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6:06
Medicine you know so spending time in talking about the devices intended purpose talking about the intended populations, the disease stages the and they did the sort of the indications the claims that you may wish to make will then enable and anybody involved in the clinical evaluation to be able to identify the general safety performance requirements that may require

6:37
glance. And they will enable the evaluators to look at how they could benefit would be derived. And and then it also enables you to begin you know, outlining qualitative and quantitative aspects of clinical safety with some level of

6:59
confidence. So the clinical evaluation plays a humongous part in the whole safety and performance of the medical device. What it is, is a systematic and planned process to generate, collect, analyze and assess clinical data. And we didn't say it's pertaining to a device in order to verify the safety and performance and the clinical benefits. Now hopefully as we spoke yesterday, we could derive clinical benefit as those

7:32
quantifiable, quantifiable outcomes that are positively impacting the patient as well as any outcomes that we see that as positively impacting patient management and public health. And of course we can do the clinical evaluation to device level,

7:51
but we need to also do that take medical state-of-the-art level of standard of care level so that we can distinguish and understand the way our device or your device sits within the, the the sort of the ecosystem of the other devices and therapeutic alternatives and diagnostic alternatives that exist there. So it's very important to spend that time being able to place your medical device into the standards of care, into its

8:21
competitive environment and be able to articulate exactly where your device sits. Because in that sense we're going to be looking at the benefits and risk profile of your device. And we're going to be comparing that that in terms of the benefit risk profile of any intervention within the particular target disease group. You know physiological pathological diagnostic cohorts that exist

8:53
in terms of the clinical evaluation and in Europe and the process is defined within Annex 14 within International Medical Device Regulations. And we can see the ID RF discusses the concept of clinical data in study Group One of the IMD RF. And we can also see from an international perspective, you know that we

9:23
has very similar if not equivalent terms that are referenced within the EU and MDR because the EU MDR is

9:32
still thinking it's the latest international regulation. And so it's the most up to date international regulation that's taking into account those requirements. In Annex 14, you can see that we have to plan continues to conduct and document to clinical evaluation.

9:54
That means that we have to create what is known as a clinical evaluation plan. And in that plan what we need you to be able to do is identify the GSP R that are going to require support from relevant clinical data. That means systematically going through an X1 making decisions as to whether or not the GSP R's are applicable or not applicable. So in terms of any work that had already been undertaken

10:24
by the manufacturer, in the technical documentation you can see that Section 4 outlines the general safety and performance requirements that either applied to the device and an explanation as to why as well as the method or methods used to demonstrate conformity. And then any particular standards that may be used as reference to demonstrate the compliance with those general safety performance requirements as well as then the actual

10:55
location of evidence demonstrating conformity. So in some areas of the GSP R you will see that the only way to be able to demonstrate truly that TSPR is a cheap is by evaluating data generated from human subjects. And in that case then we'll be able to see that the method or methods used to demonstrate conformity will need to be the acquisition of clinical data under the conditions that

11:26
that being described either in the post market clinical follow up or within the context of clinical investigations from Article 62. So the harmonized standards that may be used then and of course would be ISO 14155 in the context of the clinical investigations, but it may also be harmonised standards for all the solutions that dictate exactly what clinical data is required in order to be able to support certain general safety performance requirements.

11:57
Now the process of identifying those general safety performance requirements means that you have to identify which ones you cannot identify through non clinical means. So for example, achieving the performance intended by the manufacturer in order to be able to demonstrate safety, efficacy and and performance means that ultimately when we're thinking about the benefits to the patient and we it would be very difficult to be able to demonstrate

12:28
not in a non clinical way. So ultimately

12:32
GSP R1 is routinely outlined as one of the Major General safety performance requirements that are needed in order to be able to, sorry, I needed to be

12:45
concentrated on human subjects and the risk management requirements are less explicit in terms of, you know, generation directly from patient or clinical data. But of course that can be

13:04
that can get sued when we start to think about the safety from the data that you're collecting. So information on complications, informations on usability, many of those things will not come out into the fall until we are actually using the device in a clinical setting on humans. So once again we have to think about how we will rule in or rule out some of those general safety performance requirements. If we take a small sample of the GPRS

13:34
we can see that you know if we're looking at GSR's around and making sure that we manufacture package to minimize the risk posed by contaminants and residues to patients. One would say that the majority of these these requirements, these style of requirements will be done on the non clinical basis. There are test methods, there are standards that are well established

14:04
whereby the evidence that is generated as the result of what does not require clinical intervention does not.

27:10
OK.

