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Don Workman:
Good afternoon, everyone, I have now been with the VA since February 1st, and I'm working as the VA IRB Network Director in the Office of Research Protections, Policy, and Education. 


I'm joined today by Karen Jeans. Karen, would you mind introducing yourself?

Karen Jeans:
I would love to. Hi, everybody, many of you know me. If you don't, my name is Karen Jeans. I am the Director of Regulatory Affairs for ORPP&E. And we are absolutely, very excited to be able to talk to you today about something that, I think is going to make a lot of sense. 


And so, we look forward to hearing your questions and comments. And we think you'll find this a very, a very interesting presentation so thank you for spending your time this afternoon with us. Okay, let's get started.

Don Workman:
Thanks, Karen. So, our goal today in the webinar is to review the regulatory requirements that exist in the 2018 regulations for single IRB review in cooperative studies. But we also want to cover some of the reasons why and the process for which the VA may want to seek an exception to that requirement.


We're also, I'm sorry, we're also going to review the current process which is ending; and the new process in SharePoint which will be starting next week. 


So as many of you know, the 2018 requirements were effective in January of 2020, for cooperative research provisions, which is another way of referring to the single IRB requirement. This is required for all VA non-exempt human subjects research that is approved or transitioned to the 2018 requirements of the Common Rule.


Now, that's, that is the case if more than one institution is engaged in the research. Obviously, if it's only one institution engaged in the research, then only a single IRB is necessary.


And if either of the following apply to the multi-site research, either the cooperative non-exempt subjects, human subjects research is funded or supported by any of the signatory agencies or department to the Common Rule.


Or if any of the other engaged institutions, some of the multiple institutions engaged in the research are federal agencies, or departments who agree to follow the 2018 requirements. And that includes other VA facilities.


However, and this was an important point, some cooperative research is not required to use a single IRB requirement. That would include, for example, cooperative research for which more than a single IRB review is required by law; including Tribal law passed by the official governing body of an American Indian or Alaska Native tribe.


Or two, research for which any Federal department or agency supporting, or conducting a research determines and documents that the use of a single IRB is not appropriate for the context.


So, let's dig into this a little bit. In the Central IRB Office, we see applications for four different levels of activity. If you look at this box, in the corners outside of the largest oval is the domain of activities that do not constitute human subjects research. 


This includes activities that meet the definite – meet the definition a human subject, for instance, but are not research. So, for instance, quality improvement activities, where they meet the definition of research but do not involve human subjects, for example, analysis of deidentified specimens.

In our VHA Directive 1200.05, we define a human subject and research, and these two definitions are required to go in the oval. So, if you're doing an activity that looks like research or looks like human subjects activity, but may not include the other part, you're outside the oval.


Human subject is defined as a human, a living individual about whom an investigator whether professional or student, conducts research. And, one, obtains information of biospecimens through intervention or interaction with the individual, and uses studies, or analyzes the information of biospecimens; or two, obtains, uses, studies, analyzes, or generates identifiable private information, or identifiable biospecimens. 


So that's the definition, definition of human subject. Research, many of you know, is defined as a systematic investigation, including research development, testing, and evaluation designed to develop, or contribute generalizable knowledge.


Activities that are that meet this definition constitute research for the purpose of this directive. So, on the outside corners if it's either not research, or not human subjects, that's where you you lie.


If it's human subjects research, then you're in the oval, and the oval has three levels. The outer level is all VA non-exempt human subjects research, you'll see that in the the flesh color. Non – I apologize, I've skipped that. The white part is exempt human subjects research. And then when you step into the the flesh color, you're talking about non-exempt human subjects research. 


Non-exempt human subjects research requires review and approval by the IRB. And this is where the single IRB requirement applies unless you have an exception. So, if you think about the logic here; if you ask the first question in the center box up top, "Does the non-exempt human subjects research involve more than one engaged institution?"


If the answer is, 'no,' then you don't need a single IRB exception, the single IRB regulation does not apply. The answer is, 'yes,' then you ask the question, "Are there, are any of the other participating institutions a Federal institution, including another VA site? Or any of the participating institutions receiving Federal funding or support for the research activity?"


The answer is, 'no,' then again, the single IRB requirement does not apply. But if it's, 'yes,' then does ORD policy allow the use of a single IRB for the study as an exception to the single IRB requirement already been determined, and documented? Or will the single IRB allow the VA facility to rely on it for IRB review? 


And here's where, to the left, we have a new process for applying for an exception from the single IRB requirement. In terms of policy, we certainly support the use of a single IRB when it's possible. It makes a lot of sense from an efficiency standpoint and to have a single point of oversight responsibility. But ORD also recognizes that mandating the use of a single IRB in all cases is not logical or feasible.


And the cooperative research provision in the regulations recognizes that the use of a single IRB is not always required. We have the authority to grant exceptions from the use of a single IRB for VA facilities participating in research subject to the cooperative group research provisions. 


