we did like was the co-culture and the transplant in animal models, so I think that, again, we could position this potential grant as one in which we could close it for 500,000, let them decide what they wanted to move forward, and it would help us find some funds and still give them an opportunity to move forward with their work.




A MALE VOICE:  And this was specifically which grant number?




DR. ENGLE:  YALE-18.




DR. DEES:  I’ll second that.




CHAIRPERSON HORN:  Okay, so, that was a motion from Sandy Engle, 14-SCB-YALE-18, to fund it at 500,000, and a second from Richard Dees.  All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  Opposed?  Okay, the motion carries.  All right.  David?




DR. GOLDHAMER:  What I was going to try and say before the vote --




CHAIRPERSON HORN:  Oh, sorry.




DR. GOLDHAMER:  Was there was another grant that maybe should be considered for reduction, and I thought we might choose between Rizzolo and this other grant.  So the other grant was a grant that I favored and I think is still very good, but we were concerned as a committee a little bit that the relevance, translational relevance was low, so this was YALE-11, Pax 7 and the neural crest and the craniofacial.




So if there’s one to look at, it was a strong grant, but add that one aspect.  It wasn’t as strong.




DR. GROSSO:  I would like to also add in that they’ve submitted partial support again from March of Dimes, and they said, if awarded, that that would be partially overlapping, and that over three years close to $300,000 would be covered by that grant, so I don’t know how you deal with that, because it hasn’t been awarded yet, but if it does get awarded, there seems to be overlap.




I mean, number one, I agree with your assessment to reduce the funding to this, but I also see that there’s an alternative source that they can potentially get for part of the funding.  They’ve stated there’s an overlap, so, potentially, between 250 or 300,000 or maybe more could be cut from here.




A MALE VOICE:  Which grant, Bob, are you talking about?




DR. GROSSO:  That is 14-SCB-YALE-11, Garcia-Castro.




CHAIRPERSON HORN:  Rick, could we just have a bottom line check, please?




MR. STRAUSS:  We have 99,000 or so.




CHAIRPERSON HORN:  Okay.  We do need to keep in mind setting aside a few reserve grants, in case a big group grant fails or any one of the other established.




DR. GROSSO:  So do we have a proposal or no?  I don’t know how to handle this.




DR. DEES:  So you want to move a proposal?




DR. GROSSO:  I don’t know how you guys handle it with the potential overlap.




DR. DEES:  We can propose just to cut it. If they get the grant, then bully for them, right?




DR. ENGLE:  Just to keep in mind, right, as was just pointed out, we need to have reserve grants, in case a grant is funded, so, traditionally, we try not to take into account other funding that might come through, because we don’t know if it will come through, but keep in mind we still have seed grants, and we need to make a reserve list, and, so, that’s an opportunity to sort of deal with that as we go into the seeds, right?




So 100,000, that’s half of a seed grant. We could potentially leave this for now and then look at our seed grants and potentially make reserves on our seeds, so that could fill up that 100,000, or, you know, if that came through for them. 




I think it’s easier to have reserve grants to fill up, in case somebody comes off, because they don’t get funded, than it is to take away from it at this point.  Does that make sense?  (Multiple conversations) We don’t necessarily need to do that at this point in time, and it’s not fair to say, well, we’re going to dock you, because you might have other funding, because we haven’t traditionally taken other funding -- (multiple conversations).  




DR. GOLDHAMER:  I don’t really see a reason to fund at 750, but cut the other two to 500.  I would recommend either cutting Castro to 500,000 or perhaps raising one of those others up.  The others can just have, then, a surplus of 150k it might be, I think, to fund another seed.




DR. HART:  I think the argument about -- there was questions at the time of the review about whether we should fund the entire project or not, and we’ve done that with the other grants we’ve already cut. It makes a lot of sense.  We almost should consider that in isolation of all the other considerations.




DR. GOLDHAMER:  So I will make a motion to cut YALE-11 to 500,000.




DR. FISHBONE:  I would second it.




CHAIRPERSON HORN:  Any further discussion? All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  14-SCB-YALE-11 is funded at 500,000.  I do have a concern that we don’t have any established grants at this point identified as backups.




DR. WALLACK:  Marianne, can you just remind us?  I have three grants that you cut under established, 10, 11 and 18, to 500,000.




