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P‑R‑O‑C‑E‑E‑D‑I‑N‑G‑S


(9:07 a.m.)


REMARKS



CHAIRMAN TILDEN:  Good morning.  Everybody has got their workout for this morning in.  I want to thank the hotel for celebrating my departure with some fireworks, not works, just fire drill.  So today is the second.



And so I would just like to before we get started personally thank all the SACHRP Committee and commend them on their efforts to help me get through this year of being Chair, number one.



And I would like to thank all of the ex officios, who are here today and others who aren't, for participating so heavily in the Committee.  And I would like to thank the personnel at OHRP, both present and past ‑‑ some of the individuals are gone ‑‑ for all of the help they have provided.



I would personally like to thank Ivor during this transition period for doing such an outstanding job and keeping things, the ship, sort of righted through this whole period.



And so that's all I had to say.  And I think we're ready to get started.  Dan said he had a short presentation and that he didn't know if he would take up all of his time.  So, fortunately, we were able to cut your time a little bit with the fire drill.



(Laughter.)



CHAIRMAN TILDEN:  So you have enough time now.  Take it away.



MR. NELSON:  Thank you.


REPORT OF SUBPART A SUBCOMMITTEE (SAS)



MR. NELSON:  You know, we should clarify that the Subpart A Subcommittee did not stage the fire drill just so we could figure out last minute slide changes.  But we do have, the SACHRP members obviously have, the slides, as do the audience.  And there were a few slides that weren't sent out in the mailing.



So you should make sure you have the most recent copy that would have been provided to you by Julia and in the back of the room.  And attached to that is a one‑page document that will get to institutional official responsibility.  So I wanted to make sure you had that current set of materials.



So two days presentation.  As always, we'll briefly review the subcommittee charge and membership and then turn to our recommendations.  And we have a fairly diverse set of recommendations for your consideration and hopefully approval today in some form or other involving informed consent, specifically waiver of written documentation of informed consent, which Liz Bankert, my Co‑chair, will cover and then our first installment of comments or thoughts on institutional responsibility, specifically institutional official outreach and duties and responsibilities, a recommendation, a response to a recommendation, on tribal approval of research.  And then we'll share with you some thoughts about where we are going next.



The charge to our subcommittee, drawn from the January '05.  For those of you who haven't been around for the duration, there was a panel on which David Forster and I and a couple of others were asked to comment on the common rule.



And that was in October of 2005.  And that led to SACHRP's recommendation that a subcommittee be formed to focus on subpart A.  And we have been doing that ever since.



So the charge to the subcommittee at that point, at our launch, was to review and assess all provisions of subpart A of 45 CFR 46 and relevant OHRP guidance documents and then, based on that review and assessment, to develop recommendations for consideration by SACHRP in three categories, roughly increasing order of difficulty, interpretation of specific provisions, development of newer modification of existing OHRP guidance, and possible revisions to subpart A.  And we have put forward and had approved recommendations in all three of these categories.



The goals of our work I'm sure you can recite in unison now are to enhance protection of human subjects, to reduce regulatory burdens that do not contribute meaningfully to the protection of human subjects, and to promote scientifically and ethically valid research.  And, as you have heard us say every presentation, we don't view these as mutually exclusive goals.  In fact, they are complementary and necessarily go together.



This is our subcommittee membership, both past and present.  We have had some departures due to change in job circumstances; change in federal employment status; in one case, sadly, a death of a committee member; and in another case a donation of a very valuable member to co‑chair a new subcommittee, David Strauss.



So I think you have become familiar with this list but Liz, to my right, from Dartmouth; Ricky Bluthenthal is a social and behavioral scientist with the RAND Corporation; Gary Chadwick from Rochester; Bruce Gordon from Nebraska; Felix Gyi from Chesapeake Research Review, our former co‑chair, replaced by Liz at the last meeting or earlier in the year; Isaac Hopkins, now deceased, a committee representative on our group; Nancy Jones, who went to work for NIH and left the committee at that point; Moira Keane from Minnesota; Susan Kornetsky from Boston; Gigi McMillan, mother of a brain tumor survivor and has formed an advocacy and educational organization in L.A., We Can Pediatric Brain Tumor Network; myself from North Carolina; Ernie Prentice, former chair of SACHRP, who has remained on our subcommittee; Tom Puglisi was an original member who went to work for the VA; Lorna Rhodes from Washington, also no longer on our committee; Ada Sue Selwitz from Kentucky; and, again, David Strauss.



And we have been thankful for the participation of several SACHRP members who chose to affiliate with our subcommittee.  And we'll be looking forward to that continuing in the future and last, but certainly not least, many ex officio members, in the room and not in the room today, with some strong links to OHRP through Mike Carome and others as well as the other common rule agencies.



This might be the place for me to confirm that, to borrow from Mark Twain, the rumors of my departure from SACHRP are grossly overstated.  I have retired from the SACHRP parent committee but will remain on as long as you will have me as Co‑chair of the subcommittee, so will continue to participate in this way.



A growing list of subcommittee meetings dating back to January of '05.  We have tended to alternate teleconferences and on‑site meetings.  And our next one is scheduled for September in Rockville.  And besides our subcommittee, we thank OHRP for their help and assistance in all manners in hosting and supporting our work.



I inserted just the next two slides that you don't have on your paper printouts.  I think we have taken it for granted with a relatively fixed membership on SACHRP that you know where we are coming from and what we have been all about, but these were two slides we used early on to try to encapsulate our general stance as a subcommittee and our general focus.



We determined early on that the common rule is not broken and in need of total overhaul or replacement.  So what is the problem?  What are we trying to fix with our recommendations?



And this is a slide we attempted to diagram that out.  I think we're caught in a tension.  And I would say it's a relatively healthy tension between, on the one hand, regulations that leave perhaps too much to the imagination.



They were written perhaps purposely with a great deal of room for flexibility.  And, of course, we enjoy that flexibility and employ it, I think often to our advantage and to the advantage of investigators and our research subjects.



On the other hand, we have overly restrictive interpretations.  And this is a somewhat delicate balance.  Again, I think it's a healthy tension.



I think our sense is that in recent years, we have tended to shift perhaps to the right of this equation.  There are dangers lurking in the water, sharks and alligators on both sides.



We would like to stay at that healthy tension point in the middle.  And much of the work of our subcommittee has been to pull us back toward what we consider a more reasonable balance between these two extremes.



This is a summary of our recommendations that have been finalized and sent to the Secretary in the form of letters one through four.  Letters one through four dealt with other SACHRP actions and other Subcommittee work.



Our first work went up in the fifth letter, which dealt with recommendations approved over the first two years.  So it was a fairly lengthy set of recommendations on the entire area of continuing review and expedited review.



The latter led to a Federal Register notice in October of last year that was open for public comment.  And Mike Carome has informed me what OHRP has received several comments on that, on the proposed changes to expedited review categories, some from our subcommittee, some from OHRP.  And they're working on consolidating and digesting this and then implementing those changes.



The sixth SACHRP letter went up last year, I guess.  And the covered recommendations that we approved at our March meeting in '07 on training and education, this, too, is reflected in a Federal Register notice that went out just this month.



And, as I and others commented last night, as probably the most circulated Federal Register notice I've seen in recent memory, received it within the space of a few days from five or six different sources.  So it's definitely getting out there, which is good.  We look forward to that feedback, as I'm sure does OHRP.



The required training that we have proposed and you approved were for distant groups, each requiring similar but different training on a host of human subject issues, IRB members, IRB staff, institutional officials, and investigators.



The last letter that is in the hands of the Secretary ‑‑ and I don't believe we have yet to hear back with their acknowledgement, but that is under consideration ‑‑ dealt with our work in the area of waiver of informed consent and a large‑scale project looking at minimal risk and providing analytical framework for conceptualizing and thinking, assessing minimal risk, and then examples.



The eighth secretarial letter is now in preparation.  This will include our set of some 30 recommendations in the area of exemptions as well as other work, I believe, by SIIIDR.  And that is in preparation to be submitted.



With that, I will turn the mike over to Liz.



MEMBER BANKERT:  Good morning, everyone.  We are going to go through some background information and introduction on this topic of waiving documentation of informed consent.



To summarize what the next couple of slides are going to be, basically all we're going to recommend is that OHRP provide guidance on these specific items that I'm about to go through.



So it's nothing Earth‑shattering.  However, at our last meeting, we did have a discussion where we want to go beyond reading the regulation line by line and deciding what needs additional guidance.



So what we're going to be doing in the future, which we'll talk about at the end of our presentation, is look at bigger picture informed consent issues like how to improve the process, how to stop these generation of 25‑page consent forms, et cetera.  So that might be far more exciting when we get there, but for now, what we're focusing on are the regulations.



So I'm just going to go right through these:  obtaining documented informed consent, which is otherwise known as a signed consent form of research subjects prior to their participation is regarded as a cornerstone for the ethical conduct of research and a fundamental protection of human for participants' rights.  And there are regulations in 45 CFR 46.117 discussing documenting informed consent.



It is recognized there is valuable research that would be difficult or impossible to conduct if documentation of informed consent were required for every scenario, every research project.  Accordingly, the regulations allow an IRB to waive the requirement for obtaining a signed consent form under certain circumstances, as described in 45 CFR 46.117(c).



So what we have learned through our deliberations and discussions is that IRBs don't always utilize this waiver provision appropriately.  They may have uncertainty in applying the criteria.  There is an inconsistency in reviewing the research, including the consideration of the waiver of the documentation.  And so there is variability across institutions.  And this is especially evident when the waiver provisions are applied and research conducted at multiple sites.



This uncertainty and variability may lead to the under‑utilization of the waiver when it can be okay to use.  Conversely, the lack of understanding how and when to apply a waiver may lead to inappropriate application of the waiver under some circumstances.  So these are the discussions.  These are the issues that we are trying to address.



This is just a note kind of as an FYI.  For those of you who haven't memorized the regs, 45 CFR 46.117 also has an (a) and a (b).  (a) describes the required signatures in the requirement of providing a copy of the consent form to the subject.  (b) talks about the options of reading the consent form to the subject and the use of a short form.  We're not talking about (a) or (b) today.  We're talking about (c).



So here is 46.117(c).  An IRB may waive the requirement for the investigator to obtain a signed consent form for some or all of the subjects if it finds either:  one, that the only record linking the subject and the research would be the consent document and the principal risk would be potential harm resulting from a breach of confidentiality.  Each subject will be asked whether the subject wants documentation linking the subject with the research and the subject's wishes will govern; or, two, that the research presents no more than minimal risk of harm to subjects and involves no procedures for which written consent is normally required outside of the research context.



And then there's a final sentence, "In cases in which the documentation requirement is waived, the IRB may require the investigator to provide subjects with a written statement regarding the research."  So this is what we are focusing on in the next couple of slides.



There is guidance that OHRP has already provided from the Web site.  A frequently asked question, when may the requirement for documentation of informed consent or parental permission be waived?



The answer basically is it can be waived if it adheres to this regulation that I just read to, the response that I just read.  It may waive the requirement for the investigator, obtain a signed consent form.



So this guidance basically repeats the regulation that the only record linking the subject and the research would be the consent document and the subject will be asked exactly what we just went through, that the research presents no more than minimal risk.



And then there is guidance in the form of an example, which is, for example, drawing a blood sample or asking shoppers in a mall about the ambient lighting or temperature, two examples that OHRP provides on their frequently asked question list.



And then OHRP goes on to say some subjects might refuse a copy of the consent form out of concern that the possession of the form could compromise their privacy.  This is fully consistent with the idea behind one of the bases for a waiver.  And that is that the document itself could compromise the identity.



The investigator may document that the subject refused a copy of the informed consent and still include the subject in the study.  In cases in which the documentation requirement is waived, the IRB may require the investigator to provide subjects or the parents of the children who are subjects with a written statement regarding the research; again, just guidance already out there.



And another e‑mail that we found OHRP responded to, "Please note that when the IRB waives the documentation requirements of 46.117, the IRB must still approve a consent procedure or parental permission procedure that includes all of the basic elements of informed consent under the regulations at 116(a) and, when appropriate, the elements under 45 CFR 46.116(b) unless the IRB had approved a consent procedure which does not include or which alters some or all of these elements."



This actually produced quite a bit of dialogue during the subcommittee meeting, which reinforced the notion that we all need more guidance on this topic.



So here is a summary of our four recommendations:  again, all guidance, just clarification, just asking OHRP to go out there and kind of summarize and help IRBs understand what this provision is about.  And we're going to go through each one.



So the first recommendation.  OHRP should provide guidance on the interpretation and application of 117(c) using examples, as appropriate, with particular emphasis on social or behavioral research.



So the reason we added this particular emphasis on social and behavioral research is because we have heard from all of us during our discussions, our deliberations that there are IRBs that seem to be unwilling to be flexible in social science or behavioral research; for example, requiring a signed consent form for ethnographers out in the field or anthropologists going out into the field and requiring that they obtain a signed consent form, which the researcher feels is inappropriate and just not right for the type of research they are doing.



And, for some reason, IRBs are not utilizing this waiver provision.  I don't really understand why, but that comes up quite often in discussions.  And so, again, this is a simple asking OHRP to emphasize the use of this provision, especially in social or behavioral research.



Now, I don't know.  Are we actually voting on ‑‑ I mean, yes.  Do you want to go through all four and vote at once or ‑‑



CHAIRMAN TILDEN:  I'll defer to your ‑‑ I think it might be ‑‑



MEMBER BANKERT:  Okay.  Do you want to have discussion on any of these as we go through or do you want to go through all four?



MR. NELSON:  They're short enough I might suggest we just go through.



MEMBER BANKERT:  Through?  All right.



CHAIRMAN TILDEN:  Go through and come back.  Thanks.



MEMBER BANKERT:  Okay.  There is one.  Two, with regard to 117(c)(1), again more clarification.  And this is the question on the link.  There would be no links between the subject and the research; for example, investigator notes, other than the consent form itself.  And, again, that is just reiterating what the regs do say.



This provision, 117(c)(1), is not limited to minimal risk research and is appropriate for those studies that involve greater than minimal risk; for example, domestic violence, illegal behavior.  This is really the crux of the recommendation for this area.  Apparently IRBs are reluctant to waive the requirement for more than minimal risk research.



And, again, just a reiteration of the regs.  The documentation referred to in this section of the regs means the signed consent form that would create a link between the subject and researcher that would not otherwise exist.  And this we got into the discussion of the use sometimes of the words "signed consent form" versus the use of the word "documentation."  So this is just to clarify what documentation means.



Again, here is the regulatory language.  The final sentence, "In the cases in which the documentation requirement is waived, the IRB may require the investigator to provide subjects with a written statement regarding the research."



Recommendation number three follows.  OHRP should clarify that the final sentence in 46.117 regarding the provision of written statement applies both to (c)(1) and (c)(2), again, simple guidance clarification.



The final recommendation is that OHRP should clarify that when the IRB requires a written statement, as described under 117(c), the statement does not need to include the elements of consent under 46.116.



OHRP should also clarify that a waiver of consent under 46.116(d) is not required unless some elements of consent are not presented, either orally or in writing.



And, again, these were big discussion issues at the subcommittee, enough so that we thought it would be helpful to have more guidance from OHRP.



And that I think is the last recommendation.  So we can go back to the first one.  Any discussion or comments?



MEMBER BOTKIN:  I wonder if part of the issue here is that it's the investigators who aren't aware of these provisions and they don't request a waiver.  And so if the investigator comes forward with a consent process, then the IRB is going to review that and approve it accordingly.



So should there be a recommendation that will enhance awareness on the part of the research community so that they know to actually propose this to the IRB for its consideration?



MEMBER BANKERT:  That is a good idea.



MR. NELSON:  It is.  And I will say, just speaking from our personal experience at UNC, we certainly found that to be the case.  We have always asked questions that prompt or lead an investigator to at least explore the option of a waiver of consent under 116.



But we were kind of silent on the documentation aspect.  So it was just kind of a default.  And they didn't know to ask, basically.  And we now ask those questions as well.  We split out the waiver of consent from the waiver of written signed documentation.



It's confusing for them, but they like it once they realize it's out there or at least under the appropriate circumstances.  So the point is well‑taken.



MEMBER GENEL:  Well, I have no problem with that suggestion.  It's just that the research community is a pretty amorphous community.  And so I don't know how you reach everybody to communicate that.



Rather, it's really the responsibility, I think, of the IRB under those circumstances when it's applicable to recommend that this be used because I really don't expect the investigators to know all of the fine wording of the regulations or the guidance.  That's the IRB's responsibility I think.



MR. NELSON:  Maybe we can throw it back to Jeff since we agree in the concept, at least, that investigators aren't aware.  Do you have some specific wording in mind or how can we target them and educate them excepting, as Mike noted, they're not going to read this guidance, more than likely, or read the regs?



MEMBER BOTKIN:  Well, I guess I would pick up on your comment.  I think with our electronic submission process, investigators are prompted to think about it as part of the routine application sequence.  I don't know how effective that is.  And to some extent, that is a compromised approach where the IRB has taken a responsibility to routinely prompt investigators to think about that as an option and then divert them to resources that they can look at if they are interested.



So I don't have a well‑crafted recommendation in mind about this because I think I agree that it is probably a shared responsibility to figure out how to prompt this.



MR. NELSON:  Lisa?



MEMBER LEIDEN:  You could prompt it with the application, particularly ‑‑ well, either whether it's a written application or an online application when you get to that section and you're asking about it.  You can provide that information.  You know, it could even be a pop‑up sheet on an online.



But, I mean, that is one area where, aside from training, which researchers are not too interested in having, is they fill out the application.



You could actually include some of the decisions and guidance that have come down from the subpart.  It would be actually very useful.



And they would see the change, particularly for social, behavioral science and would very much appreciate it.



CHAIRMAN TILDEN:  Any other comments?



MEMBER STRAUSS:  Just I want to make a comment that there is always a trade‑off here in the negotiations between the IRB and the investigator on the point has to do with the risks of having no documentation or no identifiable information.



Sometimes the investigator who wants to waive consent, waive documentation of consent, says, you know, I don't really need to collect the links.  And then we have a discussion.  And we say, "Are you sure?" because it means you won't have the ability to follow up or re‑contact or do a longitudinal approach.



So it's a complicated discussion that sometimes takes place and that investigators may sometimes request it, not realizing the implication, or an IRB may sometimes suggest it, not thinking about the investigator side and the potential harms to research.  This doesn't bear on this particular issue, but I think that if we're going to make recommendations on educating investigators, it would need to be somewhat more elaborate, I think, about the pros and cons of the waiver.



MR. NELSON:  Just to follow up on that, David, it also gets back to the fact that there are really two quite different possibilities spelled out in the regulation, one for research where there is a risk to the link, the other where there may well be a link because there is so little risk.  And they're not interchangeable parts, and I think that is often a point of confusion as well.



CHAIRMAN TILDEN:  So should recommendation one include besides just examples, maybe to identify the consequences, potential consequences, of using this or impact of using this particular provision on the research and also ‑‑



MEMBER BANKERT:  We had this ‑‑



CHAIRMAN TILDEN:  ‑‑ incorporation of this in applications, materials, et cetera?  Is that too granular for this?



MEMBER BANKERT:  We had the discussion of whether or not the subcommittee should provide examples.  And, as you can see, we didn't.  We thought OHRP would be able to do that because I'm sure they hear about this all the time, too, and could probably more readily come up with pertinent examples.



CHAIRMAN TILDEN:  I think that we could probably just take all four of them and vote on them as a group because ‑‑



MEMBER BANKERT:  Okay.



CHAIRMAN TILDEN:  ‑‑ they're so narrow.



MEMBER BANKERT:  Yes.



CHAIRMAN TILDEN:  Is that okay with everyone?



MEMBER BANKERT:  Yes.



MEMBER FORSTER:  Actually, I would like to talk about four before we do that.



CHAIRMAN TILDEN:  About what?



MEMBER FORSTER:  Number four.



CHAIRMAN TILDEN:  Great.  I don't want to vote now.



MEMBER FORSTER:  Okay.



CHAIRMAN TILDEN:  I was saying we could discuss them all and just take a vote at the end.  And we'll amend or modify or delete and then vote on the whole package.



MEMBER BANKERT:  Okay.  Here's number two, again, clarifying what the link means, that it's not limited to minimal risk research and clarifying the word "documentation."



Can we move to three?  There is the regulatory language again.  Three is very straightforward.  OHRP should clarify that the final sentence applies to both (c)(1) and (c)(2).  And I will just show you that again, this final sentence.



Okay.  Four.  Yes?



MEMBER STRAUSS:  Before we get to four because I think there are separate questions I have about four, what we get hung up on and what I think is particularly unclear but maybe I'm missing it is what is meant by the phrase "procedures," "involves no procedures for which written consent is normally required outside the research context."



Now, I understand how we don't ordinarily in the medical context require written consent for a blood draw, but outside the research context, we typically don't ask shoppers about ambient lighting or temperature.  So I don't know what it means to say that.  I don't know what that expression refers to.  And I think clarification of that would be helpful for me.



MR. NELSON:  I think examples, sir, are helpful in almost any of these points.  And we would welcome OHRP's insertion of examples.  I think you gave one that comes to my mind on the second.



You know, if you're going to ask a survey, you don't require a written signed consent.  If somebody calls you on the telephone and asks your opinion on something or stops you in the mall, that to me is outside the research context depending on who is doing the asking and for what purposes, but we don't in general require signed consent for those.  So that is a benchmark for me at least.



But I think there is confusion.  And maybe you don't agree with that interpretation.



MEMBER STRAUSS:  I agree with that example.  I want to try to understand what other examples that you might ‑‑ there are lots of things that we do in medicine that we don't require written consent for.



And maybe the ones that we would be concerned about would be more than minimal risk.  I'm just asking for some other examples.



MEMBER BANKERT:  Well, I guess we did discuss this.  And I think we couldn't come up with great examples, to tell you the truth.



MEMBER STRAUSS:  Chest x‑ray is considered by some IRBs to be a minimal risk procedure.  And we ordinarily don't ‑‑ well, I don't know if we do or not, but I think it's not common practice to get written consent before someone has a chest X‑ray.



So is a research procedure that involves a chest X‑ray a procedure that you would waive documentation of consent for?  Should it be?



MEMBER BANKERT:  I would say no.



MEMBER STRAUSS:  Okay.  So that's why I'm asking the question.



MEMBER BANKERT:  Yes.



MEMBER STRAUSS:  Sorry.



MEMBER BIERER:  Maybe this is obvious, but to my read of that, it says that the IRB may waive.  It doesn't say it must waive.  So if an X‑ray, for instance, is additional to what would be performed in clinical care and is seen as overly intrusive, invasive, burdensome, or dangerous to the subject, they need not waive it.  But it allows the IRB and the investigator to make that argument.  But maybe I'm misreading it.



So what it does say is that those procedures would be possible, the universe of procedures for which this would be a potential but not a requisite solution.



MEMBER STRAUSS:  I'm all for allowing IRBs significant latitude in some of these decisions.  I'm just trying to figure out whether there's a should here other than the "may" and the "must."



In other words, are we comfortable with the idea of waiving documentation for a chest X‑ray?  And that was the first example that came to mind, but are there other examples that we would take a different position on?



I just want to explore it a bit because that phrase is one that I find is uniformly misunderstood in the laws of my institution.



CHAIRMAN TILDEN:  Ivor has a comment.



DR. PRITCHARD:  I guess I would just like to remind the Committee that the regulations are intended to cover a wide variety of kinds of research.  And I suspect that what may well drive this particular provision more has to do with research in field settings, where we're talking about telephone surveys, where we're talking about conversations or ethnographic studies out in the field, and we're talking about those kinds of interactions which people want to engage in and are not what ‑‑ I mean, if you sort of ask yourself, in the last two days, what have you signed for?



You have signed every time you have made a financial commitment.  You have signed every time you wanted to do something dangerous and somebody wanted to get themselves excused for liability.  You have signed when you have taken on some kind of waiver responsibility for insurance for a rental car, right?



So it's those kinds of things in normal social interaction that I think are perhaps precluded, but you don't sign before you have conversations with people on the telephone or social interactions with them on the street.



MEMBER FORSTER:  Can I bring up a different issue?



MEMBER BANKERT:  On which recommendation?



MEMBER FORSTER:  Well, I was just curious.  There's not a recommendation for it yet.  But did your subcommittee address in 117(c)(1) ‑‑ there's a sentence at the end that says, "Each subject will be asked whether the subject wants documentation linking the subject with the research.  And the subject's wishes will govern."



And that always throws the investigators for a loop when we say, "And do this."



They say, "You know, you've got to be kidding.  I'm asking about why they're using the free needle exchange table.  You know, I'm a junkie.  And now you're going to ask me if I want documentation?  You know, what's your real motive here?"



So the investigators see it as causing a lot of distrust when we give them this option.  And I was curious if you addressed this already.



MEMBER BANKERT:  We did have that discussion.  And most of us don't follow through on that particular sentence in a well‑documented way.



MEMBER FORSTER:  Yes.  That's what ends up happening a lot.  Yes.



MEMBER BANKERT:  So we chose not to bring it to the attention of OHRP.



MEMBER FORSTER:  Yes.



(Laughter.)



MR. NELSON:  Other than now on the public record.



MEMBER STRAUSS:  Can I ask OHRP, now that the ‑‑



(Laughter.)