Now, notice, other Common Rule agencies recognize these exceptions granted by VA to cooperative research provisions. So, for instance, a study that's being done in the DoD and the VA, the DoD will recognize our decision to provide an exception to the single IRB requirement.


We sometimes run into questions as from universities who don't have this authority, and don't understand how the VA functions differently than, for instance, a university human subjects protection program would. And in return, the VA certainly recognizes exceptions granted by other Common Rule agencies as well. So, we can grant this exception, but our non-federal affiliates do not have that option.
Karen Jeans:
This is Karen, I'm I'm gonna go back to that slide.  I want to really emphasize what Dr. Workman just talked about. Because there have been several situations over the last year where a VA site is doing a funded, a Federally funded study, an NIH study with the university, for example. 


University to which that VA facility doesn't have a relationship, it doesn't have an IRB reliance agreement, nor doesn't wish to seek one because it would take too long. And what the VA gets told by the university; and again, we value our relationship, ladies and gentlemen, but that they're saying, "Well, you have to use one, you have to use a single IRB because you sign onto the Common Rule." 


And and sometimes it has gotten very aggressive where we have to, as Dr. Workman said; we have to educate our university counterparts because there's a belief out there that, "Well, unless it's VA funded, if it's NIH funded or DoD funded, too bad." There is an assumption that you must use a single IRB. 


And as Dr. Workman said, we do support the use of single IRB whenever possible, but only when we can do it. Many times, what we find is that those information security requirements, which we've got to have to be able to transmit data, they can't be met by whoever we're seeking a reliance with. So, it's the automatic dock from my fare.  


So, what we really want to emphasize in this relationship, when you get into those scenarios, please come to us. We have had a situation more than once with NIH funded studies where, when the VA facility comes to us, and said, "This is what we're hearing." Then we go directly to the Office of Science Policy over at NIH and say, "Hey, can you please reach out to the NIH Institute in charge of this funding and help us out here?" 


We have never had a situation in the entire time that we've been doing this, which isn't long by the way, where, that when VA’s granting of an exception was not honored. But what is important to realize in what Dr. Workman said, it only applies to the VA, it only applies to the VA facilities. 


So, when we grant an exception, that exception applies to the VA facilities that are participating in it. It does not apply to the non-VA sites when it's not ORD funded. And also, something we also want to emphasize is, if you find out after the fact that you don't, like, "By the way, I've been running this study, and, I have more than one VA in it." Or there's a DoD facility I didn't know about. 


Well, Dr. Workman is going to talk about how to apply for an exception. But you're not in trouble, you're not going to be in major noncompliance if you get the, so the exception request, and it's approved by ORD after the study has already been started, after it's been running. So we want to to emphasize that to all of you today in this audience because there's a lot of misconceptions that, "By the way, if I don't do it at the very beginning of this study then I am in noncompliance, there's nothing I can't, I I can do about it."


Well, just just send us a request. And and Dr. Workman is going to go through that process in just a second. So, thank you.

Don Workman:
Thanks, Karen. So, there are limits on who can submit this kind of request. The single IRB exception request must be completed by the funding service from ORD by the ACOS or R&D, the AO R&D, by the VA Human Research Protections Administrator, or by the VA facilities' IRB Administrator. 


And the issue here is that the principal investigator is not permitted to submit the request for exceptions. This is an institutional request; this is an institutional permission. And as you'll see in a little bit, the letter goes back to the ACOS.


So with this webinar, our intention is to end the process we have been using, which involved e-mail, and Excel spreadsheets, and to move into what we think will be a quicker, easier, and more direct request using a SharePoint application.


You may wonder whether this will someday end up in IRBNet? And most likely, it will but at this point, we want to vet the process, get the process going, and run it for a while in SharePoint. Because as many of you know, we have a whole lot going on in IRBNet that we're still figuring out. And I didn't want to add this to that. 


This is the website for the SharePoint application. It may be different than the PowerPoint slide you got by e-mail. Please note that I made an error in the URL in the version of the slide deck that was sent out earlier.


When you go to the site for single site exemption requests, you'll see here, there are three areas across the top. Who can make a request, and then information about how do I create a single IRB exception request? 


How do I open or edit a request? When will my exception request be approved? And we'll walk through this SharePoint site systematically. 


The first question, how do I create a single IRB exception request? If you click on that button, you get this set of instructions. And a set of instructions starts by, "Visit the ORD single IRB exception and IRB reliance request SharePoint page."


On the Welcome page, you can put here to move forward and request an IRB exception. There are two steps to this if you want to open one, and I'll show you again, in a moment where these buttons are. You click on the 'plus new,' it's on the bottom left. And when you click on, 'new,' a button that says, 'item,' will pop up. 


