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Please stand by for realtime captions. Please stand by for realtime captions.This is the operator. We will begin your content call shortly. Please continue to stand by.



Welcome and thank you for standing by. At this time all participants are in listen only mode. After today's presentation we will conduct a question-and-answer session. To ask a question please press star one. Today's call is. Recorded. If you have any objections you may disconnect at this time. Amount of the meeting over to Andrea Furia-Helms. You may begin. 



Thank you Tim and good afternoon everyone and thank you for joining us for today's talk about overview clinical trials.gov requirements. If you have any questions during the webinar please you know that you will address the lower left-hand corner of your screen. We ask that you take note of any questions that you have the presenter and press star one to be placed in the queue at the end of the presentation. The operator will take the questions in the order they were received. 



As the operator mentioned, we are recording the session so will be available for those who are not able to join or if you're interested in hearing the presentation again work if you're not comfortable being recorded you may logout and disconnect now and listen to the presentation at a later time. 



Today I have the pleasure to introduce Dr. Patrick McNeilly. Dr. Patrick McNeilly is a senior health analysis with the FDA office of the Commissioner. Is been involved in a variety of policy issues related to human subject protections in clinical practice. He joined the FDA in May 2011 with the FDA Center for drug evaluation and research overseeing compliance programs related to institutional review boards or IRB's and radioactive drug research committees. Prior to working at the FDA Dr. Patrick McNeilly is the human protections administrator for the agency for healthcare research and quality. He also served as a compliance oversight coordinator for HHS office of human research protection . He's a registered pharmacist and was originally trained at the Rutgers University College of pharmacy and received his doctoral degree in medicinal chemistry from the University of Maryland school of pharmacy. Dr. Patrick McNeilly welcome back to that over two. 



Thank you Andrea Furia-Helms and I appreciate that introduction. Good afternoon . As and damage and money Mrs. Patrick McNeilly and I am at the office of good clinical practice. This will of my pleasure to be here to discuss this topic. I understand that you have all had questions on previous webinars related to clinical trialsGovernor so that it would be good idea to have a presentation solely on this topic. 



My outline today is I will give you a quick overview of the office but I work with, because many of you may not be from earlier was some of the work that we do. And then I will go over some basics related to ClinicalTrials.gov and then a little bit of an overview of FDA's responsibilities as it pertains to ClinicalTrials.gov. And then some of the status of some of the current implementation of our enforcement and various aspects of clinical trials that have 



So, let's start out and I will talk about the OG CP, the office of good clinical practice. At our office of primary mission is to advise and assist the Commissioner good clinical. This and human subject protection issues. How they relate to policy and long-range goals. If you're not familiar, good clinical practice relates primarily to requirements for clinical investigators that they conduct their studies in human subject protections is overarching includes clinical investigators and sponsors and institutional review boards. So we assist the Commissioner and policy related to that area. 



We also lead and support the FDA's human subject protection bio Council. That is a group and the guiding body for the decision-making related to the JCP and HSP policy. This is made up of senior scientists and managers. The agency. It goes across just about all of the centers here at the FDA. So we also coordinate the bioresearch monitoring program and conducts training and outreach such as this webinar and we are which with other stakeholders. Some of you may be familiar with primary or Socrates are some of the other organizations that we provide training at those events. 



Also, one of our big functions is that we are a liaison with other federal agencies and other organizations outside of the government. Our office has frequent contact with other departments like the Department of Defense and we also frequently interact with the HHS office for human research protection. 



One of the other areas that we reach out to and are actually part of his the Sec.'s advisory committee for human research protections. We are in ask official number on the advisory committee.



We also contribute towards eight FDA international JCP harmonization activities. We help right guidance and things related to international use of clinical trials have also been involved with office of science and technology programs international working group and that is a group that is actually run out of the executive office of the president tech 



That is just a quick overview of the kinds of things that we do. I would like now to just get into more about clinical trials.gov and that is the main topic of this talk. And what you are all here to hear about. 