27:11
And the clinical benefits to patients where you've got a specified clinical outcome parameters as well and this is so that anybody undertaking the clinical evaluation has a baseline to work from. You know we we a clinical evaluation can typically take between you know 80 and 200 hours depending on the the sort of the size of the of the evaluation. It requires a lot of thoughts around those intended purpose,

27:41
other thoughts around the target groups, a lot of thoughts around the clinical benefits and in particular it also drives the search strategies that you're going to use within your own internal data as well as any data that may be required for

27:59
from the sort of scientific sources. And so having all of that requires you know a good solid clinical evaluation plan and we've got the speculative specification of methods to be used for examination

28:14
of qualitative and quantitative aspects of safety with clear reference to the determination of residual risk and side effects. So what does that imply? That implies that we already have to have undertaken our risk analysis, will have already had to take, undertake it and knowledge of what risk control options we've applied because it's then the knowledge of the residual risk that is the risk that you've actually applied controls.

28:44
So that you can begin to now have a specification that again the clinical evaluator will be able to effectively review, will be able to incorporate into their search strategy, will be able to use the basis of assessing clinical data to see whether or not it would qualify as evidence to support safety. And again, you know that means that the clinical evaluation is interdependent

29:16
with the risk management system. It relies on the risk management system to inform it. So again, if you're doing the clinical evaluation and working on the clinical evaluation plan

29:28
will mean that you have already settled the method of being able to accept into the clinical evaluation plan those safety aspects that are volatility quantitatively describe with clear reference to the determination of residual risk and side effects. Because again one of the conclusions in clinical evaluation you're going to use is you're going to list out clinical benefits that have been derived performance

29:59
that is being achieved. And you were also going to describe whether the risks that have been identified and outlined, the residual risks and side effects are truly and you know control to the level that you expect. So the side effects are

30:18
prevalent is you accepted, but not more than

30:22
no, no, no. And

30:25
the current and the residual risks themselves are indeed

30:31
to the level that you expected. The next part there is an indication indicative list of and specification of parameters to be used in order to determine the state-of-the-art in medicine. And let's stop there, We we can go into the acceptability, the benefit risk ratio, but we need to understand what parameters are the state-of-the-art. So that means in the prior to the clinical evaluation plan, there should have been some level of

31:00
exploration around the clinical state-of-the-art, a discussion around that with your scientific advisory boards, your key opinion leaders and you may need to get external clinical input in order to be able to arrive at that state-of-the-art. And that's something that the notified bodies, the regulatory agencies around the world will be very focused on because if you think about the way that a medical device achieves CE

31:31
and one of the main aspects of seeing Mark that has been really robustly posted is the clinical review.

31:41
So the clinical reviewer will be appointed based upon their experience of the intended purpose. So if you're intended purposes around pediatric medicine, if it's around neurology, cardiovascular, cardiovascular rhythm management, it was around orthopedics. If its surrounding enology and it's around cancer therapy, then the clinicians will be appointed based upon that clinical knowledge in that field. And as a result,

32:12
so they they are asked to remain current in terms of what the medical say to the art is with respect to device interventions. Then as a result of that, if you fail to discuss that medical state-of-the-art, then it's going to be incredibly difficult to create that indicative list and specification of parameters that can then describe that that that that clinical state-of-the-art.

32:39
We used to be able to understand that clinical state-of-the-art. If we just take a a a simple example of let's say enter or feeding tube, so using enteral feeding feeding tubes in the hospital environment, that's the look

33:00
we made that be able to start looking at certain clinical guidelines. So we've got a a really credible source here in terms of the National Institute for Health and Care Excellence, which is nice in the UK and a very respected institution that is that, that states the standard of care for a variety of conditions, diseases, diagnostic interventions, therapeutic interventions. And what you can begin to see

33:31
is um

33:33
what sort of expectations that there may be for the devices or what we're expecting to see in terms of effectiveness or contraindications or what we're expecting to see in terms of indications and clinical benefit that has been derived from the use of enteral feeding.

33:56
So again at some stage you would see that the the searches that you're conducting whilst not in the context of the clinical evaluation, I you're not looking at clinical data and assessing it for its in induction into clinical evidence. You are setting the scene of well you know these are nice protocols that are issued in the healthcare system for people using enteral feeding. We can see different types of expectations

34:27
and we can see different types of um

34:31
and

34:32
uses as we can see here as well. So we've now got the, the, the description of the conditions that may be experienced, the disease groups populations that may be impacted and we can begin again to take in to ingest this type of information and data to evaluate it would be ultimate a have been able to then say look having assessed all of this, I haven't spoken to our

35:04
potential customers having spoken to them from the leaf clinicians who are helping us develop the product. You know, we consider that the states of the Arctic medicine associated with enteral feeding is the ABCDEFG. Yeah. And so again it's giving you a very, very clear indication to the evaluator exactly what sort of parameters we need to be exploring to be able to make a decision that determination as to whether the data and the evidence that has been generated

35:35
AC enabling you to demonstrate some level of and

35:41
acceptability across the state of the Arctic Medicine. The next is the acceptability of the benefit risk ratio. So again looking at that sort of state standard of care and then evaluating typical complications. So if we put in a a simple search, and I'm sorry for being really simple here, but if you it just puts things like complications related to enteral feeding tubes.

