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Good morning. I am Leonard Sacks, M.D. the Acting Director of the office -- Office of Critical Path Programs. Guidance documents are one of the principal communication pieces that we use at FDA and provide a framework for medical product development.  They offer an excellent platform for us to communicate our thoughts on new .... on user-friendly and active way. During the webinar you will hear from experts on the reason for writing the guidance and you will hear from them on the contents. After the presentation will have time for questions from the audience. These questions will not automatically be submitted, we encourage you to submit them formerly so they can be systematically reviewed. The webinar is will be archived on the website for future reference. We recognize the vital division of the medical proffered -- product industry makes to health and hope fully it will facilitate new safe and effective products. A goal that is important to the agency. The guidance that we will be presenting today, then -- the topic is central to the all clinical trials to ensure the quality and reliability that we receive and I would like to welcome our presenters, Stephanie Shapley -- Anne Meeker O'Connell, and Chrissy [ Inaudible ]. 



Hello I am Stephanie and with the Office of Medical Policy and Center for Drug Evaluation and Research at FDA and today will be discussing this case guidance oversight, this-based approach to monitoring or Mac this published in August of this year. 



Delivering monitoring practices into the 21st century? How we make the components that together, and the team working on this guidance has been the Center for drug evaluation and research biological research Center for devices and radiology about -- and the office of Commissioner FDA. 



I will begin by speaking about some of the fundamentals of the clinical trial monitoring including what the term monitoring means, de la Torre requirements for monitoring, and discussing current monitoring practices. I will finish the first portion of the presentation I discussing why this draft guidance is needed. The next beakers will give you an overview of the guidance and discuss them of the key recommendations in the edit. For the purpose of this guidance the monitoring general refers to the methods used by sponsors or contract organizations oversee the conduct and reporting of data from clinical investigations. The premier focus is on the processes that are critical to two human [ Inaudiable ] and applicable regulation. Engine of the FDA investigates -- contract research organization and institutional review boards to -- to validate data sent it to FDA. However it's not possible for FDA to conduct inspections of every clinical investigation site and most actions take after the study is completed. Thus the monitoring is critical. -- Medical devices and their of, one moment please. 



I am sorry, I am going to turn her volume up for her one. 



-- Everyone. 



Sponsors of clinical investigations involving human drugs biological products medical devices and combinations thereof are required to provide appropriate oversight of the clinical investigations to ensure the protection of the rights welfare and safety of human subjects and the quality and integrity of the resulting data submitted to FDA. FDA regulations are not specific how a sponsorship can -- and then compatible with a range of system monitoring. 



We include a section in the draft guidance on the types of monitoring which is intended to assist sponsors and identify and designing monitoring practices and appropriate to a given trial. Describes some of the capabilities and limitations of the two types of monitoring processes as well as factors to consider in determining which practices are appropriate for a given trial. The first-ever monitoring is on-site monitoring which is an in person a violation carried out by sponsor personnel or representatives at the site at which the clinical investigation is being conducted. On-site monitoring can be used to identify data entry errors. To identify and see data, to assess compliance with the protocol and with historical accountability. To provide a sense of the quality of the overhaul conduct of the trial. Site staff performing critical study function. Tom Thumb monitoring is also used to provide insurance study documentation exists and to assess the seminary of the site with the protocol and required procedures. On-site monitoring should generally be devoted to assessing the critical study data and processes as well as evaluating the risk and potential noncompliance identified through other sponsors site. 



-- Especially the protocols complex or includes novel procedures. The second type of monitoring in the draft guidance is centralized monitoring which is a remote evaluation carried out by sponsor personnel or representatives such as data management personnel, statisticians and clinical monitors at a location other than the site. Centralized monitoring can be used to provide many capabilities of on-site monitoring as well as additional capabilities. Used to centralized monitoring should be considered for replacing on-site monitoring for activities that can be done as well as or better remotely such a standard checks of range consistency and completeness of data checks for unusual distribution of data within and between sites such as two little variants, centralized monitoring should be considered for targeting on-site monitoring by identifying high-risk man at -- site with data now this or critical violations as to other sites. 



It should also be considered for monitoring data quality -- data submitted in real-time to identify the missing data and consistent data and protocol deviations that made indicative of systemic or significant errors that -- are at the site. 



