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0:03
Investigation result. But this is a marketed device, CE marked

0:08
and you're now discovering through conversations between sales representatives and clinicians, you might be gathering evidence from the field

0:19
that that can support those things we mentioned. Again, the clinical development plan and the clinical and evaluation fund needs to be specific around what would be a sufficient level of quality of evidence and sort of data so that it can become part of the evidence requirement. So

0:40
again and and you claim arises not necessarily from the clinical Development Fund, the UK may arise from the voice of the customer or a voice of a key opinion leader or some other form of source. But then you know if you are willing then to enhance the claims then essentially you will need to fund for it. In the CDP is 1

1:07
component that will talk about how you will, you know will move from

1:13
the various phases that we described yesterday. Here

1:18
we're talking about different types of stages and how you will arrive at those at the end. Evidence necessary to support those statements, conservative and argumentation with respect to

1:34
play being dropped, That's when there is insufficient information. Evidence to support the the outcomes that are claimed. And in that situation the clinical evaluation report

1:48
should be the key source document that is arguing and that there is either favorable and favorable data, sorry that there is unfavorable data or there is insufficient data supporting that payment. Then we naturally if this is a a product that is not plus one and is under the certification of a notified body and as part of the clinical review process by the noted by body, they will be

2:18
examining those those claims that have been made and challenging and the sufficient level of data and it might not be the level of quality of the data supporting the claim as well those instances where the medical state-of-the-art overtakes the existing clinical performance of your products. And at that stage it may be that you have to reduce claims again so as not to confuse

2:51
and against the medical state-of-the-art as well. So secondly, moron and performance statements rather than effectiveness statements. And if we look at the way that the notified body assesses clinical data that's actually in Alex, seven of the of the regulation.

3:11
And in terms of clinical evidence, you can see that there are a number of personnel involved in notifying bodies including product reviewers, quality management system, site auditors and the clinical reviewers. And and if we look at the clinical evaluation assessment here, you can see that the notified bodies to examine, validate the manufacturers procedures and documentation around clinical evaluation

3:43
around most markets, Valance post market clinical follow up, that's a look at the interface with the risk management process. And because we spoke about 3 aspects yesterday of safety, performance and effectiveness, and they will appraise and analyze the available data in terms of the clinical data that's supporting those claims. And of course, both the safety profile and the performance and effectiveness

4:14
and challenge the conclusions that we draw

4:17
from the clinical evaluation report. And you can see that the notified body's assessment of the clinical evaluations covers the intended use that is specified by the manufacturer and of course, the planes would device defined by it. And looking at how you planned the clinical evaluations at this stage then that if you do come across a new plane and you are planning to introduce that new plane to your into your product

4:47
information,

4:49
then we are going to be very interested in having you both firstly achieve that sufficient level of quality that leads to. Then secondly and how you plan to maintain that through post market. So as we said, you have to then or we would expect to see the post market clinical follow-up fund changing so as to focus not just on the original claims but on the extended claims. And we look to see what the methodology for the literature,

5:20
they're too big because again in terms of the literature search, if it's all focused predominantly around information

5:28
supported the safety, performance and effectiveness of the original claims, then it may be that the new claims and opened up a new target population. For example, they may open up their new clinical procedure, they may open up the new

5:47
therapeutic pathway, they may have different alter therapeutic or diagnostic alternatives. So therefore we'd expect to see that the literature search criteria and be updated to incorporate those new claims as well. And of course then the extraction of the relevant documents from that literature searching the

6:08
subsequent evaluation by the clinical expert and obviously the validity of the equivalent fade in relation to any devices we are demonstrating equivalents. And and looking at the justifications in relation to non flipbooks investigations or post market clinical follow up. Should you not be relying on,

6:33
you know with an independent clinical study

6:36
as you can see from here in relation to clinical data from the clinical investigations that are in the evaluation, there was 5 building will question to ensure the conclusions drawn by the manufacturer actually valid in the right to be approved clinical investigation.

6:50
Thanks. OK. I'm going actually to the the data itself and it's been generated and gathered rather than just the evaluation. And so that's one aspect of the of the clinical review. And obviously one thing that you have to be cognizant of is that the notified bodies are looking at whether or not the clinically valuation of notes and and adequately addresses that the actual safety and performance requirements and that it's appropriate aligned with the risk management requirements

7:21
as well. So again you can see you know a a very, very clear and sort of acknowledgment of not just performance and effectiveness but safety as well coming in from the risk management system.

7:35
So who asked that question? Was that you, girl?

7:40
Yes, I did

7:42
suspension

7:43
that were just OK. And Nadine regarding the clinical Development Fund, we in vitro tests and annual research also be included in the CB according to levels of the Clemens absolutely they need. I think if you if you if you go back to the

8:00
the source of clinical data and the

8:05
actual definition of clinical data is that it's on humans. But again it it doesn't sort of explicitly state that it the European medical device regulation saves means information concerning safety of performance that is generated from the use of device and is sourced from the following. And so we sort of don't get that inference at this very moment in time that it's

8:35
it's humans, but that when you look at the

8:38
focus which is clinically investigations and what you can see is clinical investigation by definition is a systematic investigation involving vulnerable human subjects. So once you can definitely incorporate it in your clinical development stages and

8:57
it will be noted that it is not critical evidence. And so again, you can in these different stages set out what clinical evidence you want. But actually it's a really good idea to begin thinking about what evidence you use. Now, if this is just toxicology, toxicology. If this is toxicology data, if this biocompatibility data, if it's sterility, sterility data, then of course that's more in the boundary of the

9:28
design verification design development plan.

9:32
Whereas if these models that you're using it, it's known. If it's in vitro tests and animal research that is clearly focused around some aspect of performance or safety in a living system that is then extrapolated into human. And then of course it's going to be incredibly valid. And you know a typical example because we mentioned yesterday would be some sort of simulated fusion system

10:03
and there is a laboratory based using go bank syrup as opposed to blood or some other sort of equivalent

10:14
biological chemical substance. But if it's then bounded in a you know well controlled study and it's focused around something around performance let's say the and it would turn out the biggest team turbidity yesterday or we could look at the and we we we we could look at the degradation with it the the valves or anything like that then vasculature and then it becomes incredibly relevant and that's what will happen then is that the results of those

10:45
non clinical tests and will be used in support of the critical investigation application. Because you'll basically be saying look as we we've proven that

10:58
let's say the the panties and biologically safe within reason before we produced test on that humans and I would also demonstrated that the system is biologically effective performing as well. And so typically that clinical development but will look at both clinical and non clinical evidence and of course that would be at the very sort of the exploratory or confirmatory phase.

11:29
Just trying to going first.

11:32
But again, it's really worse and

11:36
sitting down as a team

11:38
with the key Athenian leaders with your scientific Advisory Board, with the people, with your RMD or whether and it's incredibly familiar with the,

11:50
the testing, the nonclinical testing devices would really starting to aggregate those tests and thinking about putting them into the clinical gun one, would they be fastest clinical evidence? No, they wouldn't. And that's the clinical data or clinical evaluation results that are of a sufficient amount of quality to allow qualified assessment of whether the device is safe and achieves its intended clinical benefits when used as intended by the manufacturer supports. We're not intending it to be used in a laboratory on main

12:20
testory returning it to be used with patients, so that that's the evidence that you'll be generating under the CBP. Does that make sense? Maybe

12:34
are you doing this perfect? Thank you very much. No no problem. No problem. Alright guys. So if we just,

12:44
Oh yeah, sorry,

12:47
no

12:48
recording in progress, OK. Yeah, We just remind ourselves about the the, the, the type and extent of evidence that we're seeking. We we know that

13:01
from the clinical development plans have been made from that sort of pilot exploratory phase is it to be post market observational phases And of course technologies over years then become understood as well established as I said within the European Medical Device Regulation and that that that sort of wording is now being booked into the bedrock of of that. And we mentioned yesterday that the novelty of the device in terms of

13:31
and claims in terms of the intervention will also drive and your clinical development environment. Obviously you would imagine that regardless of whether it's a Regulatory agency, whether it's a health institution or whether it's the probably and if you have something that is highly normal and then we would be expecting to see a higher degree of evidence generation of course

14:02
quality. And that enables us to be able to and ensure that all safety, performance, effectiveness aspects have been covered around the lifetime of the products as well. So as we know multiple products that could be decades. So we have to ensure that the clinical study design is appropriate that it is capable of being extrapolated across the lifetime of the device and you know supportive

14:32
please very, very solid post market studies as well as we said for certain plus three medical devices. And once we propose, we now have this clinical evaluation consultation procedure

14:47
which then provides opinions with respect to the the, the clinical development plan and of course and the subsequent clinical evidence that is being generated and gathered in the these are experts panels that have been brought together independently by the European Commission. And

15:10
so we could just have a look at the expert and also

15:25
you can see that we have expert panels under the field of medical devices and Invitro Diagnostics. And you can see the profile of the experts who are providing opinions and

15:42
also involved in what we call the evaluation consultation procedure as well as the assessment or a decision by the Medical device coordinating group to evaluate the clinical evaluation assessment report by the notified bodies as well at certain points. But you can see you know the the experts coming at least 10 years from relevant professional experience a degree in the relevant medical or scientific areas. The reason scientifically

16:12
got it that predominantly is because of in vitro diagnostics and what panels are they. You can see that we have a screening panel that's made-up of scientists and clinicians, supermarket looking over the need for delivering a particular scientific opinion. And then we have the more specialized personnel there in terms of the different therapeutic or diagnostic areas and they of course orthopedics is both therapy and diagnostic as as are all deal

16:43
the panels that you can see that um

16:46
start from the metro diagnostic panels of course which will ID and you can see a number of the documents that are produced here. So I'll just pop this into the chat for you all.

17:02
Nobody.

17:05
You can see the the documents that are produced and they're really, really

17:11
valuable documents because the way that you get to see how the experts sort of assess and scrutinise certain

17:21
certain decisions or the evaluations. So yeah, let's just have a quick look at what we've got.

17:35
D

17:40
separate the right sports opinions here. That's stable.

17:45
This is an ID's account so

17:48
trying to find this one that is non AB related.

18:03
Yeah,

18:05
the list of opinions that are being provided,

18:09
you can see predominantly we're looking at those in there around the circulatory system would not have any on endocrinology, diabetes, obstetrics, gastroenterology or respiratory systems at the moment.

18:21
And so we've delivered several people cycle to almost 10 probably and

18:28
11 and where we can see the opinions being delivered for certain device grouping. So it will just take the sample of the latest in the circulatory system

18:42
and what we can see is that we have a structure to the opinion which is looking at the decision of screening experts, the notification of the notified body and Commission regarding the attention to provide an opinion. So in this one, it's the consultation procedure, but it's not the consultation with the manufacturer, it's the decision by the expert opinion expert panel to provide an opinion in the context of their consultation

19:13
procedure where the clinically evaluation has been assessed by a notified body. Thus the opinion is actually an opinion of the notified bodies clinically evaluation assessment report. So if you imagine that as a manufacturer you will have submitted your technical documentation to the notified body

19:35
and as you do that the application is recorded, is available to the European Commission through you tonight. And the European Commission will use the screening panel for Class 3 medical devices and class two and three implants and Class 2B devices that administer or medicines. And then they will be taking decisions based upon the intended purpose that you've written into the technical documentation.