36:17
We don't need to go farther, but here we are,

36:21
you know, so already from the National Institute of Health. Again, highly credible source. I'm sorry, we're not going to use Google in this way, by the way. I hope any clinically evaluations, but you'd be a lot more systematic. However, you know, it doesn't take a genius to work out. Now that we've got a series of risks here

36:43
that we now need to begin to think about in terms of #1. Is this incorporated in our risk analysis? If it is, what controls have we got to control? Malpositioning, breakage leakage, erosion bleeding. It's assessed intestinal obstruction. What have we got in our design and what is the residual risk? So what sort of likelihoods have we got? And and then we we want to be able to try and

37:13
want to buy

37:16
using the clinically available state-of-the-art to see how prevalent these complications actually are. And again I'm not sure whether we've got that product have to read the entire document but ultimately a hopefully there we go, we're starting to see numbers or at least percentages and what we want to be able to get into an issue is there we go right

37:42
that would sense we're starting to see the types of complication rates now. So ultimately we start to see you know we we we can bring this all together and say right for the answer all feeding tube. The complications are and you can see you know the types of complications that we that that that that would we would experience that we can see the different types of technique that are used and again we just need to qualify

38:14
that this is sufficient quality of literature in order to be able to help us formulate and at the benefit risk ratio

38:27
And of course then will that helps us do is if we say that on on average you know we get a bleeding in

38:35
880 point 1% of cases. If we get obstruction in that like 3% of cases then ultimately that's that's that's helping us understand where we sit in the state-of-the-art. It's also helping us discuss in the clinical evaluation any evidence that where we see occasions of obstruction where we see it occasions of bleeding. You know, and we can now with authority begin to discuss that off the back of the state-of-the-art. Is everybody with us?

39:06
Anything on that one, Do you understand? Bouch, Rosie,

39:10
move this.

39:12
You'll be OK

39:15
that.

39:18
Thank you.

39:20
Is that alright? Three. Are you happy with that?

39:25
Yeah,

39:26
cool. So what that does is it puts us then into the the clinically evaluated begins to understand things. They understand the intended purpose. They understand what the specification of the intended target groups are. They get to understand what the intent of benefits are and they need to be quantified. These described in terms of specified clinical outcome parameters. We get to understand what the aspects of safety are. So again, we get to understand the obstruction,

39:57
the breakage, the misalignment, the bleeding, all of those are something that we could begin thinking about when we start to evaluate clinical evidence and we get that those parameters that help us understand the state-of-the-art. This is the typical complication rates for these type of products that enables us to then create a tabulation where hopefully on the left hand side we can see the state-of-the-art. On the right hand side, we can actually.

40:27
And see the performance and the safety profile and the benefits from our own device and that helps us then really understand the benefit risk ratio. And of course if you're complications are equivalent to the complications experienced within the market within the period of time that your device is brought into the market. If your benefits are equivalent to the benefits that have been derived from the use of the intervention,

40:58
then you're you're able to say that your benefit risk ratio is in a suitable balance, provided that you're achieving a higher level of protection in accordance with the state-of-the-art. And what that means is that provided that all the risks that you have have been controlled to a state-of-the-art control. So the application of standards, common engineering principles that test methods you've used are are well understood. And then what

41:29
I can do that is that this gives you in the clinical evaluation plan everything on the left hand side of of of of of the, the clinical evaluation gives the reviewer criteria to review against. OK. And that's one thing that we see very often is a mistake in medical devices. We get some sort of clinical researcher

41:54
to do a pseudo systematic review, see a shed load of literature produce and we get to see some inclusion and exclusion criteria. But without those key aspects that we're describing here and actually incorporated into a plan with very very very clear sort of interpretations and and very very very clear sort of information. The reviewer is

42:25
are basically free to do and just one huge generation and gathering exercise and and the conclusions become more

42:37
literature based, language based than they do science based, you know. So what we want to be able to do at some point is take all these things in. These are the expected benefits.

42:50
These are the complications.