A survey conducted through the can at -- found that there is a wide range of monitoring practices that very intensity focus and methodology, these practices include centralized monitoring of clinical data by statistical data management personnel. Targeted on-site monitoring sites to high-risk investigator sites and frequent comprehensive on-site monitoring to all investigator clinical sites. Despite this wide range periodic frequent visits to each clinical investigator site with 100% source data verification is the predominant mechanism by which pharmaceutical biotechnology and medical device companies monitor the progress of their investigations. Even though in frequent on-site monitoring is performed by industry and research -- on-site monitoring is used less expensively by academic warning centers corporative groups and government organizations. FDA believes that the current frequent on-site model is often not the best model to prevent effective oversight of contemporary clinical trials for the following reasons. Is historically implemented on-site monitoring is generally reacted and detecting problems after they have occurred. Historical paradigm is not focused on risk and not optimally address significant to trial integrity particularly for systemic error. In addition focusing on each data, is detracting from -- could be used to ensure human subject protection and data quality in other ways. 58 previous comprehensive monitoring was issued in 1988 and has been with drawn -- withdrawn in this guidance recommended that sponsors maintain personal contact between the monitoring and investigative through the investigation and at the time that the 1988 was published sponsors have limited ways to affect the whole communication with the investigator other than through on-site visit. This guidance is intended to make it clear that risk-based monitoring plan incorporating alternative methods of monitoring and technology advances such as webcasts and online training modules is consistent with this recommendation. 



Why do we need this guidance? There is a growing consensus that targeted risk based approaches to monitoring focusing on the most critical data elements to monitor more effectively and to overcome many of the limitations of on-site monitoring. We encourage sponsors to consider whether to -- full and prove their ability to ensure the quality and integrity of clinical trial data and to enhance human subject retraction. -- Human subject protection. 



-- They include concerns that inefficient practices may consume valuable resources without adding to the quality of the data. Several publications that day then I'm least may be readily detected by centralized monitoring techniques. In addition increasing number and complexity were corresponding and types of parties involved in clinical trial conduct places rated demand and introduces more challenges to -- we have CERT --. 



We've heard some concerns that FDA may take some predatory actions if they do not perform on-site monitoring visits in review 100% of the data. The Center for drug evaluation and research is center level office responsible, for reviewing FDA field inspection reports is office signed investigation and their review focuses on errors in critical and point Gretchen's and reporting. -- Systematic underreporting, and any other necessary exposure to risk. 



This guidance is intended to and clearly articulate our recognition of the value of our turn at approaches to facilitate change and industry's monitoring practices. 



Thank you. 



Thank you Stephanie for that wonderful introduction. 



As Stephanie mentioned one of the key goals of this draft guidance was to enhance human subject protection and to enhance the quality of trial data. The draft guidance is focused on clinical investigations. When we talk about monitoring it can be used to refer to a number of different things that, it can refer to medical monitoring I clinician within the company, safety monitoring, for this particular draft guidance is focused on clinical investigators conduct, the oversight and reporting of clinical trials. 



The guidance at its heart is intended to make clear that sponsors have an array of options. In a way -- an array of approaches that can take and fulfill the fundamental obligations to monitor the progress of the investigation. The guidance states that most single approach is appropriate or necessary for every clinical trial. 



Values is intended to assist sponsors and -- in making decisions and thinking about how they might monitor their trials in particular taking risk based approaches for Mac the defendants --. 



The draft guidance recommends sponsors tailor their approaches to specific human -- risk of their trial focusing on critical studies parameter. The guidance encourages sponsors to include -- and to incorporate centralized monitoring approaches to rely on them where appropriate. 



At its heart the concept of risk assessment starts with thinking about what are the things that are likely to go wrong with the trial in conducting risk assessment to identify and evaluate those. That risk assessment and forms the development of a monitoring plan that is tailored to address not all risk of the important and likely risk but might imperil data integrity data. So I would like to talk a little bit more about risk assessment because it's important to understand you can't carry on a risk assessment until you have identified the priorities. It is important for sponsors to have thought about, what are the critical data, the critical processes for the particular trial and it may be something that is unique to a given trial design but also more general things that you might consider critical data on processes and may include light steady and pointed you to draw conclusions about the safety [ Inaudiable ] in a trial and include serious adverse events and informed decision-making about whether a product is safe. And also includes important processes like [ Inaudiable ] and blinding that permit one to make entrances about into a draft conclusion about the effects of a product versus a control and to minimize. 