20:05
It was now the application and the novelty of the device, the novelty of the actual intervention and of course the risks that may be presented because of the the the profile devices. So for example, we've had a number of concerns associated with metal on metal implants we've had a number of concerns over surgical meshes. So one would expect that if they

20:35
that new metal on metal or speaking plant was to be applied to talk node or to Bryan, sorry, so OSI. And then what would happen is that would flag the Commission to make a decision from the screening panel as to whether or not they would like to make an opinion based on the

21:01
assessment of the noted my body and the assessment of your clinical evaluation report. And so while you get CE

21:09
is a little bit about the medical device itself, in this case it's cardiac defibrillator obviously across three active implantable medical device. And you can see the decision of the screening experts is that they want to provide a scientific opinion and they want to understand why. So what you can see is extravascular is a novel approach to prevention of sudden cardiac death. So as we were saying before, we're now in a situation where we can see the high

21:40
not guilty that has been expressed by the screening panel at the time of providing this decision. There's no other devices on the market. So again, if you're doing a clinical evaluation

21:53
and people obviously would be likely to discuss the way you sit in terms of the medical state-of-the-art, We like the discussion about other devices in the market. And indeed, there's an opportunity in the technical documentation. It's section one for you to give the description of the devices in the reference to previous and similar generations. And you can see that we'd like you to give information about

22:23
and identified similar devices available on the Union or IT international market. So it's not explicit that it just needs to be C mount. It's explicit that similar devices do exist, explain their existence and markets of which they're approved.

22:41
And as you can see here, you can see there are no other devices on the market, no to the corruptors which will be compared in full extension device in question. In addition, recently published 24 data indicates a 7.3% rate of major complications six months after implementation, indicating that potentially significant health impact. So again, we're already looking at the extra panels are aware of published data

23:12
for this particular type of device here

23:17
unfavorable in terms of any claimed performance or efficacy and of course in terms of complications, the safety profile of the devices as well. And

23:31
as you can see that there is a decision to provide the opinion here. And then what we look at is the decision around the novelty. So there's even no novelty ending the device nor clinical procedures novel or the device is novel and the procedure is done with the procedure being the clinical procedure to be able to

23:51
that place. And

23:53
and it may even be to some like some of my Decree surgery and pre surgical assessment, it might be the intra

24:05
surgery or intra medical procedure and it may also be the post procedures as well. So there may be follow-up procedures that are also novel and the mind require diagnostic interventions that are less routine in in that field.

24:23
So again, those 3 aspects will kill writing your clinical valuation, your clinical development plan. You need to be prepared, you know, to discuss the, the numbers in terms of the device, the procedure. And we talked about usability yesterday with Molly as well. And again, you would be looking at the, the, the usability as part of the nobility in the procedure as well. So if it's a very,

24:54
yeah,

24:56
in this case the cardiac surgeons or the catalog

25:01
finishing of employee a well defined procedure something with their they'd be trained to for a number of years then it wouldn't be doubled. Whereas if they're now going to tempt to learn a whole new and implantation or medical technique and then again that would raise the question around the novelty that would procedure and you can see subscription of the novelty to give some further understanding

25:30
that that gives an overall degree of the novelty. And in this situation that's what's leading the expert opinions to say guys even though we have a notified body that's got an internal clinical reviewer, an external clinical experts and as a high risk medical device with a high level level of mobility, we're justifying delivering an opinion on the CAR, OK. So again you can see the type of information that that is brought together as part of

26:01
if you want the assessment and you can see that there's the novelty and they were right, but the overall degree of novelty and then uncertainties surrounding it. Then the possible negative clinical health impact resulting from the novelty. And as you can see they're utilizing published available information indicating complications and therefore you know you can see that they estimated that there is moderate clinical or health impact.

26:31
And as you can see this need help certainty not only no clinical health impacts but also possible ones conceivable uncertainties as interests should be taken into account here. So they're making a decision for the device that they want to offer an opinion on is piling up on

26:50
presents with a moderate political or health impact. And and as a result of that finally the third criteria is whether or not there's been a significant increase of serious incidents of specific group category devices relevant for the device under assessment. Now if you think about that in the context of the evaluation and this is a quite a good screening to basically say, hey guys, let's discuss in the clinical evaluation the degree of novelty.

27:21
Let's discuss the level of impact in terms of clinical or health impacts and based on the intervention. And and then let's also have a look at the

27:34
I was market data that we have to see whether or not there is been an increase of serious incidents, which of course if this is a + 2 way above device needs to be discussed within the periodic safety update report as well as discussed within the boundaries of the vigilant systems that you have. You can see the panels that are required. So they bring them down into different categories of devices within those therapeutic areas. And as you can see, it's category three within the circulatory system which are

28:05
active implantable cardiac devices and and then we can begin to start seeing the actual scientific opinion and the thematic expert. And

28:16
so again semantic meaning that there is a systematic process of evaluation of the evaluation assessment report and you get a summary.

28:26
But if we just look beyond for summary which is talking about you know the adequacy of all of the evidence, we can see the detail and aspects of the opinion that it's something that you guys can use in terms of your own clinical evaluations. Because again, what you can see and apart from the overall opinion, the MD's assessment, this would be your overall opinion of your evaluation. And you can see

28:51
that that summarizing is that clinical dependent data

28:56
provided by the manufacturers adequately assess. And we had the manufacturer presented for this assessment 3 early human feasibility studies. And now they're talking about the actual investigations that have been conducted on the device and they start to explain the equality of that investigation and the level of evidence and delivered.

29:21
But you can see that they then break this into the opinion assessment sufficiency of the evidence. So now this is where we're talking back to this diagram here in terms of you know what will be done in exploratory confirmatory observational phases and what is a sufficient level and amount of physical evidence necessary. And you can see that there was a pivotal study where there is sufficient clinical evidence regarding the safety

29:52
performance and efficacy, see, see safety based complications discuss, you can see efficacy in terms of detecting and treating ventricular fibrillation. And then we're looking at the performance and this is where a lot of the performance has been brought into scrutiny. At this stage, you can see the adequacy of the Manufacturing Benefit Risk Determination and they agreed

30:22
the assessment of the conclusions of the notified body. Potential benefits are discussed here, but they don't agree with conclusions in terms of big risks surrounding the complications that have been identified. And again, this is in your clinical data, you're looking to obtain information about the performance and effectiveness. But of course in your risk analysis you need to be cognizant that there are complications that may arrive from

30:53
your product

30:55
and they need to be extensively gathered, generated and then discussed within the initial evaluation.

31:03
And of course you're going to need to design your studies, any documentation that is being used in monitoring during the clinic investigation so that you can actually assimilate that information and also make the appropriate assessment. And you can see that they're looking at the consistency of the manufacturers clinical evidence with respect to the intended purpose and any medical indications. So again, the importance of describing explicitly intended.

31:33
This is a great starting point here. In terms of what you need to write, would it be section one of your technical file and you can see you know the intended patient population? Medical conditions to be diagnosed beats and monitored. Other considerations such as patient selection criteria, indications, contraindication warnings, all of those help in the formulation of the intended purpose. And of course that helps you think about the full coverage

32:04
that intended that looks by the clinical evidence that has been submitted. Sorry to come back to the CCP and by the way I would send you this, so you got it, but I did send you the

32:18
the other link in there. And then we're looking at the consistency of the manufacturers clinical evidence with the PMC a plan. So again are looking at moving from exploration of the matrix, the observational phase to say people are highly mobile device and that has risks of complications that have been published at 7.3%. And so how are we going to design A postmarket clinical follow-up study to give us adequate

32:49
sensitivity and specificity the triggers should that go any worse really because it looks like the opinion itself is, is is is saying that

33:04
going to recommend that you know that we kind of agree with what the clinical evaluation assessment report noted by body is. But we do want some further things to be thought about which year we can see and more comprehensive analysis of the benefits and risks of the device and due to the currently limited available information strongly recommended to acquire more data on safety and performance of this device. So again you can begin to see you know this this if the notified body has agreed with the

33:35
Sydney marking then you can see that this type of data here

33:41
is going to be required as part of your PM CF plan. And as you can see here this is looking at clinical information as it becomes available in particular with respect to those major complications from device that that

33:59
communicate that sort of failure. And the Britain in this case the lack of work today clinical database pledge partial conclusions and possibly to an underestimation of the true clinical risk for the referring to there is that the actual clinical evaluation of manufacturers submitted did not incorporate the publicly available study that eventually raised the issue associated with the opinion itself which is this published clinical data set here

34:29
the treatment and they'll extradite personal study which I don't know I guess in general New England Journal New England Journal and he said sorry it's early in the morning

34:45
22 October. So it must be that the CER literature that's in there as has missed this for them to be able to sort of conclude right at the very end that they should have

34:58
no um

35:00
taking into consideration that clinical data. So they don't trust the evidence that manufacturers submitted now and to be contemporaneous that it's not up to date, it's not including all the relevant safety information. And as that goes and then what we do is we talk about stakeholder information where available. So it was being invoked area we need to do something else. Are there any divergent opinions between the panel as you can see on that And they've not got any divergent opinions at all. So there's no further

35:32
pizza and that's a really, really interesting journey through how an expert

35:39
medical practitioners and thematically assess and an evaluation or assessment. And that can be equally by two when you write your CR's and you put a view that CEO prior to being published and and placed within the technical documentation. But secondly it's it's it's great really to start thinking about

36:07
how important this clinical development plan is in ensuring the

36:14
the adequacy of the clinical evidence that unique they able to support your intelligence, your claims and and also to stay up to date with any safety information. And of course we've got these mechanisms in place under the clinical evaluation and report evaluation plan that begins hearing Article 61 of the medical device regulations. You can see here and you can see that there is a need for

36:45
and a clinic evaluation plan here. So it tells us that you've specified justify the level of clinical evidence you need and that level is based upon the life cycle, the device. So we're not just talking about how certain point in time will we need a first human study of so many subjects with so much and

37:08
you know and reports that actually talking about. OK. Well when we moved to post market phases and we're a year into providing product into the market or so many patients into providing products into the market then and we can see you know that you're thinking about the whole, the whole life cycle and money is just part. It's a comment in the chat. Is the review happening prior to submission to the notified body and is it mandated,

37:39
dependent just on the race, novelty across great question and 8.8 student. So

37:46
what you can do is if you have a class 3 medical device or a class 2B that is either an implantable product or a device that administers room or removes medicines as part of the conformity assessment annexes, you can adopt. And sorry, it's part of this Article 61, again my apologies. And as part of Article 61, you can actually

38:17
submit or consult with the expert panel for them to deliver an opinion on your clinical evaluation plan, your clinical development plan. And so you that that's obviously prior to submission to the notified body and in the case of the actual evidence that we're seeing here in the clinical evaluation consultation procedure report by the Commission. So now we're arriving at a decision and by the screen

38:47
experts understood and the delivery of the scientific opinion based on the clinical evaluation assessment before what is happening is it's part of Article 55 where we now have the mechanism of scrutiny of certain of St. devices where you have already submitted your technical documentation and application to the notified body. They have already reviewed your technical documentation, quality,

39:18
clinical valuation report and it's at that point that the scientific opinion

39:25
sort of the expert powers have said now that you've delivered your assessment of the report, so the manufacturer will have the CAR,

39:34
the mission will have the CAR and then they'll deliver an opinion. So it's after

39:40
you submitted to the notified body and but it's it's actually quite a good mechanism because the notified body doesn't have to agree with your opinion. So you know they they could take it into consideration. It's published for the manufacturer as well. So if you imagine reading as a manufacturer, so that these statements in here at the very rich statements, they're not, they're not sort of saying that your property is dangerous. They're not saying no you.

40:10
Upgrading to being on the market they're saying it's a lack of evidence in certain areas around complications gathered the evidence you know so it's helping in all some of the post markets or it might be you know the the manufacturer may even derive from this that the clinical evaluation and the benefit risk decision that they made isn't quite as strong as what they thought it was to go to market yet. So they manufactured may even make decisions that they have

40:41
like to place the products on the market until they may be undertaken with the study and which actually would be quite interesting to just get an idea of the so single chamber extravascular still there

40:55
and it would just go to clinical trials.

41:08
We took Chuck you know familiar with it.

41:14
OK,

41:18
I didn't need to do that

41:20
already in the weekend.

41:25
We don't

41:34
studies explicit,

41:37
OK?

42:06


42:25
Evidence.

42:40
Syracuse The Beast there, coming up with leash.

43:03


43:10
Change date.

43:14
Yeah, this is true. Yeah. So there we go. Yeah it's single centre.