What is a ClinicalTrials.gov? It is a registered results database, publicly and privately supported clinical trials of human subjects, conducted from all over the world. It is not to something that is focused on research conducted here in the United States. Anyone running a clinical trial can provide information in ClinicalTrials.gov. 



The databank itself is actually maintained by NIH and specifically the national Library of medicine. Clinical trials.gov was established under [ indiscernible ] in 1997 and at that time required registration of trials that involved serious and life-threatening diseases or conditions.



In 2007, the clinical trials databank was expanded under the FDA amendments act. That created a much larger expansion of the database and it required the registration of all of what they referred to as applicable current trials and also require the submission of results of trials. That was not previously required. 



It does also allow voluntary submission of other trials. So that's where we see some trials out there that are either not conducted in the United States, or may not actually be related to what most people consider clinical trials. 



Clinical trials and city.gov implementation is actually split between the few primary entities, NIH which handles the implementation and overseeing of the databank and the enforcement activities which are the responsibility of the FDA. That split roll actually creates an unusual situation to have one agency creating it and running it, and another agency actually enforcing. So does present challenges and we are trying to overcome those. But we have moved forward in a limitation. 



We just want to let everybody know that of course as with many other things, the FDA received no additional funding to carry out any of these mandates under FDAAA so this is something that is being done with the current operating budget and we have to work forward as our budget allows. 



Our internal implementation activities tend to be merged with our centers. Some of them permission that is required for us to do our job on enforcement has us rely on our centers for having certain information related to application that comes to FDA and inspection of information from the office of regulatory affairs. We really do have to work with our center liaisons. 



I want to go some of the other things the basics about ClinicalTrials.gov and it really comes down to that this is an important statement right out of the statute of FDAAA It says, the responsible party for applicable clinical trial shall submit to the director of NIH for inclusion in the registry databank the clinical trial information described from some part a to -- to play to -- 123. So as part of that clinic -- what does not have to be part of ClinicalTrials.gov is what right here in this particular statement. There are some key terms in here that causes a lot of confusion. One of those is responsible party. So we will talk a little bit about who is a responsible party and how important they are to the process.



Another important time that is applied here is important applicable trials we will also talk about that. And lastly, clinical trial information is the last time that is really important here. What has to be submitted. Not just who has to submit something, but what has to be submitted. 



So we will start out with applicable clinical trial. There are two types of applicable clinical trial. Actually I should back up a little bit and say that FDAAA was actually a very confusing statute to read. So as you read things, things are rather complicated when you read through it. And as you will see, some of the things that I am presenting here, we will see how the complexity just builds as we go through it work. 



So not all trials have to be submitted to ClinicalTrials.gov. And only applicable clinical trials. But applicable clinical trials are further broken down into either applicable drug clinical trials or applicable device clinical trials. We will start here again with applicable to trials. 



Applicable drug clinic trial is a controlled clinical investigation that is other than phase 1 and a drug and balls a section drug subject of the acts showing here. So that is the controlled clinical investigation in the clinical investigation here is as a clinical investigation is defined in our regulations under part 312.3. 



Some of our regulations talk about well-controlled clinical investigations that have to be submitted for review by the agency. This is not what we are talking about here. Any kind of control tiles what we're talking about. It can be placebo-controlled, it can be active control or even historical control. For the purpose of clinical trials.gov those are considered controlled investigations.



The phase 1 studies for any study that is only looking at phase 1 does not have to be or not considered an applicable clinical trial and does not have to be submitted to the databank. 



A drug subject to 505 is a topic all unto itself as to whether something is a drug or is not a drug. Sometimes it is very difficult distinction to make and requires a lot of input. Maybe from our review decisions. So we have to take a particularly close at whether something is subject to part 505.



I also mentioned since we're talking about drugs., Foods or tobacco or dietary supplements are not included in this definition. So unless they're being used as drugs as defined under part five of five.



Switching gears we will talk more about applicable device clinical trials which are quite a bit different in the definition that applicable drug trials.