CHAIRPERSON HORN:  Correct.




DR. WALLACK:  Is that it?




CHAIRPERSON HORN:  YALE-10.




DR. WALLACK:  YALE-10?




A MALE VOICE:  YALE-16, 18 and 11.




DR. WALLACK:  16, also?




A MALE VOICE:  Yes.




DR. WALLACK:  Oh, 16, 18, 11 and 10, right?




A MALE VOICE:  Right.




DR. WALLACK:  Okay.




DR. FISHBONE:  Can you show us, Rick, the highest rated grants that we’re not funding?




MR. STRAUSS:  YALE-02, Crews, and then 05, Zhou.




DR. HART:  Certainly, one of those two ought to be designated.




DR. KIESSLING:  As the backup?




DR. HART:  As the backup.




DR. WALLACK:  I would move that we put Craig Crews, YALE-02, as the first backup.  That was the salamander grant.  One of the reviewers was highly -- I think that makes sense.




CHAIRPERSON HORN:  Okay, so, we have a motion for 14-SCB-YALE-02 to be placed in the first reserve spot for established grants, and we have a second from David Goldhamer.  Any further discussion?  All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  Anybody opposed?  Okay.




DR. KIESSLING:  Do we need a second reserve, or do we just need the one?




CHAIRPERSON HORN:  I think we do need a second reserve if one of those big grants collapses.




DR. ENGLE:  The next one was the --




A MALE VOICE:  Chemotherapy malignant glioma one?




DR. ENGLE:  Yeah.




DR. DEES:  I still liked it, so I would like to move that we consider that as the second backup.




CHAIRPERSON HORN:  I’m sorry.  Which one is this?  14-SCB-YALE-05?




DR. DEES:  Yes.




CHAIRPERSON HORN:  Okay.  




DR. DEES:  The brain tumor, the neural stem cell.




CHAIRPERSON HORN:  The suicide.  So we have a motion to place 14-SCB-YALE-05 in the second reserve spot.  Do I have a second?




DR. HART:  Yes.




CHAIRPERSON HORN:  Okay.  Any further discussion?  All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  Motion passes.  Okay, Rick, where are we?




MR. STRAUSS:  You didn’t do anything with money, so you have 150,000 left over.




DR. KIESSLING:  Actually, have you already taken out -- doesn’t 200k go to DPH?




MR. STRAUSS:  No, not this year.




DR. KIESSLING:  Oh, I’m sorry.  Am I not listening to so much about Yale, I still think that I should --




MR. STRAUSS:  There’s 10 million and you have 150,000 left.  




(Multiple conversations)




DR. GOLDHAMER:  I would rather fund the seed at 200 and take 50 off of an established or a group grant.




DR. KIESSLING:  Let’s look at the seeds and decide.  Somebody might have a favorite seed.  How many seeds are funded there?




CHAIRPERSON HORN:  We have six seeds funded so far.




DR. WALLACK:  So, Marianne, we have two in the seeds, we have two maybes that we said no to.  That was Dash and Ren.  Dash was YALE-25 and Ren is 40.




A MALE VOICE:  Was it the RIF grant that we fought over?  RIF1?




DR. KIESSLING:  Which one?




A MALE VOICE:  Yifei Liu.




DR. ENGLE:  One got a yes.  I think it’s already funded.  Keep in mind that YALE-15 is -- or UCHC-07 were -- the consensus was they didn’t represent appropriate seed grants, so that moves us down to starting at sort of YALE-11, and then YALE-25 and YALE-40.




DR. GOLDHAMER:  It doesn’t sound like there’s that much sentiment in favor of a particular seed that we feel really, really badly about not funding, and we did cut four established grants by 250,000.  Maybe we should use the -- add that 150,000 divided between some or all of the established grants.




DR. KIESSLING:  Can I remind everybody of the Down’s syndrome grant that we --




A MALE VOICE:  Was that YALE-40?




DR. KIESSLING:  Yes.  The biggest problem with that grant was the investigator, actually, eight-year post-doc, but, other than that, it was a really interesting project.  




There’s two problems with that.  Maybe we don’t want to revisit it.  One of them was that this is his second seed, and the other was that he hasn’t really done much.




DR. WALLACK:  So can anybody be convinced to do YALE-25?