MEMBER STRAUSS:  Now that the cat is out of the bag, in terms of compliance enforcement, what does the "will" mean?  The "will" is not a "may," a "should," a "must."  What does each subject "will"?  Does that have the standing of a "must" in compliance lingo?  I'm asking OHRP.



MR. NELSON:  I see heads nodding from the compliance row back there.



MEMBER STRAUSS:  A "will" is a "must."



MR. NELSON:  Correct, yes.



PARTICIPANT:  I would say so.



MEMBER STRAUSS:  Okay.



MR. NELSON:  But I do agree, as long as we're being honest amongst ourselves, that that is often overlooked.  If you waive it in documentation, the investigator has got a piece of paper that says, "You waive written documentation."  And that is their understanding of it.



I won't speak for the IRB's understanding, but I think, in practice, then, that last sentence probably isn't followed through routinely.



MEMBER STRAUSS:  It's an unknowable event, in any case.



MR. NELSON:  Yes, yes.



MEMBER STRAUSS:  Because you can't ask them to document it.



MR. NELSON:  Yes.  If you look at the recommendation that we did put in, number two, the last bullet there, we did think there was potential for confusion and, therefore, took a stab at addressing when the documentation we're talking about, even though it uses the word "documentation," is, in fact, a signed consent form.



MEMBER BIERER:  So since we're now on the record and the cat is proverbially out of the bag, I have a procedural question, which is, short of changing the regulation, is it possible to provide guidance that there are some situations where this may not be appropriate to follow or is that substantially modifying the regulations that one would need a different course of action?



MEMBER BANKERT:  We decided it was best to leave it alone, but if we could provide guidance, couldn't ‑‑ yes, I ‑‑



CHAIRMAN TILDEN:  You know, my sense is that that sentence in the last sentence in this (c) or very closely related.  I guess if you are generally in my limited experience dealing with this, which is very limited but when looking at a study of scientific misconduct with individuals, whatever, we didn't want to have any links with individuals who are answering our questions.  But we did have a statement that we put in front of the survey saying, "This is what it's about.  It's voluntary," et cetera.  And, of course, we're not asking you to sign anything.  However, if you want to sign a consent form, we're willing to let you do it.



And I think that's where this request, I agree, will be asked.  I think it depends how you interpret that.



MEMBER BANKERT:  Yes.



CHAIRMAN TILDEN:  But the idea would be that maybe someone might want to have that.  You know, even though we might not consider it wise or feel that it's a risk, you know, I think it really acknowledges the individuals' right or the investigators' obligation to provide that, some link, if that person really wants that for participation.  They may want to be able to come back and ask about that or contact you, et cetera.  And there would be no evidence that they participate in the study at all.



So who are you?  I don't know you.  I don't have to share any results, et cetera.  So, I mean, I think it may be viewed negatively, but I think it could serve the purpose.



MEMBER BANKERT:  Okay.  Let's hear it.



MEMBER GENEL:  Wait.  I would be curious to have a response to the question that Barbara raised regarding whether one could provide a little wiggle room in guidance for something that is "will" or "must."



MEMBER LEIDEN:  Could you put it in the FAQ?  Could you revise the FAQ to provide settings in which ‑‑ I mean, I am ‑‑



DR. PRITCHARD:  Yes, I want to say, define "wiggle," please.



MEMBER LEIDEN:  Yes.



(Laughter.)



DR. PRITCHARD:  I'm not sure.  I think we would have to think about it.



PARTICIPANT:  I can't tell you ff the top of my head.



MEMBER FORSTER:  It seems like it's hard for an agency to write guidance saying, you know, ignore the black and white here.  But I was really impressed with FDA with the in vitro device exemption, where they said, "We're just going to enforce the act for this certain consent requirement."



So is there something open to OHRP similar to that?  We won't enforce this.



DR. PRITCHARD:  Well, our situation is somewhat different because our regulation specifically has a provision regarding secretarial wavier.  And so I think the notion is ‑‑ and Mike can correct me if I misrepresent this, but the notion is that if we wanted to make some kind of categorical situation where we weren't going to say the regulations apply or identify a specific research study where the regulations weren't going to apply because we have been asked to do so, we would need to go through the secretarial wavier approach, right.  That does not mean, however, that we don't have discretion on a case‑by‑case basis to decide whether it makes sense to pursue something or not.



But I don't believe we have the same ability to announce publicly in advance that there is a set of activities where we are not going to enforce the provisions of the regulations without going through the secretarial waiver process.



MEMBER GENEL:  I think that's quite reasonable.  I also would believe that this is a public meeting and what we have all said here is on the record, though it may not rise to the level of guidance.



MEMBER BIERER:  Well, let me take it one step further.  Could you go back to subcommittee and think through asking OHRP to think about this, which was the idea, or whether requesting looking at this for a secretarial waiver is appropriate?



MEMBER BANKERT:  Yes.



MR. NELSON:  We certainly could.  I suspect that if you are already of a mind that that is a reasonable thing to do, we could without taking the time to go back to the subcommittee could in short order come up with something essentially with what you just said.



MEMBER BIERER:  Maybe I could suggest that's something that SACHRP could vote on when we get to the votes because I think I personally am not an enthusiast of policy that all of us know we're not following.



MEMBER POWE:  I just have a question.  Does anyone know whether or have any experience that any IRB during continuing review might ask this question of the investigator about whether, in fact, they had any circumstances in which this occurred?  I'm just interested.



DR. PRITCHARD:  I'm wondering whether ‑‑ I don't want to put you on the spot, Patty, but I know that you have done field research in some rather dicey circumstances.  And I am wondering whether this is an issue which has been problematic in your experience.



MEMBER MARSHALL:  No.  I've not ever had a participant request some written documentation.  I know in some HIV prevention research with injection drug users that I have worked with in Chicago, I was deeply concerned about the fact that our IRB ‑‑ this was a multi‑site study, but our IRB requested that we have written consent.  This was an epidemiological and ethnographic study looking at risk behaviors, very specific practices of shooting up, you know.



So none of the other sites had to have written consent.  And I was concerned that meeting that requirement would put the participants at risk and also would not enable us to accrue the number of folks that we needed.  But that didn't happen.



And in some other situations, other populations with whom I have worked, no, no one has requested a form.



MEMBER BIERER:  Have they been asked? do you offer?



MEMBER MARSHALL:  No.



(Laughter.)



MEMBER BIERER:  That's the answer.



MEMBER MARSHALL:  No.



MEMBER BIERER:  And so that I'm just ‑‑



MEMBER MARSHALL:  Would it be appropriate to ‑‑ Barbara Koenig is also an anthropologist and has done some ‑‑ I see your hand up, Barbara.



CHAIRMAN TILDEN:  Sure, you can, Patty.



DR. KOENIG:  Often when written documentation is waived, you actually hand the participant an information sheet if they want it that has the same information, but just to make that clear.



So in a way that obviates the question why would you have two documents, one that requires a signature, one that doesn't, and then ask them, "Here.  You have all the information, but you also want to sign this one."



So I think that that satisfies certain obligations.  Usually I think most IRBs do enforce the idea of or suggest the written information sheet.  So the first ‑‑ if they are able to ‑‑



MEMBER MARSHALL:  Right.  And we have used that ‑‑



DR. KOENIG:  Exactly.



MEMBER MARSHALL:  I often use that in situations where I don't have documented consent.  But I don't offer someone.  I agree with you, Barbara.  It's a policy that it's on the record, but there's a tacit ‑‑ we're all quiet about it.  We simply don't do it.



MEMBER BIERER:  So anecdotally let me answer Neil's question.  We don't ask, don't tell.



MEMBER MARSHALL:  But, you know, I'm thinking about it now.  That particular requirement was just not stuck to my hat, my brain.  Do you know what I mean?  It was not in my awareness, actually.



MEMBER LEIDEN:  That's not unusual, Patty.  That means that at time of continuing review, it's not asked.  I would be willing to bet that if you don't ‑‑



MEMBER MARSHALL:  That's right.



MEMBER LEIDEN:  ‑‑ ask originally, you certainly don't ask it at time of continuing review.



MEMBER MARSHALL:  That's right.



MEMBER POWE:  Let me ask because I was concerned what burden that might put on investigators if some institutions were, in fact, doing that because I think that would be quite onerous.



MEMBER MARSHALL:  I do, too.



MEMBER STRAUSS:  I still don't understand how it's even conceived as adding protections in any way.  I mean, if you have a copy of an information sheet, you are the subject, and you wish to sign it to document for your own sake that on this day and time you agree to participate in the research study, then you are free to do so.



The idea that the investigator would ‑‑ it's just not clear to me an investigator would, you know, then want to keep a copy of it.  It doesn't make sense to me.  And, for all those who decline, there is no way of recording it.



So I think that this is a good example of something that we might want to on the record suggest.



MR. NELSON:  Well, so you ask and we try to deliver.  Recommendation five up on the screen is a very quick and dirty attempt at expressing what we just heard.



We're just putting it on the table, which would read "OHRP should explore options for modifying or accommodating the requirement" ‑‑ there may be better ways to word all of this ‑‑ "under 117(c) that each subject will be asked whether they want documentation, including the possibility of a secretarial wavier of this requirement.



You know, I don't know how far we want to go with it, giving them our idea that maybe it's not a good idea, but at least you'll get it on the table and encourage OHRP to explain.



MEMBER STRAUSS:  We could also encourage OHRP to use its discretionary authority with regard to enforcement in this area.



MR. NELSON:  I think that's what we were trying to obliquely say under options for modifying or accommodating.  And if we want to get that explicit, that ‑‑



CHAIRMAN TILDEN:  The question is, has this particular issue been the subject of compliance enforcement or actions by OHRP in the past decade?



MEMBER BANKERT:  That's what is our discussion ended up being focused on.  And we thought the answer was no.  So that is why we decided not to go down the road of raising a red flag that was not already raised.  Those are so many other areas to think about.



And so this was raising ‑‑ I mean, just to bring this up to people would add a burden because then people would think, you know, "Wow.  They really should be doing it," which technically they should be doing it.  It's just as a group, we don't.



But we have never ‑‑ you know, as long as you guys promise never to enforce it.



(Laughter.)



MEMBER BANKERT:  I don't even think you have to promise not to enforce it.  No one does it anyway.



MR. NELSON:  I think there was a Bible around here somewhere for you to put your hands on.



DR. PRITCHARD:  To my knowledge, we never have.



MEMBER BANKERT:  But it is true.  It's difficult to have a regulation where everyone knowingly does not adhere to it.



MEMBER FORSTER:  I think five for on the fly is pretty well done.



MEMBER BANKERT:  That was Dan.



MR. NELSON:  Liz typed.  Jeff, did you have a comment?



MEMBER BOTKIN:  I was going to change the subject.  So we might not be ready for changing the subject.



MR. NELSON:  We conveniently skipped over number four.  So we'll go back to that shortly.



MEMBER BOTKIN:  Actually, I want to go back to two if it's timely.



MR. NELSON:  Okay.



MEMBER BOTKIN:  The last bullet, "Documentation referred to in this section means a signed consent form," is that your recommendation or your interpretation of the regs?



It seems to me the reading of the regs doesn't really require that the documentation be a consent form.  Is it feasible that it simply could be a brief statement that says, "I was enrolled in a study with Dr. Strauss, protocol number XYZ"?



MR. NELSON:  Yes.  Good question.  And we did have a lot of discussion on that point as to what documentation wanted.  And, as you have already heard, we are all for not handcuffing ourselves where we don't need to be.



I think we came to the inescapable conclusion or I guess logical conclusion we thought that since the point is it would be documentation linking the subject to the research and this whole section talks about signed consent forms as that link, what else would be talking about sort of?



So that was both our internal conclusion but supported by discussion with OHRP and others.  But if we can see our way to defining this in some other way, I think the signature and identifiable link is the whole point of this.



So what other kinds of documentation would that be was our question and why we came back around to it.  Well, we must be talking about a signed consent form.  So we might as well say that.



David?



MEMBER FORSTER:  You know, it says that the only record linking this subject and the research would be the consent document.  So I think you're pretty much foreclosed to that being the link.



MR. NELSON:  Well, that's why we ended up there.  Now, in the first bullet, we took that pretty seriously that the as long as we're focused on single words only record.



That means the investigator shouldn't have a link of subject one as Jane Smith, et cetera, because now we've got other links besides the signed consent document.



So this whole provision is meant to get rid of the only link that would be if you imposed a signed consent form.



MEMBER STRAUSS:  So when you say the documentation in this section, you're referring to the title.  It's a waiver of documentation in the title?



MR. NELSON:  No.  We're talking about the specific line, the second sentence under ‑‑ Liz is going back ‑‑ (c)(1) that says, the one that's under debate, "will be asked whether they want documentation linking."



Now, the first sentence there talks about the only record linking would be the consent document.  So we kind of thought, as David just said, it was a foregone conclusion.



But I guess the point, since we're having to spend time thinking and talking about it right now, there must be confusion out in the field as to what that really means.  And that was our call for saying what OHRP thinks it is, I guess.



MEMBER BIERER:  Now, the word says on (c)(1), however, when we get to this sentence where we may wish a secretarial waiver, once documentation linking the subject, that documentation need not be a consent document.  It could be an IRB‑approved form, particularly developed for the study itself, appropriate to the individuals.  So one might want to make sure the documentation in that paragraph refers to (c)(1) for a sentence.



CHAIRMAN TILDEN:  With what you just described, do you mean the "information" or "fact sheet" that many of us use, which is basically a consent form stripped of the signature line or did you mean when you said an "individual form" ‑‑



MEMBER BIERER:  Well, it says each subject will be asked whether the subject wants documentation.  That documentation need not be the signed consent form.  So that should be clarified when you ‑‑



CHAIRMAN TILDEN:  Well, that would run ‑‑



MEMBER BIERER:  Right.



CHAIRMAN TILDEN:  ‑‑ counter to the third bullet that Jeff just raised.



MEMBER BIERER:  Right.



CHAIRMAN TILDEN:  I guess we have kind of assumed that must be what we're talking about because of the first sentence there.  If it's the information sheet, it doesn't need to be signed.



And that's, of course, how many of us satisfy the last sentence there.  We give them information about the study.  We just stopped short of getting their John Hancock on it.



But you don't buy the foregone conclusion that the documentation is a signed consent form.  So what other kinds of documentation would we be thinking about?



MEMBER BIERER:  So it depends whether we're going to really worry about the second part of (c)(1).  If we choose not to at this time, then my comment is moot.  And a study wishes to engage the subject and offer them a way of linking for their own response so that they can document it and potentially go back to the investigator study for information, for instance, that document itself may not be a consent document.  There may be other ways of doing that.



CHAIRMAN TILDEN:  Okay.



MEMBER BIERER:  So when you say ask OHRP to clarify that the document is the signed consent form, that documentation, that reference should be specific because (c)(1) has both pieces of it.



CHAIRMAN TILDEN:  I hear what you are saying and am still trying to think of what form that would take.  If not a signed consent form, would we be talking about a piece of paper that says so and so "is in the study.  And they and you both sign it, but it's not a consent form"?



MEMBER POWE:  When I asked my other questions, this is exactly what I was trying to get at because I think if this requirement were enforced, that you would be looking in the cases where you would waive documentation of informed consent.  Most would then have to have their backup consent form approved already, which I think then is a huge burden and puts you right back in the same place in terms of IRB review of getting a backup consent form.



MEMBER BOTKIN:  Well, I guess others have more experience with this kind of research, but it seems to me if I am interested and am willing to participate in an STD trial but I don't want a form sitting around the house that's got "STD" all over it, I simply want a form that says I am participating in a trial because I am not so trusting that I don't want some liability protection link back to the investigator and I want some telephone numbers about who to contact in case of problems, et cetera, it seems to me a form could provide the link between me and the study without providing information on it that might put me at risk.



MEMBER FORSTER:  You know, we see it a lot more often in studying illegal behavior, illegal drug use, other things that you really don't want, you know, subjects really don't want to have out there that they're participating.



MR. NELSON:  Yes.  I think in practice, any sort of a trial, for example, I haven't heard of IRBs using this option for that because there are all kinds of other document ‑‑ you have a whole case report form.  You have all kinds of study records.  You have things.  So there are many other documents already linking.  And this kind of becomes a moot point.



So I haven't seen it employed in cases where there is more of an interventional study, although I wouldn't rule that out, I guess.



But I think, in practice, it's more like David said.  It's the things where you've really bent over backwards, "you" being the investigator and the IRB, to keep things confidential or anonymous, surveys without any names on it, and then you turn around and say, "Give me your name here, and I'll link you to the study."  And it's kind of a last if you want.



CHAIRMAN TILDEN:  But doesn't this go to the whole panel yesterday about offer?  And I think that's to me the issue.  Do people want to be offered this or not or is it okay just to say, "We're just not going to offer you the opportunity to have some sort of consent document"?



And I agree with you it might be perfectly reasonable to say no.  I just think the point is ‑‑ and if it is, maybe that's why it's not been a problem because it's not arisen to the point where anybody wants to really make it an issue.



But it's still the point of offer.  You're saying in your Chicago study you had to get signed consent or did not, right?



MEMBER MARSHALL:  We did.



CHAIRMAN TILDEN:  And you were able to ‑‑



MEMBER MARSHALL:  We did get signed consent that is ‑‑



CHAIRMAN TILDEN:  ‑‑ accrue and do the research or no?



MEMBER MARSHALL:  Yes, we were.



CHAIRMAN TILDEN:  Okay.



MEMBER MARSHALL:  However, as Barbara said earlier, you know, we give probably ‑‑ most everyone here has used or perhaps some of us have used information sheets with more or less of the informed consent elements included.



David, you just talked about a sheet, an information sheet, that may not include all of the elements of consent because someone might not want to have the specific procedures on that form, but they wouldn't want to have a way to get in touch with the researchers and so on.



I'm using procedures here broadly speaking.  I'm thinking of research procedures and so on.



CHAIRMAN TILDEN:  So the IRB would have to waive some of the elements of consent in the 116 part, it sounds like.  And then they would have this documentation or whatever, whatever it is, ‑‑



MEMBER MARSHALL:  It would have to approve.



CHAIRMAN TILDEN:  Right, to be given to the participants.  So I'm wondering if that doesn't really accomplish the job in practice that the requirements of the regulation impose.



MEMBER MARSHALL:  But then you get to recommendation four.



CHAIRMAN TILDEN:  Okay.



MR. NELSON:  So it sounds like, though, we have some disagreement on our third bullet that was highlighted here, whether the documentation, since it's only called "documentation," whether that does, in fact, refer to a signed consent form, whether that's a foregone conclusion.



So I guess one option is to recast that as OHRP guidance should clarify what that documentation referred to means because I don't know that we ‑‑ we seem to have a difference of opinion around the table today.



I see a few heads nodding.  Is that going to be a more acceptable recommendation?



MEMBER LEIDEN:  Couldn't you just say it's not limited to the signed consent form, that the documentation referred to in this section is not limited to the signed consent form?



MR. NELSON:  That's the question.  I think if we ‑‑



DR. PRITCHARD:  OHRP should clarify what the term "documentation" ‑‑



MEMBER LEIDEN:  I mean, that is what we are here for.



DR. PRITCHARD:  ‑‑ means or the scope of the term "documentation," clarify the scope of the term "documentation" for this section.



MEMBER STRAUSS:  If the intent here is to offer the subjects some kind of documentation of their involvement in the study, that doesn't necessarily have to be a consent form.  That makes some sense, right?



Because the idea is that the IRB and the investigator have made a determination without the subjects' input waiving document.  A subject may reasonably want to have some record to give to an employer or whatever, saying, "Hey, I was out because I was involved in the study."



So we could amend it if we think that that's what we want, to say that they will be asked whether they want documentation to include the signed consent form or some other documentation, linking them to study participation if that's what we think is the case.



MEMBER BANKERT:  If that is what we think is the case or if we think the whole thing should be moot per our previous discussions.  I'm just a little fearful of proposing recommendations that if it actually gets followed through is going to add burdens to IRBs that ‑‑



MEMBER STRAUSS:  This is the regulatory sand trap that we routinely find ourselves in, that we're bound by certain regulatory language ‑‑



MEMBER BANKERT:  Yes.



MEMBER STRAUSS:  ‑‑ which is poorly understood and rarely complied with.  And we're stuck.  We don't know what to do with it.



MEMBER BANKERT:  Right.



MEMBER STRAUSS:  We spent a lot of time talking about it.



MEMBER BOTKIN:  I guess the other implication of that prior interpretation that I certainly hadn't been aware of is that a complete consent form needs to be developed and approved for all research projects, even when the document, waiver of documentation.



I don't certainly know that our IRB is doing that.  That seems to me to be a pretty significant regulatory burden right there.



MR. NELSON:  Yes.  I think that is quite standard to develop an information sheet or a FAQ page or whatever you call it, but it's often a scaled‑down version or others just simply strip off the signature lines and use the full consent form.



But you're right.  In cases where one page would do, we don't want IRBs or investigators forced into developing the 20‑page full consent form in anticipation of one subject out of 100 saying, "Yes, I want one."



MEMBER STRAUSS:  I agree with Lisa.  I think we need to talk about number four so that we can understand the relationship of 116 and 117.



MR. NELSON:  Okay.  This, believe it or not, went through more rehashing than any of the others.  And this is where we ended up.



Here, too, there was quite a bit of internal disagreement and, as Liz said, just reconfirmed our need for OHRP to clarify for the world at large what this really means, the written statement.  Some ‑‑



CHAIRMAN TILDEN:  David?



MR. NELSON:  Yes?



MEMBER FORSTER:  I think I have a fix to tie the two bullets together.  At the end of the first bullet, if you say, "required under 46.116 as long as the elements are presented orally."



So the statement does not need to include all of the elements of consent under 116 in the statement, the written statement, as long as those elements are addressed orally.



The way you can read the first bullet by itself is that the written statement doesn't have to have all the elements of consent and you're good to go.  But then you contradict that in your second bullet.



MEMBER BANKERT:  For some reason, we thought it was clear.  But that's exactly ‑‑ yes.  So that's good.



MEMBER MARSHALL:  Could you say that again?  As long as?



MR. NELSON:  It's up on the screen.



MEMBER LEIDEN:  As long as the elements.  They've already typed it.



MR. NELSON:  Yes.



MEMBER BANKERT:  And documented.



MEMBER LEIDEN:  No.



MR. NELSON:  Well, no because whether or not something needs to be waived is a separate question and a separate regulatory section.  And in the absence of that, people are thinking, "Well, then I need a formal waiver."



Unless my statement, which the last dangling sentence there that we've confirmed applies to both, this written statement, we're back to some of the same discussion.  Does the written statement mean a full‑blown consent form basically or at least a form that embodies all the elements of consent?



MEMBER FORSTER:  I think, with that, it makes a lot of sense, and it's well‑covered.



MEMBER BANKERT:  Again, you know, in the old days, I'm not sure that we documented it this way.  And I don't know if all IRBs do.  So we could be adding a burden.



MEMBER STRAUSS:  Well, I just want to clarify something because, see, what you're saying is that the waiver of documentation essentially implied in that is a waiver of the use of a written consent form, not just a wavier of the signature on the consent form.  Is that what you're saying?



MEMBER BANKERT:  If we waive ‑‑



MEMBER STRAUSS:  Right.  So the process is that you can waive documentation either under (1) or (2), right?



MEMBER BANKERT:  In 117.



MEMBER STRAUSS:  That's right, as per 117.  That would require you ‑‑ well, if it's more than minimal risk, if it doesn't meet the criteria under 116, right, then it requires you to provide an information sheet that would include all of the elements of written consent.



MEMBER FORSTER:  No, it doesn't.



MEMBER LEIDEN:  Unless you waive them.



MEMBER STRAUSS:  No, no.  That's what I'm asking.  If it doesn't meet the requirements for 116, you say you are still not obligated to present a written information sheet?



MEMBER FORSTER:  No.  Look at the last sentence of the regulation.  It says, "In cases in which the documentation requirement is waived, the IRB may require the investigator provide subjects with a written statement regarding research."



You can have a script that they read that has all the elements as long as the elements are covered.



MEMBER STRAUSS:  Okay.



MR. NELSON:  And that's why the reference to orally presented is so key here because many of us in the absence of this clarification ‑‑ at least half of the people in our subcommittee, which is a relatively sophisticated group, were thinking it, weren't sure what it meant.



MEMBER STRAUSS:  So now, again, you're not simply permitting a wavier of the documentation of consent.  In other words, you're not simply waiving the consent signature.  You're also waiving the presentation of a written document with 117.



MEMBER FORSTER:  You have that latitude.



MR. NELSON:  You have that option.



MEMBER STRAUSS:  Right.



CHAIRMAN TILDEN:  Yes.  I really think the question of what documentation linking the patient to the research, how that is going to be interpret it, and I'm not sure saying that it should be interpreted as an informed consent form actually is required by the regulations.



MEMBER BANKERT:  So we change that.



CHAIRMAN TILDEN:  So if that's what the Committee wants to recommend that it is, that's one thing.  On the other hand, I believe that the way it is written now, it's broad enough.



You know, it's the link and whatever documentation there is linking the participants to the research to me is the key, not that it's an informed consent form.



It could be a written statement that's signed, et cetera.  It doesn't seem to limit the documentation because you're talking about waiving a lot of things.



And you don't have to.  You know, you can waive parts of the informed consent process, it sounds like.  You can waive the documentation piece.  So I think that it's not clear that it has to be a well‑defined informed consent document with all of the elements.



And I think it would be helpful to say what that term "documentation" means.