First the have to be a prospective clinical study of the health outcome. The health outcome piece is rather important here. Again they have to be controlled and comparing it with the intervention of the device that is subject to the five 10K or 515 are 520 against the control in humans. So still needs to be a controlled trial put the make a particular distinction hint in the statute regarding small clinical trials to determine the feasibility of a device or to test prototypes of the device. Those two things, if they're not studying health outcomes and they're not considered applicable clinical trials and therefore did not have to register with ClinicalTrials.gov or provide results. 



So the health outcome piece is very important.



There is a second piece to the applicable device clinical trials. Not only the prospective clinical studies with health outcomes that a CT, but any post-market surveillance that was required by the FDA under section 522 of the food drug and cosmetic act is also considered an applicable clinical trial.



What we talk about the device clinical trial that the device is split again.



The next topic that causes a lot of confusion and is particularly difficult times but it comes to enforcement is the definition of a responsible party. The responsible party is the person who is actually going to be required to submit the information to ClinicalTrials.gov and ensure that it is updated and provide the results and things like that. By definition the sponsor of the clinical trial as we defined it in our regulations.



But there is always an exception so principal investigator can be the responsible party if the sponsor or grantee or can't director designate themselves. But they have to meet all of the four requirements in order to adhere. So they are required to be responsible for conducting the trial and must write the data to be published under the requirements needed for submission to ClinicalTrials.gov. So fun of those four items is not under control of the principal investigator that they will not be able to be considered the responsible party. 



The last of those three reporting comes that I mentioned earlier was clinical trial information. Basically, if those data elements that the responsible party is required to submit to clinical trials.gov. It also is broken out into two main areas. Registration information and results information. I will talk about the registration information here. Of responsible party is required to provide certain data elements within 21 days of enrolling in the first clinical trial. So this is usually not a terribly onerous thing to actually register in the trial. You need to put in certain information which actually all of these elements are spelled out in the statute. So this is not a complete list but I have here, but general topics that they have to provide in the description of the trial and the sites. What is the expected completion date and you do need to include some recruitment information and have to include with a magister about what the primary and secondary outcome measures are. 



Basically that is most of what they have to include for this information.



The results of the information is a little bit different and we will talk a little bit more than what is listed here. But in the results they need to have demographic and some baseline information. The have to pay their primary and secondary outcomes and need to include a point of contact. I would note that even though the include a point of contact the did not need to include an address for the point of contact. So when it comes to compliance activities it makes it a little difficult for us here at the FDA. 



I will talk a little bit more about the results reporting. Because it is a little complicated and we get a lot of questions here about that I saw a trial on ClinicalTrials.gov and I don't understand why I have not posted the results even though it says that the trial is completed. We get lots of questions related to things like that. So like I mentioned, not all trials have to be submitted to ClinicalTrials.gov. So if it does not mean the definition of applicable clinical trial, then even if they do register then they don't have to submit results. 



If it is an applicable clinical trial, if the trial was initiated after the enactment of FDAAA, obviously they have to submit their information. If it was completed and completely completed prior to the enactment of FDAAA in 2007, then it might be listed on ClinicalTrials.gov, that it would not be required to submit the results. 



Also, although if they have to register, trials of unapproved projects did not have to have results reported. So what we only expect to see results reporting of trials that involve approved drug products. So that is kind of an important thing and there are some difficulties in sometimes identifying what an approved product might be.



So I general layperson's view of ClinicalTrials.gov databank, they may not these quite so obvious why a certain trial may not have the results reported. 



In general, we expect or there is a requirement that the results be reported in clinical trials.gov 12 months after the patient date of the trial. In general, we will look at what is called the primary completion date which is usually listed on the ClinicalTrials.gov website and the entry for that particular trial.



That particular date relates to the completion of their primary collection of the data for the primary outcome. So the could still have a trial ongoing collecting secondary outcome data. However, completed, the collection of the primary outcome data, even though the trial is still on going well that may be required to submit results. 