43:21
So it it it was sort of like there any post market studies that have been published yet by the manufacturer or even raised. So one would say that they're probably gonna put back into their own post market surveillance system to review the complications. So the product will become seen marked the replacing of the market edged by the

43:41
very basic search. After that I might have to be a little bit more in forensic keep the way that I write the search criteria booked and we can see that that may influence further and post market. So further confirmatory studies rather than postmarket studies again. So sometimes you may modify your study design as a result of that as well. And

44:07
um, I'm sorry, Molly, does that answer your question by the way,

44:13
thank you. Is the CCP absolute? Is the clinical evaluation consultation procedure generated for all devices submitted notified body. Now the CCP is for Class 3 medical devices

44:29
and it's also booking unstable devices and it is devices, excuse me, that administer or remove medicines. So there's a certain list of devices mentioned here. So it will say

44:50
conformity assessments and pass through to these. So it says

44:59
sure,

45:03
yeah,

45:05
it's probably their site tools,

45:20
yeah.

45:21
So it's the Class 3 plants that devices plus to be active devices intended to administer or remove administer product. So it does actually exclude us to the inflatables. I was incorrect there, although I have seen

45:37
no speaker something classified, sorry. And so that's the mechanism, that's the recycle that brings it to line Article 50 and in Article 54 and an Article 55. So that that's the list of devices. Although again, there are mechanisms in the articles themselves to have

46:02
look this that you should see implementing acts or delegating acts that may change that.

46:16
So

46:19
assessment,

46:28
OK, there's no implementing acts that can subvert that. I think you might find them in 61

46:35
in the clinical evaluation,

46:43
yeah. So there's a possibility that should any lower bus medical devices to begin to present risks associated with clinical performance. There is an implementing act where the Commission can basically specify types of device groupings that fall outside the class three of the two B device groups that would that that were stated in the recital.

47:09
So again there is there, there is an ability at certain points for the Commission to provide an implemented act for other medical devices and therefore enabling them to deliver a clinically evaluation consultation procedure for non pass three non class 2B devices that administer or remove medicines. So yeah, does that help? Lubner, are you clear that it's only for those types, those groups?

47:39
Thank you for your answer. I just have one question related to this as well. So if the manufacturer is interested in this CCP, where where can the manufacturer find it's in It's in new Comet? Or just. Yeah, requests

47:57
London.

47:59
Yeah, sorry, I didn't mean to crush you then. And it was a

48:05
so Wi-Fi and clinically evaluation consultation

48:10
and procedure is

48:13
let's just hope that

48:17
Melbourne

48:21
IT is,

48:23
that's my ticket. So it's not recognition.

48:27
So we're not giving a link in the

48:30
UM.

48:31
So

48:33
there's a current pilots at the moment where

48:37
teachers who are developing Class 3 or Class 2B devices that are ministering or removing medicines, if you wish to access the expert panels, then there's a period, I think that the the time period is is is open now, the window is open now for you to gain scientific advice. It's run through the European Medicines Agency and I'm just trying to find where the hell up.

49:08
I didn't get that detail for you

49:10
because it's really important and

49:14
there's an information session on the pilot there. Look,

49:24
today was that was on the 25th of January.

49:29
Yeah,

49:34
I'm going to give you that QA second find out

49:38
you just click through that Q&A and find all of the information and it it was open until 23rd of January, but it's reopening again for another intake where you are able to go and seek an opinion from that same panel that if the CCP. So before that that so as Molly had said, is this before or after you've got the notice, I've got it in the pilot, it's before you go to the notified body. So you can actually as you're beginning to sensibly see clinical development

50:09
he studies, you could basically say right, we've got this device, it's quite novel and or it's high risk and this is the information that we and we intend to gather. This is the clinical study design across the different stages, the exploratory confirmatory observational phases.

50:32
These are the endpoints that we're looking at. This is the safety information, these are the complications that we're looking for. And then you can get a, you can get a decision and there's a lot of information in the questions and answers is good because that gives things around the timelines of the pilot. And so you can see you know lots of questions in there. What's the scope what type of advice how the expert panel and decide what what advice because I've got to prioritize the moment. He said

51:03
you know it's gonna be based upon how novel the devices are. It could be those 3 categories that we looked at. Remember that we said it's gonna be based on the the novelty of the device. So if you've got something that is really novel in with the device and the procedure or device for the procedure and they'll also be looking at the degree of novelty. So is it high level and if you read that you can see get gain an understanding why they consider that to be high rather than low and

51:33
and then it's around the estimated severity medical and health impact. So now we're looking at is this life sustaining life supporting, will this dramatically change quality of life here is in the patients, will this change quality of life years within a vulnerable or at risk cohort like Pediatrics or

51:57
pregnancy or any disease groups? And then finally, is there a significant increase of any serious incidents in the category of devices that are under assessment. So for example if you you're developing a new surgical match, you already know that the answer would be yes here because of the number of published complications aligned with surgical measures now. So you could go up to the pilot and so they'll decide based on triaging

52:30
and the novelty, the clinical impact and the current complications that exist within devices in those categories. And they'll then you know help you understand whether or not they want to review your clinical development on and and and you can see part of that review of the clinical development plan, the actual regulatory requirements in CAR here should be

52:59
clinical development plan

53:10
7.

53:11
So that's the close you're invoking to be able to go and consult with the expert panel. So you can see for Class 32B devices is the manufacturer of me higher to its clinical evaluation or investigation consulting expert panel with the aim of reviewing the manufacturers intended clinical development strategy and proposals for clinical investigation. The manufacturer should give due consideration to the views expressed by the expert panel. Such

53:41
consideration should be documented in the valuation report and the manufacturer may not invoke any rights to the views expressed by the panel with regards to any future conformity assessment procedures. So just because you've gone to the panel doesn't necessarily mean that the notified body will agree with your clinical evaluation. You know and if you if you follow the recommendations of the opinions from the expert panel in terms of your study design, the outcomes you know, the

54:12
reservations that you you need to be, you know, making

54:16
and then

54:19
you know there's a betting the person. One would imagine that the odds of being successful, provided the evidence demonstrates that you've achieved your claims and you safely grow file and your intended performance. And then the answer with you rather than against you now that you saw that opinion.

54:38
OK. Any question, any further questions on that one, Lubner, did that help?

54:44
Yeah, Christmas. Thank you. Yeah. Have you got the links in there as well? So you can. Yeah.

54:55
I'll revisit those later. Thank you.

54:59
No problem. OK. So

55:01
now what we're going to do is going to get into a little bit more around the clinical investigations and and and you know just get an understanding briefly of the European US approach to clinical trials, clinical investigation, clinical studies. And the first really is that we are looking you know to support claims for looking to explore or confirm safety and and they're also looking for the effectiveness

55:32
at the intervention. And of course that leads us to making statements around clinical benefit and risk because ultimately that's the name of the game isn't it that's you're producing a medical device will when when anyone develops a medical device, I don't think anyone ever sits there think you know this is we're developing it to be unsafe and we're obviously aiming to be safe which is free from an acceptable risk. And we're also aiming to then once we've got to that level of safety,

56:03
we've got freedom from risk and

56:06
we will benefit. You know the benefit is that positive impact of the device on individual health outcomes as well as those positive impacts on patient management or public health. And the really, really important discussion topics. And I I think I gave the example yesterday with COVID where you can have devices that are inferior to each other

56:29
in terms of performance and effectiveness. But provided it's claimed as provided people know there may be situations where your device presents a higher benefit on patient management or on public health. So again those discussions need to be had. The clinical evidence that being generated and gathered needs to be evaluated, assessed that discussed, but ultimately it doesn't preclude you then from placing products into the market. And what it does preclude

56:59
as if you've got if you're in the same category device and it it does not perform as well as other counterparts, you have been incredibly clear on that and of course it did the performances related to safety, then it's going to be clear that you're not producing a high level of protection according to the state-of-the-art. The devices can have different performance claims, they can have different performance outcomes and they can also have different levels of if a benefit to

57:30
and the the the individuals that you intend to treat or diagnose as well as the overall impact on patient management. So just bear that in mind. In terms of the US we've got a clinical trial glossary here. So you can go to these links and file and and and find a a glossary. Sorry. I think

57:54
and I think

57:57
and there's all sorts of bits and pieces in here where we can see clinical benefits and intervention may be sent to confirm clinical benefit if it prolongs life,

58:08
improves function or improves the way patient feels. In terms of the benefit that we've discussed, we can see that that is meaningful, measurable, patient relevant clinical outcomes and including outcomes related to diagnosis with not just as in the grocery years spent, but it's relating to therapeutic intervention. And there's all sorts of bits and pieces in here that help you understand the types of study design, the types of entities

58:38
which is a sponsor of the subjects and participations. Just so you can get your vernacular correct, particularly when you're reading guidance, but also when you're not communicating with the US Food and Drug Agency in order to be able to articulate exactly what sort of clinical investigation or clinical trial if you wish to conduct. And in terms of the clinical benefit, we've already you know discussed that that with it

59:09
and the context of Europe. So for the regulatory requirements in the USA, one of the best sources of information that we can go to is the guidance on clinical trials and and it's quite extensive. So you end up sort of seeing quite a huge number of documents here has gone through the global blah, blah, blah. There's lots and lots of stuff. And realistically what you've got is different topics. So you can sort them by

59:40
topic and you start to realize that there's sort of topics around study designs, topics around the regulatory aspects of medicines, biologics, cosmetics, but also medical devices in there as well seeking distinguishing team and those that are general advice as you can see clinical, medical.

1:00:06
So you've got some

1:00:08
relevant there because we got digital health technologies that you can see we've got these relevant because this is ethical considerations for clinical investigations involving and medical products. You can see that the guidance is either in the draft or final and obviously the final guidance says,

1:00:33
but I've been challenged by a lot of US regulatory attorneys and I guess the final ones are

1:00:42
evaluated and taken into account by the FDA

1:00:46
and their accessing your clinical trial applications or when they are evaluated data that has been obtained from clinical trials within the US and in draft. That simply means that the FDA along with experts has put together the guidance and there will be a consultation process. So it's always important to read and the actual guidance there and then read the Federal Register notice because that will give you information about when final opinions

1:01:18
it's been returned by manufacturers and any other stakeholders. And and then you know you can get to see what's what context it's in and you can see two status, they've got Level 1 guidance draft. So that means it's not for implementation, it contains nonbinding recommendations. That's how they gets the guidance level. But it is you know really important to see and read and get a feel of of exactly what

1:01:49
what the US FDA is thinking about in terms of in this case clinical investigations in children.

1:01:56
And of course then you can also assess any of the submitted comments. If you start to see comments from sort of health institutions, if you see them from you know very reputable and bodies and they are sort of quite negative to the to the to the documents, then you've got, you know, you've got the knowledge that there may be some, that there may be some pushback

1:02:26
and and again you can see there are 43 comments that are being published in there and you can get more details when you actually start to browse them. So just click on the browser in the comments and you can see that there is a reputable society, that reputable society and a manufacturer

1:02:46
with the peaceful society. So you can begin to see exactly what's what's being said and done about the the comments and you can actually download those. And then again that will help you understand a little bit about the current state-of-the-art.

1:03:03
This is it, you know, if you were looking at buying studies associated with children. So I wonder what they're saying. So they appreciate the attention paid to the issues that pediatric research agree that clinical investigations are essential rotating between safety and effectiveness

1:03:21
where the more research is quite pediatric cancer

1:03:25
and we've got some information about the survival rates in terms of myeloid leukemia

1:03:35
create council by pediatric humility and give me a different number level manual works OK As such we urge the agency to include language in this guidance recognizing the molecular differences. So conclusion is thanks to the guy this is great. Just add molecular differences if you can so that we could distinguish between adult and pediatric populations. Great. What does that tell us what we designed the study with children. It means that you know we can, we can

1:04:03
particularly when we're working in child cancer, we can now incorporate that. But we're also know that these guys are not against the FDA's guidance that is published in there. They are augmenting that guidance in that area. So again just important sort of background research and that gives us a good knowledge of the current state of the arts and going back through the guidance

1:04:27
documents and you'll also see in terms of topics and you know that that there are certain groups that are that are discussed, we'll keep going through.