If you click, 'item,' then you get the application form which you can then fill out, and then you go to the bottom and click the green, 'submit,' button. And this is, so I'm going through the information and then I'll get to the application.


The second question is, "How do I open an existing, open or edit an existing single IRB exception request?" Let's say you typed misinformation, and you accidentally typed something into the comment box, which we'll talk about in a minute. And we contact you and say, "Do you mind correcting this?" This is how you'd go back in and edit that existing request.


When you click on that, you get these instructions for, again, getting into your current exception request. You open it, and you can edit it, and these are SharePoint functions. If you're familiar with them, you know them. If not, you can always refer to these instructions which are embedded in the page. And then you can, again, save your changes into SharePoint.


So, when will my single IRB exception request be approved? I didn't open that because our, all it says is, "We will get a response to within ten days." Our goal will be to have the requests answered within a week. But there are times when we may be out of the office, or called away with other urgencies, and so ten days is what we're considering the outside for approving single IRB exceptions. 


Again, this is a reminder, if you want to open the application to submit a new request, you click on the plus sign, 'new,' it then offers you the box item. You click on that and what you get is this application, which I understand you can't read, right now, it's too small. So, let's break it into three parts.


At the top of the form, you can click in the darker blue box to attach a file. So, if there's some documentation that you want to include, you're welcome to include it there. It's not required, it's just an option.


If we move down into the next several fields, you'll see, I filled this out; I filled it out yesterday for myself. It's a bogus application but at Washington, D.C., is a city and state. You need the city and the state of the VA facility; the date it was submitted; who was requesting it? 


Then, who is the PI on the study in case it's somebody different, and the study name? And this is important because the documentation you'll get is for a single IRB exception for this study. If there's a local study number, you would add that or put, NA," if it's not applicable. And here you put the ACOS name and credentials. 


And here, I put my boss, she's not an ACOS but she's, kind of, like that for me so I put her name down. And you'll see that the letter comes out addressed to her at the Washington D.C. address; I put in her e-mail address.


Then there's an opportunity to indicate the funding source; DoD, NIH, ORD, et cetera, and the award number. If there's an award number that's, again, you want to track, you want the documentation to match it, you just type that in; then the current number of sites involved in the study.


As Karen mentioned, the study may already be open. You may have opened it at three VA sites, or without realizing the single except, the IRB exception was needed. Or it may be open at an affiliate site where the affiliate IRB serves as the IRB of record for both the affiliate Medical Center and the VA. The answer would be two sites. 


If it's unknown, that's fine, you can put unknown. Then the anticipated total number of sites involved in this study if you know it. And again, if you don't, you can certainly enter unknown. 


Justification, this is probably the most important part of the application in terms of understanding how to answer it, and and what not to do. In the top box, you see there are several opportunities for you to check the box. In this case I checked an IRB for which our sites do not have IRB Reliance Agreements. It has approved and you can't see the word, 'it." 


At the bottom of that box, you see there's a slider, you can slide it a little to our right, and you'll see the word, 'it,' and a period. Then I also said there are not IRB Reliance Agreements between the VA facilities, but check all the ones that apply, if they're applicable. 


If not, you'd check, 'other,' and you can fill out below what are the comments to be included. Now caution, and you see the blue arrow, this content will be in the determination letter. So please don't write something like, "Because the ACOS told me to." We'll be sending that back and asking you to to put in a rationale that we can include in letter, or document that the exception was appropriate, and reasonable. 


And once you've typed that in, you can add other comments if you want them. Let me comment that you don't need to type full paragraphs, you certainly don't need to type a page. We just need a a thoughtful reason why this single IRB exception makes sense for your facility and for this study.


And then, don't forget to press 'submit,' at the bottom. So, after submitting submit, what I saw on my screen was, there's my application, ID number 294. So, we're just under 300 of these at this point, and then includes basic information about, about the application.


This is the letter that came back to me. So again, you see it's dated, it's from ORD. It's to Molly Klote, who is my boss which is intended to be the ACOS. It has the address. And it's a VA Cooperative Research provision exception determination. 


There's regulatory language in the first paragraph, and then here are the findings: ORD has made the following determination regarding your use of a single IRB for the following project at your facility. The determination is, it's granted. 


The PI's name, local study number, study name, funding source, and award number, so again, we're trying to give you documentation that clearly ties the single IRB exception to your, the project. The exception determination is with the above named non-exempt cooperative research activity will be approved after January 20, 2020 and utilize more than one IRB. 


And ORD has determined that the use of a single IRB could result in increased costs of burdens to the participating institutions. This exception does not adversely affect the rights and welfare of research subjects. 


Now, I want you to look at this last part, local site justification. The first sentence is, "An IRB for which our sites do not have IRB Reliance Agreements has approved it." 


The second, "There are not IRB Reliance Agreements between the VA facilities," and then there's a separate sentence, "The time and effort that would be required to use a single IRB are prohibited." Let me go back quickly to this page, and you see I checked an IRB for which our sites did not have IRB Reliance Agreements.”