42:54
Face the residual risks.

43:01
These are the performance

43:05
right?

43:07
No

43:09
want to be able to say this is the state-of-the-art

43:13
and some discussion

43:21
and then we want to be able to say this is our device.

43:26
And at that point then from the aggregation of all the literature that we have we can then complete this in a way that

43:37
gives us confidence that we've addressed that we found the benefits that we are comparative you know so we we might be you know similar and we've seen the complications we that we have less complications than some of our competitors So we are superior in terms of the residual risk, the residual risk to control but they're not we've we've found some other residual risks that are less well controlled and state-of-the-art. So we've got to do something about that. And in terms of

44:08
that performance themes, uh, we can see evidence to support them. So that gives them the tick. And then we've seen that our performance claims have been achieved and when discussed against state-of-the-art very similar to the benefits we are equivalent within the state-of-the-art And that helps us understand that currently at this very moment in time our benefit risk ratio

44:33
and and it's clearly showing strong benefit there, strong benefit there and and strong benefit there in terms of our risk. But the residual risks are something that we need to discuss. Our benefit risk ratio, baby, you know clearly the positive in terms of the benefit

44:54
that we moving away from the freedom of unacceptable risks. But if we think about the risk acceptability criteria, we might need to have pushed, we might need to be

45:07
at this boundary. So we've got this difference now to address. And the reason is because our residual risks are and more risky and when compared against state-of-the-art. So we need to understand a little bit about that. We need to make decisions about it when the benefit risk ratio is is is not

45:28
what we expect. And based on this graduation here, we need to do things in order to be able to bring us back into control. You might want to take a screenshot of that.

45:42
OK. So the clinical development plan and at this stage

45:49
question, yeah, yeah. And so

45:54
if the benefit

45:57
aren't necessarily better than the state-of-the-art

46:02
and but does that mean that device then has to be

46:07
more acceptable, cheaper and to bring about that kind of yeah. So I'd be better clinically or more flexible if it. If not then it's not gonna be approved. Yeah, yeah. Then there's

46:27
so for something like something.

46:30
So I think of like

46:33
devices or

46:36
items that

46:39
of new all the time. So for example, like a new

46:43
cluster or a new, uh, fertility. Yeah, an app or something like that. And it seems to me that there's quite a small margin for

46:54
that could be it for it to be a better clinically or cheaper so but but still there seems to be quite a lot of new things being released in the market. Yeah, yeah. So, So what you what you're doing there is. Don't don't forget you you you might take the

47:14
the whole boundary. Let's take the example. And so you might talk about utility,

47:24
what would it be if it did sort of like guidebook. So

47:30
I went and saw something and and we we have a cohort here which is about

47:37
then

47:38
diagnostic

47:40
so and interventions such as pregnancy testing fertility testing sorry which are sort of that that might be the standard of care you know to be able to understand

47:55
you know what what present solution for that exists that would indicate when a person is in their fertility cycle for example. And but now what we would have to do is you'd be trying to say well that's the, that's the sort of the

48:16
macro environment

48:20
we need to get into our state-of-the-art in what we're doing. So if you're talking about and software as a medical device around fertility, you're now would be that that's your domain

48:34
that you're working with in terms of medical benefits. So whilst you might in your commentary talk about the, if you wish, the gold standard

48:43
and that basically says, look the, the gold standard in fertility management is

48:52
actual you know Invitro diagnostic testing that has a sensitivity and specificity of XY positive predictive value of negative predictive value of X&Y. And

49:07
the facts that you've already spoken about is that that sort of testing resume is let's say equals one in a million

49:19
people that they accessible to, whereas if we're looking at fatility apps view that bag talking that this is now acceptable to one in three people. Yeah. And so already we've got some boundary in there about the the impact that that can has. Now what we've got to start doing now is discussing the benefits. If you're going to discuss the state-of-the-art and the positive

49:49
had some patient management, you've now got to be actively discussing all that positive impact is. So where we've got a really well controlled sort of fertility management and resume that is only accessible to you know so many people who are let's say yeah, striving and planning pregnancy

50:13
then. And and we can see it's highly costly, you know, there's a lot of medical intervention, blah, blah, blah. Whereas in in this side you've now got to start talking about what is the position or something

50:28
systematic review of evidence and in order to be able to demonstrate that. And of course that's where the clinical Development Fund comes in. Because if you're clinically evaluates, they've gone through all of the literature and turned around to you and say look there's a shared scope of information about health apps and their use in fertility planning. And but actually when we started to say whether this is a positive impact on health and patient management,

50:59
we can't find anything in the literature

51:02
and that's a great place to be because that basically is saying guys we we don't have sufficient evidence to be able to sort of explain why this is useful to come to market. So what that means then is that you either have to start and then measuring the benefit that you want to derive, you have to start managing the performance that you intend.