Consent particular verifying that the initial consent is obtained before study participation would be an important process as with verifying eligibility for Mac particularly that are designed to ensure that a specific population is the world or an alternate to include subjects for who participation may be harmful for Mac understanding the priority is what matters in your trial, the things that have to be right to allow you to perform document and risk assessment to carefully look at the risk to the successful completion. And that process entails walking through a series of questions. Beginning about what could go wrong if it did go wrong and how likely is it what it occur. Those again having gone through the process will allow sponsors to develop and monitoring plan that is tailored to making sure that critical data and critical process have integrity. 



Like to take a few minutes to talk about when monitoring fits in an overall risk aced approach to quality. When you think of a standard plan, monitoring comes in the planning. The thinking of the quality and planning perspective week how to achieve that level of quality of monitoring is really at its heart, and process quality control. It is part of the check and making sure that the plans made for your trial are being carried out as designed. Monitoring while it's one but it's maybe not the most important tool. The draft guidance suggests that the most important tool for ensuring the protection of subjects is -- and for ensuring the integrity of data is actually a well articulated and designed protocol. When you think about the design -- if you took that a step back and took a risk based approach to critical design, you would be given a monitoring acid and process quality control if you apply the same principles of risk management at the time of trial design. You can perspective they identify important risk to data integrity and Taylor not only the conduct of monitoring and how much monitoring is implemented but the trial design that -- so that context monitoring is one of the many quality tools that is available to sponsors to ensure the integrity of the trials. Adding the protocol design becomes critical in the guidance focuses on it because there are times when you can have a systemic air introduced by trial design that no matter how intensive monitoring program be put in place, they may still persist and render the trial invaluable. So now I will turn it over to Chrissy who will talk about some of the specific recommendations and guidance and specifically how to think about how you might pick specific approaches. Any intensity -- and the intensity of monitoring. 



At thank you and -- Ann for that introduction. 



One thing we want to talk about is now that we went to the bit about what monitoring is and what monitoring isn't, what should be monitored and one of the things the you should think about when you are developing your monitoring plan, one of those data and processes are critical to your study. What are the data and processes that you have to have right in order to get the application approved? There are going to be some that need to have more intense monitoring and some have less intensive monitoring. Particular talking about critical study and points. Those that are going to be the ones that you need to have right and you need to have them right on and the data to be correct. In order for your application to be approved they need to be more intensive monitoring. Also talking about the protocol safety assessment. Want to make sure the patients are being protected during the course of the trial. Protocol eligibility security is another important point that you want to think about the way that you're going to monitor it and how frequently you're going to monitor that information. In the study blind is important. You want to make sure that the data can be used at the end of the study. If you're not maintaining your study blind that can be very difficult to ensure that the data is actually of high-quality at the end of the study and the data can be used for your application. Other thing you might want to consider is informed consent. You want to make sure patients are being given informed consent before they enter the trial. There are different ways that informed consent can be monitored. Both remotely and on-site. He definitely want to make sure you have your test article administration and accountability Monitor or Mac you want --. 



In conjunction with the study blind you want to make sure this patient is getting the right treatment and no that you know where the drug or device came in. Will lead to and you can account for where it went to at your site. In your study monitoring plan you want to be specific for your particular protocol and particular trial. Monitoring is not a one-size-fits-all approach. It has to be tailored for your specific study. Some studies require more intense monitoring and for example if you have a drug or device that in first human study is going to require more intensive monitoring. The drug versus that we might know about or device that we know a lot of the background to the drug or device. We know a lot of the risk that are involved and that might require less intense monitoring. That is something you want to keep in mind as you're designing your protocol. In a monitoring plan you should also think about what our going to be your monitoring efforts? Are you going to do on-site visits, centralized monitoring or remote monitoring? Are going to be your triggers for when you go out and do a site visit? What are the triggers are going to look at when you're doing your remote monitoring? Are those errors in them remote monitoring trigger on site visits? Those are things you need to plan in advance. As well as who's going to be responsible for what? For the going to be responsible for doing both on-site visit as well as be responsible for doing in-house data monitoring. Is data monitoring going to be done by data management or biostatistics groups? 



This should be laid out up front in your plan. Again some the things you want to consider in addition to your monitoring methods and responsibilities. How is noncompliance going to be managed? We know there are going to be issues that are found during the course of the study. How are you going to ensure that corrective and preventive action plans are being put in place? How are those plans going to be carried out and how are you going to monitor those plants to ensure that the information is going to be follow-through. In addition monitoring plan is put together, let's make sure that it can be a fluid document window that protocols are not always perfect and we do have protocol amendments. So please think of your monitoring plan is something that you can amend. It is absolutely fine but does not have to be written in stone from day one. I would highly recommend at any time you amend your protocol he also take a look at your monitoring -- to determine if that is amended because basic they -- based on if there are new study says that if there are meant implement it, or data points that are removed during the course of minute you may need to adjust your monitoring plan accordingly. 