This is just coming verbatim from the application. So again, feel free to write appropriate justification comments, but keep in mind that they will appear right on this letter.


Finally, recording of the session and the associated handouts will be available on ORPP&E's Education and Training website approximately a week from now. And then an archive of this and other webinars can be found on this website. And with that, we'd like to open for questions. And Kate, would you like to take over control of the screen? 

Kate:
Yes, I'll take control. Thank you so much for everyone who has already submitted their, a question. And just a reminder that if you would still like to submit a question, you can do so using the Q&A box.

Don Workman:
So, the first question, "What are some laws that would prohibit single IRB review?" Karen, do you want to start with that?

Karen Jeans:
Absolutely, it's a great question because it's in the regulation itself. And there are Tribal laws in which use of a single IRB is absolutely prohibited. And so, the Common Rule recognizes that both laws exist. And so that is one of the best examples that we have and why the Common Rule includes that language.


Also, if you get into some – in terms of, it doesn't prohibit single IRB review, but there, but you may have laws that apply in which you couldn't use the IRB you request because it violates, for example, information security laws that apply to the Federal government. 


That is, that is an issue that could also come into play. So, by, with the Common Rule, its intent was, when it's talking about laws that prohibit the, it was specifically written to address the Tribal, the Tribal laws that exist among, in the United States.

Don Workman:
 Thank you, next question, "Can an NPC submit a request?" I did not see that in the list of approved individuals. Karen, can you comment further?

Karen Jeans:
Yes absolutely, and the answer is, "No." Again, this is an exception that is granted to the VA facility for use of an IRB. Again, it's using a single IRB for its participation. 


And so while the NPC can be copied on the request, and there's no problem with that, or you can include that in, and in terms of making sure you inform the NPC, the facility, the request has to come from an agent of VA facility itself.  And so, it does have to come from the list of individuals who were on the slide that that Dr. Workman showed. Thank you.

Don Workman:
Thanks, Karen, it it's, kind of, interesting in the, in the Common Rule, there are a number of places where it introduces the language that says, "Unless an exception is granted by an agency or department head." 


And those references are what Karen is referring to that allow the the VA as a department of the Federal government, and a signatory to the Common Rule to make exceptions. But but the NPC would not be part of that Federal agent, Federal department. 


The next slide, "How long is it estimated that each determination might take?" So those of you who've tried this before or who have been involved in it know that we got backlogged. The person who was handling it left the VA, and we had not yet been granted the capacity of the hire, and we hire somebody into that position. 


So, we are currently catching up and our our intention is that starting after May 1st, we will try to keep very much on top of it on a weekly basis, and very much, at the most every two weeks.  So, the estimate at this point is that it shouldn't be more than five to ten days for getting a determination. The next slide.

Karen Jeans:
This is Karen, I absolutely agree. We are, we are truly, truly, try to keep within. And and as Don showed you at one of the slides, I mean, and that he talked about, in terms of the buttons, it's within ten business days. And we did have a backlog, we are trying to catch up. 


Right now, we're at or under ten business days for any requests. So one thing I also want to emphasize because we do have grant submissions that are going on, if you need that immediately, please, while you're using the SharePoint site to enter your request, please put your request into the single IRB mailbox, and state, "This is time sensitive, I need this now." 


And we will get that done. That happened a few weeks ago where we had three that had to be turned around within two days. And of course, we got those done. So please be aware of that as well. Thank you.

Don Workman:
Thanks, Karen. Do you have a recommendation for how the investigator should submit the request to the local Research Office? Currently, or we are asking them to complete the spreadsheet and send it to us. 


So, I think the same process would probably apply, but rather than sending the spreadsheet to you, the local Research Office would submit the application. So, e-mail, communicating with them by phone, giving them the information, they need to complete the request, it is the process for getting the information to them. 


Those of you who've seen the fields up in the, in the screenshots, feel free to to write a a brief e-mail that includes the reasons for the Research Office to submit it, so that, again, you make it easy for them, and you write it in a way that's applicable for your particular study. Anything to add, Karen?

Karen Jeans:
No, I think that I absolutely agree with you. We have had a few times an investigator submitted the request to the IRB, single IRB Reliance Exception mailbox to where we turned it right back. 


And if that does happen, we're going to turn it right back. But I think that's exactly what Dr. Workman said, it works very well. So, I absolutely agree, thank you.

Don Workman:
The next slide, the next question. Is the form available now or will it not be available until after May 1st? Okay I'm going to tell you all a secret because you're listening to the webinar. So, no one will know. You're welcome to go ahead and submit something now if you like, but I promise I won't look at it until May 1st. 