MR. NELSON:  You know, part of the problem is within one relatively short regulation we have references to consent documents and separately documentation and separately from that written statements.  And some people may view them as interchangeable and synonymous.  Other people view them as separate things.



And I think, just speaking anecdotally at least or from my own experience, there is relatively less confusion on the last part, the written statement, other than this thing we've tried to address in recommendation four, which is whether you need to be documenting inside the IRB records a waiver.  But I think there's a lot more confusion on this, what constitutes a documentation linking the subject up in (c)(1).



MEMBER FORSTER:  You know, the most common case where we don't have any written statement at all is when you are getting consent by telephone.  It's some type of survey or something where we don't want to waive consent.  You know, you have an oral script that they read at the beginning of the telephone conversation.



MR. NELSON:  So then the question for the IRB is, do you need to have documented in the IRB approval or the IRB records a waiver of things that may ‑‑ because you may agree with the investigator.  You can get consent over the phone without going through all of the required elements under 116.  And that's where this last item gets to.



MEMBER BANKERT:  That might be a good one to use as an example because that is the one that researchers complain about that the IRB is telling us we have to send a consent form in the mail, have it signed.  And when they send it back, that's when we can call them.



So that's what we're trying to address here, IRBs that do that.  And I don't know if we're going the wrong way or not, but we're trying to address exact ‑‑



MEMBER STRAUSS:  So I just want to again try to understand, the interpretation that we're discussing under (c)(1), which says that the only record linking this subject would be the consent document, right?



So you could be a participant in a more than minimal risk study for which the primary risk, nonetheless, is a risk to confidentiality.  And according to this interpretation here, those subjects are not entitled to a written description of the study unless the IRB determines that they want to require the investigator to do that.



In other words, the intent here is to protect confidentiality by waiving the requirement to link the subject to the study, but you're saying it goes further and provides for an investigator not having to provide a written information sheet.  I'm talking about in (c)(1).



The way that we routinely interpret it is that we would apply both 117 and 116 in such situations in which we think providing the written consent form in some ways impracticable.



But I think while I believe that there should be a lot of latitude in terms of what IRBs can do here, I just want to ask the question, why aren't subjects in those kinds of studies entitled?  And this doesn't allow them that.



MR. NELSON:  Well, I would say we interpret it just as you do.  And I would say our stance on this and what we have tried to reflect in the recommendations, we're not saying they're not entitled.



I think we're saying we would do the same, that the (c)(1) ‑‑ I mean, the operational part of that is the identifiable link.  It's not that they don't get information or that they're not entitled to it or don't deserve it.



In fact, I think most IRBs would encourage or would look askance at waiving under (c)(1) and not having any kind of information for a complicated study with risk, et cetera.



It's the identifiable link that we're trying to get out of the picture.



MEMBER BANKERT:  And, again, it's the IRBs that are requiring consent for minimal‑risk telephone survey.  It's not the high‑risk studies that we hear complaints about.  It's the other end.



MEMBER STRAUSS:  It seems to me that 116 allows for a waiver of the requirement for providing a written consent form or some of the waiver alteration of that requirement.  I see 117 as simply being about the signature on the piece of paper.



MEMBER FORSTER:  That last sentence contradicts that.



MEMBER STRAUSS:  Sorry?



MEMBER FORSTER:  That last sentence in that regulation contradicts that stance.



MR. NELSON:  One of the confusing parts ‑‑ and maybe that's creeping into this discussion today, but it's certainly a point of confusion out in the trenches ‑‑ is separating 116 and 117, that you can waive written documentation without waiving consent.  They're two separate regs, two separate ideas, two separate mechanisms.



Neil?



MEMBER POWE:  Yes.  I was just going to say that I believe our IRBs for telephone surveys like this circumstance say that, actually, the documentation is the completion of the beginning of the survey, actually answering the questions of the survey.



There is still informed consent for the informed consent but that the subjects' willingness to go through and complete the questions is set.  That's how that is interpreted, but, in fact, the burden and practicality of getting documentation is a problem.



MEMBER MARSHALL:  That's what we do, too.  In some cases if you're doing a telephone interview depending upon the nature of the study and the types of procedures involved, then you might need to send a consent form ahead of time and invite someone to sign it.  And then that's your cue to set up an appointment to have a telephone conversation.



But if you're doing something like you just described, Neil, in my mind the documentation is the introduction to the telephone survey itself.



So you're identifying who you are.  You're inviting someone to answer questions.  They certainly don't have to answer any questions that they're uncomfortable with or they can hang up and not talk with you.



The phone scripts are submitted to the IRB.  So the phone scripts indicate that process of consent.  For me that is not a problem.



MEMBER GENEL:  Have we finished with recommendation four?  We have been bouncing around here.  I'm still trying to understand, particularly with what we added to the first bullet, why the second bullet is necessary.



MEMBER FORSTER:  It's a different issue.  Yes.



MEMBER GENEL:  Then it ought to be a different recommendation.



MR. NELSON:  Well, we could number it separately if you want one more, but they do ‑‑



MEMBER GENEL:  Well, one, the issue is, what are the elements of consent, right?  That's 116.  But we have said up above that as long as the process includes all of the elements, you can obtain a waiver, whether it is written or oral, as long as all the elements are there.  So I'm still trying to figure out why.



MR. NELSON:  The first ‑‑ and I think the reason they're lumped, as Liz said, the first iteration of this had it combined.  And we realized that we needed to pull out these two elements because the first bullet really refers to the 117, which is the waiver of written documentation, not the waiver of consent and, by extension, the provision of a written statement in the absence of that signed consent form, that last sentence, which is used quite often but not always understood.  And that is what the first bullet was meant to get at.



However, the second bullet was meant to clarify the relationship to the waiver of consent as a concept, as a process, and not as a signed document, because that is a hanging point.  Okay.  So our written statement doesn't have all of the elements.  Do we now need to be waiving some of them because under 116, they're two different provision?



MEMBER GENEL:  But I thought that we agreed that by adding that last phrase on the first bullet, as long as all of the elements are addressed orally.



MR. NELSON:  So, now, what happens if they aren't?  What happens if the IRB agrees a written statement isn't the 20‑page consent form that we impose on a full‑blown clinical trial?  It's a much shorter thing because it's a survey.



And your consent, your written statement, is going to be a paragraph at the top of the survey that says, "This is research.  You don't have to do it.  Here is how the data will be used."  That is the entire consent process.



MEMBER GENEL:  I think maybe it's my confusion, but, I mean, I think upon waiver of consent, not necessarily under 416, not being limited to the written consent but to the consent process.



And if that consent process includes things that are both written and oral, that to me is part of the consent process.  And in the first bullet, we have already said that the elements could be addressed orally as well as written.  I think the second bullet then becomes superfluous.



MR. NELSON:  The first bullet with David's good addition, says, "As long as all of the elements are addressed orally."  Now what happens when they're not?



When the IRB and the investigator say, "You know what?  Out of those eight required elements and six optional, et cetera, we only need half of them to get the job done for this circumstance."  Then what do you do?



MEMBER GENEL:  Okay.



CHAIRMAN TILDEN:  Then you change the first bullet and put, "As long as the IRB‑approved elements are addressed orally."



MEMBER GENEL:  All right.  Okay.



MEMBER STRAUSS:  I think examples are important.



PARTICIPANT:  Yes.  They help.



MEMBER STRAUSS:  And on the "IRBs may require," I think it would be useful to have some guidance in those circumstances of where an IRB should require.



I mean, most of the instances in which we waive documentation are instances in which we think the subjects ought to get a description of the study.



I'm thinking about focus groups, which collect no identifiable information but which, nonetheless, have information that the subjects need about the nature of the study.  That's best presented in writing.



CHAIRMAN TILDEN:  I didn't understand, David.  Are you suggesting that ‑‑ 

MR. NELSON:  Yes.  You want to leave it.  They always choose since it's permissive, since it's "may," the whole statement is "may."  So I guess the question is ‑‑



CHAIRMAN TILDEN:  So put "choose" in there.



MR. NELSON:  We did.



CHAIRMAN TILDEN:  All right.  Can we take a vote on these now and then take a break?  Should we take a break first and then vote?



Okay.  Let's take a break, and then we'll vote.  That will give Dan and Liz time to change the recommendations so that we can pass it.



(Whereupon, the foregoing matter went off the record at 10:42 a.m. and went back on the record at 11:01 a.m.)



MR. NELSON:  So we have had a few more corrections for grammar and clarity.  So our understanding was that the discussion on each of these was done and we were ready to go back and start from the top, one, two, three, four, and the new five, and vote on each one.  And I guess, just so we're clear for the record, we should probably be voting separately, even though they're obviously interrelated.



So the first one I don't believe changed at all.  So it's as written on the screen and in your paper, which would be "Should provide guidance in the interpretation application of 117(c) using examples as appropriate with particular emphasis on social and behavioral research."



CHAIRMAN TILDEN:  Okay.  And then I would propose we just add a statement "And additional resources should be provided to OHRP to educate IRBs regarding these requirements."



Anybody would second that amendment?



PARTICIPANT:  Second.



CHAIRMAN TILDEN:  Seconded.  Any objections?



(No response.)



CHAIRMAN TILDEN:  It passes.  So it doesn't ‑‑



MR. NELSON:  Give the wording again.



CHAIRMAN TILDEN:  "And additional resources should be provided to OHRP to educate IRBs regarding these requirements."



MEMBER BANKERT:  And investigators?



CHAIRMAN TILDEN:  Educate IRBs on this guidance.



MR. NELSON:  Are we really going to limit the resources just to education on documentation of consent?



CHAIRMAN TILDEN:  Well, we've got to start somewhere.



MR. NELSON:  Okay.



CHAIRMAN TILDEN:  And that's what we're talking about right now.  That's a broader issue, but I think it needs to be part of that process.



MR. NELSON:  Could we suggest they educate not only IRBs but investigators as well?



CHAIRMAN TILDEN:  No.



MR. NELSON:  No?  Okay.



CHAIRMAN TILDEN:  I think if they ‑‑



MR. NELSON:  IRBs.



CHAIRMAN TILDEN:  IRBs are always free to invite the investigators to attend their educational sessions.



MR. NELSON:  Does that capture what you were after, additional resources should be provided to OHRP to educate IRBs on these provisions?



CHAIRMAN TILDEN:  Sure.  So I guess we should vote up or down.  We've got a quorum, right?  Yes.  Okay.  So all of those in favor?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  Okay.  So it passes unanimously.



Number two?



MR. NELSON:  So this one is as was written with the change to the third bullet.  So with regard to (c)(1), the first option for waiving out of the two, OHRP guidance should clarify that there would be no links between the subject and the research, for example, investigator notes other than the consent form itself that this provision is not limited to minimal risk research and is appropriate for those studies that involve greater than minimal risk; for example, domestic violence, illegal behavior, and should clarify what the documentation referred to in this section means and we didn't take a stand on what we thought it meant.



MEMBER LEIDEN:  We don't want to clarify.  We don't want to take a stab at the last?



MR. NELSON:  Well, we did, but we couldn't agree to it.  Some of us read it that it means the signed consent form.  Others would maybe hope that it doesn't mean that.  And I guess it's at your pleasure.



CHAIRMAN TILDEN:  I hate to be so word‑crazy, but because we want to be sure that the documentation ‑‑ I think we were referring to the word "documentation" in the phrase "documentation linking the subject with the research."  Is that correct, what the "documentation" means in (c)(1)?



MR. NELSON:  Yes.



MEMBER FORSTER:  The word is only used once.



CHAIRMAN TILDEN:  Right.  Okay.  Good.  All right.  I just want to make sure that it's a unique identifier.



MEMBER FORSTER:  Maybe you should say what the word "documentation" ‑‑



MR. NELSON:  Or what the term "documentation" is linked to subject or whatever it is.



CHAIRMAN TILDEN:  What the term or word "documentation" referred to in this section.



MEMBER FORSTER:  We're under (c)(1).



CHAIRMAN TILDEN:  Used in this section.  I prefer to.



MEMBER STRAUSS:  Dan?



MR. NELSON:  Yes?



MEMBER STRAUSS:  In the second bullet, does the parenthetical, for example, "domestic violence and illegal behavior," add anything?



My concern is that the implication is that all studies involving domestic violence and illegal behavior are at more than minimal risk.  I don't think they are.



MR. NELSON:  Well, I think it was probably just coming from your notion that examples are always helpful, but if it's harmful or not helpful, it's, again, at your ‑‑



MEMBER STRAUSS:  Some studies.



MR. NELSON:  Some studies of?  Some research on?  David, does that address your concern if I can get my typing?



MEMBER STRAUSS:  Yes, that's fine.  We shouldn't equate the two.



CHAIRMAN TILDEN:  Okay.  Moved.  Seconded.  All in favor?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  That's unanimous.



Recommendation number three?



MR. NELSON:  That has not changed a lick from what I can see, but it's not too late.



(Laughter.)



CHAIRMAN TILDEN:  I'll move.



MEMBER BIERER:  Second.



CHAIRMAN TILDEN:  Okay.  All those in favor?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  Okay.  Passed unanimously.



MR. NELSON:  This has changed substantially.  So OHRP should clarify that when the IRB requires a written statement.  Sorry.  Let me blow it up.  That when the IRB requires a written statement, as described under 117(c), the statement does not need to include the elements of consent required under 116 as long as the elements are addressed orally.



This guidance should include examples of situations where the IRB may choose to require a written statement and OHRP should ‑‑ this was simply flipped to the positive.  We had double negatives in there that were potentially confusing.  And so this was flipped around with the same intent.



OHRP should also clarify that if some of the elements of consent are not presented, either orally or in writing, the criteria for waiving consent under 116(c) or (d) must be met.  And Mike Carome reminded us that 16(c), although less often used, also addresses a waiver.  So, to be technically correct, we should be citing both (c) and (d), and we did.



So okay?



CHAIRMAN TILDEN:  So I move for approval.  Second?



PARTICIPANT:  Second.



CHAIRMAN TILDEN:  Okay.  Discussion?



(No response.)



PARTICIPANT:  I just want to read it one more time.



(Pause.)



CHAIRMAN TILDEN:  Okay.  So all of those in favor?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  So the motion passes.



MR. NELSON:  And the new number five, OHRP should explore options for modifying or accommodating the requirement under 117(c) that each subject will be asked whether they want documentation linking them to the research, including the possibility of a secretarial wavier of this requirement.



MEMBER FORSTER:  It should say (c)(1), 117(c)(1).



MR. NELSON:  Thank you.  I guess, by convention, we have been putting a space.  So we'll do that here.  Thank you.



CHAIRMAN TILDEN:  So it's been moved for approval, seconded.  All those in favor?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  Okay.  So it passes.



MR. NELSON:  All right.



CHAIRMAN TILDEN:  I guess it takes care of that piece of business.



MEMBER BIERER:  So before we move on, I want to describe an issue that I would like to refer to subpart A, to this subcommittee, to consider, but in explaining it, it may expose my lack of understanding of the regulations or lack of creativity.  And, therefore, I apologize in advance.



This was introduced, this section was introduced, by saying that we are trying to fix the obtaining documented informed consent of research subjects prior to their participation as regarded as a cornerstone.



And I do believe that there are examples where one wishes to delay the documented informed consent ‑‑ and, therefore, it would not be prior to the participation ‑‑ and waive informed consent for a window of time prior to getting informed consent.



Let me give you two examples.  And I don't exactly know whether there was another element that would allow for this flexibility for the IRB.



I'll give you two specific examples that have come up.  One is when patients are admitted to the emergency room unable to give informed consent and you do not know from whom to get informed consent.  You want to draw an extra tube of blood at the time and then follow on with informed consent appropriately and if you cannot, chuck the blood.  They are engaged in research at the time of the blood draw but not participating, as it were, until later.  However, the blood draw itself is a research blood draw.



Number two, pediatric patients often come in for diagnostic studies and one wishes to draw an extra tube of blood at the time of diagnostic blood draw in advance of, let's say, a diagnosis of leukemia.



If they have leukemia, you will fully consent the parent or the child.  If not, you will discard it and not.  But you don't want to go back and stick the kid again.



But one can do a shortened, you know, sort of "We might draw an extra tube of blood if okay with you," but that is not the full informed consent.



And I think that we should find some way of allowing flexibility in terms of the word prior to their participation by either interpreting prior or participation in such a way that these kinds of situations we give the flexibility to the IRB to provide for them.



I don't know how else to do that but to ask subcommittee A to think about it.



MR. NELSON:  I accept.



MEMBER BIERER:  Thank you.



MR. NELSON:  We accept the charge.  And I have some immediate thoughts on how we would handle that situation, and I think there are provisions under there, whether we should be talking 116 or 117.



MEMBER BIERER:  Right, right.



MR. NELSON:  Just so we have the scenario firmly in mind, are the emergency room patients interacting with ‑‑ I mean, are they communicative?  Are they capable of giving consent if we said, "Okay.  You can get a verbal quick and dirty consent for this extra blood draw, and then we'll talk more later"?



MEMBER BIERER:  So, to make this difficult for subcommittee A, the answer would be no.



MR. NELSON:  Okay.  So now we're talking about a wavier of consent, and we are under 116.  I think the scenario is pretty clear.  The regulatory options are clear.  Whether or not it would be granted or not is not at all clear, I supposed.



CHAIRMAN TILDEN:  Can we flesh this out?



MEMBER BIERER:  No.



CHAIRMAN TILDEN:  Do you have other business or are we ‑‑



MR. NELSON:  Yes.  No.  We ‑‑



MEMBER BIERER:  You can think about it.  We can talk about it.



CHAIRMAN TILDEN:  Yes.  You might be going to flush it out ‑‑



MR. NELSON:  Yes.



CHAIRMAN TILDEN:  ‑‑ as questions come up later.



MR. NELSON:  Yes, yes.  Okay.  Thank you.



It is timely and appropriate to give scenarios like these, certainly.  And we welcome them because, as you will hear at the end, we are now weighting into informed consent in a much bigger way than we have in the past.



Okay.  The next section is our first installment of recommendations in the area of institutional responsibilities.  And, just to remind you, we had carved out or, actually, lumped together a fairly broad constellation of areas or topics, including assurances, engagement in research, and the definition thereof, official responsibilities and multi‑site studies and alternative models.



Under the broad rubric of institutional responsibilities, we saw important things or problem spots in each of these areas to be addressed.  And, as we were subdividing, further dividing, our subcommittee into working groups, this was one working group that took on these areas.  And today we are going to focus on the IO, institutional official, responsibilities quadrant.



So, as always, we will try to lay out what we think the issue is, what are we trying to address.  Clearly institutional officials play a key role in human research protections in a number of ways:   by setting and promoting the tone, the institutional culture, a culture of respect and I believe, as OHRP has called it, a culture of conscience for the institution, promoting it from the top down, so to speak.



Providing resources is an obvious duty specified right in the regulations, making commitments for the institution and seeing that those commitments are followed through, often a role in setting policies for the institution and enforcing and in some cases reinforcing the requirements, the standards for responsibility conduct of research involving human subjects.



Despite the centrality of this role, we have seen that there is variable understanding with respect to the nature, extent, and specificity of institutional official responsibilities.  And this, then, translates into variable oversight and effectiveness of human research protection programs at an institutional level and at a systemic level.



Our recommendations in this area are intended to enhance the understanding and fulfillment of these expectations for organizations, institutional officials themselves, and the research community at large.



So we won't waste any more time on background.  I think many of these are self‑evident, we hope, from Mike Genel, motherhood, and apple pie.  I guess he just stepped out of the room, but others will likely generate more debate.



The first recommendation in this area is as follows.  Given the key role in human research protections played by institutional officials, which we have followed the convention of using IOs, the acronym, ‑‑ and we will get to that shortly in more detail ‑‑ OHRP should continue and strengthen its efforts to reach this group through training, outreach, and guidance.



Among other approaches, this includes outreach through professional organizations more likely to encompass IOs, who may not participate in more traditional IRB‑related venues and their conferences and organizations; for example, NCURA, COGR, AAU, AAMC, COSSA, et al., not meaning to be limiting there or all‑inclusive but just to point these efforts in areas where OHRP has already pointed and we really want to endorse what is already going on and, if anything, further that effort.



Our second recommendation gets to terminology because as we within our working group and subcommittee looked at this area, we realized there were a number of terms kicking around, some of them in guidance, some of them in the regulations, some of them on Web sites, et cetera, and we would ask for some clarification there.



OHRP should develop standard nomenclature and definitions for terms that are currently used interchangeably or variably, such as "organization," "institution," "organizational official," "institutional official," "signatory official," and "head official," again not meant to be an all‑inclusive or exclusive list but just to point out that this group we're talking about of people have different names and titles, obviously, at a level of their individual organizations or institutions but even within our own guidance.  And we would ask for some consistency, where possible.



The third recommendation.  OHRP should continue to define the IO as the individual who is legally authorized to act for the institution and on behalf of the institution obligates the institution to the terms of the assurance.  That's lifted directly from current OHRP guidance.



This should include the authority and responsibility to provide adequate resources to maintain an effective HRPP.  It is recognized that within some organizational structures, these responsibilities may reasonably be delegated to someone other than the chief executive officer, president, or counterpart in order to ensure an active role for the IO in the Human Research Protection Program.



The fourth recommendation points to this sheet of paper that I drew to your attention earlier.  And at this point we would refer to it more specifically.



OHRP should develop expanded guidance on the expectations and responsibilities of IOs, including their ethical and regulatory obligations and highlighting issues of both authority and autonomy.



The guidance should recognize that some operational functions may be appropriately delegated by the IO.  To the extent that selected obligations should not be delegated, these should also be identified.



This guidance might take the form of a simple bulleted list.  And we have provided a draft example without trying to write it for OHRP, but we thought we would give them a head start.  And I would suggest that I hit the last recommendation and then come back to that since there is more reading to be done there.  So let me go ahead one slide.  And then I will come back.



Having developed that guidance, we suggest that OHRP should provide periodic, for example, annual reminders to IOs that reinforce their central role and responsibilities in human research protections, including that guidance recommended above in number four.



These reminders might be accomplished easily using e‑mail contacts on file with OHRP through the assurance process.  Again, we're not wanting to tell them how to do this.  They may well have other means.  That would seem one easy route, and they're welcome to reach out through a variety of avenues.



So that is the set of five.  And now returning to this single page document, again let me reiterate that, despite all of the words on these two pages, we were not setting out with the intent to prescribe this.  We thought we would take a stab at at least putting on paper what we thought might be ‑‑ we think it ought to be kept short and sweet, to the extent that's possible.  IOs are a responsible group with many responsibilities.  So it's quite easy to fill up some pages with this.



As noted at the top, we drew the items included there, drawn on several sources, including current OHRP guidance, the current OHRP assurance, training materials, and Web site guidance.



And I also note with a tip of the hat to the VA and with Lynn Cates here helpfully provided a draft document that they were working on for institutional officials within the VA system in the context of their central IRB initiative and other efforts.



And we found the layout, the formatting as well as much of the content, from that draft VA checklist for IO responsibilities to be quite helpful and intuitive and of a sort we would suggest modeling upon and, therefore, cribbed liberally from them.



There were some aspects where they broke.  We liked the idea of breaking out.  If there are things that we all agree IOs should not be able to pass along to somebody else, excepting that there are many things where that is appropriate, if there are some key elements, some core elements that the buck stops there and doesn't get passed anywhere else or the chief responsibility must remain there, then that should be identified.



To the extent they can delegate other things appropriately, that's fine, too.  There were some things within the VA structure where they could draw those lines more firmly than we might feel comfortable addressing in the research community at large with all of the different jurisdictions and organizational structures.



And, finally, we drew, obviously, on our own experiences and what we have seen in the field and on site visits and at our own institutions.



So, as you can see, this example of guidance is broken into sections that address who the IO should be, what their role in the organization should be, or at the level it should be at least, again trying to give some specificity without unduly backing us into a corner, backing institutions into a corner on who fulfills this role.  Again, this comes very directly from current guidance.  We're not making this up.



Then a general listing or a kind of an executive summary of the general administrative obligations of the IO.  One thing, despite all of the things they can and should do, there's one thing they can't do.  That's to override the IRB disapproval by approving research that has been disapproved or not yet approved by the IRB.



And then on the second page of this two‑page document, a lengthy list of responsibilities that may be delegated, recognizing that many of these can and often perhaps should be delegated to the more hands‑on operational part of the organization.  But we think it's worthwhile for the federal agencies to put this in people's hands and say, "Even if you delegate this, you are responsible for seeing that it gets done."



And, finally, the much shorter list of responsibilities that should not be delegated.  This is again whittled down from a list that was on the draft VA document with similar intent, weeding out some few things that we thought some institutions might still want to delegate and appropriately so.  But we thought these four items, it was fair to say, we could have a shot at agreeing can't be passed along.



With that, let's open things up for discussion.  And we would be happy to go back.  Obviously there's more meat, I guess, to number four than anything else because of this, what we are still holding out as draft guidance, just an example, but let's go back to number one and work our way down perhaps.



CHAIRMAN TILDEN:  Okay.  Does everybody have this draft example that Dan has identified in their materials, et cetera?  Because I had trouble finding.



MR. NELSON:  They were in your tabbed inserts when you came yesterday.



CHAIRMAN TILDEN:  David, you ‑‑ yes?



MEMBER LEIDEN:  Dan?



MR. NELSON:  So you want to bring up recommendation one for approval?  There it is.  Okay.



MEMBER LEIDEN:  Yes.  Discussion.