1:04:41
You can then begin to see what the clinical investigators need to consider medical design, good clinical practice. So adaptive trial designs that are called adaptive trials, which you can as we're moving through the evidence generation and start to discover new claims, we can change the arms of the city and then we can adapt in the arms of the study, we can adapt the study endpoints and adaptively. So again that's requires certain products

1:05:12
and and then we've got device and drug safety, safety reporting. So again, you can see it saves drugs and devices, so you know what responsibilities the investigator will have in terms of adverse event reporting.

1:05:28
And during the studies you can see electronic good clinical practices. So this is informed consent and parts 11 which are all applicable to your medical device. So these will need to be read and understood, particularly if you're preparing electronic documents with your clinical study sites. And obviously we've got general principles of software validation and around the investigation of medical devices. Let's have a look at this. Anything else, so

1:06:00
specific nature in terms of medical devices, you also get actual categories of devices discussed in the guidances. So if you've got a particular type of medical device, it may be that they produce some further guidance on the trials associated with those device groupings and we'll see if there are any and this is

1:06:27
and be trying vestigation

1:06:30
support,

1:06:37
yeah,

1:06:46
there will no more explicit ones. And within the clinical trial guidance, you'll have to have a look in the medical device guidances that we have to be a published as well showing those involvement because they're not incorporate something. But I was just going to look at the physical evidence, which I think was on this page.

1:07:13
See you later.

1:07:22
There we go

1:07:26
one,

1:07:30
but they don't know we'll go, we'll go in there we'll we'll do the next bit anyway. But again what the point being here is to then take down and consolidate the guidances like I've done here and they're all hyperlinked. And so that you can really take into consideration any sort of explicit medical device related or just study related and guidances. So that you can you can consolidate what

1:08:00
exactly the FDA or expecting more than requiring terms of the child design and the requiring in terms of good clinical practice where they may be requiring for particular certain treatment groups or maybe what would they be requiring in terms of some of the design considerations for certain and clinical investigations. So again that that that design consideration for pivotal study design is a final guidance and we notice in the final context issue we know whether 2013 it's been

1:08:30
except it's not final guidance. So again you get to see you know the regulated framework types of devices, the importance of exploration studies, what we wanted to do

1:08:40
clinical outcome studies and we sustain the quality of those studies and so on so forth. So if you're designing clinical studies for US this would be one of the most important documents City would be putting together for certain treatment groups though you may have some additional guidance. So I don't know if you if we just looked that implants for cardiac pacemaker

1:09:03
and that we're discussing on the CCP and so

1:09:14
say I see these

1:09:17
FDA guidance,

1:09:23
so we find these guys supplements now and again

1:09:28
you've got the different document types,

1:09:31
the guy that stuck you instead

1:09:33
and then you've also got topics

1:09:36
and you've got the the things around medical devices as well. So you can sit here and number of medical devices in here. Again you can see there are 52 from 618 entries and the

1:09:50
that may be applicable

1:09:52
and we show you can look at the different types of devices where there is guidance and so I've got big books the same on

1:10:04
ministry guidance. Yeah, this is just something that

1:10:10
guidance for them for consideration, penny injections,

1:10:15
what is it?

1:10:17
Well, that's not.

1:10:23
I would love you.

1:10:25
You keep,

1:10:28
right? So that's the server, but not I'm calling this

1:10:34
stupid.

1:10:35
I'm saying that.

1:10:37
Hey Cortana,

1:10:40
the clicker skills I see uh when they put

1:10:44
but it provided

1:10:47
the door

1:10:49
the most.

1:10:51
I probably say sign

1:10:55
the problem.

1:10:57
Cortana,

1:10:59
you hear me? On the street

1:11:04
they exist.

1:11:06
Where is the guy?

1:11:11
Yeah,

1:11:15
additional device

1:11:19
America

1:11:21
in my moment.

1:11:24
Yeah, sorry. Could you?

1:11:26
Yeah,

1:11:29
shipping number

1:11:32
information.

1:11:34
That's what you should see,

1:11:38
that is.

1:11:40
Yeah,

1:11:43
right.

1:11:46
When you say something

1:11:49
nationwide,

1:11:51
mind you, what's the point?

1:11:54
Just call me back.

1:11:57
Yeah, yeah,

1:12:02
yeah.

1:12:04
Criteria.

1:12:06
You see this

1:12:09
if you're not.

1:12:12
Thank you.

1:12:15
Thank you

1:12:17
actually. Sorry,

1:12:19
BX

1:12:21
exception

1:12:25
maps.

1:12:27
You should get some ideas.

1:12:30
Program

1:12:33
Hello

1:12:35
Next

1:12:38
decision tree 1st. And in order to make sure that the device that you are wishing to do the study is required to have that clinical data and then again you can begin to conduct the survey

1:12:55
either in abbreviated or full investigational device exemption.

1:13:02
OK. On the EU we have the clinics investigations.

1:13:10
Would you mind just go back to that slide in the decision tree? I just wanted to

1:13:15
Internet.

1:13:17
Thank you.

1:13:18
Going to get a picture of it. So

1:13:22
you got it.

1:13:27
Yeah, check the version as well because I think when when I did this,

1:13:31
it's about 12 months ago.

1:13:36
So just go back into the source documents as well

1:13:45
Cortana

1:13:48
and in the EU the requirements for clinical investigations that we find under the EU MDR

1:13:56
just close if you want to add into the yeah. And in there they begin with the chapters on clinical evaluation and investigation, begins with the general requirements regarding clinical investigations. And that talks about establishing and verifying that under normal conditions of use of devices design may impact the way that's suitable for one or more of the specific purposes listed quite one of Article 2, which is a medical device

1:14:26
and the clinical investigation should be designed authorized, conductive, recorded reported. So remember that. So we've got stuff around the the, the study design

1:14:36
and we got the authority in terms of the and

1:14:43
acceptance to be able to move into clinical investigation because again there are ethics and

1:14:51
there are um

1:14:54
questions around

1:14:58
the utilization of available clinical resources to support those observations as well. So as an ethical decision that is made but there's also a practical technical decision. So for example if you have a well established technology, you know say look for the purpose of seeing Mark you know do a clinical study to say that this nail that has been in existence for 200 years is is safe, effective. The guys might come back and say well now that's a well established technology

1:15:28
under the regulation and we've already 76 M from clinical investigations. You don't need to generate clinical data on your device in the context of an investigation you can do as part of the post market clinical following. And so as a result we can't authorize the, so the so there is a point where you are gaining through application authorization to conduct the, the studies and obviously in most if not all jurisdictions in Europe and that is

1:15:59
refuse to conduct letter. And obviously we need to make sure that you conduct the clinical investigations in accordance with the articles here in Article 62 through 2, Article 80 and any delegating acts that maybe didn't place under Article 81.

1:16:22
It's implemented apps. And of course, the rules of the game for clinical investigations are also described in Annex 15 of this document as well.

1:16:33
Remember, they have to be designed, right. They have to be authorized

1:16:37
and by the Member States and they have to become books and write. And in terms of good clinical practice and in terms of the compliance with the actual clinical investigation plan, they have to be recorded and reported in a way that fulfills the criteria that was then defined within years. So recorded in the sense of

1:17:04
documentation practices and ensure that the documents are contemporaneous, making sure that they're, you know, they're not falsified, making sure that they are complete and and and obviously confidential as well. It's a another part with it. These regulations and of course reported basically means that you know if you conclude the the, the, the, the investigations, at some point you're expected to publish the results of those investigations. If you have

1:17:34
very serious adverse events, adverse events in the context the investigation, we expect them to be reported and in accordance with the requirements laid out here in the in, in in the subsequent articles. And what you can see from the structure down here on the left hand side is we begin with a little bit like a process with the general requirements starting here in Article 62 and you can see the construction of that article is 7 sections. There were seven sections. Talk about it

1:18:05
underlying law

1:18:07
and and then what we got is what the sponsor needs to be. If there is responsive outside of the union then there needs to be a natural legal person in the union as its legal representative and they'll be responsible for ensuring compliance with sponsor obligations. So to make trial and show the addressee broad communications with the sponsor and within the regulation. So

1:18:37
see mastication application goes ahead and make application. You'll make it under the name of the sponsor and then you also incorporate the legal person. If you're outside of the Union, member states may choose not to buy the first some paragraphs that investigations because it was silly on their territory or on their territory and the territory of the country

1:19:01
and provided they ensure the sponsor establishes at least with the contact us and in that territory. So we can also you know take into account studies that are done outside of the union as well. And clearly that's just investigation should be designed and conducted in awhile in a way that the right safety, dignity and well-being of subjects participating in clinical questions protected. Again you know making sure that we're not sort of

1:19:28
doing clinical investigations on on subjects who did not consent, did not have the capability to consent and are vulnerable or target population or prison communities or some sort of been. You know where right safety, dignity, well-being is is at risk. So something in the European Union that we and and in many modern and jurisdictions are very cognizant of and they need to be subject to scientific and ethical review that stood by

1:19:58
and an Institutional Review Board and based on the health institutions where you wish to coordinate the study, based upon where the investigations are to be held, of course where the study sites exist. And again the ethical review should be performed by an Ethics Committee in accordance with national law. So it depends then on identifying which nations are going to be participating in the study. Is another station show the procedures for review by?

1:20:31
The regulation and at least one layperson shall participate in the ethical review. So what would what have we got? We've got the administrative provisions of where the study is to be performed and the correspondence of the legal obligations. We've got the ethical requirements that are considered in a general sense. There's more as we move through the the the articles and then we've got the process

1:20:59
and

1:21:01
at around the issue which the approval or the authority to conduct them, sorry nothing TV. And if we go back to the top here and the authorization, so Section 4 is about how we authorize the submit. It's on the basis of the clinical investigation is the subject of an authorization by member state, an Ethics Committee has been settled, responsible legal resident Rep is established in the union,

1:21:32
populations are protected, the benefits to the subjects or to public health, justified foreseeable risks and inconveniences and compliance with condition constantly monitored. So again as part of the investigation application, we need to know what those anticipated benefits are. We need to understand what the just the foreseeable risks are and any complications, inconveniences that could be experienced and the subjects or what the subject is not able to give them

1:22:02
don't consent. Then there's legally designated representatives and driven from Article 63. So this is your home button that takes you out into the remaining half, into the remaining articles. But essentially we've got the boundaries of the investigation fact we need the ethics sponsored. Vulnerable populations are protected. Benefits and risks are understood now and acceptable. The subjects have given the appropriate

1:22:33
quote, absence and the rights to duties and physical and mental integrity of the patients protecting and their data. And it's been designed to involve as little pain, discomfort, fear and any other foreseeable risk as possible. And medical care providers and subjects is responsible and by the qualified medical doctor or identical practitioner or whatever and clinician is involved in the duty of care for those patients.

1:23:03
Have you influenced by its impartiality? You know and in terms of the

1:23:11
and

1:23:13
what could you say? Property of the of of the

1:23:18
the studies and the device in question and needs to confirm come forward with the applicable GS PR's and it's only the GSR's covered by the clinical investigation and that may not be conforming at the moment because you're trying to find out if GSP isn't conforming. And this includes, where appropriate, technical biological state in preclinical evaluation as well as the provision is in the field of Occupational Safety Accident prevention, taking it

1:23:48
consideration to state-of-the-art. So what we're saying is that we've got all of these rules to adhere to when we are applying for the study and designing the study,

1:23:59
we also got the products that is then going to be presented within the study that needs to comply with the applicable GS PR's and obviously apart from the aspects for the investigation. So again when you are writing and cleaning clean instigation application, when you are writing your technical documentation, we need to know which PSVR will be the focus of the study and most people will go to the gym

1:24:29
just get out here and say well the focus of this study is to make sure the device achieves performance attended and and that's where we are brought GPR say it's Sarah product. All of these GSR's would hope that be covered through non clinical evidence. So for example we would, it would it will not get through ethics approval. I was saying oh, we want to subject

1:25:00
and a treatment population to a device where we're learning a brand new sterilization technique and we're not really sure whether or not

1:25:09
we can effect. So don't infect patients. You know it would be liable. No, that's not negotiable. You you can't present a device that you do not know whether it will infect them or not to a patient group because the state-of-the-art would have been that you validate your packaging, you validate that your cleaning processes, you validate your sterilization processes prior to going anywhere near patient. Yeah the similarly if you've got an electrical products you're not going to design

1:25:40
child that says well and actually which we we're not really sure what the amount of radiation is that's going to be subjected to the patient would like to do 100 patients to there to see if we overdose or underdose anybody. You know again it's non-negotiable you would have addressed that general safety performance requirement here using non clinical evidence to support the validation when control

1:26:09
of any intended radiation or unintended radiation and dependent upon the the the, the, the function of the formats of the device.