51:33
And ultimately that starts talking about the claims that you're going to make. And that means that the claims that you make will possibly could be much more around lifestyle claims that they will be claims associated with you know,

51:51
helping a teleporter

51:56
person to maybe something suffering psychologically around pregnancy and running. And then or anything else we might be able to attribute this to individual impact on the patient and or it in terms of the individual impacts of public health. And then what that helps you do is tell you, right, we don't have sufficient information to be able to you know, give these sort of give, give these things out, you know,

52:26
haven't touched it, arrive at it will benefit. So that means then I have to start working very, very hard on this

52:35
in terms of the clinical development. But because it's now going to set out your study design so that you can begin to get clinical evidence to support the positive impact on patient management, public health and all those positive impacts on the patient and the mere fact that you've gone through the exercise. It's just such lucid clarity over what you need to do in your

53:06
evidence generation strategy which is known as the clinical development and and that that that also doesn't preclude you from going into the market provided the the software is safe and effective against those DSLR's and that you are not over egging. Sorry, that's probably bad English.

53:29
Or did you not overstating the and the benefits, the performance or the claims? You know, you're being very, very conscientious So as to what you say this does, which is ultimately where we want the whole events manufacturing, you know, there's a quid pro quo with medical devices. There's a, you know developer device say we do and under the boundaries of developing devices saying what it can do and demonstrate,

54:01
we then combined the device. You know I can buy a pregnancy test kit today and I can download a pregnancy or a fertility test. It should say I can download it fertility app today. And I also know if I'm a clinician and I'm trying to you know reach more patients with other GP and I'm trying to reach more patients and I'm certainly not going to say to those patients I'll download this fertility

54:31
is it the facility opens just basically said look it's it's it's being used as a diary for someone that's some prompts for the individuals to start family planning to go to understanding about their cycles and understanding about the windows who where there are the peak fertility. You know, so

54:52
that's a great case that my Molly, did it make sense as well by the way something critical bit that we need to.

55:00
Yeah. Yeah. I just have one more question which is did So does that mean then that thinking about software, if you put out a release device, you can prove it safe and clinically face, but you're claimed the slight difference. So I think they're saying this is just an app to track the cycle then does that mean that provided that you've got appropriate,

55:28
uh, you don't your patient, the users have have said that kicked the box. You can then use the data to then release your your claim and say now this app can do this other thing. Yeah. And you just you just

55:45
well, it's it's it's always thinking about. What we were saying in

55:52
Article 62 investigations is to make sure that the data is obtained in an ethical way. So if for example, you're claiming issues for a fertility app

56:08
and it's helping somebody understand where they are in their side, but that's the opening clinical evidence that you are generated, that is valid. If through the course of the use of the app you start to gather statistics that for example, let's say you put the functionality in there for them to do it

56:33
and you do with fertility tests. You know you go up to the local chemist, you buy something that's see marked as an ID and you do the fertility test intelligent what percentage of whatever it is. And then you record that if the app. And you have to be very, very careful about whether that would be valid clinical data if you didn't fulfill ethics and you didn't run the study with everyone

57:03
clearly aware that they consent

57:07
to what you're going to do with that data afterwards. And otherwise what may happen in, and a lot of software companies do this is that they start to gather additional data and use the context of GDPR as a means of gaining authority to collect the data. But actually in the context of clinical data, it's not informed consent,

57:34
you know, So what you will have to do is with your users you would have to issue some sort of notification that says, hey guys, we're planning on continuing to use this app and but what we're going to do is we're going to use your fertility test results as a means of demonstrating our qualifying our app for planes around motility detection and and then goes through the process of informed consent.

58:06
Don't forget that you have to do a clinical investigation application.

58:10
You know, don't. Don't. Make make sure you bound it in Article 62, and otherwise

58:17
what you may find is that when you don't, when you do

58:22
submit information to the notified body

58:26
we look at it generates this clinical page. So as you know we've been recording

58:33
the clinicians might think, holy crap, you know you've just circumvented the the laws around how you obtain clinical data

58:41
and through informed consent. So hell no we're not we're not we're not proving that the dates you submitted it's it's almost like someone like saying to an implant manufacturer world and all the data that we've gathered, we've got these thousand prisoners that are all on and they're all on death row and we got them all to sign the waiver when they came to the prison that we could do anything to them, you know and we decided to you know implant them with something. It's just totally unethical

59:12
And so just be just be aware of that as well. I'm not saying that to you, Molly, by the way. Like it's it's all of this just think about that sort of mechanism if we make performance claims for benefit claims or if we make you know any any any sort of information

59:32
suggesting for size driving functions,

59:37
then be supportive with that

59:40
has to be gathered from

59:42
anyway. Does that make sense?