DR. ENGLE:  YALE-25 was the cardiomyocyte transplant.  (Multiple conversations)




DR. WALLACK:  We both felt that it should be funded.  Sandy talked us out of it.




CHAIRPERSON HORN:  We have two options. One that’s been suggested is to add some money back to the three established that we cut.  The other possibility is that we open up, add in a couple of the seed grants, or we could have those in reserve.




DR. WALLACK:  My option would be to add in another researcher.  I’ve argued that every year, that I’d like the increasing of the pool, and both reviewers liked Biraja Dash, so I’d rather go back and, if we don’t want to do 40, then I would easily be comfortable with doing YALE-25.




COMMISSIONER MULLEN:  So that’s one option, and, Sandy, you were getting ready to say something.




DR. ENGLE:  I was just asking do we need seed reserves, or are we fine just having established investigator reserves?




CHAIRPERSON HORN:  No, I think we should have some seed reserves, as well, in case a seed grant fails.




DR. HEINEN:  So this would be a $150,000 seed?  Is that what would happen?




DR. DEES:  Or we could fully fund it and find the 50,000 somewhere else.




DR. HEINEN:  I think David’s proposal makes more sense than that.  I think that money would be better spent on a project that’s already funded and be able to have a better chance to be successful with that money than giving somebody a small seed grant.




DR. GOLDHAMER:  Keep in mind that cutting the 500,000 in established grants is basically putting them at a level of funding on a per year basis just a little above the seed, so the total amount is more, but, on a per year basis, it’s just a little better than a seed, and, so, you’re really affecting the rate at which it’s done, so since I don’t hear -- since there’s problems with all these seeds and some disagreement, there’s not any kind of unanimous agreement on any of them, I think it makes more sense to --




CHAIRPERSON HORN:  Just a little flaw with the math.  We took 500,000 from four established.




DR. HART:  We took 250 each from four.




CHAIRPERSON HORN:  250, yes.  250 each.




DR. GOLDHAMER:  What did I say?




CHAIRPERSON HORN:  So you were going to add 50 back to -- yeah.




DR. GOLDHAMER:  But then I said divide it equally.




CHAIRPERSON HORN:  Divide it equally, okay.




DR. KIESSLING:  (Multiple conversations) -- review the Dash grant?  Could they do something with 150,000?




DR. WALLACK:  My sense is that they could.




DR. KIESSLING:  We don’t have very many scaffold grants.  This is one of the few scaffold grants, right?




DR. WALLACK:  The idea is this is the one that they have the (background noise) working with them and has already done something like this.




DR. HEINEN:  Well it seems like there are two ideas on the table.  Can we just make a motion and vote?




DR. KIESSLING:  I’d like to hear the enthusiasm of the two reviewers for the Dash grant.  Would you like to see that funded at 150,000 or do you think that’s not --




DR. ARINZEH:  Sure.  I mean, yeah.  I’m sure they’ll use the 150, sure.




DR. WALLACK:  I move Dash at 150.




DR. ARINZEH:  I second.




CHAIRPERSON HORN:  14-SCA-YALE-25.  The motion is that we fund this for 150,684, and we have a second.  Any further discussion?  All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  Opposed?




VOICES:  Aye.




CHAIRPERSON HORN:  The no’s have it.  And Rob Grosso is recused.  (Multiple conversations)  One at a time, please.  One at a time.




DR. GOLDHAMER:  So my motion would be to add that, the 150,000, to three of the four grants.  The grant non-consuming with some back would be the Casper grant, which was the one that was pure basic science with no translational --




CHAIRPERSON HORN:  Okay, so, the motion is to add to YALE-16, YALE-18 and YALE-10, divided equally, 156,034.  Do we have a second?  Paul Pescatello seconds.




A MALE VOICE:  This is a technical point. Do you want to round that off, because the number is $50,211.33.  I’d do the 50,200 and leave $33.99 for the party.  (Laughter)




CHAIRPERSON HORN:  Okay.  Is that acceptable to the mover?




DR. GOLDHAMER:  That is acceptable.




CHAIRPERSON HORN:  Okay.  Any further discussion?  All in favor?




VOICES:  Aye.




A MALE VOICE:  Okay, so, tell me.  I got the number, but I don’t have the grant.