MR. NELSON:  Okay.



MEMBER LEIDEN:  You know, I don't see anything wrong with this.  Just I'm looking throughout all of these recommendations for a little bit more to try to get IOs involved and knowledgeable.  And these are outside venues, which are good, and listing them.



But the other piece that certainly I would like to see and hope happens in Texas is some inside venues, where you've got IRB leaders meeting with the IOs and their presidents because if topics, actual specific topics, are not brought up and education does not occur, then it's hard for that IO to take a stance when it comes to working with faculty.  And that's really for me what it boils down to.



MR. NELSON:  And I think you're singing to the choir on that one.  And, indeed, we already passed and has been sent up to the Secretary in the earlier letter I referenced an entire recommendation focused in much more detail than is here on training of IOs and what that should include.  And I think that would cover all of the things you just addressed.  So that was identified early on before we got to this part of the work.



CHAIRMAN TILDEN:  Jeff, do you have any comments?  I think, again, like in the previous recommendation, if OHRP is going to strengthen its efforts to reach this group through training, outreach, and guidance, that the Department should provide adequate resources to achieve this recommendation.



MEMBER LEIDEN:  I agree with that.



CHAIRMAN TILDEN:  If you could put it right before "among," it says a sentence or "achieve this goal."



MEMBER STRAUSS:  Sam, I support the introduction of that clause wherever we can introduce it, suggesting that OHRP is appropriately resourced to carry out the significant work we have passed their way, but maybe we want to also consider a separate recommendation solely focused on that which may attract more attention and may be able to be forwardable as part of the next secretarial letter.  But we can come back to that issue.  For that I suggest that we consider it as a separate recommendation, even today if we have time.



CHAIRMAN TILDEN:  Great.  I agree with that.  I would make the sentence more active.  I hate to be a wordsmither, but I would say, "The Department should provide," instead of "Adequate resources should be."  "The Department should provide adequate resources."



PARTICIPANT:  HHS?



CHAIRMAN TILDEN:  If you would like, HHS or the Department.



MEMBER BIERER:  So can I further wordsmith to say I don't think "adequate"?  I think we should say "additional resources."



CHAIRMAN TILDEN:  Yes.  I think that's a better word.  I agree.



MEMBER POWE:  So we're saying that the Department should provide additional resources to OHRP.  What about additional resources to the institutions to allow the IOs time to do this?



CHAIRMAN TILDEN:  Well, this recommendation says OHRP should strengthen its efforts for outreach and guidance and training and go to all of these meetings.



And I think that if they don't have the resources to get to where they need to be, then for this particular recommendation, now, at our institution we don't have that problem because we have a research compliance officer that has a lot of input at a very high level to make sure that our institutional officials know what they do, yes, yes, yes.



But I think your point is well‑taken, Neil.  I don't know if this in this particular recommendation it works, you know, it is on point in this particular recommendation, but certainly on that training recommendation, it would be.  It seems like that is where we are asking the institutions, you know, and the IOs, et cetera, to have a focus.



And then I don't know if the Department should be providing the resources for institutions to do that or not.



MEMBER POWE:  Well, I just wanted to recognize that you could put the venues out there and spend a lot of money on them, but if you can't get the IOs to those venues, then it ‑‑



CHAIRMAN TILDEN:  Right.



MEMBER POWE:  ‑‑ may not work.



CHAIRMAN TILDEN:  Right.



MEMBER BIERER:  So I do want to say that the resources of the institution to support the role and expense of the IO and staff are part of the indirect cost negotiation for institutions.  I don't think we should go there in these recommendations.



CHAIRMAN TILDEN:  Jeff?



MEMBER BOTKIN:  I support this clause in general, too, although I would say I don't have any primary knowledge of the funding level of OHRP or how resources are being used, et cetera.  And I doubt that they need more, but I wonder whether it might be an opportunity at a future meeting to have a presentation from OHRP about the structure of the organization, resources used.



CHAIRMAN TILDEN:  I think that is a good suggestion.  So all those in favor?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  



MEMBER BIERER:  Can I make a suggestion that we change "that are currently used in the regulations," instead of saying "used" interchangeably or ‑‑



MR. NELSON:  It's not just in the regulations, but I guess we could say in ‑‑



MEMBER BIERER:  Or throughout the documents or ‑‑



MR. NELSON:  It's really in guidance.



MEMBER BIERER:  That are used, such as?  I think there's an assumption that these are used interchangeably or variably.  And I think that we should not make that assumption but let OHRP define its terms.  There may be an implication about the differences that we failed to appreciate as the proletariate.



MR. NELSON:  So I am ready to edit if you tell me what to take out.



CHAIRMAN TILDEN:  So we could remove?



MEMBER BIERER:  "Currently used, such as."



CHAIRMAN TILDEN:  Okay.  Are we ready to vote?



MEMBER BIERER:  Second.



CHAIRMAN TILDEN:  So all those in favor?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  So recommendation two passes.  Moving to recommendation three.



MEMBER BOTKIN:  I wonder.  This is the one I guess that I'm struggling with, certainly in the context of our own institution, because there's a variety of people at different levels that have different responsibilities.



Those of us who have more direct responsibility over assuring compliance are not the folks who have budgetary authority within the institution.  The more budgetary authority you get, the further you are removed from the day‑to‑day responsibilities and knowledge of this domain.



So I wonder if there is a sense of priority within this.  Do we want the institutional official to be that person who is most senior but less knowledgeable or more knowledgeable but perhaps less budgetary authority to make the kinds of commitments we're looking for here?



CHAIRMAN TILDEN:  Mike, do you have a comment?



MEMBER GENEL:  I recall that we discussed this very point at the subcommittee meeting.  And I think the thinking was that the institutional official ought to be the person at the highest level who had the budgetary, who had the institutional authority, but that the designation, the delegation aspects of this were intended to imply, then, that those functions that could be delegated to those individuals who had the knowledge, the knowledge function, I think that ‑‑ so the sense was that the institution, the institutional authority would be signed off on by the person who actually had the highest level of authority, even if they didn't have all the content information.



MR. NELSON:  Yes.  Jeff's right.  It is finding the right placement or that middle ground.  I think there's a danger in pushing it too far down and then getting down to the operational level that doesn't have either budgetary authority or the authority to legally obligate the institution.



And so let's hear from an IO right now.



MEMBER BIERER:  So I agree with that.  I think that the confusion comes with the last sentence, where you say, "may reasonably be delegated" and you talk about delegated responsibilities, which are other than the ones above in later parts of the recommendations.  So you might want to say, "may reasonably be assumed by" or "executed by."



You know, what you want to say is these responsibilities may be other than the chief executive officer, but you are not talking about the delegated responsibilities for the content, choosing IRB members, that kind of thing, which you're going to get to later.



MR. NELSON:  Okay.



MEMBER BIERER:  So there is some confusion there.



MR. NELSON:  Okay.  Yes.  And we specifically pulled out or referenced people at the level of CEOs, presidents because that's in the current OHRP guidance.  This is here is the kind of role we're talking about.



MEMBER STRAUSS:  Some responsibilities?



MR. NELSON:  Well, I guess the ‑‑



MEMBER BIERER:  That's the other way of turning this around, which is to say that some responsibilities of the IO may be delegated to others.  But that is not what this recommendation is about.



MR. NELSON:  Yes.  Well, will it take care of your concern if we replace "delegated" to "assumed by"?  Was that your ‑‑



MEMBER GENEL:  I think "delegated" is appropriate.  if this is the institutional authority, then they have the responsibility to delegate.



MEMBER BIERER:  No.  That's not his ‑‑ well, then you should change "these responsibilities" to "specific responsibility," maybe "reasonably" or, you know ‑‑



MEMBER GENEL:  Okay.



MEMBER BIERER:  It's not these responsibilities or the budget resources in IO.



MEMBER GENEL:  No, no.



MEMBER BIERER:  Okay.  And that part of the sentence really refers to a different ‑‑



MEMBER GENEL:  Right.



MEMBER BIERER:  ‑‑ a different recommendation, different recommendations.



MEMBER GENEL:  Specific ‑‑



MEMBER BIERER:  But I'm flexible.



MR. NELSON:  Okay.  How's that?  "Specific responsibilities may reasonably be delegated."  Certainly the last, the very last, clause was meant to get at Jeff's points that you want authority but at the same time you want this to be in the hands of somebody who can take an active, knowledgeable role.



So yes, we're trying to have our cake and eat it, too, or at least to find the right spot in the ladder.



MEMBER LEIDEN:  Maybe you should actually put "active, knowledgeable role."  Put in "knowledgeable."



MEMBER STRAUSS:  Wait.  Now I'm confused.  How does delegating to someone else ensure an active role for the IO?



MR. NELSON:  So that the person who is the designated IO is so high up the ladder that they never have the time or the knowledge to really stay in touch with the program?



CHAIRMAN TILDEN:  Yes.  I think that it really convolutes the point.  The point is that these duties may be delegated so that they could be exercised in diligently or sufficient manner to meet the goals of the program.  So it's in order to ensure, right, that the responsibilities are appropriately exercised, right?



There might be better wording than that, but that is what you're getting at.  An IO may not have to have that day‑to‑day responsibility, but certainly you want to delegate it to individuals who can exercise those responsibilities capably.



MR. NELSON:  You know, we may have ‑‑ and it's probably our fault with a choice of wording, but we are talking here, to Barbara's point, this is the identification of the IO.  And we're accepting or admitting that it might not necessarily be the very top of the heap, the CEO, the president.  At our institution, the chancellor has identified, my immediate supervisor, the vice chancellor, as the IO.



That is not the same as what we are going to get to later that says the IO, the vice chancellor, the vice president for research, whoever, can delegate all of these things that come along with the IO role to other people who are more on the ground.



MEMBER STRAUSS:  I see.



MR. NELSON:  So we have two different levels of delegation or identification.  And we may have led you to confuse them.



CHAIRMAN TILDEN:  Right.  And I'm not sure the point in the first sentence, really, who is legally authorized.  I think it gets back a little bit to do we want to clarify some of these types of titles or definitional issues.



But, in reality, the individual who is signing this assurance should have authority to bind the institution.  That's the person with signatory authority.  And the institutional official ‑‑



MR. NELSON:  Right.



CHAIRMAN TILDEN:  ‑‑ has to have that.  Generally that's someone at our institution that has been authorized through the board, right?



So that's the high‑level official.  I mean, I know what OHRP recommends,  the chief executive officer, et cetera, et cetera, but at our institution, it would be the vice president for research or the deputy provost.



The president probably wouldn't be the person selected.  So I think to me, the key is an individual high enough in an organization to bind the institution to the assurance.  And then that individual would be able to delegate certain responsibilities, not if there are two others.



Anyway, I think that to me is a structure that is workable for an organization.



MR. NELSON:  I'm back to wondering if our use of the word "delegated" in the last sentence here is problematic, if we should say, "assumed by," whether it's the board of trustees, the board of governors, whether it's the CEO who says, "You, vice president, vice chancellor," whatever, or the IO for research" ‑‑



MEMBER BIERER:  Since it was my first thought, ‑‑



MR. NELSON:  Yes?



MEMBER BIERER:  ‑‑ I would go back to this responsibility or these responsibilities "may reasonably be executed by someone other than."  I mean, I think that's what we want.



MR. NELSON:  We were talking about these.



MEMBER BIERER:  We want these responsibilities to refer to those responsibilities in this recommendation, not in recommendation four, which will follow.



MR. NELSON:  That's correct.



MEMBER BIERER:  And they are not delegated responsibilities.  They are board vote and ‑‑



MR. NELSON:  Yes.



MEMBER BIERER:  ‑‑ appropriately conferred responsibilities by the right organizational piece.



MR. NELSON:  Okay.  Are we getting closer?



MEMBER POWE:  I want to go back to Jeff's comment because this sentence troubles me that says this should include the authority and responsibility "to provide adequate resources."  It seems to me that, at least in the organizations that I have worked, it is really the CEO or the president that really has the ultimate authority to provide resources.



And sometimes those resources are given to the IO.  They then have the responsibility to allocate those resources across the various functions, but often the amount of resources is not determined by this individual.



MR. NELSON:  Yes.  You know, again, we may be interjecting some level of confusion by our bundling here, but some of the elements of this recommendation are aimed at getting things high enough up the ladder.  Some parts are making sure it doesn't get too far down the ladder.



MEMBER POWE:  I think you have to go to the person who really makes those, how much dollars are spent on different things.  I mean, it's the president or the highest level of the organization.



MR. NELSON:  Well, obviously now we get into there are lots of ways to skin the cat, as many different ways as there are institutions, I'm sure.  At our institution, the vice chancellor, the IO, does have a budget.  And it's his to disperse.  And part of his obligation is to look after these and all research compliance functions.



MEMBER POWE:  Oh, yes.  I'm not saying the budget.  I'm saying what that budget is, what the amount of that budget is.  I recognize you have a budget and responsibility for allocating, but ‑‑



MR. NELSON:  Yes.



MEMBER POWE:  ‑‑ what I'm getting at is the amount, that if the amount of that budget is insufficient, then the IO may not have the ability.  They should be an advocate for the amount of resources that go into this function, but they might not have the ability to actually ‑‑



MR. NELSON:  I'm sorry.  Would you distinguish between the authority and the responsibility because if they can be an advocate, they can still hold the responsibility?  Others?



CHAIRMAN TILDEN:  I think the second sentence suffers from maybe it should say something like "This individual should have."  But other than ‑‑



MEMBER GENEL:  Well, I'm comfortable with the way it is.  I mean, in response to the issue that Neil raised, you could argue that at a state institution, it is only the state legislature that has the ultimate authority.  So you carry it.  If you're going to carry it to the point of who can allocate the funds, you're going to get into an absolute morass.



I think the implication here is that individual ought to be high enough in the hierarchy that that individual has the responsibility and at least some authority, if not to allocate the funds, to acquire the funds.



MEMBER POWE:  I have no problems with the word "allocate."  What I am taking exception is the amount of funds, not to their allocation.



MR. NELSON:  And I think that was a phrase we took right from the regs that is often overlooked and one of the responsibilities that we want to flag and I guess probably why we thought it deserved its own sentence, because right in the regs, now, it says, "The institution must provide adequate resources, staffing for the IRB to get its job done."



And we see that as a big enough gap in the system that we feel like we really wanted to make a point that IOs really do have this responsibility and that it ought to be adequate.  If it's inadequate, we've got a problem.



MEMBER BIERER:  I think that this statement will only enhance the ability of IOs to argue for and command the resources that are necessary and that emphasizing that will be helpful, that keeping it high enough in the ladder is appropriate.



And I think that if you find the right person, you do get the kind of attention to this program and programmatic initiatives that are necessary.  And I am comfortable with this.



If it's impossible to assure this or execute your responsibilities in this way by this statement, then it should be the CEO is the IO.  And that's an institutional decision.  And, therefore, I can live with this.



CHAIRMAN TILDEN:  Any more comments before we vote?



MEMBER BOTKIN:  Yes.  The more I read this, the more I like it.  And I continue to see the tension there.  But what I would want the language to do is not encourage institutions simply to read it and pick the person who best fits the definition but, rather, think about how the authority within the institution is structured to meet these sorts of expectations because you do want the most senior person actively involved in the HRPP and knowledgeable about it who has some budgetary authority and that you don't simply want a senior individual to delegate that and then wash their hands of knowledge and responsibility for the day‑to‑day functions.  So I think this tries to do this.



I mean, it would be nice to be able to be advisory to institutions, but we're not.  So to the extent that we can encourage OHRP to help institutions perhaps give authority to the right people to sustain these programs, then we're doing a good thing.



MR. NELSON:  You have nicely summarized our goal.



MEMBER STRAUSS:  Right.  So the implication of that second sentence is that this individual should have or be given the authority and responsibility to provide adequate resources and then depending on whether it's the chief or some delegee.



Do we want to include Sam's comment about "This individual should have" or is it okay the way it is?  I'm not suggesting that.  I'm asking.



CHAIRMAN TILDEN:  I'll vote for that amendment.  So I think we're in a position to vote for approval here.



PARTICIPANT:  Second.



CHAIRMAN TILDEN:  Seconded.  Okay.  All those in favor of recommendation number three?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  So it passes.  Okay.



MR. NELSON:  This is not to meant to preempt the discussion that is sure to come, but I will admit that one of the reasons you didn't have this in your binder when it was mailed last week is because we were still debating amongst ourselves whether this was ‑‑ obviously there is a lot of text here and a lot we could wordsmith ourselves.



We opted for letting you know what we were thinking and working on.  We would not be offended if you would tell us to go back and come back another time with a refined draft example.



We have only rarely in several years' worth of recommendations tried to script things out verbatim in a way that we expected OHRP just to adopt lock, stock, and barrel.



Our intent, therefore, was to give an example for both you and the OHRP of the kind of stuff we were thinking about but without any pretense that somebody was just going to throw this up on the Web site or mail it out to IOs tomorrow.



CHAIRMAN TILDEN:  One thing is I have a question.  And that is, does OHRP have guidance, developed a guidance document, for the expectations and the responsibilities of IOs?



MR. NELSON:  Well, again, many of ‑‑



CHAIRMAN TILDEN:  They have an assurance module, but, I mean, if you look under the guidance documents, does this exist?  Because we say "develop expanded guidance."  And I'm wondering if that even, you know, truly exists now.  Has it gone through a guidance process?



MR. NELSON:  It comes from multiple.  I don't know whether OHRP can say whether they have a guidance document.  Many of these elements we did lift directly from OHRP's current guidance, which is based or which is located in the ‑‑ there is an assurance training module.



I believe some of this is from the terms of assurance itself, the assurance document itself, and the guidance that goes along with that and then, as I said, the VA as well.



So I think to the extent that OHRP has guidance, we had it in our hand and pulled in from that to this document.



MEMBER FORSTER:  I think if we consider it an example and don't consider it the final product that OHRP should adopt, that it's okay.



MR. NELSON:  Is there any discussion on the concept or the content of the second page, where we delineate the activities, the responsibilities that can be delegated and often are, appropriately, delegated to somebody other than the IO and the four that we thought were keepers?  Barbara?



MEMBER BIERER:  So the second line I would like to propose that "must" should be replaced with "should."  Any delegation of duty should be in writing, not ‑‑



MR. NELSON:  We're into the guidance.



MEMBER LEIDEN:  Oh, I thought you were on the second page of the guidance.



MR. NELSON:  Yes.  No.  I am.  I was going back to the screen.



MEMBER LEIDEN:  It's okay.



MR. NELSON:  Yes.



MEMBER LEIDEN:  But I wanted to ask OHRP whether it is helpful to provide this two‑page document as part of the recommendations that go forward or whether it is not and, rather, we should provide an example, as it were, offline.



DR. PRITCHARD:  I don't think there is any problem with including this as a draft example for us to consider to give us a better sense for the kind of thing that you have in mind understanding that at the point where we develop a guidance, it will inevitably, even if we chose to offer our own example that just had a bulleted list, it would not be written exactly the same way, but it helps to have a sense for what the Committee has in mind as at least one possible way of going.



CHAIRMAN TILDEN:  Any other comments?



(No response.)



CHAIRMAN TILDEN:  I guess we will give everybody another 30 seconds to review that draft.



MEMBER STRAUSS:  The only thing that the IO designee may not do is that one bullet.  There's nothing else that was considered or discussed?



MR. NELSON:  Well, there is one thing they can't do under the regulations, an that is that.  On the second page, the responsibilities, you know, that is granted more of a subjective call, one we were willing to make.



I'll give you an example of some of the things we moved up above the line, so to speak, from the VA model, which had the responsibilities of I think appointing IRB chairs as a responsibility that could not be delegated.  And we understood.



But in some organizational models, it may not be the IO.  And that's okay.  And so I think there were maybe six or seven in their grouping.  And we moved some up above to give a little more latitude there.



But we thought the signatary authority, the completing their own training was something they shouldn't pass on to somebody else, ensuring that the IRB functions independently and that they have access to the IO and once again hammering home the point that, really, the institution, in this case the institutional official if they are acting for the institution, does have the resource responsibility.



So those were four things that we thought might pass muster in terms of things we could all accept as kind of core duties.



CHAIRMAN TILDEN:  I think it's an example if it's not transmitted as this is more than that, an example of what something should look like and not viewed as an endorsement of each and every item.  For me it seems like the recommendation written with ‑‑ there it seems to be acceptable to me.



I think what Barbara mentioned, though, is very useful and could be another thing that I don't think we would need to add here but a periodic reporting of the human subjects program at the highest institutional level would be useful in that the IO could have some responsibilities to bring that forward.



But, anyway, in general those are I think adequate as far as I'm concerned.  Any other comments or thoughts?  Jeff?



MEMBER BOTKIN:  I assume by "delegation" here we mean that the IO retains responsibility for all of these functions but that the delegation is a sort of task‑oriented delegation.



MR. NELSON:  Yes.  And that's why in the text of the top of the second page we say, "May delegate the performance of certain oversight or operational duties."



I guess if we agree with you, they may be passing along, delegating the hands‑on operational aspect of this, but they still haven't given up the overall responsibilities.



MEMBER BOTKIN:  That might bear emphasis.  And in that same vein, whether it bears emphasis to say you can't delegate responsibility for maintaining compliance with state and federal regulations or something to that effect.



MR. NELSON:  Right.



MEMBER BIERER:  You can delegate maintaining compliance.  You cannot delegate the responsibility for assuring compliance, but nor can the CEO or anybody else.  I mean, this is an example, but you've got to be careful.



CHAIRMAN TILDEN:  I think it would just say, you know, if your program really has problems and has egregiously or otherwise appears not to be operating well, the IO is the person who would be targeted to be removed.



(Laughter.)



CHAIRMAN TILDEN:  It's that simple.  You can't delegate that.  Okay.  So can we take a motion and vote on this recommendation?  I'm glad you're the IO, Barbara.  I resign that job.



MEMBER BIERER:  I definitely wouldn't write that down or no one is going to say, "Yes."



(Laughter.)



CHAIRMAN TILDEN:  Okay.  So can we take a vote on this recommendation?



PARTICIPANT:  Second.



CHAIRMAN TILDEN:  Seconded?  Okay.  So all of those in favor?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  Okay.  The recommendation passes.



MR. NELSON:  So the last recommendation ‑‑ again, and we would hold the guidance in number four out as one of the things that might be passed along to IOs on a periodic basis.



Again, we didn't want to be prescriptive, but something like annually might be reasonable to send reminders that they did sign that document a few years ago and they do still have these responsibilities.



Again, a lot of these things aim at the masses out there where IOs may just be signing on a dotted line a piece of paper that somebody stuck under their nose one day and then they go back to their jobs and hope the IRB is doing theirs and their direct reports and indirect reports.  It's just to pull them into the loop and keep them there.



CHAIRMAN TILDEN:  Any comments or thoughts on this?



(No response.)



CHAIRMAN TILDEN:  Okay.  Should we just proceed with a vote on it?  Okay.  All of those in favor?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  So recommendation five passes.



MR. NELSON:  All right.  Well, with help from the fire alarm, we are using up our time after all.  For those of you who didn't go back to your rooms during the break, you all have a note under your door that apologizes for the break and invites you to a cocktail reception to compensate you for your time out of the building this afternoon.  So be sure to take advantage of that.



(Laughter.)



CHAIRMAN TILDEN:  Do they allow you to check out later?  That's the question.



MR. NELSON:  Yes.



CHAIRMAN TILDEN:  So we would like to get finished with this by 12:30.



MR. NELSON:  Yes.



CHAIRMAN TILDEN:  Just to give you ‑‑



MR. NELSON:  We're moving ahead.  This is our only other formal recommendation, other than just the routine update on other things we're working on.



This was a proposed recommendation that was received at the March 2008 meeting and was presented to SACHRP at the request of Dr. Francine Romero, who at that time was a SACHRP member, who was I think just rotating off the board at that last meeting.



It was referred by SACHRP to our subcommittee for further consideration.  And the original text is printed here just for your reference as a starting point.



There is concern that tribal governments are not aware of the fact that any research done within a tribal jurisdiction is subject to tribal authority.  Some larger tribes have implemented research codes.  However, most smaller tribes have not.



SACHRP should consider a recommendation that the following language be added to the common rule at 46.109.  The only change was that the original recommendations had section E, and it was noted that E is already taken up by something else.  And so it was moved to F.  But other than that, this is as it was presented.



For human subject research to be conducted within the jurisdictions of federally recognized American Indian or Alaska Native, AIAN, acronym, tribal governments, the IRB shall require documentation of explicit tribal approval for the research.  This approval shall come from the tribal council or other agency of tribal government to whom such authority has been delegated by the council.  And, again, this was passed along to us for our consideration.



So we did consider this and had robust discussion with comments from ex officios and others who were at our on‑site meeting in, keep blurring together, May, February, March, the last on‑site meeting.  And we endorsed the recommendation, certainly in principle, and supported the underlying aims that brought forward this recommendation.



There were many concerns that crossed the subcommittee that modifying the common rule, as proposed, was not going to be either the most efficacious, expeditious, or appropriate vehicle perhaps to accomplish those aims.



Just in brief without hitting this to death here, we thought, again, modifying the common rule, maybe not in our lifetime, there would be other ways to get the job done and accomplish the goal without taking that route to regulatory change and that there were probably more effective and perhaps more appropriate vehicles to do that.



Also some members were concerned that there were other groups in other scenarios outside of the tribal government scenario sand why aren't we addressing those in the common rule.