1:26:20
So and Article 63 as we said is your general course requirements associated with the clinical investigations as you've seen that there it deals with all of the necessary setup and administrative and legal provisions around the study. And I you can also see now that it where we've not given confirmed informed consent there are some

1:26:51
uh most and ***** and are involved with connect withdrawal and the informed consent as well. So if for example if you read that any subject or won't subject is not able to give consent and the legal designated representative can take them out of the city and the investigator should be person exercising A profession which is recognized in the member state concerning as qualifying good Lord and investigators. So medical clinical

1:27:22
cancel you know depend upon the, the, the, the, the, the, the type of products, the type of extension of Citigroup and other personnel involved in conducting clinical investigation should be suitable qualified by education, training, experience in the relevant medical field adding clinical research methodology to perform that task. So again the role of the clinical affairs team managed to ensure that the person selected as part of the studies have all got the necessary competencies and evidence

1:27:53
and to be able to conduct and execute the trial, conduct and execute the quality provisions and of course then execute the clinical research and evidence based medicine practices. The facilities where they clinical investigation is to be conducted should be suitable for investigation and similar to the facilities where the device is intended to be used. So again, we're looking at the the availability of,

1:28:23
but you see interventions and the availability of the suitable and representative conditions that the investigation would translate into the real world. And then we've got the different articles. I'm not going to go through all of these, but you basically articles involving informed consent, what happens with incapacitates and subjects. So these are all vulnerable treatment populations. So

1:28:55
and mine is pregnant, breastfeeding women and some additional Nash national measures that may be called Brexit attachment state investigations in an emergency situation ensuring that we've got compensation for any damage liability. And then we moved to this Article 70 which is the real crux of the clinical investigation documentation. Before we move on, I think we've got a question, we've got a break coming up. So Vicky, Victoria,

1:29:26
there there is a product that response defies the medical device and in Europe it is registered as medical device. The FDA defines this product as a real Does the sponsor hacks under new clinical trials list products in accordance with the drug regulations?

1:29:43
Do you intended to be based in the in the US market?

1:29:48
Yes, but uh they uh, supposed to be

1:29:53
dog?

1:29:55
Ah yes,

1:29:58
excellent.

1:30:02
Spaced on it.

1:30:05
Uh. Uh. This product is registered in Europe as a medical device already. And now we uh

1:30:14
try to eat to register in US as a medical device but UH they they see it as a drug

1:30:25
and the question is uh, uh have uh do we have to do to conduct all the clinical investigations for for the registration of it

1:30:42
cancel

1:30:46
you should

1:30:49
particular

1:30:53
very soon. So there may be sufficient evidence that that that took product produces efficacy. So it may be that you are demonstrating that the product that you bring to the market is equivalent to other products that had clinical testing or clinical investigations in the past. So it works pretty much in the same context, but the device world

1:31:22
it's regulated as a drill in the US. Then is it biology or is it a chemical?

1:31:32
I really need this. Already has it.

1:31:35
It's not biologic.

1:31:41
No. No, it is not.

1:31:43
It is not a biological,

1:31:45
is it? Is it derived from an animal?

1:31:49
No, it is not. It is not derived from anymore that it is not UH biologic. So we supposed to be UH as medical device and we have a clinical study for it As for medical device.

1:32:05
And the question is, is if we can uh conduct something like bridge

1:32:13
the study investigation or we have to conduct all the all the studies

1:32:23
send

1:32:25
send

1:32:29
of the the claims that you want to make within the device. They recognize it as a drug product firstly then that would be through cedar and if it's chemical, if it's non biology and then what you would be doing is you be characterizing the drug substance in this case it's going to be subject to CMC. And then in terms of the market authorization would have to have a look at what

1:32:58
talking to tation is sort as part of the

1:33:03
as part of the market socialization documents and whether or not they study is explicitly required to support the claims that you're making. Or if there's sufficient evidence already in the US market that Tyler ronic acid inspecting the treating the claims that you are,

1:33:24
I'm making money. How about you?

1:33:27
Can you spell hydronic acid now? And that's a bad thing?

1:33:32
Spell that word. That's not too complicated and

1:33:41
OK, thank you. Thank you.

1:33:44
Check it.

1:33:47
So it's the conciliatory pair, or is it? For

1:33:51
see

1:33:53
what's the intended purpose.

1:33:59
Joint though

1:34:02
it's for joint uh administration.

1:34:09
Yes,

1:34:17
I'm sure I can have a look for you. I can see a few different devices. Sorry folks out there

1:34:27
in the US if the claim and if it if it's been demonstrated it's effective

1:34:33
against that claim. You you you don't necessarily need to go through any other investigations to support that thing. Instead, what you do is you demonstrate that you need to get particular monograph. You need in a particular.

1:34:49
You know. Uh,

1:34:51
and yeah, a particular monograph actually. And then it's more about your CMC controls around drug substance itself. And and then of course the submission of the dossier with respect to,

1:35:06
I would imagine you will have to do some different things to help clear this because you're talking about pharmacokinetics and dynamics and all sorts of toxicology requirements for drug substance and as opposed to the work that you turn in Europe with the medical device directives of the medical device regulation. So even if it's not then necessary thing to conduct taking trial and I would imagine that the evidence that you have to present in support of the Product Safety

1:35:37
and from the UM see the CEO will be

1:35:45
quite different to what you produced in terms of safety and for the medical device directive. So people will need quite a lot of consideration which regulated as a drug product.

1:35:57
Sorry about that. Not great news today,

1:36:02
but the regulatory references for that. But in the meantime, before we go to the EU and or further into the EU, let's have a break. What time shall we return? My time?

1:36:14
Well, let's take 17 minutes. So come back at 552.

1:36:21
Yes,

1:36:22
thank you

1:36:25
iTunes.

1:36:40
No yet,

1:36:43
Tasty.

1:36:45


1:37:08
Biological.

1:37:10


1:38:47
Speaking of some best yeah, they're just filling.

1:41:18
Yeah, I'm here for you,

1:41:23
so

1:41:26
you don't.

1:41:30


1:44:06
It's you. It was like, yeah, now that license,

1:44:12
hey.

1:44:16


1:44:35
Dot com

1:44:38
well that's

1:44:41
change this.

1:44:44
Are you done?

1:48:08


1:48:28
The collection

1:48:31
three

1:48:32
no. What

1:48:34
there

1:48:35
transitional should be up from the you conduct casually.

1:48:42
There should be No

1:48:46
4

1:48:47
government.

1:48:49
What's the reason? Uh huh.

1:48:52
Give me that

1:48:58
note down,

1:49:03
India.

1:50:26


1:52:35
Not just in Spanish

1:52:38
after

1:52:55
specialist

1:53:02
yes.

1:53:40
No, Sir.

1:53:46
With children,

1:53:49
Really.

1:53:51
We'll see you back at AJ 55.

1:54:00
Even assistant to the

1:54:25
Thank you.

1:54:37
Hello

1:54:39
Victoria. That was an interesting question you've asked with ironic acid. Who really is? So the background to this is that,

1:54:48
hang on, you can't see it intended for arthritic pain.

1:54:53
The FDA obtained 15 independent scientific sources that would demonstrate that

1:55:00
which is the performance and the efficacy

1:55:03
result. So as a result of the chemical interactions with

1:55:09
CD44 cells and and

1:55:13
as there is a a medical device that's to be a physical thing cannot be a chemical thing. So

1:55:21
is that really so I'm assuming Victoria that you gone through the request for designation as recommended by the FDA it there

1:55:30
most recent and then

1:55:34
communication

1:55:36
and associated with the most recent communications in 2000, December 2018

1:55:43
and

1:55:45
the trip commands that the manufacturers go for request for designation. And assuming that based upon what you said with the arthritis claim terms of protecting restoring cartilage and the anti-inflammatory analgesic and Contra protective properties are such that it would be rules as a drug. And there's obviously with a drug that would need to come through Phase 1-2 and three studies and the phase one studies

1:56:15
would be the same studies.

1:56:18
And I'm guessing if this was a class 3 medical device,

1:56:23
when you are sick, you don't got the application you didn't have PNA,

1:56:27
then I'm not sure that they would do the bridging. So the the bridging might be on the safety side, but in terms of the performance of that particular product

1:56:38
and

1:56:40
yeah this would be quite interesting to see

1:56:43
and what clinic

1:56:47
studies you already have that then maybe take me into consideration and obviously if they were not within US then it would be investigation using the drug

1:56:58
you.

1:57:01
So yes, so the open just based on the basic information you present, V1 would say that yes, the requirements of a true product

1:57:12
US supply stays won't see through. So this

1:57:17
and they really should be conducted

1:57:21
after the US FDA CCE

1:57:27
evaluated your submission and seeing service safety work you've done, the CMC work you've done

1:57:35
and all the other bits and pieces. Sorry about the

1:57:39
and. So please, what about?

1:57:45
Yeah,

1:57:46
heavy. So

1:57:49
sorry, please, one more, one more question please. Uh, what about the first phase? UH, should we provide it the first phase clinical investigation, safety, we have it provided already in Europe.

1:58:06
Yeah, it does.

1:58:10
Yeah.

1:58:14
So normally the city design is between

1:58:17
132080 patients, isn't it? But you're the they'll have been healthy patients

1:58:25
and that when it just happened straits it's safety and and any side effects that are understood within the drug substance. So if you don't know, if you, if you're comfortable with study design is in line with the expectations of the FDA for phase one studies, particularly this aspect of safety, then

1:58:45
you know it's possible to demonstrate that the subjects are the type of subjects that would be submitted extra that would be subjected to the treatment. So you know it's more

1:58:57
actually it's more so that the

1:58:59
the phase two I'm worried about because obviously

1:59:04
performance and efficacy may be different. Now the data around why the FDA decided to regulate it as a drug product. Because of the chemical action,

1:59:18
the clinical studies designed for efficacy by a device manufacturer may not included

1:59:29
8 packs to let's say secondary systems. You know sweet.

1:59:38
So that put samples that you know, it might be more physical and and radiological examination rather than

1:59:48
biological and chemical and clinical chemistry evaluation. So they'll be all about what

1:59:56
what evidence you generated based upon the new evidence presented by the FDA around.

2:00:03
You know and the molecular pathways and whether or not there was sufficient

2:00:12
you know clinical pathology data that was then supported with the subjects. So you might all end up the same result. That said hey you know they have these injections and that free from pain the the redness has gone and mobility back. So that's still the effectiveness. But if in the study you didn't so think about the impacts of you know C-44 initiated pathways and any potential

2:00:43
pathways and then examine in the patients and the the, the, the sort of the

2:00:50
that biological samples, then it may be more difficult to sort of gain that equivalency even though he might come in the same treatment through.

2:01:00
It's actually what you collected in terms of evidence that would behave independent

2:01:06
or contingent on whether that would.

2:01:09
I'm with the FDA, so it's a really technical things about your own company, someone I've sort of I don't wanna go too far into it for you, but I kind of think that it would have to be really, really competitive. Why did the FDA change? And the decisions are moving from PMI, PM, a regulated medical device, to a drug substance. And when you read that, it's because of the molecular pathways,

2:01:40
the CD 44, He shakes. It responses

2:01:45
then you would imagine that there would be some further

2:01:50
studies bioassays that would have been involved in the study design for the drug as opposed to what you may have designed in the in your device clinical studies. So you have to do like a side by side comparison as to whether or not you feel that the evidence that you generated in the clinical trial would be sufficient to

2:02:15
demonstrate safety and efficacy and performance

2:02:20
beyond just the inclination, the pain but also into what is happening on in the molecular pathway of the patients.