CHAIRPERSON HORN:  Sure.  Rick, would you please read that motion out, so that the note takers can get that down?




MR. STRAUSS:  It’s 50,200 for the three grants, YALE-16, YALE-18 and YALE-10.




CHAIRPERSON HORN:  And we need to select several seed grants for backup.




DR. KIESSLING:  I move that the Dash grant be one of the backups.




CHAIRPERSON HORN:  Okay, we have a motion to have --




DR. KIESSLING:  YALE-25 be one of the backups.




CHAIRPERSON HORN:  14-SCA-YALE-25, the motion is to have it as the first reserve grant, and we have a second?




DR. WALLACK:  Second.




CHAIRPERSON HORN:  And we can take them one at a time, or we can add a second grant.  All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  Anybody opposed?  One opposed.




DR. GROSSO:  Not voting.




CHAIRPERSON HORN:  And not voting.  Okay. We need a second backup for the seed. 




A MALE VOICE:  YALE-40 second. 




CHAIRPERSON HORN:  Okay, do we have a second?




A MALE VOICE:  I’ll second.




CHAIRPERSON HORN:  Okay, the motion is to have YALE-40 as the second backup, second reserve.  All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  Opposed?  Okay, so, 14-SCA-YALE-40 is the second reserve.  How much do we have in reserve, Rick?




MR. STRAUSS:  Oh, in reserve?  I’m sorry. I thought you wanted to know what the balance was.  1.4 million.




CHAIRPERSON HORN:  1.4 million?




MR. STRAUSS:  1.9 million.




CHAIRPERSON HORN:  1.9 million we have in reserve?




MR. STRAUSS:  Two established and two seeds.




CHAIRPERSON HORN:  Okay, we are needing to reconstruct here a little bit for the minutes.  It will be on the transcript, but does anybody remember who moved for the 520,000 to go to YALE-16, 18 and 10?




A MALE VOICE:  David.




CHAIRPERSON HORN:  David Goldhamer.  And the second?  Paul.  Thank you.  




All right, we’re going to go through these one at a time now, and we’re going to take a roll call vote, so please don’t vote if you are not eligible to vote.




MR. STRAUSS:  Did you need something on the screen?




CHAIRPERSON HORN:  Yes.  I’m going to read it from the screen.




MR. STRAUSS:  What did you need?  The total for --




CHAIRPERSON HORN:  The cores.  We’re going to start with the cores.  Okay, so, we have motions to fund all of these.  All we need to do now is take the final vote, so 14-SCD-YALE-01, funded for 499,974.  This is a Yale grant.  Roll call.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCD-UCHC-01 for 500,000.  This is UConn.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  Diane Krause?




DR. KRAUSE:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  Okay, this is the group for 1.2.  14-SCC-YALE-01, and, again, just clarify for me.  Is this for 1.2 million for three years or for the full four?  Okay, just 1.2.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCBIS-JAX-01 for 1.1 million, and this should be everybody.  Nobody has a conflict with this.  Okay, so, Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  Diane Krause?




DR. KRAUSE:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCDIS-UCHC-01 for 1.1 million.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  Diane Krause?




DR. KRAUSE:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  Established.  14-SCB-UCHC-11, 750,000.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  Diane Krause?




DR. KRAUSE:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCB-UCHC-02 for 750,000.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  Diane Krause?




DR. KRAUSE:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCB-YALE-16 for 550,200.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Richard Heinen?




DR. HEINEN:  Me?  Yes.




CHAIRPERSON HORN:  I meant, I’m sorry, Christopher.  What did I say?




DR. HEINEN:  No, that’s not my name.  Yes.




CHAIRPERSON HORN:  Bring on some sugar, please.  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCB-YALE-18, 550,200.  




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCB-YALE-11 for 500,000.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCB-YALE-10, 550,200.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  And Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCB-YALE-17 for 750,000.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  And 14-SCB-YALE-02, reserve number one.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCB-YALE-05, reserve number two.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  Okay, moving onto the seeds, 14-SCA-YALE-22 for 200,000.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  I’m sorry.  14-SCA-YALE-18, 199,892.  Ron?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCA-YALE-22 for 200,000.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCA-YALE-38 for 200,000.  I’m following the little handprint there, Rick. 14-SCA-YALE-05, 200,000.  Ron Hart?  No?