So for a number of reasons, there wasn't a consensus that modifying the common rule was the way to go.  However, we did agree to come back to you with a revised recommendation.



The next slide, next two slides, actually.  So we would recommend that OHRP in consultation with the Indian Health Service and others, other appropriate agencies, develop guidance that addresses research involving American Indian or Alaska Native populations.



So you see immediately we are going a bit beyond just the jurisdictional question that raised this, but we thought as long as we're doing it, guidance on other aspects of research with these populations might be helpful.



This guidance might, therefore, address general issues that would be of interest and value to any investigators considering research with these populations.



Specific issues to be addressed should include the requirement for tribal approval for research that is to be conducted within the jurisdictions of the federally recognized AIAN tribal governments.



Such approval should come from the tribal council or other agency of tribal government.  There may be a typo in there.  Help me.  No.  Refer back to the original and see what I screwed up.  "To whom such authority has been delegated by the council."



The requirement for tribal approval should be reinforced through educational outreach and through the terms and conditions of HHS grants supporting such research as a matter of grants policy.



And this last you'll recognize most of that as consistent with the original recommendation and touching on those themes and pulling them forward.



The last line was added as a point that we thought might be in a more appropriate, expeditious, et cetera, venue, vehicle.  And, indeed, we heard just this morning from Alan Trachtenberg, who was part of this discussion at our on‑site meeting ‑‑ we thank him for that, and he has stayed engaged with us ‑‑ that, indeed, they have followed up with the grants policy section at NIH and elsewhere and found that within about one year, there is hope to have this pass through if they went that route in a way that accomplished their goals.



And Alan is going to jump up to the mike and add to what I just said right now with your permission.



DR. TRACHTENBERG:  Thanks very much.  And thanks for the Committee's support on this issue.



As a matter of grants policy, there are two relevant documents at the Department.  One is the HHS grants policy statement.  And the other is the NIH grants policy statement.



So the most effective part of a recommendation like this might be specifically to add language like Francine's language to the two grants policy statements.  And that kind of recommendation from SACHRP could be taken within the Department and run with by the appropriate agencies.



MR. NELSON:  Thank you.



So that was our attempt to support the aims without necessarily tinkering with the common rule.  And it's up for your discussion.



MEMBER BIERER:  Can I ask for a clarification?  Would it be more helpful to have the statement as written in Francine's recommendation than what is proposed here for the recommendation?  I sort of missed that piece.



DR. TRACHTENBERG:  I think it would be helpful to have something very similar to what Francine wrote but just adjusted to be in grants policy statement language, ‑‑



MEMBER BIERER:  I see.



DR. TRACHTENBERG:  ‑‑ rather than 42 CFR part 2 language.



MEMBER BIERER:  Thank you.  I understand.



MR. NELSON:  Yes.  I should be clear, too, if I wasn't.  The second and third sentences in the recommendation on the screen right now I think are lifted, just almost verbatim, from Francine's.  That was our intent, was really just to pass that through.



Now, they're not broken out as scripted language, but that was the intent.



CHAIRMAN TILDEN:  Well, I think that this is of significant importance personally from my personal experience because investigators who are well‑meaning and who are being initiated to research in locations termed Indian country that they are just totally unaware of this.



So they will begin their research.  They will be starting a role in participants.  And then, all of a sudden, somebody will bring up to their attention that, gee, you should be getting IRB approval in the country or there is a rule or the tribal council has passed some rule that this needs to be approved by an IRB that they have designated, et cetera, and it is already a problem and you have to really do a lot of cleanup; whereas, if there was some place on the Web or whatever, you know, say, you know, conducting research in various locations, these are the things that you need to be aware of, it might help, you know, ameliorate or just eliminate this issue altogether.



MEMBER BIERER:  So the critical difference to my read between what you have proposed and Francine's is the replacement of "shall" with "should."  So I would propose that "should" be modified to "shall" in the two places where it occurs.



CHAIRMAN TILDEN:  When you put out guidance, however, I think there is some sort of little word thing, you know, because the "shall" is more of a mandatory "must" thing.



MEMBER BIERER:  That is exactly the point.  I mean, I'm sure this will be wordsmithed before it goes into the grants policy.  But it is our intention that it is a "shall," not a "should."



MR. NELSON:  Yes, although as ‑‑ and I think it gets back to your good question.  In this context who we are addressing here is OHRP.



So we haven't crafted the insert language for them here as much as telling them they should address these points and from that point on.  So that's probably why the "shall" was switched to a "should," because it's OHRP shall do this at that point.



So it depends on how ‑‑



CHAIRMAN TILDEN:  I see what you're talking about.  If it gets translated in the grants policy statement, it certainly could be mandated, more so than a guidance statement, where it would be more difficult to mandate it, as a rule.



MR. NELSON:  So what's your pleasure:  "shall," "should"?  It's okay?



CHAIRMAN TILDEN:  Just reinforce it through educational outreach and through the terms and conditions of the HHS grants and ‑‑



MR. NELSON:  Sorry?



CHAIRMAN TILDEN:  I think the requirement for tribal approval, you know, should be reinforced through those activities, period.  And if it's going to go into the grants policy statement and you're going to reinforce it, it will probably come out as a rule that you have to do this.



MR. NELSON:  Are you suggesting a modification of the last sentence or no?



CHAIRMAN TILDEN:  I think it's adequate the way it is.



MEMBER BOTKIN:  I have a question about the scope of authority of OHRP.  If a commercial sponsor wants to do a study on a tribal, on a reservation, does OHRP have any authority over that if they're not working with an intermediary academic institution?



DR. PRITCHARD:  Only if the commercial organization has an FWA and has either gotten money from HHS or has extended the responsibilities for the regulations to cover all of its activities.



DR. TRACHTENBERG:  If I can add, the tribe does have authority over those activities.  They just may not know it.  And the commercial organization may not know it.



This way, at least, we're sure that federal research grantees will know it and the tribes where federally funded research is being conducted will know it.



CHAIRMAN TILDEN:  The question, then, is, should FDA be involved in some sort of way?  That brings up in my mind regarding this sort of thing because, going back, to continue going back, is it just OHRP or are we saying the Department should address this or ‑‑



MR. NELSON:  Well, we did leave the door open for other appropriate agencies, certainly, to get on board with this and the proper placement.  Our recommendations have always tended to aim at OHRP when it's a producing guidance sort of thing, but hopefully this language wouldn't exclude other agencies from having input or cosigning, endorsing, whatever.



CHAIRMAN TILDEN:  I think you ought to just put an FDA in there, too, that we don't want to exclude them.



MR. NELSON:  No?



CHAIRMAN TILDEN:  They're part of us.



DR. TRACHTENBERG:  I just wanted to comment for practical purposes.  FDA doesn't come on reservations and do this kind of stuff.  It's academic researchers that are the problems.  Well, not just problems.  They do lots of good things, too.



CHAIRMAN TILDEN:  They might not be problems.  They might be ‑‑



DR. TRACHTENBERG:  But the problems don't come from FDA‑regulated research.



CHAIRMAN TILDEN:  Right.  But Jeff's problem does with commercial sponsors.  I mean, that was directly what your question went to.



MEMBER BOTKIN:  Yes.  And I guess two strategies.  One is to qualify the language just to indicate that OHRP doesn't govern all research that might occur on the reservations, although perhaps they should, which is something different, or perhaps a recommendation ought to be geared at a higher level, HHS, so that ‑‑ well, I would have to think through how we try to force compliance with this through this recommendation.  Maybe it's not feasible.



CHAIRMAN TILDEN:  My suggestion, we put OHRP and FDA.  And then if it's not a problem, if FDA is not a problem when they consult with Indian Health Service, then I think they would be able to conclude that it doesn't need to be addressed.



MR. NELSON:  Well, as long as we're into that point, would it then be ‑‑ if we put them, OHRP and FDA, we have said FDA must develop or should develop guidance.  If we leave them where they are currently placed, OHRP would consult with them.  And if they say it's not a problem or if it is, they have their input.  So before or after the comments at your pleasure.



CHAIRMAN TILDEN:  Okay.



MR. NELSON:  I don't know if the implication ‑‑



CHAIRMAN TILDEN:  Well, if you fix it, fix it so it sounds right.



DR. TRACHTENBERG:  If I may ‑‑



CHAIRMAN TILDEN:  I don't know how.  I see your point.



DR. TRACHTENBERG:  ‑‑ the level that it would need, the recommendation would need, to go through would be the Department because the Department controls the grants policy.  OHRP doesn't.  Indian Health Service doesn't but HHS.



CHAIRMAN TILDEN:  HHS?



DR. TRACHTENBERG:  HHS, yes.



CHAIRMAN TILDEN:  Okay.



DR. TRACHTENBERG:  That's HHS or the Secretary.  That's where the recommendation ‑‑



MR. NELSON:  So in consultation with OHRP and ‑‑



DR. TRACHTENBERG:  Well, with the Indian Health ‑‑



MEMBER BIERER:  HHS doesn't consult with or the Secretary through the Indian Health Service, FDA, and other, OHRP, or whatever.



CHAIRMAN TILDEN:  Is the Indian Health Service under Interior or is it under HHS?



DR. TRACHTENBERG:  We're funded through the Interior Committee, but we are under HHS.



CHAIRMAN TILDEN:  Okay.



DR. TRACHTENBERG:  And I do have a commitment from our grants policy person that if we get a recommendation like this from SACHRP to the Secretary or to the Department, that she will take it and run with it through her peers at the different grants policy places and get it.  That's where I came up within a year, I think.  Her name is Michelle Bulls, and she is fantastic.



MR. NELSON:  Okay.  So take a look at this and see if it captures all of the right hierarchy, "And HHS promotes the development of guidance in consultation with Indian Health Service, OHRP, FDA, and others that address this."



DR. TRACHTENBERG:  Can you add "and grants policy"?



MR. NELSON:  Is that a capital G and a capital P?



DR. TRACHTENBERG:  Why not.



MR. NELSON:  So I just want to put them in the right place in the order here.  NIH grants?



DR. TRACHTENBERG:  Well, the Department controls the grants policy.



MR. NELSON:  Thank you.



DR. TRACHTENBERG:  What I meant was "development of guidance and grants policy."



MR. NELSON:  That's why I asked.



PARTICIPANT:  And policy.



DR. TRACHTENBERG:  Or maybe you could put the policy first.



MR. NELSON:  Now it's lowercase.



CHAIRMAN TILDEN:  Does that sound good?



DR. TRACHTENBERG:  If you could put something more back from the original wording.



(Laughter.)



DR. TRACHTENBERG:  No.  Just about tribal governments.



MR. NELSON:  Well, we haven't removed this slide.



DR. TRACHTENBERG:  Okay.  Let's go on the next slide.



MR. NELSON:  There's a whole slide with the content.  This is just starting the ball rolling.



DR. BUDASHEWITZ:  There are multiple agencies within HHS that do research with the native tribes.  And so you may want to just not single out FDA and just leave appropriate agencies.  There are also departments outside of HHS that are subject, like EPA, that also may do research.



DR. TRACHTENBERG:  Yes.



DR. BUDASHEWITZ:  So I think the objective is that you want grants policy development that covers this issue.



MR. NELSON:  Well, on the other hand, we don't want to exclude the possibility that a group like OHRP, who speaks to the research and IRB community, would have a guidance document.  When you are doing research in this population, here are some things to cover what groups that would never get around to a grant.  So that was part and parcel of this as well.



I guess we held out the grants policy as one avenue in this last line here, where you might reach some of your target audience, but we didn't want to exclude other kinds of guidance.



DR. BUDASHEWITZ:  You may want to include, instead of "FDA," after "OHRP," the terms "staff" and "operating divisions" because that includes both the Secretary's staffing divisions and policy‑level offices and the various operating divisions with the Public Health Service, such as CDC, NIH, CMS, et cetera.



CHAIRMAN TILDEN:  So take out "Indian Health Service, OHRP, FDA" or just "FDA"?



DR. BUDASHEWITZ:  In consultation with "OHRP and other."  Take out the "OHRP and other staff," hyphen, and then "operating divisions," and "staff," hyphen, space, "and operating divisions," "staff and operating divisions."



MR. NELSON:  Oh.  Where did the hyphen come in?



DR. BUDASHEWITZ:  So it's "staff," hyphen, "and operating divisions" because the Secretary has staff divisions.



MR. NELSON:  "Staff," hyphen, and "operating"?



DR. BUDASHEWITZ:  "Divisions," right.  Put the hyphen between "operating" and "divisions" so it could be staff divisions and operating divisions.



MR. NELSON:  Well, again, we weren't trying to ‑‑



DR. BUDASHEWITZ:   No. But that covers ‑‑



MR. NELSON:  ‑‑ get into or out of the federal structure, but we did think, like a couple of groups, like the Indian Health Service ought ‑‑



DR. BUDASHEWITZ:  Well, that ‑‑



MR. NELSON:  We're going to leave them in there.



MEMBER STRAUSS:  I think the Indian Health Service should be ‑‑



CHAIRMAN TILDEN:  Should stay in, yes.



MR. NELSON:  Yes.



CHAIRMAN TILDEN:  Put it after "OHRP," the second "OHRP."  Just take "and other staff operating division."  Can you move that, take out the "FDA" and put it in there?



MR. NELSON:  Yes.  I'm on the second.  This is all out.  I'm just wondering with to do with the Indian Health Service at this point.



DR. TRACHTENBERG:  We don't have to be there.



MR. NELSON:  You don't want to be there?  Okay.



DR. TRACHTENBERG:  We don't have to be there.



MR. NELSON:  Oh, okay.



DR. LUX:  Or you could say, "including the Indian Health Service" if you wanted to mention them by name.



DR. TRACHTENBERG:  One of the staff divisions ‑‑ I am really glad you raised that ‑‑ that would be relevant actually would be the Office of Intergovernmental Affairs at the Secretary level.



MR. NELSON:  Right.  But they're ‑‑



DR. TRACHTENBERG:  So I'm really glad you mentioned the staff divisions.



DR. BUDASHEWITZ:  Staff divisions implement fiscal and grant policy.  And you would want them all included.



MEMBER BIERER:  Why don't we vote on this after lunch?



(Laughter.)



CHAIRMAN TILDEN:  Let's vote on it now so we can adjourn.  Okay.



So does that make sense?  Does that make federal‑wise sense the way it's written?



DR. LUX:  It only refers to HHS in being involved in this.  And whether or not you want to suggest to HHS that they consult with other agencies outside of HHS that are involved in work in Indian country is up to you.  Certainly EPA has a good deal of involvement with regard to Indian country.



CHAIRMAN TILDEN:  I think ‑‑



MR. NELSON:  That's what we thought we were doing with the other appropriate agencies, just a little bit more open‑ended than we have become.



CHAIRMAN TILDEN:  On second thought, maybe we should adjourn for lunch.  And then if Dan and Warren would have lunch together and Liz?  We'll come back and vote on this.  Is that okay?



MEMBER BANKERT:  Yes.



CHAIRMAN TILDEN:  All right.  So let's stand adjourned for one hour.  Be back here at 1:30.



(Whereupon, a luncheon recess was taken at 12:31 p.m.)


A‑F‑T‑E‑R‑N‑O‑O‑N  S‑E‑S‑S‑I‑O‑N


(1:37 p.m.)



CHAIRMAN TILDEN:  We will reconvene our meeting.



MR. NELSON:  So the two slides with the recommendations regarding research involving American Indian and Alaskan Native populations have been revised with the feedback and further refined after we broke.  And so let's just read through it together, I guess.



SACHRP recommends that HHS promote the development of guidance and grants policy in consultation with OHRP, other staff, and operating divisions, and other appropriate departments and agencies to make sure we didn't exclude anybody that addressed research involving American Indian or Alaska Native populations.



And then the second goes on to pretty much as you saw before with some "shoulds" converted to "shalls," I think is just about the only change here.



CHAIRMAN TILDEN:  Do you want a motion to approve this recommendation?  So moved.



PARTICIPANT:  Second.



CHAIRMAN TILDEN:  Seconded.  Any other discussion since we got all our words correct hopefully?  Ex officios are happy.



MEMBER GENEL:  This seems significantly shorter than the original.  Is this all there is?



MR. NELSON:  No.  There's two.



MEMBER GENEL:  Oh.



MR. NELSON:  This is the second, the continued.



(Laughter.)



MR. NELSON:  We didn't lose any words in the process.



CHAIRMAN TILDEN:  Okay.  So all those in favor?



(Whereupon, there was a show of hands.)



CHAIRMAN TILDEN:  Okay.  So the recommendation is passed.



MR. NELSON:  All right.  We will in the interest of time truncate the remainder of our presentation, just referring you to the materials you have.  To be honest, all the rest, there's nothing left for your approval or voting on today, a reference to our follow‑up on the panel on diversity and clinical trials, which is still ongoing with input from a number of sources.



And we understand that the FDA has recently been asked to develop guidance in this area as well.  Joanne, I don't know if you had anything briefly to add to that?



DR. LESS:  Sure.  I just wanted to mention that about a year ago, when our law was changed, we were asked to do a report on the impediments to entering different groups into clinical trials, into drug trials specifically.  And the different groups that were identified in the statute were race; ethnicity; age, meaning elderly; and pediatrics.  Interestingly, they didn't include women, but they did specifically call out those specific populations and then also mentioned the medically under‑served.



And so we're supposed to prepare a report to Congress by next year.  So in the next few months, you will see probably either an FR notice calling for comments or a public meeting.  We're just getting started on that.



MR. NELSON:  Thank you.  And certainly one of the reasons that ‑‑ we do have a draft recommendation in this area that we were charged to bring back for your consideration.  And that was drafted, but one of the key points that came up in discussion was to make sure we weren't overlooking something else that was going on or other efforts in this area and to pull it all together and to make sure we were at least complementary.  So stay tuned on that.



I think the rest of the items simply are our standard letting you know what we are working on exemptions.  That working group has basically closed up for business after the last two meetings.  And we're now focused on informed consent and institutional responsibilities.



Again, in the interest of time and with Sam's encouragement, I think we'll just refer you to the slides that are there.  You'll see the topics that we're working on in both of these areas.  This will be the focus of our next meeting.  And we look forward to bringing things back to you in October.



CHAIRMAN TILDEN:  Great.  Thank you very much for your usual outstanding job.


INDIVIDUAL REMARKS BY SACHRP MEMBERS ON THE


HUMAN SUBJECTS PROTECTIONS SYSTEM



CHAIRMAN TILDEN:  So this brings us to our next item on the agenda, which I believe is our systems‑level discussion panel.  And I'll read the charge.



This panel session is intended to be a dialogue in which SACHRP members make brief presentations on the problems and issues they see with the present human subjects protections system followed by a period of discussion.  The session's focus is broad and should include the desirability for a complete major/minor overhaul of the current HSP infrastructure.



Issues to be addressed include the vision for a new model of HSP protections, OHRP's central role in HSP oversight, its vision, and resources, and the major problems currently facing the human subjects research system.



Discussion should emphasize pragmatic solutions.  Up to two hours will be allocated for individual SACHRP member presentations, to be equally divided among all members, approximately 10 minutes each followed by 45 minutes of open discussion among committee members and ex officios.  This will be followed by a period for public comment.



The goal is to identify key areas for future exploration, discussion, and recommendations on human subject protection activities.



Great.  So we asked Dan Nelson.  Because of the way SACHRP in terms of its transitioning, this panel had to be prepared ahead of time.  And we knew Dan was maybe going off, but we didn't know for sure until late.  So we asked Dan since he has been so integral to SACHRP over the years, maybe be the longest‑serving member or associate here, to make some comments to kick this off.



MR. NELSON:  Thank you.



As if you hadn't heard enough from me already today, you will hear some more now.  I appreciate the honor of being pulled out of retirement and asked to comment.



And I appreciate your courtesy in allowing me to go first, which I know has much more to do with the train that's leaving Alexandria shortly that I have to catch than with any status I have as a retired statesman of any sort.  But thank you for that courtesy.



So I am commenting here obviously from several perspectives, one as an outgoing member of SACHRP, another as a continuing co‑chair of the SAS, and probably most informed by my observations over the last 15 years or so working in this area.



So you already saw this morning one of our graphics that we have used to relay to you or to convey to you our sense of what the subpart A subcommittee was focused on:  the tension between rather vague, open‑ended, flexible regulations, on one side, and perhaps overly restrictive interpretations on the other side.



This was another graphic that we had used over time to try to tell you what the issue was, what we were trying to address as a whole as a subcommittee.  I am, as I have admitted before, showing this slide.



I know that Thomas Aquinas wasn't asking the question with regard to either a bowling pin or IRB practices and policies, but I think increasingly we have found ourselves, "we" being the human research protection system, in this position with increasingly fine points, some would say esoteric points, being debated, interpreted, applied.  Yes, each have their basis.  Each have their implications.



When we pull out any one of these, we can spend, as you saw this morning, our son on single points and single placement of commas.  And I can weight into that with the best of them and have.  And I have been either congratulated or depicted as being a "reg head."  And this is where we spend a great deal of time.



So I am sensitive that even our subcommittee, as we say we're trying to address some of these issues, that we may be merely exchanging one set of dancing angels for another set that we like a bit better or that we think work a bit better.



But I am afraid that the net weight of all of these dancing angels, whether we like them or not, it's daunting.  And, more importantly, it shifts the focus of our system, the perception of our system, and I think how the system works toward these sort of fine points.



Now, maybe that's just the nature of the beast.  Maybe it's an unavoidable aspect of a bureaucracy like this.  But I think the take‑home message for me here is this should not be what we're all about.



It would be nice to spend less time dancing on the heads of pins and worrying about the positioning of commas and the interpretation of a single word and what that means for our daily work and for the functioning of human research protection system.



Putting it another way, I think we spend too much time drowning in the details and maybe not enough time at 30,000 feet or if we don't have the luxury of backing up quite to that level, at least somewhere above sea level in our daily lives in the trenches in making this system work.



I think we have become so focused on these increasingly thin slices, whether a protocol expired at the 11:59 p.m. or midnight or 12:01.



Yes, we can argue about that all day and have and write policies to address it.  But the net weight of all of those thin slices, when I step back at a higher level and look at it, I think at a systems level, I'm not sure it's really adding up to what we want it to.



So that's the conceptual part.  To get a bit more practical, we do have, as you well know, a patchwork quilt of regulations or what I would say, the common rule is not truly common.  If this circle represents human subjects research, we have overlapping jurisdictions and gaps in those jurisdictions.



We have the FDA as an agency and as a source of regulations.  We have regulations enforced by OHRP, HHS regs that apply to federally funded work.



And I have lumped a lot in here.  We obviously have many federal agencies represented in this room and others not here that have regulations or have signed onto the common rule.



We have the voluntary application of the common rule to all research under an institution's purview.  And we know and I believe OHRP has started to collect some data that may shed some light on this.  We know that, with increasing numbers, organizations are unchecking the box, are not extending voluntarily the common rule to all activity for a number of reasons.  So this circle here may be shrinking just a bit.



We layer in HIPAA, which covers both research and non‑research activities, was put in place to cover non‑research activities but affects us, nevertheless.  And so all of these combined still leave, this patchwork still leaves, gaps in the system.



So I guess the two take‑home points here would be we have some gaps in the system, we have human subjects research in the United States that is not covered by any regulation or any policy.



And, similarly or on the other hand, just the sheer volume and the complexity of this and the nuances and what applies under what circumstances to whom and which federal agency do we follow on such and such a point with all of these overlapping spheres and gaps in the spheres, it's a confusing jumble.



So we were charged to think big.  I don't know that the Human Subjects Protection Act that was proposed several years was not ‑‑ although it had bipartisan support in Congress, did not seem to have traction or had too many competing legislative initiatives and hasn't seemed to move ahead anywhere, but I think pulling all of this together somehow if we're thinking pie in the sky, that would be probably an advancement.



It has been said when you have seen one IRB, you have seen one IRB.  I think we as people like to think we have the one right way to do things.  I think people who work with IRBs or IRBs and HRPPs as systemic devices are especially prone to think they have the one right way to do things.



And the reality is there may often be more than one right way.  That doesn't necessarily mean they all need to be practiced or at least simultaneously interchangeably and with some contradictions.



So I would argue we should be seeking to minimize at a systemic level variability where we can without handcuffing ourselves, backing ourselves into a corner, and sacrificing the flexibility where it's appropriate.  That might mean providing consent form templates at a central federal level.



Common application forms.  There are only so many questions we all ask, but we each think we have to ask them in a very certain way.  We each think our consent forms need to be crafted in a certain way and definitional interpretations.



I think this variability is not necessarily a fatal flaw.  And I think there may even be some who would argue that there is some benefit to it with the notion of more eyes being better than one.



You know, if you have multiple people, multiple IRBs looking at the same scenario, you don't know who one is "right" or "wrong."  So there may be some additive value.



But I think when we're talking about things like common processes that are handled 100 different ways because there are 100 different understanding of that process, when you're talking about the same study seen by one IRB, that gives it full board review.  The next IRB determines it is expeditable.  The third IRB gives it an exemption.  And the fourth IRB determines it's not human subjects research, all for the same protocol.  That's probably a problem.  That's a problem.  And the variability doesn't help us and, in fact, hurts us, both at a functional and a perception in terms of perception to the field.



The next two slides deal with what I think we need to be considering.  And that's alternative models for a research environment that has evolved since the regs were first drafted.  And we spent a number of times.  And there have been two national conferences on this in 2005 and 2006 that we have talked about here in this setting.