Although we expect the 12 month after the completion date that we can have the delay in the submission of results. If the manufacturer requests that the manufacturer is allowed to request an extension or delay in reporting of clinical trials if they are looking for a new indication for the drug. If that is the case, they can be granted the two-year extension of the requirements. So it may be possible that the results may not be due for up to three years after the completion of the trial.



Lastly is the mentioned previously, results are not required to be reported for applicable clinical trials of unapproved product. Even though the trial was required to register it may not be required to provide its results. 



We will turn a little bit to the enforcement authorities and some of the things that the FDA is required to do and what it is currently doing. 



So the FDA has the enforcement authority for ClinicalTrials.gov and we were delegated the authority officially ends up number 2012. We are the ones if any noncompliance is to be determined, it will not come from NIH, it would come at -- FDA. 



We are responsible for certification of compliance with clinical trials.gov and right here rated no the their is form FDA 36 74 which I will talk about in little bit more detail. But that is a form for submitting the certification to FDA. 



FDA has a grants program. And so, if any of the grants in the program are conducting applicable technical trials we have additional oversight of those trials. So any to ensure that their compliant with ClinicalTrials.gov requirements. 



Under title IX of FDAAA there is a requirement the post-market clinical trials periodically report their compliance with ClinicalTrials.gov. So we are also responsible for that.



And lastly, FDA is required under FDAAA to revise and the informed consent regulations a no go over that another slide in just a bit. 



Other, the general responsibilities that we have to ensure that clinical trials.gov works smoothly and that our enforcement can work smoothly, there are certain modifications that we have to provide to the national Library of medicine regarding certain regulatory actions such as drug approvals and certain kinds of health information that is included in that ClinicalTrials.gov record. So there is some back-and-forth information sharing between the two agencies just to make things a little smoother. 



So all of this that we have talked about is enforcement and I just want to provide you with a little bit of what are some of the consequences of not doing the things that are required under ClinicalTrials.gov. 



So there are certain prohibited acts and the failure to submit the certification or knowingly submit the falls certification to FDA that somebody has complied with the ClinicalTrials.gov requirement is a prohibited act. And the failure to submit or submitting false or misleading clinical trials information in the ClinicalTrials.gov record is also prohibited act. Because of that amount FDAAA allowed for the FDA to seek civil monetary penalties related to those violations. $10,000 for the violation itself and $10,000 a day for each day after 30 days the responsible party has been notified of a violation. Not corrected within 30 days, then it is $10,000 day for every day after the third day. That usually gets people's attention. 



We also have or the fault of FDA supports with our program is a mentioned we have special oversight and it also happens with NIH that if somebody is noncompliant or determined to be noncompliant with ClinicalTrials.gov, the funding agencies can withhold any remaining funding of a clinical trial and actually withhold any future grant funding. So for those in say academic research connecting critical trials the maybe federally funded, is there possibility of civil monetary penalties but the could also lose their grant funding. 



And prior to any of this, seeking the simple monetary, penalty is the notices of noncompliance related to ClinicalTrials.gov are posted to the ClinicalTrials.gov databank. So would be a matter of public record that if one failed to comply with ClinicalTrials.gov. 



So we will talk a little bit about some of our connotations for some of the things that are required of the FDA. By FDAAA so we have certification of compliance and guidance related to that that we have developed. We developed this form 36 74 that it is the form that as sponsors submit information to the FDA with certain applications such as IND or NBA's or PMA's or five 10K, the need to insert any trial that goes with that, have to have the certification that they have complied with ClinicalTrials.gov. That form has been in use since 2007. We have now made it electronic for people so it is a lot easier for them and syllables so it is really simple matter of filling out this form. 



The centers track these forms and their included in their records so that we are able to find those clinical trials that can be part of a submission to the FDA. 



The FDA also revised the informed consent regulations. We revised the regulation the 21 CFR 50.25 which is the elements of informed consent. The new requirement includes a specific statement that must go into the form consent document for any applicable clinical trial. And that requirement has had his compliance date of March 2012 for all the child's and we are currently looking at those as we go on an inspection 



As part of our implementation, we actually went had some discussions with the risk a communications device committee back in 2009 and they provided us with some information related to aspects of how the information is presented and how adverse event information should be presented to users on ClinicalTrials.gov. So I present this for you just a link here that you can copy and if you're interested you might be able to see what the advisory committee has to say about that. 