59:47
Yes, Sir.

59:49
Yeah,

59:51
click on the the concept of the benefit.

59:57
I I got it, yeah.

1:00:00
Here too, um

1:00:02
um,

1:00:04
to specify the parameter to be used to determine the.

1:00:09
I think, uh, you did. You need to understand each other

1:00:14
like, um, there are people in the art

1:00:20
is and what's the what are the what the outcome that are linked to the benefits in the state of PR. And then from there saying for me to work your device, is that it? Absolutely. The

1:00:37
medical benefit is all about

1:00:41
a decision whether or not we we have the

1:00:48
probably parameters in place. So the first is do we have a high level of protection?

1:00:58
That's that's our starting point.

1:01:01
So the clinical evaluation is, it's initially sort of the clinical evaluation plan is helping to understand what would be expected of the medical device in the context of a high level of protection. So if you put that in the context of a medical device implant, you would see that it needs to have the design developed, tested firstly to ISO 14630 and then further standards.

1:01:32
Uh that we would expect to be seeing

1:01:35
and you know dash 1-17-18 and and the implantable so 11607 if sterile, so you know 11, triple 137 for gamma sterilization sold series of different bits that are saying that's the higher level of protection. And then we start to talk about the factors that would influence benefit.

1:02:03
So what would we what what do we describe in terms of benefit. We've got to begin to start thinking about mistakes of the arms and all that benefit. So that's going to be talking about positive patient outcomes, it's going to be talking about patient management,

1:02:22
it's gonna be talking about positive impact on

1:02:26
and then we also have to think about what are they the, the, the things that will influence race. So that would be residual risks,

1:02:36
That would be complications.

1:02:40
That would be side effects,

1:02:45
yeah. And then

1:02:47
what we what we have to do is know that those risks controls

1:02:54
in accordance with the Jesus and they acknowledge states of the art

1:03:00
that which is this high level of protection.

1:03:03
So we start the the the whole discussion between medical stage that we are.

1:03:10
It helps to understand many of the things around which residual risk, complications, side effects. It helps us to understand the outcomes that have been achieved ounces of the stuff, the the, the, the scope and size scale with patient management and it helps us to understand you know the impact on public health. And then what we can do is when we got to a point that our device we are comfortable

1:03:40
it's it's staying

1:03:42
that's that's the bit that that you know

1:03:47
you know first do no harm that's the principle of any medical device, first do no harm

1:03:55
stop.

1:03:57
We could then begin to use the clinical evaluation

1:04:01
of the back of the really solid

1:04:04
and with you. The systematic review would be uh medical state-of-the-art and said what is the standard of care.

1:04:14
So see what's the standard of cannon? Where do we sit? We did not start

1:04:21
helpful.

1:04:23
Imagine putting this code for the diagnostic to that ship or something like that and then begin to extract, you know everything that we've just said

1:04:34
around

1:04:36
these matters. And then we extract what we know from this in terms of publications side effects and what we know in terms of state of the arts, technical solutions. And then we start that, that that then informs our clinical evaluation plan. So we actually developed the CP based upon that

1:05:00
and it also creates, if you remember

1:05:04
in the various phases. So we have 3 phases

1:05:09
and that stages which is our critical development one.

1:05:16
And so we've got these two things working together.

1:05:20
This hopefully

1:05:23
and receiving and checking the where we sit into state-of-the-art, but then gives us some tangible qualitative specifications that then the reviewer can begin to ingest clinical data.

1:05:40
We get that clinical data, we can then evaluate it,

1:05:45
sorry assess it and then bringing the clinical evidence.

1:05:50
So if if the dates that we're bringing in is discussing outcomes, positive impact information management, if it's discussing state-of-the-art, generally acknowledged state-of-the-art. If it's discussing residual risk complications, side effects, risk controls and around our device then we will begin to use this thing, this evidence and assess that evidence as to which strength to be able to support

1:06:21
the benefit risk ratio

1:06:24
and that sort of benefit risk ratio would be quality by you know that would compare it. So you could basically come to the conclusion joints take screenshot of that, you're welcome that was a video and they can watch again. But if we want to,

1:06:42
if we want to do that ultimately the concept then is is going to be pretty simple now and that is that we can compare the

1:06:56
critical

1:06:57
medical states of the art

1:07:04
with our device

1:07:07
benefit risk ratio

1:07:11
and hopefully

1:07:14
you know

1:07:15
they did look quite similar.