We all know that the research enterprise, especially I would say the clinical research environment, but it's not restricted to that, has evolved considerably since the regulations were coming into being in the '70s and '80s.



And I think it's increasingly clear that our oversight system has failed to evolve to keep pace with the volume, complexity, and nature of the research it oversees.



And I think it's increasingly that there are research approaches that increasingly do not fit neatly into one of the cubbyholes or the models of oversight that we have.



We talked about one of those yesterday.  I don't know that the things we were talking about ‑‑ biobanking, they weren't anticipated necessarily.



There are things that are coming up that weren't anticipated in the regs.  There certainly are implementation of the regs, population‑wide studies, internet research, international collaborations, and multi‑center trials, just some examples of things that don't quite fit as neatly as the research that was probably conceptualized or anticipated when we all started out.



The last of those we could talk for a long time about, but I have tended to view this as or call this single‑site systems on a multi‑center world.



So certainly the current system was built on, predicated on local review of single sites.  Back then if there were such a thing as a clinical trial, it might have been at one institution with one investigator and a small handful of subjects.



Now, as you know, we might have a phase 3 drug study with 300 sites and 3,000 subjects and 300 IRBs involved.  Well, do we really need 300 separate IRBs, each reviewing the same study?  Who calls the shots?  And, of course, it's increasingly going overseas, which only magnifies some of the inefficiencies and ineffectiveness of the system.



A multi‑center protocol is effectively a take it or leave it proposition for individual sites by the time it starts to get up and running at some of those 300 sites.



So there is little or no effective means to modify underlying issues.  If you're the 300th site coming on board, your option is kind of take it or leave it.



So even if you find the biggest problem in the world, you don't have much of a purchase to go back to the sponsor, for example, and put everything on hold.  Now, that may happen.  It has happened on occasions but rare occasions.  It's not how the system tends to work.



Now, as some of you have heard me comment before, we may not be able to effect the underlying science of the protocol, but every IRB in the country knows that they're the only IRB that can write a perfect consent form.



So the net result of this is that we get 300 versions of the truly perfect consent form because that's the part we can get our hands on, but we haven't necessarily done much in terms of the global protection of subjects if that is what we are supposed to be about as a systemic level.



So the net result and an effect of oversight of study‑wide issues by this patchwork quilt of independent sites who are, I was going to say, linked through a common protocol ‑‑ but, in fact, they are not linked, they're operating independently and at arm's length from each other.



I would note here one positive example of reform in this area, and that is the movement, the guidance that came out in 2007 by both OHRP and FDA that has sent a pretty clear signal to the community that how we have handled AE reporting is not productive, it's not truthful, and doesn't have to be done that way.  That's just one slice of the pie, however.



The next couple of slides deal with mission creep, which I think comes from a combination of factors, uncertainty in applying definitions of human subjects research.  There are two definitions that work together:  one for research and then one for human subjects.



How people understand and apply those is a real source of problems.  I spend much more time at our institution dealing with questions of this nature than I do with dealing with risky protocols.  You know, if somebody comes with with a double‑blind, randomized clinical trial, we all can recognize that as research.  It's the stuff at the lower.



I think other sources are mission creep are some well‑intended overreaching, thinking if a little protection is good, shouldn't a lot be better.



We do do an important job, but I think there is harm in continuously erring on the side of reviewing things that might fall outside of these blurry lines.



There is the notion that nobody else is around to do it.  So we will have the IRB do these.  And I would note that IRBs don't tend to do well with things that fall outside of the regulations and the processes that we apply every day.



This is another Venn diagram that shows the potential for mission creep with all of these overlapping activities that large institutions like ours or just about most any institution has things going on, some of which may be human subjects research, some not.



So the list here is things:  quality improvement, case reports, classroom projects, do you identify specimens, public health, surveillance, innovative clinical care, a list familiar to all of you, I think, of things that raise questions.  What needs review and what doesn't?



The final thought is, why do we assume the worst?  And I think that maybe this is just an attitudinal thing.  Is the glass half empty or half full?  But I think we have a system or at least interpretations and practices because I don't know that we can blame the system for this that is based on worst‑case scenario.  Are we going to imagine an investigator who is with willful and wrongful intent going to considerable lengths to re‑identify sequences that they have agreed to use in an identified manner by going out and cross‑linking to reference specimens that do not exist?



Is that what we're going to base our system and our policies on?  I'm not so sure that that should be our focus because people who want to do the wrong thing will find ways,  no matter what we do on our end.



There is one sure way to eliminate risk.  And that is to do no research.  If we accept that we want to do research, that it's a societal good, then I think we accept that by definition, some risk as acceptable.  But I would ask, are we obligated or justified in assuming the worst as we approach these questions?



So I will close with a quote from Norm Fost and Bob Levine.  I don't necessarily agree with their article in JAMA certainly in all of its points that describe a dysfunctional system.  And I don't even agree entirely with their first sentence that the national system for protection of subjects is indeed a system in jeopardy, referring back to the '98 OIG report.



I do agree with the second sentence, "The major source of the threat to the proper functioning is the increasing pressure to perform tasks that either do not require doing, could be done better by others, or could be done more efficiently using expedited review procedures."



And I will close there.  Thank you, Sam.



CHAIRMAN TILDEN:  So, Lisa, you are going to defer or are you going to say something?



MEMBER LEIDEN:  I'm going to say something.



CHAIRMAN TILDEN:  Thank you.



MEMBER LEIDEN:  And I am going to say something sitting right here.  Do I need to go?



CHAIRMAN TILDEN:  No.



MEMBER LEIDEN:  No?  Exactly.  Okay.  I don't have tabs.  I don't have PowerPoint slides.  But what I thought I would do ‑‑ and I do have some handouts if anybody wants to look at them ‑‑ talk briefly about a task force that was convened by the chancellor of the University of Texas system this past year to look at a number of these issues and to come up with practical solutions.



In the process of having our meetings, we tried to:  a) get a group of some of the 15 institutions within the University of Texas system, of which that represents the University of Texas at Austin, which is a very large social and behavioral science campus, as well as M. D. Anderson; UT‑Southwestern; and then schools like UT Permian Basin, who has one person that serves many roles.



In the process of beginning to look at some of these issues, we did have meetings face to face and some teleconference meetings with people, such as Dan Nelson.  We asked Dan to speak.  We talked to Moira Keane.  We talked to Ivor.  We talked to C. K. Gunsalus at the University of Illinois, who wrote the white paper.



We talked to John Heldens, who right now followed Sharon Friend's position at University of California system, about their system‑wide collaboration agreements that they have that they're working on and how they have developed those.



The idea was what can we do as a system to try to help the individual components increase their understanding of the regulations and decrease the need for being seen as too rigid and maybe too interpretive.



And I would say it is mostly in the social and behavioral sciences setting.  We have a lot of faculty who have been very upset.  I talk to people here and everywhere.  This is true across the country.  It is also true internationally.  Patricia Marshall is going this next week to Singapore to talk about these same issues in an international setting.



But, to cut to the chase and to tell you where we're going to be, by November of this year, we will be having a public forum within the State of Texas.



We hope to include Texas A&M and the Texas Tech systems to look at our positions and give us dialogue before we make a final written comment to the chancellor and to the presidents of the system.



That means that the IOs will be involved.  And one of the things that certainly has come up in my experience, in my working experience, as well as working now at the system level is that the IOs are a critical piece.  They can make or break the interpretation of the regulations by their dialogue and work with faculty members.



So certainly, then, just to try to highlight how we went about doing the work besides interviewing people, we have begun to do some review of the literature and data.



We have considered what our FWA agreements were across the different institutions.  We are beginning to map out ‑‑ we never had this before ‑‑ what our inter‑institutional agreements are.  Nobody really knows who has what with whom.  So you would think we would, but we don't and then to try to identify areas of legitimate concern and identify within the UT system some best practices.



Clearly the first piece ‑‑ and this has been talked about by Dan ‑‑ was to try to move from a position of a culture of compliance, which we have had, which we have worked really hard towards, which is true now.  I mean, in the area of ‑‑ I've worked with the Institutional Biosafety Committee and the work with the NIH OBA Office.



You see much of the same kind of need to have policies and procedures to comply very completely with the regulations, even when you're not always sure what those regulations ‑‑ in this case, they're not regulations but guidelines ‑‑ mean.



What we wanted to try to foster was a culture of conscience so that we would begin to think in terms of the best case scenarios at the institutions.  We wanted to do that by taking the position that SACHRP and OHRP have had about increasing education for all of the different levels of IRB administrators, IRB members, and staff people with the particular focus on the presidents of the universities and the IOs.



I don't have an answer for how to do that, but I do have some ideas.  And I think it can't be a one‑shot approach.  It has to be a continual emphasis where you have focus groups where you put the parties together with faculty members because faculty members end up with dialogues with those same people, sometimes in an unintended fashion.



So we want to increase the educational efforts that we have.  We want to then increase ‑‑ we would like to have a system‑wide reciprocity agreement.  We don't have that.  There is some pushback.



That is why we were looking at the California process.  We believe that that can happen, maybe not today.  California has done it.  And we, in fact, had a presentation here from ‑‑ I can't remember his name ‑‑ from California, right?



And what they were talking about is how they tentatively agreed to the concept, but then in building the actual agreements, they started off with, say, exempt materials, expedited without or in some cases, one case was only looking at phase three pediatric trials I think that was.  So they went from one extreme to the other.



Alternative IRB models.  We have looked at that.  We believe that there is some real advantage in maybe having regional IRBs.  I know this is not anything new, but certainly when you look at small institutions, which is what we have, in addition to very large institutions, can they not actually work together?



So, for instance, in the area of north Texas we have got, we have got five institutions that could work together, both the social and behavioral science as well as ‑‑ this is even outside of the CTSA because we have two CTSA awards, I think, in the State of Texas but be urging them to work together, first by developing a list of consultants that they could all use and depend on.  And that is something a UT system can do very easily.



We have talked about limiting the federal‑wide assurances, unchecking the box, and I believe the position that we're going to be taking is to advocate in a gentle way thinking about doing that.



We have heard both sides of the story or maybe just a few sides, but we think that there are certainly some advantages.  And one of the advantages might be what you saw with Dan Nelson's last slide, which is, what can we do with the expedited review level.  It seems that there is a lot of flexibility in that, and we might be able to increase some of that by unchecking the boxes and adding different categories for that.



Accreditation.  Those of us who have gone through accreditation understand that there are positives and there are some negatives.  The negatives are that it's a lot of work.  The positives are that it really gives you a chance to learn the fabric of your human research protection program is at your own institution.



And for smaller institutions, it can be a wonderful educational opportunity.  But we also know that the actual resources are not always available to those smaller institutions.



So we are in the process of building a kind of a UT peer evaluation component, where we would be willing to provide that kind of review for the smaller institutions, as well as bring on board some consultants for the larger institutions that want to go through that.



We also believe that there should be more people involved in the actual decision‑making about IRB review.  In fact, it may be that faculty and even though it's sort of right there on the boundaries of who makes those decisions, but what is not human subjects research, in the past that was a decision made primarily by faculty in a lot of cases.



But in the last few years, there has been more of an increase to come to the IRB office and ask for formal declaration of whether or not something was human subjects research or not.  And that may not be something that we necessarily have to be doing; also, then, trying to work with researchers to downgrade research from full board to expedited if we possibly can do that and using the flexibility that is there that we didn't really understand, I think, many of us didn't understand.



And through subpart A, I must say there has been a lot of information, good information, that we can use in educational output to try to teach people about what that flexibility is.  So we're looking forward to using the information that SACHRP has been developing in our educational efforts.



Finally, then, demonstration projects.  We're very interested in following in the footsteps of the Michigan initiative and trying to work and provide some research projects.  Certainly we have the space and resources to do it to try and get some empirical data that might be useful in a continuing way.



The other thing I have heard here is that we know that there is empirical data.  We just don't have our hands on it at the time that we are in these meetings.  So it would be useful to have sort of a database that we could use to refer to anyway.



So that's it from the University of Texas system.  We're committed to human research protection programs.  We want to do the best we can at the same time we want to leverage our resources.



Thank you.



CHAIRMAN TILDEN:  Thank you very much.



David, do you have any comments?



MEMBER FORSTER:  I took a very different approach.  And what I base this on is we have a fellows program, where we have people come from other parts of the world and stay with us for six months.



And what I was trying to explain to them, the best way to go home and start a system or improve their system, and basically spend a lot of time showing them the U.S. system and telling them, "Don't do it this way.  Go back and take the best parts but leave a lot of it behind."



We have a lot of visitors from other countries.  So the Chinese FDA came and spent a week with us, Thai army and the Thai FDA, Korean government.  And so they are always asking the same questions, you know, what are ways to structure these processes?



I have done some recognition visits for the World Health Organization, to IRBs in Taiwan and Thailand.  So I did spend some time kind of looking at comparative systems.  And, from that, I've got just a couple of basic ideas.



The first is I think that in the United States, we should come up with a single regulatory system.  This patchwork we have with states and accreditation and things like HIPAA on top of it, it's crazy.



I mean, you know, as a compliance person, I spend an incredible amount of time just trying to remember why we're doing what we're doing.  Is that a HIPAA thing?  No, no.  That's an ICH thing.  You know, it's absurd.



I think that any system needs very strong governmental oversight.  I have been to a lot of countries where there may be a requirement for IRBs but nobody ever checks up on them.  And, quite frankly, they don't do much is my experience or even countries where there is just no legal requirement whatsoever.  And they sometimes do it, and they sometimes don't.



So I think strong governmental oversight with inspections is good.  As a second level, mandatory accreditation might be okay.  Voluntary accreditation is less beneficial.  It depends on how many of the IRBs and protection systems would actually go through the process.  So I do really think that government oversight of the IRB system is important.



The key issue ‑‑ and this is both internationally and in the U.S. ‑‑ is resources.  Almost all the problems that we end up seeing in the IRB system are due to a lack of resources, not a lack of good‑willed people.  It happens some, but mostly it's resources.



And so the resourcing system for an IRB needs to grow with the workload.  Now, one way to do that is a fee‑for‑service arrangement.  That's handy, you know.  You get more research.  Fees keep going up, creates conflicts of interest.



If you can have a government or administrative budget process where there's an automatic growth, where it's not a budget item that could be cut, as we have seen many times happen at universities.  That might be effective, but the problem is that there are other competing demands.  And especially if there are no perceived problems with the IRB system, the funding decreases compared to the amount of research the IRB is reviewing.



You also need independence for the IRB and freedom from conflicts of interest.  And that is difficult to reconcile with the need for good resources.



Nobody wants to pay for the IRB, you know, because it looks like you're buying an approval.  And so you have got to come up with some way to fund the IRB but still have them not be influenced by that funding.



And something which has always been interesting to me, which I have seen set up nowhere, would be some type of resourcing where it's structured to avoid the conflicts of interest, like perhaps a tax levied on all parties who fund research that is then funded into an IRB system so that they get enough money and they get more money as the amount of research increases but it's not so directly tied to an administrative budget or to a fee from a pharmaceutical company.  So some alternate system like that I think would be appropriate.



I think for the United States, we should have fewer IRBs.  I don't know how many fewer but fewer than we have now.  We've just got far too many and many that do not have adequate expertise, training, or support staff or budgeting.  You know, it's just a lot of little IRBs out there that are operating on a shoestring.



One possibility is geographically based IRBs, like Europe.  I think there are some advantages to that model as far as ensuring that there is equal treatment of all research done within a certain geographic area.



On the other hand, I don't particularly like the fact that a lot of those systems are run by the government.  I don't think the government does a great job of running these types of projects.  And if it gets slow, funding is again a problem.  But I'm not sure how to really resolve that.



And to go with that, it seems like there should be some emphasis in the system on timeliness in that once you set up a monopoly system, it can slow down.  And the people working in there, whether it's because of lack of resources or just because they feel that they can take their own sweet time because they are in charge when you have monopoly systems, where investigators can't have much influence on the timeliness of the IRB, they slow down.



And, you know, we have always heard this.  Three‑month, five‑month timelines are not uncommon in certain situations.  And I think, really, you know, we could do better than that.  It doesn't have to be two days or two weeks, but we can do better than three to five months.



And other than that, the only other thing I would recommend is that we don't adopt a two‑tier system, like Britain, Brazil, and Ethiopia have.  Those get to be very complicated and slow, a lot of jurisdictional issues.  So I think that, however you set up your system, it should be a one IRB review for the research.



We're talking 30,000 feet.  So I stayed high.



CHAIRMAN TILDEN:  You stayed on time.  Thank you.



Barbara, I think you had said earlier you are going to defer.  Are you going to still?



MEMBER BIERER:  I'm going to defer.



CHAIRMAN TILDEN:  Okay.  And, Patty, you are going to defer?



MEMBER MARSHALL:  I'm going to defer.



CHAIRMAN TILDEN:  Thank you for allowing your time to go to others.  So that leaves Dr. Genel.



MEMBER GENEL:  Are my slides loaded up there?  I did not bring with me the capacity that I see some of my colleagues have, which they sort of extemporaneously modify as they go.  So if you will give me permission to revise and extend my comments as I go and write on the slides?



I just wanted to make a few points.  First of all, I could not resist hammering on something I have been bringing up virtually at every meeting.  And that is the need to harmonize HIPAA with the common rule.  So obviously that was number one.



The one thing I would change here from what I heard yesterday and from thinking about it is not to adopt the September '04 recommendations.



They're already outdated.  And, in fact, in discussions with a number of people, it's apparent that at least a few of those recommendations from '04 are really no longer necessary because time has taken care of them.  And there are a lot of other issues that have come up since '04 that need to be addressed.



But, nonetheless ‑‑ and I'll go into more detail just later on that as I go on on some of these aspects ‑‑ I will just repeat what Lisa and David said.  I think that we need to look and foster development of national and regional IRBs.



And they can be on a geographic basis or, as I have outlined here, on a specialized basis.  So they could be, say, for the National Cancer Institute is one model of this on a national level, but we could have regional protocols that deal with research in children.



I know one of the problems we have had is an institution that has a fair number of pediatricians and does a fair amount of pediatric research is that the IRB will only have one pediatrician at a time.



And if I am that pediatrician, as I was on many occasions, and it's research that relates to something that goes on in the neonatal intensive care unit, I am totally unqualified to make a judgment on that.  So I think there's a role for specialized IRBs that could be set up on a regional basis.



Another one is IRBs that would deal particularly with the issue we are dealing with.  And that is consent by decisionally impaired individuals.  It's something that I think we can look at in different ways.



I agree that I think the guidance on adverse event reporting is an improvement.  What I have heard locally was the recommendation that this be limited at the local level to those significant and unanticipated events that happened locally.



Finally, I think that there is need now that we are three, four years into the accreditation process to try and look at, really, the cost‑benefit.  And I hear various aspects of that.  And I am not going to make a judgment on that, but I think that this does need to be looked at.



Now, to hammer the point home ‑‑ and I will do this briefly because you have the handout.  But just to call your attention to some recent research, this is the article that appeared in JAMA that prompted the editorial that Dan made reference to.



This is essentially an anecdotal report from epidemiologists, but basically the point that was made here is that on a Likert scale of 4 to 5, 67.8 percent of the epidemiologists felt that it was more difficult to do research because of HIPAA.



The Association for Academic Health Centers just put out this report, which is also anecdotal.  It's really a summary of a variety of focus groups that were held at academic health centers but came essentially to very much the same conclusion and recommended, among other things, that there be harmonization of the HIPAA with the common rule.  I suppose that is no longer an unusual recommendation.



I just thought, for curiosity, I went to the Web site of our IRB to look at what were their guiding investigators for HIPAA.  This is the list of documents that are available to Yale investigators just to HIPAA.  I mean, this is all HIPAA.  I think I counted nine of them.



And the one, for a document for investigators, a protocol, a guide for HIPAA privacy, this is the outline.  It's 19 pages.  This is only for privacy.



And I suspect that this is not unusual, perhaps a little more, but maybe it is unusual.  If it is, I would like to hear about it.



These are the recommendations that we recommended ‑‑ well, that my predecessors on SACHRP recommended in '04.  I won't belabor them.  We have them in our reference book.  When they were submitted, SACHRP received this response from the Secretary.



And you may, some of you may, recall that I had this colloquy with the Assistant Secretary a year and a half ago regarding the action on the SACHRP recommendations.



If you look down, the fourth line, the Assistant Secretary responded that one of the critical issues the Secretary plans to address between now and the end of this term, which is coming up, is the need for personalized health care.  And this is a notion we may be able to diagnose an illness, et cetera, et cetera.



And one barrier to accomplishing this is a need to address issues related to privacy.  So there are a lot of compelling reasons I think to try and get this sorted out.  And there seems to be agreement within the Department on that.  So I think that it is time to get the job done.



Thank you.



CHAIRMAN TILDEN:  Thank you, Mike.



Jeff?



MEMBER BOTKIN:  Thanks.  And I would start by saying I think this is a terrific idea.  So I very much appreciate the opportunity to do this.  And hopefully we can do this or those that follow us on SACHRP have the opportunity every year or two to be able to have something to say in this sort of platform.



CHAIRMAN TILDEN:  I would like to take credit for it, but it wasn't my idea.



MEMBER BOTKIN:  Well, I am going to start at an even higher altitude than some of my colleagues.  Oxygen may be required.



I think this discussion has been prompted, to a certain extent, by a lot of recent critiques of the process and critiques certainly at the institutional level about how IRBs function in overseas research and certainly critiques of OHRP and how it undertakes its responsibilities.



I think everybody may have seen this Hastings Center report, which I think reflects some of the recent concerns that are out there with the bioethics community about these issues.  And the subtitle for this series of articles says, "Can the oversight system avert a crisis?"



Well, I was interested, of course, in finding out what that crisis was.  I read through the articles.  And I have to say I wasn't enormously enlightened.  There isn't a particular crisis that is being referred to here, there is a variety of important issues, nor were there solutions that I saw within these articles that were particularly helpful for me to begin to think about ways to move forward.



So I think the bottom line question that I want to address first is, do we have a fundamental problem with how research is conducted in this country, fundamental problem?  A secondary level question is, do we have problems with how research is overseen?



So I am going to approach this as, really, an unabashed advocate of the current system.  And I think it's important to frame these other conversations, from my perspective at least, in this context.



I want to go back to Henry Beecher in 1966, ethics and clinical research article.  He presented 22 anonymous cases.  Folks here are probably quite familiar with this publication, pulled these from premier journals at the time, premier research institutions and investigators.  And it was his contention at least that these were easily identifiable within the literature.



Case number three, Dr. Beecher estimated that an additional 23 subjects died in the placebo arm of an antibiotic trial; for example, prior evidence of efficacy of that agent.



Case number four that he identified that he referred to subjects as being mental defectives, juvenile delinquents who are enrolled, again, in an antibiotic trial.  There is some suggestion that the antibiotic caused hepatic injury.



So these individuals were recruited, otherwise healthy folks given multiple doses of the antibiotic.  If there was evidence of liver toxicity, they had a liver biopsy, multiple liver biopsies in some cases.



In a separate study, Beecher notes that he reviewed 100 consecutive articles in a single major journal.  And his estimate was that 12 of those he would consider to be unethical, so the high rate by standards at the time, at least Henry Beecher's standards, the prevalence of seriously problematic research at the time.  And, again, the significance was that these studies were drawn from the mainstream literature with well‑regarded academic institutions.



So I think his work illustrated that there were systematic problems with how research was conducted due to the lack of ethical standards, lack of peer review, and the lack of informed consent.



It was a year in which power relationships existed between patients and physicians that were problematic.  It was more than paternalism because I think paternalism reflects an interest in the welfare of specific individuals and others.  I think it was nearer professional arrogance and perhaps an element of public subservience.



So I want to ask what Henry Beecher would find today.  If he went to the literature now and did a review, looking at the conduct of research by perhaps ethical standards of his day, perhaps ethical standards of our day, what would he find?



I would suggest that Beecher would be impressed.  I think he would be very impressed with the enormous accomplishments, the developments that have been part of our system now for several decades.



My contention at least is that there are no widespread systematic serious abuses of ethics occurring within our oversight system, which isn't to say there aren't significant problems.  And I'll get to those in a second.



I think the cases that we are all familiar with that are becoming part of general awareness, Gelsinger and Roche and Kennedy Krieger, tragic cases that reveal mistakes and conflicts and ethical ambiguities that we need to pay attention to, but I don't think these cases have been keys to what I would say is some hidden underbelly of unethical research.



What we find at our IRB and I think is common experience is that not just the projects that come out that are approved by IRBs are ethically sound but that the applications that enter into the IRB process are for the most part ethically sound.  I think it's a common experience of IRBs that a large majority of proposals are approvable with minor or modest revisions.



Only a modest number of proposals again with our IRB that's reasonably high‑volume raise serious ethical concerns over whether or how the project should be conducted.



Therefore, I would say, to a significant degree, the ethical standards by which IRBs evaluate protocols have been adopted by the research community, not necessarily without some rumbling and kicking and screaming along the way, but these have become the norm.



And it's not the function of the IRB to make major decisions of sorting unethical, clearly unethical projects from those that are ethical.  I think the majority that come forward to us have been well thought through and are for the most part well‑considered proposals.



Despite this, we see an active productive clinical research enterprise, few reports of research that I would say are conducted in a manner that is plainly contrary to contemporary ethical standards.



So, in short, I think the oversight system has been a success with virtually eliminating plainly ethical research, again, for research that falls within its domain.