Again in your monitoring plan you want to make sure that you're focusing on those data and processes that are critical to the application. To making sure that you are to get that eight -- application approved. There's a lot of things that will be factored in and make sure you have a protocol that is designed appropriately upfront. Some of the -- some of the things you want to consider in your protocol may also carry over into your monitoring plan are going to be, what are your study and points? Are they complex or a very simple? You want to talk about what is your experience with your investigators? Have used these investigators before? Or have these investigators been involved with this drug or this device previously? Is this something that you're familiar with or know or not so familiar with. With the devices you want to make sure if there's any kind of procedure that needs to be done, they are making sure that those investigators are being well trained on that procedure. And how we are monitors go through an ensure that they are carrying out the procedure correctly. 



Also look at the quality of data that you collect. Frequently a lot more data is collected then is usually needed. We are going back and deciding the protocol we are making sure that we want to capture the endpoints that are linked to be the ones that allow the application to be approved. Also to make sure that the product is safe at the same time. Who want to make sure that we are limiting the data that we capture to what is necessary. And also help you with your monitoring plan if you have fewer data and points you -- are monitors will be able to go through that for quickly and going to have more time to spend and focus on those clinical data and points to ensure that you have the highest quality data. 



After the monitor goes out and does the monitoring, if it is on-site Corky if -- even if it is on-site -- in-house remotely centralized monitoring -- we want to make sure that you have documentation of what was done. Who conducted the monitoring, whether on-site or a centralized monitoring that should be documented as well as the date that the person conducted the particular monitoring. Monitoring description of what was done should include the data that was reviewed. This is particularly important not just for on-site but for centralized monitoring as well and if they are on-site what activities did they review and did they do any review of any watching the study of the core Nader dispense investigational product, go through the IVR system, did they watch filed some study documents, what kinds of activities were reviewed in addition to that data?



In the descriptions of noncompliance should be well documented and not just a description of the noncompliance but what is going to be done about that compliance in the future. What is going to be the corrective and preventive action plans moving forward. Session also be followed up with, subsequent monitoring visits to ensure that those plans will actually follow through. 



To ensure study Dawley, -- quality it's not just about going to the sites and monitoring them or looking at data centrally if they are outliers or the tech fraud or anything of that nature it is also ensuring you are communicating with your investigator and that you are training them or returning them if needed. This can be very important information to duck and it in -- to document in the report. If you see over and over a particular item has to be retrained across sites, maybe that is something you need to think about adjusting your protocol or having some kind of governor, for teleconference or something with your investigators to ensure that they are being trained and that they understand what is going on in the protocol and what it is they need to do your Mac 



-- Or Mac 



--. 



Under 21 CFR part 312 which are the drug regulations, the responsibilities of monitoring or any other sponsor respond -- responsibilities can be transferred to contract research organization and they can take on those responsibilities. If FDA comes and does an audit, they are responsible for the errors that are found. However in contrast to that, under 21 CFR part 812, sponsors cannot transfer the responsibilities to a contract research organization. They can hire a contract research organization to perform monitoring or other functions that that responsibility is not transferred and the sponsor is still ultimately responsible for what happens after a contract research organization. 



Just to give you a quick summary, the guidance document in what we talked about today, please are member that we are talking about risk based approach and it does need to start with the protocol in having a well-designed protocol. Been thinking up front about what are the data and processes that are critical to your application being approved. It's not a one-size-fits-all approach, smaller, first in human trials are going to read wire intensive monitoring then those larger studies where we have more information about the adverse events and things of that nature in regards to our investigational product. Remember to document your plan. That is something that is required under the device regulations, one CFR part 812. Please make sure you are documenting your plan and the plan can be amended. It does not have to be written in stone you can make changes to that as necessary. Make sure the reason is documented for your plan is while. A new -- a few next up the draft guidance is available on the docket for comment and in the next couple slides I will show you where to go to provide comments. In addition to, CBRH, they require that monitoring plants be submitted in your applications. Right now CDER is determining the -- and more information will be coming out about that in the future.