When I go to the link now and click on, 'new,' the option for item doesn't exist. We'll check that out, it worked just fine yesterday. So, my guess is that that's either a glitch in how it's working, but we'll make sure it works by May 1st, guaranteed. 


Next question, the form seems to be specific to multiple VA sites but not between a local VA and a university. Will these questions be changing to be more general or should we just explain in the comments box? Absolutely, you can always free text it in the comments box. 


What we tried to use were some of the most common examples that we had. But we absolutely wanted to leave that open. So, for instance, one of the recent requests we got, the university IRB had already approved the study. And in fact, the university IRB wrote and told us that they would be the single site for all the VA facilities. 


And unfortunately, we couldn't let that go forward because they don't have the authority to be, provide IRB oversights to the local VAs. The time it would take to get all those Reliance Agreements between the VAs and the university approved was prohibited to a study that they wanted to open in the next month or two. 


So what we did was we provided the single IRB exception for the VA sites, which is all we can provide it for, and explained to the university that the the VA sites were exempt from the multiple – from the single IRB requirement. Any other comments, Karen?

Karen Jeans:
Yes, thank you. And I and I want to add that most of the exception requests that we have approved are, indeed, for the cooperative research activities involving a VA and non-VA, which primarily are universities. So that is the largest number of exceptions that we have approved. 


It's not between VA facilities; and it's not between VA and, for example, our other sister agencies. So just add that information and we will review it.

Don Workman:
Okay, thank you and thank you for the question. And don't hesitate in the future, too, to suggest additional checkboxes to be added because we can certainly modify the form. We're trying to make it easy for you or your Research Office to fill out answers that that seem to be common.


Next slide, is the determination memo sent only to the ACOS or also to the person who submitted the request? And I'm going to defer to Karen. And I was not the ACOS, I was the submitter. Is that the way it usually goes?

Karen Jeans:
Yes. It does, it goes to, and which is, it a great question. It goes to the the ACOS which is why it's, it will, that's why it populates. Now, we can look at adding that field so, to, so that when we send the letter, it not only goes to the ACOS but it also goes to the principal investigator of the study for which that exception request is granted. 


Right now, pre-this, the people that got the determination letters, for example, if if, if Don sent the request, and he added, like Erica, and Cynthia, and Kate on the copy of that, all four of those got the determination letter because that's how it came in. 


So, with the SharePoint site, currently it would only go to the ACOS. We can look because of this webinar and see about adding the PI or submitter. But currently, it is designed only to be sent to the ACOS.

Don Workman:
Thanks, I'll point out the reason I got it, was because I went in, and edited the form so that I put my e-mail address as the U.S. e-mail address. So that's why I got it as opposed to it going to Molly and Molly saying, "What?" 


Okay, next question, will previously granted exceptions be uploaded and available for review and, or modifications in the SharePoint? It's my understanding that all the exceptions that we have granted are currently in the SharePoint site, but only visible to the person who submitted them Does that make sense to you, Karen?

Karen Jeans:
That is my understanding as well. And if that is incorrect, we will, we will notify you, but yes, it's only available to the person who put it in.

Don Workman:
Right so in the future when you go to look, you're not going to see mine in there or other people's in there. You'll just see the ones that you've submitted. So, if, for instance, you have one that you need to edit, you can open it, edit it, and resubmit it. 


Okay next question, can you discuss IRB Reliance Agreements? How long do they typically take to establish? So, the Reliance Agreements are much more complex than the single IRB exception agreement. And the single exception agreement, we can plan to do within five business days or ten business days. But the Reliance Agreements often involve much more complex back and forth between the VA and another institution. And Karen, you've been doing these now for several years, how long would you say they typically take to establish?

Karen Jeans:
That is a great question, it really is. And I'm not being evasive, but I wanted to explain; it depends. A Reliance Agreement, and we're not talking, like, let's let's talk about for, let's put it in perspective. 


For example, the commercial IRB Reliance Agreements, if you're VA facility seeks a Reliance Agreement with any of the commercial IRBs that we have previously approved, which is Sterling NBCG, [PH], and AVERA [PH] right now, we can get those done within days, five or ten days. 


You sign a Reliance Agreement that has been pre pre, pre-negotiated. The negotiations for that IRB Reliance Agreement, as well as the master service agreement between ORD and that commercial IRB took over a year. 


Let's look at another example, for the NCI IRB, we spent around eight months of intensive work working with the NCI IRB to establish that master IRB Reliance Agreement. So when you're coming in as a VA facility and saying, "Okay here is the university we don't have a Reliance Agreement with, and we would like to split one up," the length of time it takes to establish that, that; and I tell people this, "Do not look at less than six months."


And if we get it six months, we're going to be lucky. Many times, it takes months and I do mean months to figure out, because it's not within our control, if as the the, the reviewing IRB side of whether or not they meet the information security requirements with 140-2 encryption? And getting that documentation, that's the first level. 