We have done a lot of effort working with NIH and trying to clarifies of the requirements and the definitions that we went over earlier and some further clarifications of the statutory provisions. That is a document that is on the ClinicalTrials.gov website called the collaboration's on definitions and that provides a lot more detail into those definitions and some other information related to how to think about what an approved drug product is and things like that. 



We do lots of presentations both us and NIH about critical trials.gov in a lot of different arenas. We have worked with NIH in trying to get people who may not be as up on their ClinicalTrials.gov registration or particularly their submission of results . If they are missing particular data elements or if they haven't filled in certain things like who the responsible party is or maybe there are some other issues related to the sponsor might be something like that. We have gone out and NIH has issued matching messages if you will to kind of get people to update your entry notes. 



So we have included language related to ClinicalTrials.gov requirements and a lot of FDA guidance documents. For clinical investigators and for informed consent and things like that. So to get the message out there that we are taking ClinicalTrials.gov seriously and want people to be aware of it and get used to using it.



The FDA also instituted substandard procedures to help ensure that our grantees, mostly for orphan product development grants, that they're compliant with ClinicalTrials.gov. 



From our perspective from enforcement and things that we did was, we released a revision of our compliance program guidance manual for the CPT am for sponsors and the CRO's and the monitors. The CPG am, if you're not familiar, they are really the basic set of instructions for FDA field investigators when they go out on inspection.



We have included a new section in the particular CPT specifically related to the registration of clinical trials on city.gov. We are asking the field investigators to evaluate sponsors compliance with SOP's related to ClinicalTrials.gov. 



FDAAA did not require that they haven't SOP but if the sponsor has any of what we are asking the field investigators to look at those and whether they are following them. We ask that the field investigators determine whether the trials that they're looking at were registered at ClinicalTrials.gov . And to make an assessment that since they're looking at the trial in depth, whether the timing of the registration was adequate. So, did they register within 21 days of and willing their first subjects? 



We are also asking them to evaluate the cut science with the new informed consent regulations that I mentioned earlier. So FDA is out there looking at this. 



We have done some work with the HHS office of the Inspector General. So that when entities entered to corporate integrity agreements or consent decrees, that they are reaffirming their obligations related to the ClinicalTrials.gov requirements. And, we have worked on occasion with the office to make and determine whether offices actually be compliant with their consent decrees. 



So our continuing efforts. The unified agenda for development of regulations and things like that includes the development of a notice of proposed rulemaking. That notice of proposed rulemaking is something that is the direct responsibility of NIH. And, we work and provide input to NIH as they develop this new set of regulations related to clinical trials.gov.



We continue with the sharing of information between the two agencies and expect that to continue forever. Because I don't see this going away anytime soon.



And we collaborate on a large number of implementation and enforcement act of these. So we are continuing to look into how we might be able to come back to the enforcement activities related to this.



Here I am just providing you with some resources that might be useful to you and if you have more information or if you want to look up some more of the information that I have discussed, -- so basically what we have talked about today are some of our definitions related to responsible party and applicable clinical trial in the clinical trial information act 



We have also discussed a little bit about different roles between NIH and FDA. And the implementation of the data bank versus the enforcement and we have gone over what the FDA has been doing related to ClinicalTrials.gov. The Brunswick to the end of my talk and at this point I would like to open it up for any questions that you all might have. 



Tim if you could open that up I would appreciate it. 



Absolutely. If you have a question please make sure that your phone is unneeded and press star one. Unprompted, recorded name slowly and clearly. Once again that is star one if you have a question. Would have one question already in queue. Cynthia please make sure your phone is unneeded and I will open your line now. 



Cynthia, are you there? 



We are not hearing you Cynthia if you're speaking so Tim maybe we should go to the next caller in public and come back to her. 