1:07:17
If that's you know if that benefit risk ratio

1:07:22
is the same as this benefit risk ratio

1:07:26
that we're all happy.

1:07:28
And then if it's not

1:07:31
some reason

1:07:33
and there is less benefit and less risk and more risk

1:07:39
and

1:07:40
then

1:07:41
you know

1:07:43
we've got to be on this we've got to be

1:07:46
we gotta be in the position now saying what are we gonna do. So we gotta take some action and that's all in the European regulation. I'm in I'm in the US that is sort of the we we we tend to post market, we call that you put in the US health facility evaluation. In Europe we call that benefit risk determination. But ultimately we we we've got to now start doing something with it. And as we said sometimes it's as simple as going back to the original planes and drawing

1:08:17
and and and enjoy back on the phone. You know that's that's as long as you're informing the the users about the device as long as you can If you take the flames back and you're now in a position where the benefit risk ratio is equivalent to the clinical state-of-the-art or superior then you can do something about it. Anyway, I don't want to over take that and

1:08:41
so, well then I'm going to get rid of this annotation here as well. There we go.

1:08:48
So the clinical evaluation fund, can you understand the importance of it? That's about creating it, about actually doing the research behind it, about canvassing opinion from experts in the field, from your scientific Advisory Board and spending a large amount of time on getting this big rabbit. If you do that, the the actual clinical evaluations look a lot less complicated and it becomes less of a

1:09:18
I will see my kid and masters level thesis project where you know the time scales of every diculous, the amount of words you've got to create are overburdened. So you know you're forever trying to justify your expertise. Because I'm a clinician or I'm a I'm a nurse or I'm a researcher. You know about why, why anyone should read this and this evaluation and it turns it into a really, really valid document that is actually really interesting,

1:09:49
You know? Because if you know that if somebody said to you right

1:09:53
enteral feeding tubes and the current state-of-the-art is that around every three hour to 1000 procedures and swing misalignment and breakage. And if you now know that that's the state-of-the-art. And then somebody said to you. But as a device manufacturer we aim to reduce those complications down to no more than one in 1000. That's something you can now research, that's tangible,

1:10:24
something real. It's something you could go into your complaint stage for about how the look you go into your clinical studies, your postmarket clinical follow up #1. You can then compare if there's been any changes to that state-of-the-art with some of your competitors or on your own device, and it becomes something very tangible, very real, you know, as opposed to an exercising and how to navigate booklet. You know it. It moves away from

1:10:55
so almost

1:10:59
academic

1:11:02
activity into something that's really rich and poor in terms of the benefit of the risk that your device is present.

1:11:10
The next stage then as we can see with the clinical development and is that clinical Development Fund is simply formulas

1:11:20
around what available clinical data is going to be generated.

1:11:26
So already we could time our clinical evaluations based upon endpoints that have been achieved in that clinical development plan. Have we been from exploratory, Let's have a look at what we've discussed in the exploration phase is what was observed moved into confirmatory bases. What have we actually confirm that we now demonstrated we're getting the benefits that we've described. Are we experiencing complications at the same rate, so less than

1:11:57
uh the complications that are being published in the state-of-the-art And and then from there we can get that clinical data and we can start to begin to identify you know what is relevant. So obviously you would say that this is relevant. So any data that's been obtained from clinical development plan is going to be highly relevant because you know it's on your device. You'll also discuss and any sort of relevant device states that is null

1:12:27
and related to your specific

1:12:31
manufactured device supply device. But it may be the similar devices that we've discussed before that you may use in order to be able to address gaps in clinical evidence through scientific literature review. And what we want you to do then is appraise all the relevant clinical data by evaluating its suitability for establishing the safety and performance of the device generate through properly designed clinical investigations as we said

1:13:01
probably design. So this isn't sort of OHS. Well over the past five months we've sent our marketing teams to go out there and you know and ask for access to clinical health records to make the decision about whether or not we're experiencing this benefit that's not ethical. So we have to properly design investigations and clothes for the plan and analyze all relevant clinical data in order to

1:13:32
reach the conclusion about the safety and clinical performance. So you can see we have this plan

1:13:39
and and then what we do is with that one

1:13:43
we start to do this process.

1:13:46
So our plan is here

1:13:53
and our process is here.