And then we get into the Reliance Agreement itself and negotiating that. Now, right now, we are working on developing a master agreement. Now, the SMART IRB agreement, right now, has not been agreed upon by VA, DoD, DOE. And so, we are not able to use the SMART Agreement right now. And even that has its own issues. 


But in terms of, we're trying to develop a master VA IRB Reliance Agreement. So, let's say you had that today. Alright, then it would have to go onto the other side. Many times, these words, these negotiations, literally take months. 


So, we've had some, like when we were dealing with the All of Us IRB, again, that took nine months to negotiate. So, and it all comes into what both sides must have to execute an agreement? And depending upon the perspectives of each group, that determines how long or short that will happen. So, it's never a short process, when the, that work has not been done up front, which it, like, we have it with the NCI, we have it with the, with the commercial IRBs. 


So, it's a minimum of six months that should be planned on right now. We hope to have a master VA IRB Reliance Agreement as a template that we could provide soon, as soon as we can get that finished but it's a very long process. So, I really am very, greatly appreciative of the people that asked these questions because it's not simple.  


And it, and these are, these are _____ [00:43:17] agreements. And so that, and it's not only about the IRB review, it's involving the data, it's evolving the the, the issues of information security. What can be done with, with what is done between the two institutions? 


So, it's a lengthy process. And so, it's not something that can just be done, "Here's a Reliance Agreement and can we have it back in ten days?" It's a very complex process so, thank you.

Don Workman:
So, Karen, if I can add my perspective.  For years, I was IRB Administrator in the university setting. And we did have a VA affiliate and our IRB Reliance Agreement was a simple, kind of, two-page document that said things along the lines of, of the, "The IRB institution will ensure that all relevant federal, state, and local laws are abided by." 


And having been in the the VA for two and a half months, I'm aware of the the huge number of VA requirements that an affiliate institution simply has no idea lie behind that statement that we'll abide by all federal, state, and local laws and applicable institution requirements. So, it is really complicated, and the VA, the NIH, these are complicated agencies for working these kinds of agreements out. 


But again, we're trying to develop some master agreements that can help move that forward. Next question, when do you use the Central IRB versus asking for a single IRB exception? So, the Central IRB is, it is most immediately set up and established to provide IRB oversight for ORD funded studies. 


The, there are times when I imagine the, a single site exception might be quicker or more convenient. But the the opportunity in the Central IRB is to have a Central ISSO review, it's the Central Privacy Office Review. And, again, to have a a single IRB that can approve the research at any of the VA research sites. 


So again, I think part of this is, it's a, it's a matter of what is, what makes the most sense for the study? If we, for instance, have an unfunded trainee who's proposing a multisite, retrospective chart review, going to the Central IRB is not likely going to be the the answer to that solution. So, a single IRB exception would allow that chart review to go through each of the sites that are involved and get a separate IRB approval from each of those sites. 


We've met with several investigators and they ask the question, "Well, how long will it take?" And part of the the consideration there is, what is the more efficient process for that study? 


If if the study involves sites outside of the VA, then the Central IRB can also only address approvals for the VA sites. So, you'll need the Central, or the single IRB exception so that the sites that are not VA sites can seek their own IRB solution. Is there anything you want to add to that, Karen?

Karen Jeans:
Yeah this is, this is a good question because also, the Central IRB model for the panels that currently exist is based upon the lead site model. And so so let's say, and we've had this happen several times where there is an NIH study, and there's, there are five VA sites, and there's five non-VA sites. 


Okay so as as Don said, the VA Central IRB can be the IRB for the VA sites if it has the capacity to add a non-ORD funded study, and we have done this at times.  But where this can be confusing is when the lead site is a non-VA site, because the VA Central IRB is built on a model that assumes a VA site will be the lead site.


And so, of those five VA sites, there is going to have to be one of those sites that takes the lead in terms of playing the role of lead PI for the VA. In that case, there is the Lead site, or Study chair, which is why the application would indicate and exception for the other four VA sites.

So that's why it's not based upon the current, and the way the Central IRB works, that would not work unless one site of the five, was willing to be the the lead model. So that's another issue as well, because if there, if there's no lead site, you have five different VAs that are participating in this multi-site NIH study in which, of course, the awardee; and let's say is at the university, then the model won't work. 


So that's another reason why you you would not use the Central IRB because there's no lead PI. Thank you.

Don Workman:
Great thanks, Karen. Next question, can you speak to Reliance Agreements and if there is a master agreement of sorts for this purpose where viewers are concerned, and, or any Central IRB efforts to assist with this need? Or is this completely up to individual sites and the academic IRB you work with? 


Well, I think we mentioned we're we're working on a master agreement so that we can, or what we've tried to do is work with the individual IRBs on a one-off basis. But that it's an exceptional amount of time to try and start editing an IRB agreement that maybe two pages long and simple, like the one I described; I used to send out for my university. 