For can you go to summit comments to this draft guidance I commit if you go to regulations.gov. Over on the right-hand side, you will see a block or you can enter a keyword ID. In a keyword ID you want to enter FDA -- 2011 -- B. -- 0597. When you do that and hit search there will be to results that will come up, if the result under for the document type is other, that is a copy of the draft guidance document that you can take a look at and print out. It is easier to read than the British or notice which of the other document type that is that -- labeled notice. 



Over on the right-hand side under actions there is a couple of bowls where you can submit -- bubbles were you could do with a comment. If you have comments or suggestions for ways to improve the guidance, we would appreciate submitting those to the docket. Those comments are due by 11:59 PM on Monday, November 28. You have until just after Thanksgiving to get us your comments on this draft guidance. The guidance is also located on the FDA.gov site and this link here. This will take you to it another way as well. 



Thank you very much I am going to turn itback over to Leonard Sacks, M.D. . 



Thank you very much to our presenters. Also the procedural advice to how to present comments. At this time we're going to move forward to taking some questions. We are going to have to select some of them, give us a moment to review the questions and I'm going to ask each of the presenters to identify the question they are on -- and give the onset. 



-- Give their answer. 



[ Indiscernible - low volume ] 



Is this one forking? -- Working? 



Can you hear me now? 



I had commented on how we encourage people to submit comments to the docket because it is comments whether positive or native from a variety of perspectives that help us produce the best events. -- Best guidance. 



We encourage you take people at the guidance and you have comments or questions please submit that. 



One of the first questions we received it how can centralized monitoring detects nonreporting of safety data? When we met safety nonreporting up safety dating, -- safety data, comparing data between sites. If one site had less -- that might be a site that would require more intensive and possibly an on-site monitoring visit. 



I think that is right. One of the ways having electronic data capture is used, that sponsors can take advantage of that and built into centralized monitoring and looking at it across sites as they come in and looking for sites that are outliers. And I think it can be done a variety of ways I think we have, when data is coming in, and -- taking that a step further and potentially incorporating centralized approaches to identify patterns of data and also to identify data that hasn't been submitted, that might be an indicator that protocol deviation has occurred perhaps the procedure was not done. But knowing what the protocol requires and thinking about how you used the data, is one good way to start. 



Is a question here about with a limited number of out on-site monitoring designed as many protocols what would be some tips or guidance to be recommended for successful remote monitoring? This is where you need to look at what other critical data elements that are involved in their study as well as what is your experience with the investigators that are involved. Is a lot of things that can be done centrally, a lot of that it checks, you can do things like look at data between sites to see if there are data outliers. You can look to see if there are, information missing from a particular site. Those may be some triggers that might trigger an on-site monitoring. It might be that you do it more intensive monitoring of front and as you get comfortable with them if you don't have as many monitoring visit tomorrow. It has to be done on a protocol by protocol basis. That is documenting how you're going to determine when you have an on-site visit it's really going to be very important. One of the really beneficial ways to use centrally much ring is to help target the on-site monitoring. Not doing it as something that has to be done at a certain frequency that using your, looking at the data centrally and identifying sites might require additional on-site mentoring or training or a closer look at the data. If not that there's anything wrong with the site just think that they need to be followed up. 



Another question, should we document alternative monitoring activities such as centralized monitoring as comprehensively as we document on site monitoring? Absolutely you should. It applies to all types of monitoring on-site as well as alternative approaches to monitoring. 



I just wanted to touch on the questions about seaters, review of out -- Chrissy raised a good point, that plans to be submitted within theater, we don't -- within CDER would've have that documentation -- to develop pathways for sponsors respectively submit their plans for reviewing feedback and we are still evaluating whether it leads into that. It does not clued sponsors who have an interest in perspective nonbinding feedback or engaging the appropriate review division. And discussions about whether it is something that can be done. 



Another question about dialogue, with sponsors about change monitoring, those are processes that we will be exploring and one of the points, questions that came and talked about clinical monitors and biased assistance, -- and biostatisticians, an important part that Chrissy mentioned mechanisms for communication. There is a need to both communicate the results of monitoring and also not just a silly to the clinical investigations but internally. In a sense the draft guidance is establishing a way that companies can break down silos between different optional lines. But that is something I would think about when you're at designing a monitoring plan that you have different lines that are involved in different monitoring activities and make sure that issues are identified they are appropriately communicated to others that have a role in monitoring or follow-up on monitoring findings. 