What are the elements of the system that work?  The existence of ethical standards.  And I would look at the regs, sort of ethical standards, although not in ethical terminology; peer review, absolutely fundamental; and then, of course, informed consent.



Obstacles to all of these elements and complexities, but I would say that the implementation of those key elements has transformed the system, and I think within a larger cultural environment in which sensitivities and improvements in ethical standards have occurred in many other social domains.



So what is it that works with this system?  Peer review, again, is central to the function of this system.  And I would say that investigators are familiar with peer review processes.  It's part of study sections to get your funding for a project, part of getting your article published at the tail end.



I think investigators tend to have in my experience less concern or problem with those peer review processes, though I would say those are as inefficient and prone to error as the IRB process.



I think the notorious inefficiency of at least some IRBs is due, in large measure, to the fact that they are peer review organizations and not simply because there is an excessive or excessively complex or burdensome regulatory system.



I think as long as we expect peers to read and thoughtfully review complex research protocols, the process is not destined to become highly efficient or free from errors or misjudgments.



Further, I would say with respect to the regulatory burden ‑‑ and I think the point is well‑taken in terms of making significant efforts to improve and streamline those, but I would also say there are few human enterprises that deserve more oversight than the experimental testing of new drugs and devices on people who were ill or otherwise vulnerable, particularly in those circumstances where those individuals don't stand to gain benefit from those interventions.



So all of that has to say I think we should be proud, our predecessors should be proud, of what, in fact, has developed over the last 30 years in the protection of human subjects.



I am going to go from there, take off the rose glasses, and identify at least a few things that we have a couple of more minutes that I think do require attention.



I am going to talk for a second, just list a few things that I would consider mid‑level concerns, problems that should have a priority that need to be addressed.



Education of investigators.  In the ethical conduct of research and, really, in the conduct of clinical research more broadly, I think there has been shockingly little attention in academia to preparing clinical investigators, spent a lot of time preparing them as clinicians and then assume that they understand how to perform clinical research.  That's not the case.  I think there needs to be a significance emphasis on preparing clinical investigators.  And I think the CTSA development may help with that process.



Higher standards for managing conflicts of interest in human subjects research, more efficient mechanisms for IRBs, oversight of multi‑center trials.  I think a number of folks have mentioned that, and everybody knows that is a significant problem and should be a priority.



I think more careful attention to some of the ethics of first in human trials issues, sort of phase one research, is problematic.  And I still struggle with this, certainly, in the pediatric context, phase one oncology trials with kids.  Is there sufficient meaningful benefit that's really a prospect there to justify the conduct of these trials.  More attention to that issue is deserved.



More robust auditing of compliance during the conduct of research.  We do continuing review.  our center, at least, does not have a robust auditing system to be able to go into the research environment and work with investigators around their compliance at that level.



I think other institutions are doing a better job than we are in that respect, but I think some attention to how it is investigators are following through with the commitments they make to the IRB is important.



Freeing up the margins I've counted here.  Reduce the regulatory burdens for investigations involving minimal risk.  I think these are issues around the quality assurance issues.



Some of the social and behavioral research or non‑research that is at the margins of our attention here, of course, has received a lot of controversy and I think deserves attention.



And something that has come up repeatedly in the last year or so, in particular, and with the work of SACHRP, develop mechanisms at the federal level to permit the regulations to be changed in response to changing research environment without the sort of five to seven‑year time commitment that we have been talking about.  And maybe that's just plain not feasible.  I think we want some hurdles to be there.



We don't want every new SACHRP member to think they can get their own new section of the regs, but there ought to be, one would hope, some way of making this more of a living document so that we're not stuck with pushing and pulling on the existing language to try to make it fit a new environment and a new interpretation.



And then, lastly at this mid‑level concern, I want to say I think it would be very helpful to have benchmarks for staffing and institutional support.



We were kind of hoping that would come out of the AHRP process for us, hoping that we would be told that we needed to improve our staffing levels, that we could take sort of information to administration for improving the financial support, but frequently we just have senior administration turn to us and say, "So how do we compare to others?"; similar institutions in terms of level of support that we are providing.  And we have a very difficult time answering that question.  So I think some benchmarking for staffing and support ought to be possible with this enterprise.



All right.  Let me mention a couple of big issues.  Those are sort of the mid‑level issues.  And we have a couple of more minutes, one more minute.  No problem.



All human subject research should be brought under the same set of regulatory requirements.  I think other folks have said that.  I haven't noted or haven't been aware of any evidence that this has led to egregious problems, but it simply makes no sense for animals, for example, to be treated differently than humans within the research enterprise.



Secondly, conflicts of interest at the organizational level for the testing of new drugs and devices I think create fundamental problems.  We're concerned about individual investigator conflicts of interest, financial conflicts of interest, but I think we have a system in which the design conduct, data analysis, and manuscript writing for new drugs and devices is largely controlled by those who have a vested interest in the outcome of that research.  That I see is really a fundamental problem and much more of a threat to the welfare of individuals and the public than a lot of the more specific issues that were focused on within the IRB realm.



Two last big problems.  I think the biggest problem or one of the biggest problems associated with clinical research is that there is not enough of it.



I think what passes for modern medicine has shockingly poor empiric foundation in many circumstances.  Certainly as a practicing pediatrician, it was a continual irritation to see advice I have been giving parents for years being undermined by a study that had been the first to actually look at a phenomenon that addressed an important aspect of child care.



We need to make research an element in the very fabric of health care.  We collect data.  And I think that the emergence of informatics technologies will enable us to do observational research at a grander scale than we have in the past.



And we ought to be carefully evaluating much of what is done in medicine because it is ineffective, in many cases dangerous, and oftentimes quite expensive.



Lastly, I think the single biggest challenge is to conduct research in, really, a true partnership with those who are participants and with the general public.



I think collaborations, this collaboration should occur from the initial contract through communication of general results, at least, to individuals at the completion of the study.  So it is really more than informed consent, but informed consent is a big part of this.  It is really an informed partnership.



I think this will require changes in our cultural attitudes about professionals and the relationship between professionals and the public and the authority the professionals have.



I think we have seen a lot of progress since Henry Beecher's day in attitudes about that power relationship.  And I think more progress is due.



CHAIRMAN TILDEN:  Okay.  Thank you, Jeff.



So we have Liz.



MEMBER BANKERT:  Unlike Lisa, I am not going to talk about Dartmouth as she talked about Texas.  Dartmouth has the best IRB.  And our IO has given us all the resources we need.



My comments are based on the 10 to 12 to 15 years I have spent visiting other institutions doing workshops as a PRIM&R faculty member.  And, without fail, it is a repeat every time I have done a workshop.



The repeat is IRBs and researchers do not have a relationship based on mutual respect.  IRBs are viewed by researchers as bureaucratic, overly focused on regulatory documentation, and do not provide useful review comments.



Researchers are viewed by IRB administrators as not well‑versed in regulations and/or not concerned enough about human subjects.  OHRP is viewed as compliance‑driven.  And IRBs are fearful of contacting OHRP for advice.  OHRP and the FDA do not appear to work together on important issues of human research protections.  And there has been no proof that increased regulatory burden has improved human subjects research review.



So, you know, we give a day‑long workshop.  Without fail, researchers line up and say, "I cannot do my research anymore.  The burden is too great."



IRB administrators line up and say, "What is going on with researchers?  They're not giving us the information we need.  We need to document" this, that, and the other thing.  Why?  Because OHRP is coming in and looking at our documentation.



So there is this culture of, like I say, mistrust but not of mutual respect for the entities.  And I think we need to somehow figure out how to create this mutual respect.



There's no question in my mind that there needs to be oversight of research.  There needs to be a third party review.  But there does not need to be this fear factor, which has been developing over the past several years.



So the first problem that I have seen is this kind of relationship respect problem.  On a more practical level, most of this has come out of the IRB review of minimal‑risk research at a level where it's just spending way too much time on this minimal‑risk research.  To me, that diverts them from spending time on important things.



I have gone to IRBs all over the country.  And they are thoughtful, sincere, really intelligent groups.  And to have all that brain power, you know, sucked into this vortex of minimal‑risk research just does not seem efficient.



And this is what I am going to propose in my to consider slide.  So it's really this minimal‑risk research which has been kind of created through this mission creep of social science review and QI review, all the list that we have seen on everybody else's slides.  It's the IRB going into other areas where they don't quite know how to handle things.



So the other significant area where I think we can actually do something about some of this is, as we have already talked about, this multi‑site review, which is redundant, inconsistent, and does not necessarily enhance the overall review quality.



Now, I have to say I am a proponent of local IRB review.  I have talked to so many of these IRBs.  They want to know what is going on at their institution, even in multi‑site studies.  They want to see the consent forms.  They have hugely important things to say.



What I think is missing is that IRBs don't network with each other.  So if I know that David Strauss' 20 psychiatric member IRB approved a study, you know, that might impact me, probably in the positive way.



But right now IRBs do not know what other IRBs are talking about.  They don't know what the issues are.  There is just none of that.  And I think that is another waste of brain power, of resources that we could pull together.



So, to consider ‑‑ and I also should say whenever I give a presentation, I encourage administrators ‑‑ and this is mostly IRB administrators ‑‑ to get to know OHRP because, in fact, OHRP is very useful.  But, as I say, they are afraid to contact OHRP.



So for us to consider as we're looking at these issues, if we could shift this perceived focus away from regulatory documentation and from being compliance‑driven just to more education of IRBs, we have talked about this.



The review should be efficient, effective for the minimal‑risk research.  Again, we have talked about this.  It's okay to exempt research.  Expected research is okay, although I have to say the terms are very confusing to IRBs and researchers.



Another area where there is a huge waste of time and energy in my opinion is every single IRB office creating their own forms.  If we had a central repository of best practice forms, it would be hugely helpful to IRBs across the country.



And, again, they wouldn't then worry so much about the wording in the minutes or are we documenting this, are you documenting that.  If they have kind of a step of approval on some best practice forms, they can stop worrying about that stuff and, as I have already mentioned, encouraging the trust between IRBs.



We have been talking about regional IRBs.  I can see why IRBs want their local review.  I have seen it time and time again.  They want to be involved.



However, as I mentioned, I think the networking of IRBs could really improve.  It could enhance the review system.  I mean, if there is a study that comes out the David Strauss IRB says no to, you know, then they go IRB shopping and come to me.  I want to know that they said no.  I really do.  And we do not have that situation happening.



And then if the IRBs can create a collective voice, we could actually influence the research that is going on.  Right now we don't have a collective voice.  We can't influence research.



So this is right from the OHRP Web site.  It's really the mission of OHRP.  And it's very good.  It's just what I think OHRP should be doing.



We were kind of asked today to talk about what maybe could go on with the systems for improvement.  And my suggestion is that we slightly reinvent the mission.  And that again is to shift from being compliance‑driven to becoming a proactive collective voice for IRBs.



We also don't have a collective voice for researchers.  You know, we hear from one poor little researcher and another poor researcher.  And we really need to have a more collective means of hearing their comments.



OHRP is doing this.  They are encouraging and organizing national dialogues, including all the federal agencies.  I know this is happening, I think just continuing to do that more, promote it more, and then to actively announce these actions that promote the building of trust in the research enterprise.



So how can we do that here?  I think SACHRP, I know SACHRP is viewed by IRBs all over the country as a very important body.  And I admit today the slides that I presented to SACHRP are probably drilled down to below sea level; whereas, I think our collective minds should be focused  not on the specific wording in the consent form but, rather, how can we improve the consent process.  Let's talk about that and then let's distribute that information to IRBs all over the country.



So in our subcommittee I mentioned earlier today, that is what we are going to do.  We're not going to focus on the word‑by‑word sentences in the federal regs because honestly the regs aren't that bad.  It's the interpretation of the regs.  And then it's the fear of people being shut down because they didn't interpret it right.  So if we can shift away from that, I think it would be helpful.



I've mentioned the OHRP IRBs listen to everything OHRP says with bated breath.  If they can shift a focus away from this compliance‑driven, it will go a long way in a very short time.



Again, OHRP dialogues with IRB and researchers and with the FDA.  All of us have mentioned the harmonization.  OHRP and FDA dialoguing with each other is very important for IRBs.



And that's all I have to say.



CHAIRMAN TILDEN:  David, do you have something to say?



MEMBER STRAUSS:  I do.



MEMBER BANKERT:  Are you coming up here?



MEMBER STRAUSS:  No.  I'm going to stay over here.  It's safer over here.



MEMBER BANKERT:  I'm coming back.



MEMBER STRAUSS:  I think there have been enormous changes in the human subjects field in the last half‑dozen years or so.  I think the field has grown, better staffed and resourced, better educated, better informed.  I think that we have professionalize the roles of IRB administrators in a way that has meaningfully enhanced the ability of institutions to comply with the regulations.



And, yet, I think ‑‑ and this echoes a lot of what has been said already ‑‑ well‑meaning, well‑intentioned, and smart people still don't know what to do in order to do human subjects protections correctly.  It's not for lack of trying.  It's because information isn't available to them or doesn't exist.



To move forward, I think that we need to deemphasize regulations and regulatory authorities as the source of our problems, the source of our solutions, and the source of all information regarding the ethical conduct of research in the United States.  We need to accept the limitations of the regulations and the regulatory authority in creating this more perfect world that we seek.



We have talked here ‑‑ and I have been on this Committee for a couple of years now.  And we have created demands on Office of Human Research Protections that I think are unrealistic given our observation that their resources have been cut and their staffing has diminished dramatically.



We are nodding and winking at one another, but the ability of a group like OHRP to deliver what needs to be delivered I think is seriously in question, not because of lack of desire or effort but because of staffing and support perhaps.



At the front line, between researcher and research subject, between IRBs and investigator is where the action is, the deliberative framework of the IRB.  All these things are where we need to provide information and shed new light.



In the top‑down model that we have, again, looking to OHRP in a sense to create all of the guidance for the field I think is going to continue to fail us.



I think that we need to address many of the contemporary demands of institutions, IRBs, and investigators through the creation, as Liz was saying, of a rational and more fully developed best standard or best practice model.



It needs to be clinically and, where possible, empirically informed.  It requires, I think to achieve this, we require, a shifting of attention, resources, and efforts nationally from regulatory compliance to IRB and investigator practice and information.



We need to enrich the field at the front line with how to.  And whether that task resides with effectively a government process or whether it's best accomplished elsewhere is something that I think we ought to be considering.



An example or something that I would like to just touch on briefly is our problem with informed consent, which I think is illustrative of the kinds of things that we struggle with.



So we have a one size fits all model of informed consent.  We have vast and growing empirical literature that we're all familiar with that tells us that subjects don't understand informed consent, that the longer the form is, the less understanding there is, that fundamentally subjects miss some key issue that relates to their ability to make a choice regarding participation.  And that is they routinely assume that the research offers them direct and individualized care when it does not.



And, yet, what we see is consent forms which grow in length and continue to emphasize procedures and purpose and deemphasize risk and alternatives.



How did this come to be?  Well, research consent has evolved according to administrative and regulatory and more recently risk management priorities, rather than clinical priorities.



In other words, we have taken whole cloth the list of required elements of informed consent.  We have mapped it onto a document.  And we have filled in the lines as if this somehow guides us or guides subjects in this complicated decision‑making process.



We feel comfortable because we have covered the consent elements.  Without really meaningfully thinking about what the subject needs to make the necessary decision, we know there is a vast answer to that question or diverse answer to the question.  Different people need and want different kinds of things.



The point is what we do is based on regulation, not on any kind of empirical or clinical understanding.  And it doesn't address the problems of subjects.



Instead, consent serves, as Bob Levine calls it, a signed receipt for the consent process.  It's a liability document or a hold harmless agreement for the institution and increasingly so for the investigator and for the sponsor.



It's a contract, increasingly.  It's an instruction manual.  In short, it's everything but the interaction to facilitate the prospective subject's choice as to whether to take part in research.



Our focus hasn't been in any kind of regulatory way on enhancing this process.  Our focus continues to be, as you point out, in a kind of fear‑driven compliance process.  At least on the ground, we're not seeing improvements.



We need to offer guidance as to the proper conduct of the process of consent.  And that guidance needs to be made available to us by the same folks who are interested ultimately in improving human subjects protections.



The process that we currently endorse doesn't acknowledge the divergence of investigator and subject interests and the central purpose of consent.



What we have done effectively is that we have at the top of the pyramid this notion of federal regulations and at the bottom of the pyramid a principal investigator and subject participant relationship.



And, rather than having concentrated our efforts in understanding how to improve ethics at the bottom of that pyramid ‑‑ it's actually an inverted pyramid ‑‑ we have concentrated our efforts at the top in terms of regulation and regulatory compliance.



So my suggestion ‑‑ and, again, it echoes some of what Liz was saying ‑‑ is that we need to shift attention, that HHS and not necessarily OHRP or the FDA should play a key role in filling some evident gaps through collaboration with funding agencies, academia, industry, and the public.



I think the kind of best practice that could emerge from a collaboration like that could have significant influence on the field.  It can't be OHRP alone.  They're not able to do it.  They don't have the authority to move too far away from the regulations and regulatory language.  And they don't have the expertise.



But certainly the funding agencies do.  Academia does.  And industry does.  Again, this is going to require a shifting of attention of resources and efforts from compliance to actual practice.



Last couple of comments.  That said, I don't think we also want to be bound forever by the language of our 30‑year‑old regulations, which may not suit our current needs.



There is a process that goes on that we kind of try to seek the truth in the words or try to seek the original intent of the framers of the regulations as if all the answers will lie there.



Instead, I think we have to carefully reinterpret and rewrite regulations to create practice that fulfills the contemporary demands of human subjects protections and not the other way around.



I mean, we really shouldn't be reviewing research that we don't feel needs to be reviewed simply because some folks 30 years ago through a process that was probably not terribly different from this one at the end of a long, hot day, you know, decided to use the word "generalizable."



The definition of research has to address those activities that we would agree require IRB review.  And, similarly, minimal risk should not entirely be in the eyes of the beholder and so on.  We have to have regulatory language that makes sense to us in a contemporary research setting.



Finally, I think we have to careful also to avoid inappropriate and unbalanced regulatory responses to pressure, evident pressure, that gets generated by influential stakeholders, including industry, including academia, and science.  We have seen more of that lately, on the one hand; or, on the other hand, regulatory or pressures generated by highly sensationalized events, which has often been, I think, unfortunately a driving influence.



We need to be mindful of the process that we're involved with is in many ways a political process.  And I think that we need to move away from that, engage other stockholders, which as academia and industry, and craft a new orientation, which, as I said, is more clinically and empirically informed.



Thanks.



CHAIRMAN TILDEN:  Thank you.



Neil?



MEMBER POWE:  Well, I had four points that I wanted to make.  Some, I think a lot of them, will echo what my colleagues have said, but I might say them in a different way.  So let me try.



The number one I think issue for me that many have mentioned is the idea of shifting our culture about human subjects protection.  And from one that, you know, deals with compliance, that's punitive, that has penalties to one that focuses on rewards, ‑‑ and I say that "rewards" because I don't think that's really been mentioned ‑‑ feedback, education, and guidance.  And we do have all of those elements in the current process.  It's just the balance of those.



So let me use a little analogy.  Our real goal is to deliver health benefits to the public without producing damage to the process of research.



And an analogy I would say is that if you ask a policeman on the street how to deliver those benefits, the policeman would tell you how to get there, tell you what roads to take.



If you asked another public servant, the mailman or the mail person, they actually would take your package and get it there for you.  They would actually be helpful in that way.  Rather than telling you to watch out for this along the way, they would actually get you there.



I think we live ‑‑ I think many have said this ‑‑ in a CYA mentality, a CYA mentality by our IRBs, a CYA mentality by investigators and researchers.  Even my young trainees are caught in this what I would say regulatory jungle.



So we need to change how this whole culture and the balance shifting, as many have said, I think to rewarding good practices and sharing best practices.  That's my number one comment here.



My number two is that we have been at this for 30‑35 years.  And as others said, I think Liz said, we don't have a shred of evidence that the outcomes that we're producing are actually better from all that we're doing.  And that's really a shame.



You know, 25‑30 years ago, that was probably acceptable to essentially make opinions and policies without evidence.  But that's not he culture today.  And, in fact, we ought to be in a culture where evidence and outcomes guide how we make a policy.



I would like to see that happen much more.  I actually think in situations where, in fact, we don't know what the outcome is, allowing flexibility is key.  And flexibility also allows us, then, to see variation and then to look at that variation and define which practices actually work or are better.  And so I think we really need to look at what we're doing.



So number three is that I think we're in a new age of challenges.  And I think even the last two meetings of SACHRP have illustrated the meeting that we recently had on quality improvement research and this meeting in viral repositories.



And so if this is a new age, we need to usher in solutions with a new approach.  And perhaps even these new areas can give us guidance of how to do things.  The whole area of quality improvement, which I think is a broader aspect of what might be called action research, can tell us what is important to focus on in protecting human subjects.



I think what we heard yesterday in terms of bio repositories in terms of consent, confidentiality, feedback loops of results to participants can help guide us in this new age and hopefully push the frontiers of human subjects protection, rather than falling necessarily into the same traps that we have been doing for the last 30 years.



The fourth is an issue I think that's near and dear to my heart.  And that is the training, education, and career development director for our clinical and translational science award at Hopkins.



A lot of my life is devoted to helping young people who want to do research, particularly young physicians.  And I can tell you that the young physician who wants to do research is becoming an endangered species, I think.  That's what Dr. Rosenberg has said for years.  And it's true.  I see our trainees dropping out of this process along the way.



Now, you can't blame that all on the regulatory aspect of human subjects protection.  It's the funding climate.  It's how much information they have to become competent in in order to do clinical research.  But, you know, when you look at those two aspects, if you have less money from NIH budgets if you were lucky to get a project, your budget is cut 15 to 20 percent to start out.



It takes much longer.  The longer the regulatory process is, it takes much longer to do the project.  It takes much longer to learn how to do it when the checklist is long, as Myron showed us and you go on the internet and you have to read 19 pages.



And so I really feel for our young people and what the generation of clinical researchers will look like.  If we put more and more barriers in front of them, I am concerned that we won't have these individuals.



And if we don't have those individuals, then we won't be delivering health benefits to the public in an accelerated fashion that is the promise of efforts, even like the clinical and translational science awards at our universities.



So I think I will end there.



CHAIRMAN TILDEN:  Thanks, Neil.



MEMBER POWE:  Thank you.



CHAIRMAN TILDEN:  So do you have anything to say, Ivor?  Trying to avoid this?



(Pause.)



CHAIRMAN TILDEN:  There was a little concern there wouldn't be enough participants in this panel discussion today.  So I prepared my talk to last longer.



(Laughter.)



CHAIRMAN TILDEN:  But I know we want a break.  So what I decided to do was practice it a few times, which I never do usually, and also read it so that it goes fast.



As sort of presuppositions, I am the research compliance officer for the University of Alabama at Birmingham.  And I decided to take more of a perspective from a compliance officer in evaluating where we are and where we are going.  And I will present that today.



I report to the president of the university generally.  And she just lets me do what I want to do.  So I don't feel constrained.  And everyone should know that I don't represent the University of Alabama at Birmingham in my comments.



So let's see if I can work this thing.  Okay.  The slides are going to be more like footnotes, I think.  So I am just going to read ahead.



The three areas I have selected to generate discussion include entry into system of oversight, handling of research information, and system effectiveness and accountability.  In my opinion, these are critically important to any human subjects protection system, both now and in the future.



During the QA/QI panel at our last meeting, a four‑step process was described to determine when the current regulations attach to a research project.  I believe we all can agree that this approach, although simple on its face, creates a great deal of debate, confusion, or frank misapplication and practice.



Steps one and three are especially problematic.  If anyone doubts this, I refer you to the roughly 30 recommendations on exemptions we approved last meeting.



By comparison, step two is much less controversial.  Also, these steps are the source of persistent nagging criticism, termed "IRB mission creep," which is irritating and diminishes respect for the process and in my opinion should be addressed.



Is this the best we can do?  With this in mind, I look back at the historical development of this process to gain some perspective on it and see if there are any lessons to be gained.



My story begins with the enactment of this National Research Service Act on July 12th, 1974, in which Congress provided for the protection of human subjects involved in biomedical and behavioral research.



The act didn't define the phrase "biomedical and behavioral research," however.  Its purpose points, however, to the research into physical and mental diseases and impairment in man.  This law coined the term "institutional review board" and provided a mandate for IRBs to review biomedical and behavioral research.



On July 20th, 1985, the Health Research Extension Act amended the Public Health Service Act and simply added cooperative agreements to its mandate for IRB review but left the rest of the law intact, including leaving the definition of biomedical and behavioral research undefined.



Now, from a departmental perspective, the Department of Health, Education, and Welfare, which is HHS' predecessor agency, had experienced using ethical review committees for its research for quite some time prior to 1974.



And on May 30th, 1974, some 42 days before the enactment of the National Research Service Act, DHEW for the first time codified its human subjects regulations, which applied to all supported research, development, and related activities in the Department which involved human subjects.  The education component was accepted from these regulations and was to implement separate regulations at a later time.



Besides mandating IRBs, the National Research Service Act created the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research.



The national commission, famous for the Belmont Report, was charged to examine a number of issues, including the appropriate operation of IRBs.



In its report on IRBs, the commission defined scientific research, which is basically the same definition we use today.  In its comment to the definition, the commission envisioned science, which encompassed a broad array of aims, including physical, psychological, and social aims, as qualifying for human subjects research.