2:02:31
You know what whatever and expect expected presence of

2:02:38
been so looking. So anything outside like you know

2:02:41
anyway that's that's that I would be really

2:02:46
careful on

2:02:48
trying to look at what you've already done in your clinical study designs as a device and seeing whether or not that would answer

2:02:56
scientific

2:02:58
questions around the chemical interaction with the body as opposed to the mechanical interaction with the body of saying that either on the acids.

2:03:09
So is that what, is that helpful, Toby take too much more time with it, but

2:03:15
is it OK? Yes, yes. Thank you. Thank you. Thank you.

2:03:22
Some of those people evidence to this. There are so many different things. You know, it's not just about putting a product innovation and then saying that it work. It's almost like saying, well, did we prove that mechanism of action has been achieved? Have we

2:03:41
truly

2:03:44
undertaken observations that help us understand

2:03:47
and how we body reacts to our device and

2:03:54
and all that now potential side effects or new pathways that over time may

2:04:03
and change the

2:04:05
health outcomes of those and those of the patients negatively or even positively. You know they could many devices over the years that we've actually seen secondary outcomes that actually

2:04:18
dramatically improved the quality of life years. But we've also seen similar devices that

2:04:25
you know we I'm working on certain expert witness cases, I mean something unstable products at the moment to

2:04:33
you know the the

2:04:35
the studies were all sort of about the individual patients pain and placement of the devices which were all very, very favorable.

2:04:46
But then in there was some sort of biological pathway that then

2:04:53
however he is led to serious significant pain And of course with device studies, not many of those studies are sort of

2:05:03
confirmatory studies that last 10 years. You know the typical duration was that the trials are between 12 months and two years. You know they're not

2:05:12
they're not extensively long trials, but when you consider implant, they last

2:05:18
you know 20-30 forty years. Then the the, the, the you you want to make sure that you're observing, you know from blood or from physical chemistry and other areas that you know it's not having the deleterious effects on all those systems of the body that you didn't anticipate. A great case in point there which propelled chromium

2:05:40
and in metal on metal hip implants if you want to do a little bit of research is that

2:05:47
you can see many of the studies published on clinical trials or that were basically very complimentary of the intervention. There is pain free and the younger age population could have access to and you know we surfacing and after plastic and it also meant that you know

2:06:07
people were were able to get more physically active than the quality of life is. But of course they didn't realize the impacts of chromium in terms of its

2:06:18
master thermogenic properties genotoxic properties in particular because we're not really sort of you know we we don't mistake that in the lab but not really taking samples from humans to save all of them here higher than normal cobalt chromium level. What does that actually do?

2:06:38
You know that they're the type of things that really when you design your studies, you've got to have a very solid risk analysis with some very solid scientific advice that is willing to not just be favorable. It's almost like having someone who is under the call of the red hats or something in the in the team that the people were not not not advocating for all the positive they're actually advocating for their yes we want to see if

2:07:09
and you know those those those those type of people and then that's that helps you with it. They're really solid, rich trial design. And I think although

2:07:19
you made and start to say holy crap, it's impossible fortune to do all these additional studies and

2:07:25
you know, take all this blue, get this good work through that, you know and then have an expert interpret the results it's going to, you know, I get all that. But

2:07:35
very important that you think about it in terms of people instigations. We've just been through Article 62

2:07:42
and we kind of look at article you know subsequent articles to 80 of the European investigation requirements and then we have an X15 And when we just got to, we were looking in the regulation that's the actual clinical investigation application. And so within the regulation, see, excuse me,

2:08:06
yes and

2:08:08
we can see what's what's involved in the critically investigation application. So the sponsor submits an application to the state

2:08:18
and that's submitted by the electronic system in there and that creates a unique single identification with the investigation. And then what happens is within 10 days of receiving the application, the member state of search will notify the sponsor as to whether the clinical investigation

2:08:37
polls and instead of the regulation. So

2:08:40
yeah, is it a medical device?

2:08:43
Is it. I said you know, type of study, design, all of that type of stuff. And as to whether the application got serious, complete in accordance with Chapter 2, Annex 15. So what you'll do is you'll see submit your application, you'll submit your application dossier and then you have 10 days really to then determine the Member State determines whether the investigation falls under the scope of the device regulations.

2:09:13
And then secondly

2:09:15
and like the occupation, they'll see it as having all the right information within it and that that information is, is appropriate

2:09:24
and subject to any particular changes within one week of any change occurring in relation to the documentation, you'll update the relevant data in the electronic system. And just so we know that might be things like device identification about big things such as the label IFU that gets updated investigation brochure, sorry, if you were the member state concern plans that they think the investigation applied for does not full scope the regulation of the application

2:09:55
not completely, then they will inform the sponsor and set the time limit of 10 days from response to comment and complete the application. And the member state may accept this. By Microsoft 20 days whether appropriate because we're trying to you know we're trying to get to a situation where you are you're not solid clinical study design. You have a solid investigator brochure. You have all the necessary information in describing

2:10:24
so that

2:10:26
you know it. It should be quite an administrative process of being able to review your application,

2:10:33
the application and they'll see it and then make the decision about whether that is firstly meeting the regulation, secondly whether the application does is actually complete and

2:10:47
the Member states need to notify the sponsibility 5 days to receive any comments. So there's some time balance something there. We don't need to go too far into that. But basically see there's a good interaction between the sponsor which of course will be an aspect of the manufacturer and then the the the member states themselves. And

2:11:11
what we can see is that the sponsor they started putting the vestigation following circumstances. So in case that's one devices or 2A2B devices, they can do that immediately after the validation date of the application. So this paragraph 5, so there we go that's the date

2:11:30
and and then in the cases of investigation devices full of those both which should space the last three and

2:11:41
constant devices then in this state they'll give them further date 20 days,

2:11:48
45 days after the validation date. So just give me some practical timelines and then you know to assess it won't completely and the application got serious. So talking about application dossier

2:12:01
and let's go to next 15. Now Part 2

2:12:05
and what we can see in Chapter 2 is the application form requires the name and address details and reference to the evaluation fund and any title physical investigation and it's a resubmission that the details behind that resubmission, if it's in parallel with another application, just gives an idea of the official registration of the trial. And then you've got information to where the device incorporates medicine summary investigation. One

2:12:36
included the objectives, the number of gender subjects, criteria for selection, whether the subjects are under 18 years of age and design of the investigation such as it controlled, randomized, blinded, blah, blah, blah. And when he wants to commence a complete investigation,

2:12:55
any devices that they should. And then evidence from the sponsor, the people investigating the investigation site capable of conducting an investigation within the bounds of the right people. You got right resources, we've got right facilities and we got the right documentation.

2:13:15
You know receive necessary ethics approvals. And all this pieces that you see from the authorization and that we discussed in Article 62. You complete an investigator's brochure and that then contains clinical and non clinical information that should be clearly identified at the public content. Your identification description into the purpose Respass rules, design, manufacturing, device manufacturing Instructions,

2:13:45
Installation, use of servicing, the preclinical evaluation based on relevant preclinical testing experimental data. So you ultimately

2:13:57
providing a

2:14:00
abbreviates it technical file you know you can see what's in there they're probably verification validation that would be here. It won't necessarily results investigations are in. They do this. So if you if you consider different studies at different points and

2:14:18
so you can see there's a an array of documents that range from the clinical investigation plan statements on intended purpose design information,

2:14:29
general safety requirements and and then you know you can see there's an investigation plan which then that helps us all the Sundays up at the you know how we have designed distributed self from the information on the principal investigations of the sites to the risks of clinical benefits to the actual

2:15:00
expected primary, secondary you know outcomes. And then all of the information around the people, the sites, the inclusion exclusion criteria and then any sort of monitoring on the statistical considerations and power calculations. How are you going to manage the data?

2:15:23
And then you know right away down to the list of technical optional features of device and any subsequent bibliography that is necessary for

2:15:34
the Member States and then investigators and anybody involved or interested in the study can access. So quite comprehensive and Germany as a member State have produced some really nice guidance and support clinical trials, performance evaluations and nice website

2:15:55
that's now changed somewhat to date. The link on that one that's for me

2:16:01
license investigations and they have

2:16:07
no Sir

2:16:09
is that I'll give you this in the chat

2:16:13
and and there's some really nice to overviews around what is expected and cleaning advice procedures that you can take prior to making the application. But if we can go into the application for authorization and they have a

2:16:32
that's really sort of nice and flow diagram as well. Could you come up here?

2:16:57
I'm not saying to babies, links,

2:17:00
confined and books. Needless to say, in the absence of that

2:17:05
UM

2:17:08
investigation,

2:17:11
it's now under the European Commission website here,

2:17:16
which gives us all of the information that you need to provide that meets the requirements of Annex of Article

2:17:27
Nicholas

2:17:29
Sydney Information and around what are you doing? A clinically vestigation application and the details around the investigation plan. The title? Any scientific opinions that have perhaps been derived?

2:17:47
Your primary objectives, you secondary other objectives and points? All those are described in the number of subjects, what regions they're in,

2:17:59
start to finish investigation. So everything we've just been reading in terms of an extra 15 now and put down into a particular form and then you'll also find information about the device itself, the manufacturer sponsor, the comparative device as we said the

2:18:22
different sort of classification. So literally we have the the whole form in there

2:18:30
except completed by you

2:18:34
second grade. So additional documents in there,

2:18:39
the application.

2:18:44
Yeah, I'm getting there. Pretty investigations.

2:18:48
So now we'll also see information on

2:18:53
I didn't song clinical investigations and the documents it would just be on that one.

2:19:03
This is just the guidance that we haven't all of the documents that are used as the one that we've just read the notification. But you can also see that we have to prepare the GSR checklist

2:19:16
any investigation supporting documents and that's not a look

2:19:25
so they could notification

2:19:28
that's the one that just yet we just went to that one.

2:19:31
So I'll give you a link to that so that we can

2:19:34
see all the documents that you need to submit

2:19:41
and supporting documents.

2:19:45
As you can see here we've got the investigator brochure and then the annexes, the investigation found evaluation, found synopsis of the investigation plan. So you can now seek file lot of documents that you need to incorporate. As I said if you look at Annex 2, you'll find a lot of similarity here. So risk management dogs, You test reports and manufactured instructions for use, documents around the recruitment procedures, advertising materials, any notified body certificates if this is.

2:20:15
Post market study or if it's the comparative devices are CE marked and and so on and so forth. So it's kind of a nice document that now the national company authorities are using as part of their investigations. Anyway, this is the global chart that is on the

2:20:37
website. Similar findings,

2:20:40
you know that they changed their website, just basically must have been less so. And what you can see here is at some point you make a notification to the authority and that becomes an assessment and obviously

2:20:57
that we can see is is it that you it's intended purpose to see medical product variety Mark if there were back here you can't, you can't get the approval And if we if we think

2:21:14
what we what we think that is

2:21:18
once we've got the

2:21:20
additionally basicness, if it's additionally invasive then we need to go to the

2:21:26
agency as well. So you can see there's a route for risk class one and two eight as we defined in Article 70 of the regulation see there 70 B. And then we've got this short application and as well and for a different risk bus as well

2:21:48
and guidance supplements that we've got for clinically investigations in Europe are continuing to be developed and there may be some new guidances to keep checking in on the BCG investigation page. But the the main guidances are you know the notification guidance that we just shared in the chats and and of course we got the guidances on clinical evaluation

2:22:19
certainly nice cream such as this one here in in software. So you main guidance really is things like the clinical investigation application notification document that we've just seen there. But then there are certain things that we you you you may want safety consideration and on and the type of devices that you have and then we have the clinical investigation summary safety people

2:22:48
be useful

2:22:51
that is part of the application.