So again, that, the idea is in the, part of the later stages of development. And the idea is to be able to provide that to them and say, "Here is a model agreement that would work from our end. You're welcome to start from this or figure out a way to make all of these requirements fit into your agreement." 


Again, not to put the editing on them, but to give them, kind of, the information up front so that they can look at it and decide what is the most efficient way to move forward. Other thoughts, Karen?

Karen Jeans:
Absolutely I want to address that last sentence, the last question because it's good: Or is this completely up to individual sites and the academic IRB you'd work with? No, it is not, it is not a free-for-all. 


In terms of, again, any request for a Reliance Agreement, that must be approved initially by ORD, in terms of even allowing the relationship to occur before the agreement occurs. And then, right now, both ORD and the Office of Research Oversight are involved in the review of those agreements. 


So, you can’t just come to ORD and ORO, and say, "Okay, sign off on this." We are currently working to create a master agreement, one that is based upon the VA Central IRB's MOU. 


That we have used in politics with some sites that we're currently working with because that, that isn't the imperative to assist VA's ability to use and execute these Reliance Agreements. Because we do support it when it's possible. 


But but again, I want to emphasize, it's just not, it's not, it's not up to the individual sites. So that is why these requests must come into ORD first. Thank you.

Don Workman:
Let me just add to that, that the the Reliance Agreement process is labor intensive from our standpoint, and from the the other academic IRB, or other sites that we're working with. And one of the things that seems to be a, there's an inordinate amount of time spent when it's, for instance, for a single study. 


So, Reliance Agreements that become, for instance, a a significant part of of VA's research portfolio, where that will be used for multiple studies, certainly more worth the time. Now, we do review them, and we do negotiate them for a single study. But keep in mind that the the amount of time for a single study seems an inordinate for just that one study as opposed to getting a single IRB exception. 


Next question, is there a searchable way on a SharePoint site to find out if a specific study has already received a single IRB exception so that we don't duplicate efforts? Alternatively, is there a circular way in VAIRRS to find out if there are additional VA sites participating in a multi-site study? 


It can be difficult for our PIs to find out if there are additional VA sites participating in studies that would not, that would otherwise not be subject to the single IRB mandate. Good question, Karen, do you want to jump in on there?

Karen Jeans:
So, I can't answer, yet, the question about the searchable way on SharePoint sites. I do know that, if there's a question, you can always ask. Right now, those queries come directly to the single IRB mailbox, and we will look it up for you. But I also, the last part of that is important. 


And again, it goes into this no harm, no foul situation, what I call it. If you as a VA site, and you've being the Research Office, you being the VA PI, are not aware, in the meantime, you're not aware of another site that's going to participate in it. You didn't know it's a multi-site study. 


Now, you as the VA PI, unless you're the lead site, by the way, unless you are the lead site investigator, you are not responsible for what I call search and seek. To go around and poll the country. "Hey, by the way, I'm doing this study, I was asked to be in the study at the VA site. Is anyone else participating?" 


Because at the time that your IRB approved it, again, you you didn't know. You didn't need a pick a single IRB exception because you, that was the only, you were the only VA site. So, let's say two months from now, or a year from now on this five-year study, you find out that, "By the way, there is another VA site." 


My goodness, now, do you have to seek an IRB, a single IRB exception? That's not the way the reg is written, and you didn't know it up front. Now, would we recommend you seeking one if he wants to become aware? Yes, but again, at the time you submitted, and had got your own IRB review and approval, you weren't aware that there was an oversight. 


So, so you did not have to do anything other than what you've done at that time. So again, emphasizing to each of you, it is not your job when you participate in a VA study, and your site is involved, to go out and do a poll on the ACOS list serv, the A, AO list serv. “By the way, is anyone participating in this?” It's not that way. Again, really, it's if you're the lead site, again, you should know. 


But otherwise if you're a participating site, the same way with clinical trials, commercial clinical trials. There's a big deal with commercial clinical trials. A lot of times the sponsor will not inform you as a VA site who of, which other sites are participating. 


That is something that, that is not done as part of business practice. So then, after you've done the clinical trial for a year, you find out another VA is also conducting the study. You do not have to go back and seek a single IRB exception the way the reg is written, and the way ORD has had implemented the use of the exception to the single IRB Cooperative Research Provision. Thank you.

Don Workman:
Great thanks, and I think that the, the, to to reemphasize, if you have questions, you can certainly send them to our common mailbox. I don't think that they're searchable fields in VAIRRS to find out what other people are doing.  


In VAIRRS, the local site investigators have access to the PISC application. But again, if you're not linked to a PISC and that model, I don't know that there's currently a searchable way to find out whether additional sites are participating. 


That could be something that gets added in the future in some, kind of, a behind the scenes report. But and it's it's a great question because it would be convenient to the research community to be able to do that. 