Someone asked, my friend have limited IT capability, can we still use centralized monitoring methods? Yes an example would be a sponsor that has paper CRX, they can enter the CRX into the database and compare the data folder within and between sites and sites that are outliers for example a greater or lesser number of serious adverse events may warrant more intensive monitoring. 



Is another question whether the guidance -- Stephanie mentioned the guidance was developed collaboratively between center for drugs and Biologics and devices as well as representatives whether it is the draft guidance went -- will apply [ Inaudiable ]. 



Is a question just a minute about the sponsor need to send it IDE supplements upon changing the monitoring plan? If you're changing the monitoring plan you're probably changing your protocol as well. Anytime you make a change to the monitoring plan, and also making a change to the protocol or potentially CRX consent, any those documents you would submit the revisions of the monitoring plan. Along with those documents. I would not see the need to submit a supplement just because you change your monitoring plan. Unless you make a substantial change to it. 



There was a question that came in about the rationale for choosing remote versus on-site monitoring or Mac for a given site -- for a given site or trial. And what documentation would be supportive? The draft guidance talks about the development of the monitoring plan, carrying out a risk assessment focusing on what is key and critical processes and documenting that risk assessment documenting it and using it to inform a monitoring plan. That would provide us with the ability to understand your rationale for the various approaches that are used and that part of the monitoring plan can also be, the draft guidance talks about triggers. Triggers that may indicate for a particular site that change in the monitoring strategy as needed. 



Another question, what is our plan for finalizing the guidance? The comment period closes November 28 of this year and we plan to review carefully all of the comments that we receive and again we do encourage comments from everyone both positive and they get if. It is helpful -- positive and negative. It is very helpful. From many different groups it helps us in finalizing the guidance. After we consider the guidance we plan to finalize the guidance. 



Was a question about whether we are working with international regulators towards feminist approaches -- harmonized approaches, many of you are probably aware we have FDA, European medicine initiative that in addition to caring out joint and observed inspections, have the part of understanding each other's processes and working towards identifying areas where we can harmonize our approaches in particular with regard to oversight, we have been engaged in with the clinical trials initiative which is bringing together FDA, other global regulators and stockholders, academia and so this is something that we are decidedly doing in a cooperative manner. 



The question came in about 10 sponsors implement the new approaches are ahead of the updated guidelines? 



Absolutely. There is nothing out there to preclude you -- I would highly encourage it. It would decrease the amount of time you are monitoring on-site and decrease support costs associated with it as well. These for free to implement the new approaches if that is something that is good for you. Again right now the guidance is draft so we will not be going ahead and implementing back in-house but there's nothing to preclude you from going ahead and using this base approaches in your monitoring plan. It is to -- 



I just went to touch that the European medicines gypsies issued before our draft guidance came out, a draft reflection paper looking at risk base oversight of clinical investigations in some of the principles that are -- the concept of understanding your priorities. If those prerelease critical data, critical productivity is that most merit the application of the window are often limited resources. And we also have a question about remote monitoring of clinical revelatory document and that is something that is, can be readily implemented rather than having a monitor spend time on site looking through a revelatory binder on site, looking at critical data or, other activities looking at investigational product. One could have such Tori read at Tori document -- centrally regulatory document. 



Another question. How should I send it a monitoring plan to CDER for comment? 



In the interim sponsors who would like to sum it up planned, and -- submit a plan and would like feedback they should reap do this with the review division. 



Is also a question that came in as to whether or not the guidance will apply to sponsor investigators. We do see a lot of investigators into by studies and yes it does. They are responsible not only for following the investigation, investigators possibilities that following the responsibilities, under the regulations. This guidance will apply to sponsor investigators studies. 



There is a question about whether we are open to establishing critical monitoring variables. That is something that is difficult to establish four, when the things I would encourage people, we can come up with principles and important, common activities that we monitor about encourage sponsors to, who are thinking about this draft guidance to take it as an opportunity to focus on the risk of the specific trials. Focusing on -- given trial what has to be given right for this to be successful other than waiting for an established critical monitoring. With income up with some commonality that common endpoints eligibility criteria, but it is something best to look at specific trials. I think Leonard has came to the podium. 



We have run out of time that I want to thank our panelists sincerely for a clear presentation and a very successful array of addressing questions. Again I want to emphasize the questions are not systematically reviewed in this format. Themis [ Inaudiable ] -- thank you very much to the panelists and thank you to the audience . We hope this has been of help to you and we hope the series will continue to facilitate the development of new medical products. 



Thank you again from the FDA. Goodbye.