2:22:53
You have to sensually books based on these things

2:23:05
just gonna go direct to the source in the future rather than put the links in. I think that's probably that's in the middle,

2:23:13
So what the actual summary and and safety reporting. So we've got the guidance on the notification which is up here in MDCT touch 21, we've got questions and answers that's guidance on clinical investigation themselves And then obviously we've got very safety response team responsibilities here. Should there be an adverse event coming in from the clinical investigation and what

2:23:43
the options are?

2:23:46
Is it goes

2:23:48
OK. We go through the integrated research application system and the timelines as you see a slightly different to what you've seen in the new medical device regulation for the system build medical devices directed and you can see it's part of the notification very much the same as what you've seen from the European medical device guidance that we're looking at

2:24:18
the application that went to the paper clinic investigation plan brochure

2:24:24
CVS, the investigators. You can see the TSR checklist risk analysis. So very similar to what we've already seen and it the documentation.

2:24:36
So the question to come through, I'm thinking investigations just chapter 15

2:24:42
in terms of 14.55 and vice versa. Yes it does

2:24:48
So as you imagine

2:24:51
14155 was released in 2020 Daniel Jews, the combiner of 14155 has been the number one is European and that number 2 the the groups information of the European nobility for 14155 were very cognisant told moving it to a harmonized standard presumption of conformity in terms of the clinical studies. So they do mirror the content, but don't forget about

2:25:21
actually delegations and did not forget that state-of-the-art could change

2:25:27
attending time in law that the standards will take at least five years to go through a systematic review. So keep in check any of those guidances they're coming out from the Commission and as they may slightly modify or change some of the statements are requirements that Europe need for clinical studies. And also because listen to the group clinical practice regulation in Europe as well because that was amended and brought into full

2:25:58
around that time as well and the regulation suit is obviously there.

2:26:05
And good question on the UH shortener application

2:26:13
basically gets it's it, it's not less documents, it just means that there's less time taken around the scrutiny. So it could be 45 days of looking at the technical documentation before you know issuing a letter to say we don't agree with the trial. And so it's more about the this group to the the documents

2:26:44
still requires, there's nothing that says now we don't need to submit less documents, you don't need the investigator brochure, you don't need the risk, you know. So we don't need everything done next 15 Section 2 has to be provided and everything that you've seen from the BCG guidance that has got all the and the list of documents have to be provided as well as no

2:27:09
getting around that obviously because the lower risk devices. So you'd imagine that many of the documents are less cumbersome anyway because, you know, Red Cross, safety, sterility by compatibility, and maybe undertaking in a less comprehensive manner.

2:27:30
Yeah.

2:27:32
OK, so Victoria, OHP. Sorry,

2:27:38
Dimitri. In the cigarette brochure rights will arbitrarily

2:27:42
for days straight. Or it's just this. Explain what you mean

2:27:53
finding this.

2:27:55
Maybe there is a template of the label

2:28:00
about the investigations brochure I write my myself and using this plan, which you show

2:28:13
what should be an effort for,

2:28:15
yeah, don't go into the regulation first. And that

2:28:22
I'm thinking

2:28:25
and

2:28:28
there are some

2:28:30
templates out there.

2:28:34
Look at this

2:28:37
from the

2:28:39
European Commission.

2:28:47
Yeah. It it's

2:28:49
basically follow the MCG guidance symmetry, that's much easier.

2:28:56
And then the body some national sympathy

2:29:01
national guides as well. So,

2:29:07
OK, thank you.

2:29:09
Just sending. I'm going to send you a link to the trip there is OK very good.

2:29:18
Yeah, this.

2:29:23
Yeah, Section 3.

2:29:29
Sorry, I'm trying to learn to type all over again.

2:29:35
Hello.

2:29:39
Yeah, it's, it's very much Dimitri. It's it's very much what was in the guidance that was being shared to the group. Honest, there's not a lot of difference between national authorities. Have just checked the NHRA and NSM.

2:29:55
They're all sort of following the same

2:29:58
structure.

2:30:01
Share it with you.

2:30:03
You can see

2:30:05
it's all in line with what we've already discussed. Does that make sense to meet you?

2:30:12
Yes. OK. It is for you.

2:30:18
Yeah. I've seen you. Very good,

2:30:23
Victoria. What requirements are there regarding

2:30:27
stability of giving, stability or suitability and stability of the investigated medical device? In uh, first in human studies

2:30:42
there's

2:30:45
what you would do is you're looking at stability

2:30:50
and

2:30:52
1st in human you've been looking at the degradation, the decadence. So

2:30:58
and it would be

2:31:01
so the standard physical chemical testing that you would expect from

2:31:07
and any formulation that you declared or a monograph for speaking but and then extracts from each table

2:31:15
study. So it would be the same very, very similar to what you would have for any chemical substance in terms of stability. So the best guy

2:31:28
A. A

2:31:30
I didn't,

2:31:40
Yeah. So the Q18

2:31:42
you probably familiar with that army Victoria.

2:31:50
Should I send you the link not the link and chat?

2:31:55
Send the chat?

2:32:00
Is there Snapchat?

2:32:02
You

2:32:06
ultimate?

2:32:08
Uh, it's OK with link. It's open.

2:32:11
Yeah. Yeah. So

2:32:14
yeah, that that that be where you start working from there and

2:32:19
because of what expectations there will be and the long term stability,

2:32:27
it will require you to #1 developed your analytical methods and to to define what the population is and what physicochemical

2:32:40
and requirements there are. And then as this is going to be potentially an injected device that it injected product, but then other things on,

2:32:51
you know Higgins and the

2:32:56
hey Cortana should agent some extraction and leachables and I'd imagine it's coming through a prefilled syringe as well.

2:33:07
This is all for drug substances, yes.

2:33:11
It's what you're referring to in service stability in the bursting human studies. If it was chemical substance, yeah, but it's also it's been administered through a like a syringe or prefilled syringe. We want to see, you know that we've we've got the whole stability of the whole system when it's in the container closure as well.

2:33:36
Um,

2:33:37
OK.

2:33:39
All right. Let's go around the room before we get sick

2:33:42
technically valuation let's say. Can you, yeah, I'm going to any thoughts or any comments or any outstanding questions

2:33:52
rather than from you have any questions, comments.

2:33:56
Yeah, I I had a question earlier about when you're looking at

2:34:02
go back to,

2:34:04
yeah, you're talking about like the demonstration of equivalence. You're looking at clocks that exist on the market, and you're at stage when trying to evaluate whether

2:34:12
you can compare yours to that. What criteria exist? Because how can you determine whether public is similar enough to demonstrate equivalence?

2:34:21
So the regulation itself talks about technical

2:34:27
dragon.

2:34:29
So already, and I think it's Article 61 and there is discussion around equivalence. Let me just pull up the document so we know what we're talking about.

2:34:44
Yeah, just going to Um,

2:34:50
but.

2:34:54
And

2:34:55
you?

2:34:58
Yes.

2:35:06
So

2:35:07
we get to equivalence. I think it's in 60 ones first. So

2:35:11
so we get the discussion then

2:35:15
in the case of the devices and particularly valuation scientific literature and the device objects from the valuation being sent books is equivalent to the device which data relates to. And we start to see this sort of concept of equivalence and but one of the big things that see here is the manufacturer of the device demonstrates the equivalent to an already marketed device not manufactured by. They also rely on paragraph for another to not perform.

2:35:44
I think vestigation provided the following conditions to fulfill. So you have a contract in place. So there's this thing about equivalent devices and what you want to do with that equivalence. So if you want to basically use equipment so that means of not undertaking A clinical investigation

2:36:03
then you're in a situation where you know you've then got to say well why is your device equivalent and we'll use Annex 14 and in a moment to help us. And then in

2:36:18
once you have demonstrated technical, biological and intended use equivalents it's then do you have a commercial agreement or a contract in place to allow you know access, full access to technical documentation on the ongoing basis to that to that product that is equivalent. So obviously you don't have any

2:36:40
any evidence of use in humans for instance. So it depends on what purpose Daniel we want to use it for. If you don't, if you want to use it basically just say look guys this similar products out there, equivalent products out there and it's part of the post market surveillance. We're going to monitor those and where clinical data available or non favorable exists on that equivalent device will be incorporated into our clinical evaluation. That's fine

2:37:10
and but if it's to say we're not gonna do any investigations on

2:37:16
human subjects because there's no need because it's equivalent to a bunch of other products that are out there. And in that case, the notified bodies

2:37:26
will then say to you, OK, where's your full access to the technical documentation then because you know if you've not overtaken investigation, you essentially going against the regulation and

2:37:40
especially for the device ranges where they're considered high risk. So implantable devices cost 3 devices, so on and so forth. But let's just address the part of equivalence first in terms of how we deal with it

2:37:55
in the clinical evaluation. As part of a clinical evaluation and plan you'll be, you'll be outlining exactly you know what information you are setting out to OK, what Gavin what clinical data you intend what and detailed description of benefits, you know actual information around the specification parameters, the use etcetera etcetera. Just so that you you setting out a baseline and this is what we expect

2:38:27
when we get clinical data. This is how we would evaluate whether the physical data is sufficient. It would have to meet all these terms that are defined here in the plan.

2:38:39
Obviously when we then do the evaluation of clinical data which equivalents the device in question can be demonstrated, we then have to fulfill these

2:38:52
criteria at least that we have a similar design, similar conditions that use similar specifications. And a lot of that is actually highly technical because you'll have to show that very much like in the US substantial equivalence process. You'll have to show that you actually address, you've assessed the design struction of the device that you are claiming equivalence to. And very often that might even be sort of looking at electrical outputs in might be mechanical.

2:39:22
Let's see. Uh,

2:39:24
a various of these pieces to show that you are actually, you know, physically equivalent. The next one is more difficult, the biological equivalence and what? You could examine your own claims

2:39:38
around what would you voice intended purpose is so that you can justify that he comes into contact with the same human tissues or fluids, but it's then howling. Demonstrate that you have the same materials, and because you might have the same sort of end material, but you may have had different manufacturing processes and interactions that again may create a different chemical or biological or.

2:40:05
Physical properties of the device and then finally it's the clinical equivalence that you've got there. So it really does require you to decide why are you going to use equivalence. And but again one of the things within the regulation is something called the strategy for regulatory compliance and which is dealing with how you are going to address equipment because they're not just be equivalent civilian products, they'll be equivalents to bed, sorry other products produced outside of your

2:40:36
you as manufacturer for the equipment products you've already produced yourselves as well. So would be like marks or versions of products that over the years you would then you know empirically generate data and that you may now say will be, I don't know the system that we use. It is equivalent to this system we've used in this application before. So

2:41:02
OK, so a little bit more complicated.

2:41:05
And interestingly though,

2:41:08
and there are options for people don't usually refer to these. Other one says yes, it's difficult investigation is needed and that there is an interesting art here in Article 61 and where

2:41:24
section 10

2:41:26
has been used successfully in some devices where there is a really really solid

2:41:34
product standard.

2:41:35
And this is where without prejudice paragraph form which causes the implantable devices. And when the demonstration of conformance with the GSR is based on clinical data, Pro is not being appropriate justification for any such exception. Should we give them based on the results of the manufacturers list management consideration of the specifics of the interaction between the device and the human, the clinical performance, determine the claims, the manufacturer in such cases, the manufacturer,

2:42:06
how do you substantiate technical documentation, why it considers the demonstration of 1/2 GSR is based on the results of nonclinical testing methods alone, including performance evaluation, bench testing and treatment evaluation to be adequate. So again, there's a bit in there where you might say, guys, we've got all these equivalent products out there. We've done this clinically evaluation. We can see that the claims that we're making, the performances of the claim in and are in

2:42:37
suitably demonstrated by non clinical evidence and therefore we consider that to be an acceptable. But such is the

2:42:47
unavailability of any guidance around this part, and it's a very dangerous game to play if you don't.

2:42:58
And lower classification that applies like a class one.

2:43:02
Yeah, it's long.