DR. HART:  My notes were different.  This is what we had as approved?




CHAIRPERSON HORN:  Yes.




DR. HART:  Okay.  Yes.




CHAIRPERSON HORN:  Okay.  




DR. HART:  My notes were different.




CHAIRPERSON HORN:  Is everybody okay with this is where we are?  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCA-YALE-38 for 200,000.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCA-YALE-20 for 200,000.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCA-UCHC-02, $199,500.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  Diane Krause?




DR. KRAUSE:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  14-SCA-YALE-25, reserve number one.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  No vote.




CHAIRPERSON HORN:  Correct.  Recused.  14-SCA-YALE-40, reserve number two.  Ron Hart?




DR. HART:  Yes.




CHAIRPERSON HORN:  Treena Arinzeh?




DR. ARINZEH:  Yes.




CHAIRPERSON HORN:  Richard Dees?




DR. DEES:  Yes.




CHAIRPERSON HORN:  James Hughes?




DR. HUGHES:  Yes.




CHAIRPERSON HORN:  Milt Wallack?




DR. WALLACK:  Yes.




CHAIRPERSON HORN:  David Goldhamer?




DR. GOLDHAMER:  Yes.




CHAIRPERSON HORN:  Ann Kiessling?




DR. KIESSLING:  Yes.




CHAIRPERSON HORN:  Gerry Fishbone?




DR. FISHBONE:  Yes.




CHAIRPERSON HORN:  Sandra Engle?




DR. ENGLE:  Yes.




CHAIRPERSON HORN:  Christopher Heinen?




DR. HEINEN:  Yes.




CHAIRPERSON HORN:  Paul Pescatello?




MR. PESCATELLO:  Yes.




CHAIRPERSON HORN:  Robert Grosso?




DR. GROSSO:  Yes.




CHAIRPERSON HORN:  Well done.  We have $34 leftover.  Congratulations.  Thank you.  Thank you very much.  We do have public comment.  Do we have any comment from the public?




MR. PAULA WILSON:  Isolda and I -- I’m Paula Wilson from the Stem Cell Center.  Isolda Bates and I would like to thank the committee and the Commissioner for all of their work and the CI staff.




This has been very helpful, and we appreciate it.  Thank you very much.




COMMISSIONER MULLEN:  Thank you.




DR. KRAUSE:  I’d like to also thank the Commissioner and Marianne very, very much.  I know that in the future we won’t have you here, because Marianne is retiring and the Commissioner has moved this over to CI, so thank you very, very much for all of your time and effort.  We really appreciate it.  (Applause)




COMMISSIONER MULLEN:  Thank you, all.  I never doubted that this program was going to have support.  I know the first couple of years there was a lot of concern, so DPH will still be involved.




Marianne will never let go totally probably, at least emotionally, but thank you for all you’ve done, and I think, in the four years, this is first time you actually carried forward a little money.




It’s interesting, but transitions are -- I think it’s going to be really important for everyone to look at the future of the program at the same time that you’re also the best representatives for the enduring spirit with which this was all started in the first place, because, you know, we’re still Connecticut, and, you know, during lunch, we had some conversations about being Connecticut, as opposed to New York and California, and I think that doesn’t have to meet some kind of second class status, but being really realistic about the best things that we can do to contribute to science in general and science in Connecticut, in particular, so thank you, all.




And, Marianne, you know, I don’t have crises, but come see me in a few weeks after she’s gone and see what it looks like -- (laughter).




CHAIRPERSON HORN:  I would just like to thank all of you for the privilege of working with you for the last 10 years on this program, and I will definitely miss you all.




I told CI that they have my phone number, and I have a file cabinet up here that probably might be helpful at some point, so I won’t lose total touch.




Thank you, all, for another wonderful day, and safe trips home.




MS. LEONARDI:  I actually have one just quick thing that I just got now, that it’s a company you funded last year.  IM Stem is in U.S. News today.  Further discoveries on M.S., so it’s great.  Or USA Today.  I’m sorry.  USA Today.




CHAIRPERSON HORN:  So some royalties.  I just need a motion to adjourn.  Second?  All in favor?




VOICES:  Aye.




CHAIRPERSON HORN:  It’s unanimous.




(Whereupon, the meeting adjourned at 5:20 p.m.)
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