On November 9th, 1978, following the expiration of the national commission, Congress established the President's Commission for the Study of Ethical Problems in Medicine and Biomedical Research.



Early on, the president's commission recommended the use of exemptions to narrow the over‑inclusive impact of the definition of research and include broad categories of research with little or no risk of harm to subjects.



In 1981, HHS amended its 1974 policy to incorporate in large measure the recommendations of these commissions, including exemptions from the policy.



In its explanation of the final regulations, HHS anticipated no social, economic, and educational research would be exempted from coverage.  I ask you, is that the case today?



In addition, the Department acknowledged the new policy may still be over‑broad and suggested the waiver provisions were a viable approach to remedy all situations.



At this point I hope I have laid a foundation that the definition of research was intended to be inclusive of all scientific research involving human subjects.  So much for mission creep.



And failure to apply the exemptions should result in lots of research with no or low risk primarily related to confidentiality flowing through the IRB system.



I also contend that the president's system, which depends on an active exemption and waiver practice, is inoperative and inefficient and suffers from an inherent bias against exceptions.



So before I go further, though, I wanted to turn to the second topic, which has to do with research information and technology.  As we all know, handling information in general and health information, in particular, is much different now than when the Belmont report was published.



Our current human subjects protection regulations were initially implemented.  We are an electronic environment with electronic medical records.  Genetic information is generated more and more.



Several national laws and standards for disclosure of health care and research information are enforced.  And the human subjects protection regulations give little more than lip service to confidentiality.



The common rule defines private information rather generally and asks the IRBs to ensure provisions to protect privacy and confidentiality are adequate.  And it doesn't provide any standards to maintain confidentiality at all.



By now, Mike Genel should have discussed all the down sides related to HIPAA privacy regulations, but, in contrast, I contend HIPAA privacy regulations are specific and comprehensive and describe acceptable uses and disclosures for health information by covering entities for health care and billing functions.



A fair conclusion and the most accurate one in my opinion is that the privacy regulations were not designed to cover research but essentially designed to get research information out from under HIPAA's umbrella.  Yet, institutions and even agencies who know or should know this try to overlay the privacy provisions onto research information.



I contend in practice IRBs and institutions are using HIPAA privacy rules as de facto standards to meet the privacy and confidentiality obligations of the common rule, possibly because the privacy standards are more specific and, therefore, confer an administrative benefit.  But because the privacy regulations were not meant to cover research, their application to research information leads to unintended obstacles or consequences.



I suggest the answer is to supply better standards for research information and mainly through regulation.  The blanket demand of the research and IRB communities to defer to IRBs and the common rule doesn't offer specific enough implementation standards required for today's electronic world to justify the public trust.



Based on my comments related to system entry and research information, I would like to propose that a more efficient and comprehensive human subjects protection oversight system should look something like this.



The model uses branch points based on how the research touches the subject and is tailored to the risk involved.  The risk determination would not include considerations on information confidentiality.  These considerations would be supplied by specific standards based in regulation.



The regulation would serve as an ethical social contract, as the late John Fletcher might term it, on how research data will be handled.  I look forward to questions and comments on this type of approval later on.



The third area pertains to effectiveness and accountability.  The need for assessing effectiveness and accountability of the human subjects oversight system has been recognized for over 30 years.



The national commission identified five key pieces:  single departmental office, IRB accreditation, monitoring, education, and adequate resources, with a goal on performance enhancement.



Other entities identifying this need include the president's commission, NBAC, GAO, HHS's own OIG.  Yet, this piece has never been implemented at the IRB level.  Even the best designed systems require regular assessment to maintain high quality and efficient operation.



Even today we state that we don't know how IRBs operate.  They don't communicate.  And we don't have a good understanding.  The question is, is having some mechanism of assessment and monitoring and knowledge about how IRBs work too much to ask for our citizens who volunteer to help society through their participation and research?



I think today's compliance paradigm, which emphasizes prevention of harms as well as detection, depends, importantly, on the iterative process involving assessment of both outcomes and key intermediate control points.



In my opinion, OHRP and FDA involvement in this process is essential.  And accreditation bodies alone cannot obtain the level of accountability the public demands without involvement of these agencies.



Immediate strategies could be adopted perhaps through an HHS‑NGO partnership to develop testing of proficiency in the system but a long‑term sustainable program is required.



Finally, I would like to turn our attention to the question of resources.  As you can see here, OHRP's budget has been relatively flat over the past eight years.  And its ability to fund its programs has dropped over 50 percent during the past 5 years.  In actuality, the number of FTEs looks fairly flat over the past five years as well.



The net result is that there is a marked decrease in availability of programmatic resources for F.Y. '09 and '08 as well.



As you can see, these decreases will have a direct impact on SACHRP, which comprises a substantial part of the resource pool.



And there is a list of other important priorities of OHRP as well that will be negatively impacted, most of which related to proactive extramural activities.



Given these resource constraints, should stakeholders in the research enterprise be concerned about the health of the research protection system and the clinical research enterprise in general?  I am.



And, as I fear, there remains little room for OHRP to assume more than a reactive posture in the system.  Personally I have higher expectations of the system.  And I hope you do, too.



I think now we can take a break and come back and talk.



(Whereupon, the foregoing matter went off the record at 3:26 p.m. and went back on the record at 3:35 p.m.)



CHAIRMAN TILDEN:  We're going to open up the panel for a discussion, maybe a little bit shorter, maybe until 4:00, take public comment period, and then we will wrap up.


OPEN DISCUSSION BY SACHRP MEMBERS ON THE


HUMAN SUBJECTS PROTECTIONS SYSTEM



CHAIRMAN TILDEN:  So do any Committee members have a ny comments or questions from anyone?  I was really struck that there is a lot of commonality here and that a number of issues are overlapped among the members in terms of what are important areas that could be improved or worked on and this idea of culture, the regulatory emphasis as well.



I thought Susan Ehringhaus was going to be here.  I thought she would fall out of her chair.  But, you know, I am proposing to do away with all this exemption stuff.  I think it's worthless.



Exemptions get reviewed.  If you're going to have the IRBs do it, they're going to want to review it.  And it will always get some sort of review.



So I think, in addition, if you talk to researchers, like Brent James, et cetera, that the panel we had, they all feel like their QI/QA work ought to be and somehow have oversight.  They just don't want IRBs to do it, right?



And the reason why they don't want IRBs to do it is they feel that what they do is different or is of not the magnitude and doesn't deserve the intensity of the burden of the IRB review process.



I think that, really, the concept is ‑‑ and I know Bob Levine.  Of course, he was on the commission.  So he was part of this include everything and exempt stuff.



But the exemption piece generally does not work.  There is a bias against exemptions.  And so if you are going to be submitting stuff to determine whether your project is exempt or not, I think that you might as well just submit it for review in a sense.



But what does that review entail?  And what that review entails to me is a determination of what is the risk involved for these individuals, the subjects?



And if it's minimal‑risk research and in the SACHRP, we have defined minimal‑risk research as activities that either one incurs as normal physical exams, psychological exams are normal activities of life, then it gets its review, I don't see the whole idea of putting in continual review, a lot of this burden on the back end.



I think it gets its review.  If it's minimal risk, the investigator can propose when the research will be finished.  And that would be the date that they could come back and have a review, and they can report problems, and that, really, the need for oversight is minimal.



And I believe that also the risk of privacy and confidentiality should be shaken out of the equation in terms of what is minimal risk or not and should be supplied by defined standards so that you're not here trying to weigh, are there confidentiality risks here?  There are not.  There is et cetera because whenever those questions come up, it is always defined in a very conservative way so that if there is any possibility of a breach of confidentiality, it generally would not qualify for exemption, et cetera, and go on through this burdensome process.



So I think the system really needs to be changed.  That's what I'm saying.  And it needs to be tailored to really make IRBs accountable for minimal risk to making the minimal risk determination or not and have the safeguards of consent do its work.



So that's my sense.  We're reviewing and continuing to review and keeping reviews open for long times for minimal‑risk research that really isn't warranted.  But that doesn't mean they don't get an initial evaluation for the quality of their consent.



I think institutions have an interest in that.  You would like to know what the consent process is and what is in the consent as you go out to the public, but after that, I don't see that there is a lot of benefit to ongoing review for minimal‑risk research.



MEMBER LEIDEN:  Sam?



CHAIRMAN TILDEN:  Yes, Lisa?



MEMBER LEIDEN:  Well, from a social and behavioral sciences standpoint, there is a great deal of research that is deemed to be exempt.  I think it is the wrong term, and it confuses people up and down the line.  So they often think it truly is exempt.



But that then gives us some flexibility in at least the initial review and maybe, depending upon how you write your pollices and procedures, the period of time for which it is reviewed.



But I know that at the institution that I worked, if we hadn't looked at a lot of those initial studies that were finally perceived to be exempt from the regulations but not exempt from our own policies about review, the quality of the final product and the safety of the subjects might have been different.



And so I really felt that that was the ‑‑ it was a huge percentage of research that was ongoing in a social and behavioral science institution.  Many of them were, as you know, investigator‑written ‑‑ and to have some call it a peer review or not ‑‑ review of it is important.



Now, your model is actually ‑‑ I have never seen the model that was up there before, but it was interesting.  And it would be certainly worth having a discussion about.  I haven't seen that.  But you were labeling it different ways.



CHAIRMAN TILDEN:  Right.  Because I think the current regulations Jeff had mentioned if Beecher looked at it today say things are a lot better.  And I think they are for the types of interventional research with drugs and devices, et cetera.  And, in reality, I think that is a very good part of the regulation.  And it works well.



So a lot of the things that are done are really fairly well‑accepted.  Now, could it be better?  Yes.  And I think that's part of the issues with adverse events, et cetera.  But you really need to assess the system and be able to make modification and in my mind to make it better.  And that is where this accountability effectiveness, performance improvement comes in.  The problem is we're 35 years behind.



Now, ironically I had the opportunity to correct a system problem at the university related to effort reporting.  Aha.  The university was 20 years behind because nobody ever enforced it.  But the federal government came in and thought that we should do better.  So I was given that job.



And in the system, you know, you have to put in the system that can assess itself because if you don't put energy in, the second law of thermodynamics says it becomes random.  So it moves to randomness.  And that is what we had.  I did it if I wanted or I did it if I didn't, right?



So I think the effectiveness piece, the assessment piece, the quality improvement piece takes some energy, but, you know, we're 35 years out.  And we have a regulation that was really put in in 1974 and has been tweaked a little bit.  But it is the same regulation.



And no matter how good any group of people are, like ourselves, I think we're really good.  But, you know, if you don't assess one's performance, you know, then you can't improve.  And so I think that we're 35 years behind that game, and we need to do better in that regard.



MEMBER STRAUSS:  Sam, can you comment on what you see as kind of the standards, your benchmarks against which you would assess performance?



CHAIRMAN TILDEN:  Well, that's why I think the ‑‑ I would actually, if I was czar, you know, would work with NIH and take some maybe proposals that had been submitted that maybe were good but maybe not funded, for whatever reason, but research proposals, put up a protocol and send it out and have IRBs begin a proficiency testing system with IRBs and, as I said, with some sort of partnership, again, to start that assessment process on how IRBs assess protocols and what steps are they taking, number one.



And you talk about best practices.  I would begin some benchmarking terms to assess what our IRBs are doing, how they are doing, and what their outcomes are.



Everybody is concerned about why don't we send one thing to one IRB and get something back, we'll send one thing to another, get a different answer.  Why are we getting different answers?  And I think it's important to understand why.



When the assessment was made in terms of approval criteria, what is the sort of basis?  What is the foundation?  Begin to get some information like that.  And then feed that back.  Feed it back and feed it back to try to refine the system.



To me, that is one thing that I see as a real potential mechanism to be successful.



MEMBER BIERER:  Sam?  So, you know, I am glad you have had the opportunity to assess effort reporting.  I have had similar opportunities in my life.



CHAIRMAN TILDEN:  I have 100 percent effort reporting every quarter, Barbara.



MEMBER BIERER:  And so I just ‑‑



CHAIRMAN TILDEN:  And I know you're jealous of that one.



MEMBER BIERER:  I just love these opportunities we share.  I've got to say in response first to the issue of exempt status as the institutional official, I appreciate having someone other than the investigator making a determination about exempt, expedited, minimal, or full.  And, at least in our institution, probably the smartest, best, most diligent, thoughtful leader does most of those rather rapid assessments and triages them pretty efficiently.



When there is a question, her alert eyes, I depend on them.  So I don't want to sort of move to eliminating that or sensing that there is an energy and an enthusiasm for eliminating it without really having good data about this and a plan for how we would put in certain thresholds, benchmarks, whatever, to determine that these really do not need any review and in all cases are not subject to interpretation.  So I just want to hark that sort of cautionary note.



I do think to shift this conversation a little bit to what I heard as many of many actually helpful areas of synergy amongst the speakers and in the context of what I thought was just an exceptional hour and a half or two listening to what people thought ‑‑ and I really appreciate the Committee members' thoughtfulness in putting in this ‑‑ is the sort of besides the issues of harmonization we talked about and trying to get a single regulatory environment, which I think no one argued against ‑‑ hard to argue against it ‑‑ was the potentially more immediate deliverable of having best practices available to communities of practice IRBs and clinical research groups such that IRBs and individuals are not making them up anew each time.



Similarly, with best practices would come a set of forms that would lead one down the regulatory path in a way that is correct and doesn't need to be made up and doesn't need to be guessed at and subject to interpretation depending on the 20 or 30 IRB members or IRBs that would review a similar protocol application.



And, indeed, that set of forms, sort of the application front and back, as we would call it, independent of the science itself, is essentially pretty standard and can be done like TurboTax so that you get the questions appropriate depending on the question you asked beforehand.



That model, whether paper‑based or other and preferably IT, would be something that would be a real contribution for everyone and an enormous resource saved for everyone and is not in the, as I understand it, bucket of assignments of OHRP.  I might be wrong since they I'm sure could take on whatever, but there are other governmental agencies that could assist in this really very well.



And I have to say as the Director of the Harvard CTSE regulatory group, I think that the CTSE is one motivated network of networks that would be helpful in this regard.  And it might be worth thinking through whether we could achieve some of these aims by engaging other groups in addition to OHRP with us to think through how to engineer a system that is easier for participants, "participants" being the IRB members, principal investigators, and institutions in this case.



I also think that we should think through whether there is a way since all of us would be more comfortable having some empirical data to make these judgments.



And it is very hard to get empirical data about the process of IRB and human research protections when you if federally funded need to go through the federally mandated regulatory environment at the moment whether there is a way of carving out a pilot program in different ways in collaboration with our federal colleagues such that we can develop the kind of empirical data that we all would like and to have a set of pilot demonstration projects done collaboratively with NIH, for instance, and OHRP so that we're building upon data, rather than our own particular local environment.



CHAIRMAN TILDEN:  I think that is a brilliant idea.



MEMBER POWE:  Could I just follow?



CHAIRMAN TILDEN:  Okay.



MEMBER POWE:  Just to follow up on that, I think there are other federal agencies, I mean, CMS, for example, in the Medicare program, where in doing experiments or demonstrations, you come out of the regular regulatory apparatus so that some innovation could be looked at.



So I think there are models where, in fact, in the federal government, where you are essentially exempt out of usual rules, where you have to at least adhere to some rules.  But you have much more freedom to experiment.  It could be used.



CHAIRMAN TILDEN:  I think that is an additional brilliant idea.  And I would even think that, even though we have a bare quorum, maybe we could even suggest that.



Anybody?  Do the ex officios have any comments or thoughts?  Warren?



DR. LUX:  I'd just like to make a couple of observations, having listened to all of this from the stratosphere as high above 30,000 feet as I can get.



And in the way of disclosure, you should know that I am only recently a federal official, that I spent most of my career as an academic physician, and have been involved with the research with vulnerable subjects.  So I have that background as well.



And it seemed to me listening to all of what you were saying that, starting particularly with Jeff Botkin, that the culture of compliance that you talk about as something that we need to transition from is something that was, nonetheless, very valuable at one point in our history and that the idea that we should now move from a culture of compliance to a culture of ethics and outreach is only possible against the background of having gone through the period of the culture of compliance. 



So that the regulations of the '70s that led to that culture put into place something that I don't think we want to let go of completely in making the transition, although we clearly have gotten to a point in our history where the transition is both appropriate and necessary.



And in that regard, in making the transition, I think that there was great wisdom in what David Strauss said, as there often is, with regard to the fact that this is something that cannot be done on the government side of the ledger alone or even largely it is something that really requires the engagement of parties at multiple levels in the process.



And in my agency, in my office, as we are becoming more involved in these things, this is exactly the sort of thing that I aspire to set up.



So I am certainly willing to be a partner with all of you in all of this.  And I look forward to it.



MEMBER BIERER:  Can I follow on that, ask something about that?  You know, I don't think any of us would move away from a culture of compliance.  I think you need to balance the compliance with proactive positive educational training.  I didn't want us to be misinterpreted.



But in following on to your second point in terms of the collaboration and partnership that government would share with other members, what form would that appropriately take?  Who would the membership be?  How do we begin to travel down that path?



DR. LUX:  I don't know yet.



CHAIRMAN TILDEN:  Ivor, would you like to make a few comments after this?



DR. PRITCHARD:  Just a couple of quick observations.  The first thing that I want to say is how impressed I was with the thoughtfulness of these presentations.



There was not a single one which struck me as utilizing a medical term would be described as a knee‑jerk kind of presentation.  Every single presentation involved I thought some real thoughtfulness about our system.



I was impressed with the variation in the positions taken, everywhere from, I think, probably Jeff's and Liz's presentations probably struck me as being the most conservative, while David's proposal struck me as being the most radical.



I was also impressed with the political dimension of these presentations.  We had everything from David arguing for I thought a very sort of nationally oriented centralized, if you will, proposal for change; whereas, David Strauss' was a much more sort of free market approach.



And across all of these variations it just I think served to remind me of the degree to which reform of this system would essentially reflect political reform of a particular kind of activity in our society.



But, be that as it may, the other thing that I noticed was that there was not a single proposal or position that strayed away from what Jeff took to be the three fundamental features of the human protection system, namely standards, peer review, and informed consent.



And so I don't think it's true that we can say that these presentations were simply all over the lot and that there is no opportunity for identifying areas of consensus where this group could well move forward.



So I thought it went very well.



CHAIRMAN TILDEN:  Okay.  Well, does anybody want to make any motion that the Department should explore opportunities for demonstration projects in this area?



MEMBER BIERER:  So moved.



MEMBER FORSTER:  Second.



CHAIRMAN TILDEN:  Any discussion?



(No response.)



CHAIRMAN TILDEN:  Okay.  So I would say based on our system‑level discussion, that the Department should examine the possibility of engaging in demonstration projects related to system‑level changes, as presented here, and send them all our comments, the whole transcript.  Okay?



Okay.  So any objections?  We'll go forward with that.



(No response.)



CHAIRMAN TILDEN:  Great.  The next thing before we wrap up is to have public comments.  And we have two individuals signed up, Mr. Wilson DeCamp.


PUBLIC COMMENT PERIOD



MR. DeCAMP:  Good afternoon.  My name is Wilson DeCamp.  I'm an advocate for people with Parkinson's disease.  I was diagnosed three and a half years ago.



I'm also a retired review chemist from FDA and a member of the Parkinson Pipeliners.  In addition, I have been appointed to a position as patient representative for Parkinson's within FDA's Office of Special Health Initiatives.



The Parkinson Pipeliners is a self‑organized group, mostly nonclinical in background.  Collectively we believe that the missing agreement in the development of new therapies is the voice of the patient.



Over the past several years, we have developed and maintained a database of new therapies that are in the developmental pipeline.  Our most recent accomplishment has been our declaration of clinical research rights and responsibilities for people with Parkinson's, which we distribute to patients as a part of our education efforts.  A copy of this publication is a part of your package for this meeting.



This declaration grew out of the experiences of several of our members who participated in clinical trials.  We have indicated with an asterisk those parts of an informed consent document that are required by 46.116.  There are additional items that we believe have led to unsatisfactory experiences.



Our concern throughout the development of the declaration was emphasizing that the patient volunteering for a clinical trial is making a contribution of enormous value to the development of new cures and therapies.  We believe that the declaration is potentially of value to patients with other conditions beyond Parkinson's.



We have found that contrary to the statement in 117(b)(1).  At times the clinical trial volunteer is not allowed enough time to read the informed consent and to discuss it with his or her personal physician.  Indeed, the informed consent document is frequently 40 or 50 pages long and written in technical language beyond the comprehension of many lay people.



Signing the informed consent sometimes appears to be routine by the investigator, another box to be checked, rather than a critical step in informing and educating the patients.



Many informed consent documents contain statements to the effect that any medical care required because of the study will be at no cost to the patient.  This commitment needs to be much more detailed, including any limits on reimbursements for travel and other things.



This seems to be a fundamental responsibility of the sponsor of the study, but its implementation is usually left to the study site, which may be a barrier to timely reimbursement.



Finally, I would like to mention in a little more detail the experience of a friend of mine who volunteered for a clinical trial.  Following an initial hospital admission for the surgical procedure, after spending a couple of days in the ICU, she was released to the neurology ward, where she had a seizure, leading to the loss of her memory for several days.  She has only recently received payment for the expenses related to the seizure and some of the subsequent things almost a year later.



She has asked the investigator for a detailed report of the adverse experience.  The investigator has told her that he would prefer she wait until the trial is unblinded, probably by the end of this year, because this would require that the blinding be broken.



However, FDA regulations require that such a serious adverse event be reported within 15 calendar days after the sponsor's initial receipt of the information.  It seems clear that even though the reports were submitted but with blinded information, it should be able to be provided to her by FDA's regulations.



FDA's procedures under FOIA are so cumbersome and time‑consuming that a timely response to her would be unlikely.  It is unclear why the investigator could no provide her with a copy of the report that they made to FDA.



As of today, she and her personal physician are still uninformed about the clinical observations and diagnosis of her adverse experience.



The well‑informed patient volunteer for a clinical trial probably understands that her personal well‑being is secondary to the objectives of the clinical trial.  Yet, there seems to be little regard on the part of many investigators for the patient and her family when she has an adverse experience.



I believe that this is a significant barrier to volunteering for clinical trials.  For a disease such as Parkinson's, where less than one percent of the patients take that step, it is also a significant barrier to the development of new therapies.



My take‑home message to you is this.  It is essential that the clinical researcher recognize that the patient volunteer who makes this study possible is also a human being whose concerns must be taken into consideration.  Informed consent for the research is not the same as for treatment.  Nevertheless, the human subject and her family still have concerns that need to be addressed.



Thank you very much and especially for staying so late.



CHAIRMAN TILDEN:  Thank you for your comment.



The next individual is Zachary Schrag from George Mason University.



MR. SCHRAG:  Thanks.  I just want to make a brief comment about the discussion of tribal government concerns that came up earlier today.



In 2006, a Canadian scholar named Nancy Janovicek published an article in the Journal of Academic Ethics about the Canadian policies, comparable to ones that you were discussing today, in which she expressed her concerns that social researchers would be deterred or prohibited from speaking with members of her patients in Canada.



In some cases, she actually pointed out an example where a researcher decided it just wasn't worth including any women in the first matrix because of the paperwork involved by those policies.



In other cases, ‑‑ I think it may have been hypothetical ‑‑ she was concerned that critics of tribal governments would essentially be censored from talking to university researchers because the university researchers would have to get permission from the tribal governments to talk to different factions of people not elected, for example, and, therefore, the burdens received.



So I encourage you to read that article.  Again, it is called "Oral History and Ethical Practice" in the Journal of Academic Ethics, 2006, and also follow the footnotes.



And, more generally, I hope that this Committee will continue to think about the implications for social research for some of the policies proposed.  I was not here for that discussion when you were discussing that policy.



Thank you.



CHAIRMAN TILDEN:  Thank you for your comment.  I would be glad to talk to you later about that very issue.



Okay.  Any other Committee comments?  Any member comments as we get to the end of the agenda?



(No response.)



CHAIRMAN TILDEN:  Well, at this point, if there are no other comments, Ivor?


WRAP‑UP DISCUSSION AND ADJOURN



DR. PRITCHARD:  I would just like to one more time thank Sam for his service over the last two years.  It really has been I think kind of a wild ride.



In the course of two years, there have been four different Assistant Secretaries for Health that have been in office while he has been in a supposedly short term as Chair.  And there have been several panels that we have had to put together, in part in response to the interests or priorities of those various Assistant Secretaries.



And when you add to that the degree of inclusion that Sam has tried to carry out with trying to get the members of this Committee and the ex officios to put their two cents in, too, about how to put together the various panels and activities of these meetings, Sam has had to be a model of what some people in the regulatory community admire, flexibility in trying to keep us marching forward but still giving everybody a chance to pipe in.



So I just want to express my thanks once again and appreciation.



(Applause.)



CHAIRMAN TILDEN:  Thank you very much, Ivor.  I really appreciate it.  I have to admit it was fun the whole way and I enjoyed every minute of it.  And I'm glad it's done.



I don't regret it for a moment, although I've heard about it from my wife.



So at this point, I think we should adjourn.  How about that?



(No response.)



CHAIRMAN TILDEN:  Thank you all.



(Whereupon, the foregoing matter was concluded at 4:12 p.m.)





NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS


1323 RHODE ISLAND AVE., N.W.

(202) 234-4433
WASHINGTON, D.C.  20005-3701
www.nealrgross.com