2:43:04
It's more applicable to. Let's go

2:43:09
like

2:43:10
I didn't say that. Belize or Vaporizer, let's say. Let's say and

2:43:18
at

2:43:22
so the device manufacturers failing that it will warm the the hospital, the hospital mattress to a temperature within 19 and 23 degrees Celsius in half a degree that graduations. And let's say there's a really clear cut

2:43:42
standard around safety tested, electrical safety tested via testing,

2:43:48
you know all of those type of things. And the manufacturers claim simply says look this up to the mattress and it will warm the bed to between 19 and 21 degrees. So there's no explanation about the efficacy.

2:44:05
And so we're not saying what patient outcomes there would be simply to performance. So it's saying do this it will warm the hospital bed between 19 and 20 degrees keeping warm

2:44:17
and acknowledge it. The hospital bed is a medical device and acknowledging that if you want to warm hospital bed then or at that hospital mattress acknowledged that you know they they could be a whole plethora of different persons and you know people in a spread on in a pediatric patients geriatric patients patients with immunocompromise. The whole cohort of different people but the manufacturers very explicit that it says

2:44:47
I'm going beds to 20 degrees. We don't

2:44:51
know why you want beds 20 degrees. We just know that hospitals need beds to be warm in certain situations and then it may be then that you can demonstrate through how clinical evidence. But but what it requires is very solid standards because that the notified bodies get a sense that all the general safety should balance is being addressed.

2:45:13
Um,

2:45:14
and let me just try and find something. If there are any problems that actually won't, that's

2:45:27
yeah. So.

2:45:29
And does that make sense, Daniel? No, it doesn't. Thank you.

2:45:34
I don't wanna say sorry about it,

2:45:36
Maria, How are you getting on from you? Any questions? Comments.

2:45:44
Questions.

2:45:46
OK. OK.

2:45:50
Sophia,

2:45:51
are you getting any questions, comments?

2:46:02
Sorry, no questions. I tried to unmute myself and click something else, but yeah, no questions. Thank you.

2:46:09
We have another commute. How are you getting on? Any questions, comments, have the pace?

2:46:20
Thank you.

2:46:25
Any questions, comments?

2:46:29
Thank you.

2:46:30
Yeah.

2:46:32
Um, Hello. Are you there? Do you have any questions? Yes, I'm definitely here. I'm good. Thank you,

2:46:41
Elisa. Are you there? You have any questions, comments.

2:46:50
We can't hear you,

2:46:54
you know.

2:46:56
Cool.

2:46:57
Yeah.

2:47:03
I'm sorry.

2:47:05
I would say I don't have questions. Thank you.

2:47:11
Alisa.

2:47:13
Are you there question? Yes, thank you. I'm here and I have no questions. Thank you,

2:47:20
Camilla. Hey there. Any questions, comments?

2:47:26
Thank you.

2:47:29
And Sophie, are you there?

2:47:33
Questions. Comments.

2:47:37
You have questions at the moment.

2:47:42
Mary, any questions, comments?

2:47:51
No, I was just checking if we if we have to cover it

2:47:59
my managing risk

2:48:03
1491, I think we

2:48:10
I'll just download it.

2:48:14
Yeah, just got the,

2:48:17
the question is will pop in the chat and we'll do something around that tomorrow as well. And because it will be very relevant to post market risk and it will also be quite relevant to if we had an adverse event during clinical investigation and we can have a look at what happens there as well and and what you predict in terms of risk management and side effects and risks that side effects

2:48:41
make another cup.

2:48:46
Um,

2:48:49
hello. Are you there? Any questions, comments.

2:48:55
Yes, I'm here. I just had the question that I also think of chats. It's regarding the ID.

2:49:04
Uh, not really sure. You know because of

2:49:09
to take care of self and there was a statement there which I couldn't understand. I will the statements and chats,

2:49:18
yeah. So any investigation device exemption is

2:49:24
basically the legal routes will be able to bring even they could device into the US that is not subject to market authorization and but it seems really for the purposes of pretty cool trial to investigation and

2:49:42
where are you reading. I'm not sure of the standard purpose of the added botanical evaluations of investigation devices. For less examples, having approved dying before the study is initiated, that that that just basically means that you can't initiate a study.

2:49:59
the US unless you have approached the agency and have an approved investigational device exemption and otherwise it just will not you know it. You will not be able to get it through customs or border control. And because it doesn't, you know

2:50:21
it's not been approved by the food and government stration. So typically what happens is you may have made contact with a really good distributor in the US and they may have already created a particular study design, got an Institutional Review Board in place, let's say across 6 hospitals in California. And but from a federal perspective, you cannot use those

2:50:51
devices without an IDE and and obviously you know that's that that's what that means Loopner, it means that you need to have an investigational device exemption very much in in the same milkers

2:51:07
devices for clinical trials in Europe. You know, we have this status that that says you can't, you can't face it into the trial until you, you know, fulfill your regulatory obligations,

2:51:24
OK. It doesn't mean that all devices actually have clinical studies by the way. That and if you look at the SA classification system then

2:51:36
devices that are life threatening or and life supporting to saving implantable devices very often

2:51:44
and

2:51:45
under Class 3 and most if not all Class 3 medical devices have to have what they call a premarket authorization

2:51:57
which then requires the initiation of clinical studies and clinical data or the review of clinical data. And there are also device groupings that have what we call post markets that we requirements as well and see parts only 1522

2:52:15
where

2:52:17
you know by little certain device types. And I'm thinking kind of thinking pacemakers and

2:52:27
rats and the whole range of other devices have the

2:52:33
agreed to go into post market studies and reports and postmarket the performance of the devices as well into the FDA

2:52:41
and also have to control those studies in line with you know good sort of clinical practices if you wish.

2:52:50
Does that make sense?

2:52:53
Yeah. Thank you.

2:52:57
Look,

2:52:59
any questions, comments are you getting on?

2:53:03
Thank you. Questions regarding safety and risk analysis,

2:53:09
what if and clinical investigation use outcome that gives information about an increased or decreased risk and risk assessment, but the clinical investigation and you've appraised with a lower level of lower level of evidence than the data you've previously base your risk assessment upon. Yeah, that's it. Really, really good question. Basically what what

2:53:40
this happening is the clinical benefit determination

2:53:44
and

2:53:46
that's sort of the clinical benefit ratio is not consistent with the clinical benefit determination that you have. So

2:53:54
in those situations and if the clinical benefit risk profile changes in the context of the clinical study

2:54:03
and

2:54:05
effectively you have to end this study

2:54:08
and and you have to modify the city um again to

2:54:15
well the the the whole clinical investigation application is is based on you documenting the clinical benefit risk

2:54:25
and then the then the state reviewing that and sort of agreeing whether they never tell you that they agree, they don't tell you they disagree. And so by default there is an agreement that the benefit risk profile is acceptable. If you begin to start to see complications, if you start to see serious adverse events occurring, then you know we've got some decisions we've made about the suitability of the study and the continuation

2:54:56
should be stupid. And that's described within the regulation and let me just try and find it and now you now, now you put it under some pressure because I've got to find the, the, the, the relevant articles and around the the study. I think it's in the next 15 but we'll have some pretty well

2:55:17
but those are all done where the issues or risks

2:55:23
which is your favorite that's expanding but I'm talking more about when you were

2:55:30
going through the study results and US update your general safety profile and it should for example thresholds for the level of evidence of declare clarity of the of the differences in predefined.

2:55:48
Yeah again it it is a great question. I think the final assessment report is where you talking here and where you produce it. You know the conclusion of the study in that final assessment report, you know and

2:56:06
you, you get to a situation where if the benefit risk profile is not as new and anticipated and

2:56:17
what you'll do now is start to use your risk and your benefit risk assessments as to means to be able to confirm whether it's still complies with Annex One. In terms of you know

2:56:35
this and they should say effective not compromised clinical condition. It may be that you've got side effects, it may be that you've got complications you were aware of. It doesn't mean that you consider them to be unacceptable when you wave them against the benefits that patient. But what we'd expect to see is if those conclusions, if there were additional complications and expected, if there were different safety issues and experience, then we expect

2:57:05
then to evaluate them.

2:57:08
Yeah. And and take them into and have a proper mechanism of then asking the question do these risks, are they compatible with the high level of protection of health and safety IE does the therapeutic alternative or the diagnostic alternative have these complications or these risks and are they published are they known in, in in in in the therapeutic area rather than just looking out

2:57:38
alright stay would not anticipated but then how they do and then the next is then to actually start to see whether or not they are acceptable. And then you know the sort of the benefit risk determination comes here in Section 8 which is now I know all the foreseeable risks at the end of this today and I know the undesirable side effects and the quantitation of those side effects, how we minimize them and then are they acceptable when weighed against those

2:58:09
evaluated benefits and probably achieved performance of the device. And it it, it just may be that the the benefit risk ratio that you thought is less that's all will be actual high level of protection still achieved

2:58:27
and because listen to the residual risk you have to ask yourself and will reduce it as far as possible.

2:58:34
So that's the the the other thing that you would need to wrestle with because this would be a whole new risk within your risk analysis, what would be,

2:58:44
you know, the likelihood of the House of the situation occurring? What would the likelihood of Palm Curry? What would the severity of the harm be?

2:58:53
And then think about what controls you've got in place and usually at the end of the you know something like that

2:59:02
where you have seen things that you can experience could be usability users. It could be you know side effects. It could be,

2:59:12
you know, complications in in those situations you can do things in design change. You can you can either Contra indicate

2:59:22
this relates to a particular study population and you could provide warnings and precautions

2:59:31
and you could modify the the selection criteria. You you might modify disease stages of disease States and so to try and avoid or preclude those complications. Or you may change the device design a little bit, you know. And if you do that, you have to become missing to what would be classed as significant changes to the design and whether or not that would need you to generate more clinical evidence.

3:00:01
And but that's that's realistically what sort of process you would go through. Does that does that make sense to you?

3:00:10
And one more question. And your, I didn't write the article down, but it mentioned somewhere you should have threshold values for that risk. And then you know how about 3. Finding that kind of data and what she told

3:00:30
it's more about

3:00:33
actual risk with where the threshold include. Yeah. So the, the, the threshold values that you're talking about are in Article 88. So they're part of the postmarket surveillance system where you've now got the CE mark problem

3:00:50
and you are monitoring and the incidents or the statistically significant increase where we are then looking at that in terms of any value specified and within the technical documentation. So you can see here you'll specify A statistical significance in here and then the threshold values themselves and will be

3:01:20
in the technical document 10 patient

3:01:24
which is part of our technical and Annex 3 in the tech file, in the PMS file where we're looking at suitable threshold values around the benefit risk analysis and risk management. Does that make sense to you?

3:01:43
This is the end. Those Churchill fellows are then regarding the clinical level of clinical evidence or the security of the first event.

3:01:55
Right now it's based upon the the

3:02:00
likelihood of occurrence of um

3:02:04
particular factors around the benefit or risk analysis. So those threshold values can be both in the

3:02:12
level of evidence

3:02:15
and that you are obtaining in terms of performance, favorable, unfavorable performance, favourable, unfavourable effectiveness or they can be based upon risk, which is a threshold value in terms of an increase in the likelihood of a particular hazardous situation to harm or incident or a increase in severity of no risks and but they were estimated

3:02:45
lower harms. So those thresholds are sort of helping you to understand, you know really what sort of triggers you would have in order to be able to go back and do a benefit risk analysis,

3:03:03
clean up

3:03:05
any other questions today,

3:03:08
Select

3:03:11
Beijing, I think we're only left with you. Further question,

3:03:17
No, it's OK. Thank you. OK.

3:03:20
Look at the clinical evaluation. We'll just look at some of those markets and risk management things and we're making great progress. So keep remembering if there's anything pops into your mind you want to question answering or you're looking at for the information just popping into the chat. But for now and for me it's goodbye. Thank you very much for your attention and anything else that say thank everyone for for the day. We'll see you tomorrow. Same link, same time.

3:03:49
Thank you.

3:03:58
Thank you.