Cynthia I have clear do out of QCIF you do still have a question please press star one. We have another one that just came in. One moment. Pegboard let me open your life. 



Thank you. Thank you for this presentation. Very informative. I do have a question we indicated that currently unapproved products are not required to be submitted. Can you elaborate a little more on that? Because I think there is a lot of concern that the patient community that we don't have access to these and why they are not being required to be submitted. 



I will say that the unapproved products are required to register. There trials. But they're not required to submit the results of those tiles. The language of the statute in FDAAA specifically does not include requiring it for the submission of results for unapproved products. That could be a topic for other regulations. The statute does allow for regulations to be read in, expanding some of the requirements for ClinicalTrials.gov. But at present, unapproved products are not required. They are required to register but they're not required to post the results. 



So if someone goes to ClinicalTrials.gov and finds out that there is not any indication at all of what happened to that child, correct at this point? 



That's correct. They can be voluntarily submitted. There's nothing to say that someone conducting a clinical trial did not voluntarily submit. That is always allowable. But it is not a requirement that they submit that information. 



Okay. So that is something we should look into. Thank you very much. 



Susan Crawford. Your line is open. 



Thank you for the presentation. A great presentation and have really enjoyed it. My question refers back to slide 15 about the compliance enforcement with the FDAAA title VIII. Basically, I am wondering, how does your office or how do you know, if it is your office or others, how do you know when somebody is submitting false or misleading trial information? Is it just to the field? 



That would be very difficult thing to prove I will grant you that. And it would likely require -- I could not say exactly, but it would likely require field inspection to produce some document to prove to us that there was some kind of false certification. 



And that usually comes from the field inspections? 



It may be some discrepancies that we have noted between information that was submitted in the NDA the field investigator finds information upon inspection that leads us to believe that it might actually be false or misleading. So likely would require inspection. But we could get information from some other source. I guess the possibility might exist that we could have someone submit to us information such as a whistleblower or something like that to say that the information was false or misleading. 



In that case, I would guess that that would lead to the investigation so it's likely the information would inspection related. 



Okay thank you. 



Cynthia your line is open. 



Thank you. I noticed particularly in the beginning of your talk that you used the term human subject rather than human participant. I would like to request that you consider changing your terminology and if you're not willing to if you could give me some thoughts about why? 



I understand the position that people have of participant versus human subject. Largely it is because the where regulations are written I don't know that I necessarily feel strongly about use of either term. I will say though that are regulations do refer to human subjects almost across the board. And although this is not really a topic of the talk per se, human subject does did not a difference between the patient and someone who enrolled in a clinical research. And so, it is certainly makes the stark contrast between the patient and someone enrolled in a clinical trial. And hopefully, it might alleviate some of the therapeutic misconceptions that might arise clinical trials. 



Does that answer your question? 



It gives me a position. I still think that it is preferable, even when people are not patients to refer to them as participants because they are human beings making decisions to be a part of something. And I think that the fact that it has always existed as part of the terminology does not necessarily justify continuing it that way. 



Please make no mistake. I absolutely agree with you that these are human beings and these are not in the malls these are not something else. And they really need to be respected. And did not take that position lately. 



Thank you. 



We have no other questions in the queue. 



Okay great. If there are no other questions, then we can wrap up a little bit early. So Dr. Patrick McNeilly thank you so much for your talk. You provided a great overview the office of good clinical practice. I think that many of us did not know what your office mission was and what the extent of your responsibilities were. So that was very helpful. And we appreciate also, the overview of clinical trials.gov requirements and establishing the roles between NIH and FDA. That is very helpful to know who's responsible for what. And also the overview of the enforcement and with the FDA's to implementation. So we truly appreciate your time today. You have any final comments? 



Not a particular but I want to thank everyone for their attention. It was very much my pleasure to present this to you all. 



Wonderful. Think you so much and thank you everybody for joining today. Everyone have a lovely afternoon. Thank you.



Today's call has ended. Please disconnect at this time. 



[ Event concluded ]
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