Next question, does an exception need to be granted annually or is it valid for the entirety of the project? This is, it it is valid for the entirety of the project and it is valid for all the locations where that exception is being granted. 


So, for instance if you write, and you ask for, to add two more sites, this is not like an IRB, a Central IRB approval where we need to approve each site where it's open. We're, in fact, giving the exception to the study itself. 


So that same exception letter should be applicable regardless of how many sites you intend to have that study open for within the VA. Anything to add, Karen?

Karen Jeans:
No, well said, I I have nothing to add. Thank you.

Don Workman:
Okay next question, who will have access to the SharePoint site? Anybody with a valid VA e-mail address should be able to access to the SharePoint site. But again, remember, there is a limited list of people who are able under policy to submit those applications. So that information is on the site if you fit in one of those roles, you can access the site, and submit a a request. 


Next question, what happens if someone sends an e-mail to the older SIRB exception request e-mail? Is the VA website pertaining to this process already updated or will it be updated shortly? 


We sent the text this morning for upsetting – upsetting, up updating the VA website, and including the current process, and links to the website, the the SharePoint. 


And if you submit an e-mail to the older single IRB exception request e-mail, you'll get a standard response that says, "If this is a single IRB exception, please submit it to our SharePoint." So, we will return those e-mails, but please don't submit after the first of May to the single IRB exception e-mail. Because we, we'll be redirecting you to the the SharePoint site. Next?

Karen Jeans:
Hi this is Karen. I just, and I want to follow-up with what Don said. The IRB, single IRB information site on ORD's web page has already been updated with the revised information. So, you will find the link to ORD SharePoint site for requesting exceptions available from ORD's website. Thank you.

Don Workman:
Great, thank you. Can you back quick? Is this the new question, okay? Can other –? No, you need to move forward, sorry, I go back and forth. Can other Research Office staff members review a request before it is submitted? A great question, I don't think there's a way in SharePoint to, kind of, share it with somebody else to look at it. 


But you could certainly cut and paste, for instance, your comments on the reasons why; perhaps do that by e-mail, or something. You can also put the request in but not submit it, in which case I believe it's saved. But I'm not entirely sure of that.


I think that you can save it without submitting it, and then can come back, and review it again. But again, this is a fairly simple process for submitting the information. 


My my guess is the most prudent way is to get the information to the AO or IRB chair before submitting it, so they know what you're submitting. And it's nothing, you could do that part of using the form. 


The next question, does the requester of a single IRB exception, should be the main site or collaborating sites? Again, since the one exception will be applicable across the sites, it's certainly easiest for the main site to submit that because they know who the collaborating sites are. 


Unless, again, you are part of a group, and everybody knows who's going to be part of the study, it makes most sense for the main site to submit that. But again, that's the, that's the model that we run the Central IRB on if there's a a main site, and then collaborating sites. 


Does each site need to complete the form for six sites involved in the same study, or six IRB Offices required to complete, and submit the form? Thank you. No no, no, let's make this easy. You saw that number down there that said, "How many sites are you planning to have?" If you put six in there, then the letter will go back to the ACOS that says there's six involved. 


And, again, if we add a second e-mail for the person submitting it, the idea would be that the, that the main study site, assuming that model, would then be able to share this with the other study sites. And everybody can document in their study records that the single site exception was provided. Karen, any comments on those first two?

Karen Jeans:
Absolutely so so again, and as Don talks about, that first question is dealing with requests in which you're dealing with the lead site model, and where the the, you have a VA facility, for example, and multiple VA sites. 


But by far, again I want to emphasize this; the majority of exception requests we receive in ORD are from VA sites that are participating in studies, and which they don't know the other VA sites because they're not a lead site. And so, the main site is over at the universities. 


So, in terms of who should request in that situation, it's going to be the VA sites, if they, like they say, "There's us and another VA, either one of them can submit." It doesn't matter. But one thing we also are, an item we're putting in our letters, and in the e-mail that accompanies the the – that was until May 1st – is in the letter, you will see a statement. 


And if you're the lead site, we are requesting that you distribute the copies of that letter when that is, when you're doing the main site model, to the other participating sites. So that they will have it for their files. It doesn't mean that they have to be listed in terms of, let's say, it's Washington, D.C., Little Rock, Texas, GLA, San Juan [PH], all those sites don't have to be listed in the letter as long as it applied to the entire study. 


So so no, every site doesn't have to submit. Once the, once the ORD has granted the exception request, it applies to all sites that are participating in this study. And in terms, again, that turnaround time to receive the determination letter, our metric is ten business days after we receive the request into SharePoint.

Kate:
And it is now 4 o'clock, so we are at the end of our time for this webinar. Thank you to everyone who submitted their question. 


And just a reminder that a recording of this webinar will be available in about a week. Thank you, everyone, and we hope you have a great day.

[END OF TAPE] 
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