1:13:58
Ultimately what we're looking at is a clinical data

1:14:04
and then we are praising it

1:14:10
and then we are generating

1:14:14
and that we are analyzing

1:14:21
and what we're doing is that it in order to be able to do that analysis we are concluding

1:14:28
and what we're experiencing in terms of benefit

1:14:33
then what we're experiencing in terms of risk and making determination about not being a big respiration.

1:14:41
OK. Any questions on evaluation

1:14:48
over that space, their hand?

1:14:51
Yeah.

1:14:54
Yes, I have a question on the CDP

1:14:59
for the legacy devices where we don't have any

1:15:06
and well developed because it was not the requirements at that time and also not only for the basic devices, but also have not reserved for devices that have been seen based on equivalent

1:15:23
and what's your number.

1:15:26
There are some that case with the city plans usually not well developed. So cannot be like cannot

1:15:35
exemption or or or an exception for not having all these requirements on the city pay like

1:15:44
yeah.

1:15:46
Yeah. No not really because it it what what what we want you to do in the evaluation plan is describe what you've got. So you know if you think about what evidence you have an exploratory investigation. If you've not performed them, that's fine. It's just acknowledging that you've not performed them and and and and you know what what would be evidence is if you've not done anything in the exploratory phase. In the confirmatory phase there's

1:16:16
there was no sort of controlled studies instead you went through equivalent routes of the medical device directive for example and then just describe that, you know it just makes it very, very clear that that's where the evidence is at this moment in time. But also describe if you in the absence of the of the next glory tree investigation relating to let's say the mechanism of action, the mode of action of your device

1:16:47
and in the absence of that what have you done. You know so it's it's literally say well we haven't got critical data on that topic but we've got this R&D data or over the years we've examined the performance of our device through

1:17:05
and observations and you know we we we, we've got some level of evidence to describe the the device is achieving its function by this mechanism of action. But again it's it's about the discussion, you know it's it's yeah, it doesn't have to be clinical data,

1:17:29
it does have to be clinical data in the context of the regulation. But of course with legacy devices there is some level of

1:17:39
you know acknowledgement that these devices didn't just stop being useful clinically you know and so there must be something that so it's about how you're going to manage the gaps in evidence in your post market observation phases. So it's it's it's basically having that commitment to say well hold on a minute we we we making these plans

1:18:10
and then but we don't have sufficient medical evidence to support those claims. So you've got to be in the position where you are now willing to in the moment where you're trying to obtain CE marking reduce down those things and and then maybe run them back off once you've done so. So smart kid you know observation, yeah. So the clinical development plan is, is really

1:18:40
talking about your examination of the of the evidence. So there's some guidance on on legacy devices from from the Commission. I don't know if you you must have seen the,

1:18:53
the, the, the BCG guidance on on on legacy medicals. If you haven't, then I'll just,

1:19:02
it's 2020 that's fixed.

1:19:05
Yeah, I've seen that

1:19:09
evidence,

1:19:10
yeah. Yeah. So you know you you if you've seen the sort of physical evidence needed for these

1:19:19
these, these fits then you know you you've got to be comparing this with

1:19:28
you know you go the clinical development plan that was you know that was that was in place. So again,

1:19:35
let's see

1:19:36
the the level where there was justified specified by the manufacturer to reach a determination of sufficiency when considering it for a legacy device you might use. You know

1:19:50
so

1:19:52
process here that says manufacture should probably gap analysis, well that's where the assessment to well what gaps have we got in exploratory evidence, what gaps that we got in confirmatory evidence and then how can we actually build back up with post market clinical follow-up studies.

1:20:13
Yeah, so it's gonna be incredibly hard, but it's just the Valley PMC. Yeah. One thing to check just before we get there though is in terms of the

1:20:25
another thing to look at. I don't know whether it's being described hasn't been Skype while it in that MCG guidance. But don't forget in Article 61

1:20:37
this concept here. Explore this concept

1:20:41
in Article 61 This one here

1:20:46
So in Article 6110 Exchange without prejudice to paragraph four, which basically means implantable past 3 Iris devices. OK, so if you haven't got any plans for IRIS device,

1:20:59
you've got this situation with which says where the demonstration performance GSR based on temporal data that is not deemed appropriate and people justification and any such exemption should be given based on the results of the manufacturers risk management. And I'm considerations of the specifics of the interaction between the device and the human body, the clinical performance intended and the claims of the manufacturer. So it may be that you look at your device, you can look at

1:21:29
claims that have been made. You can start to modify those tapes down and say, well actually we can still have the device that is in the market that has got these performance statements that we're not making any frame on clinical effectiveness And therefore we could demonstrate without the utilization data at this point in time. That's not to say that then you postmark it, you start to work on the claims where you really do need to have clinical evidence

1:21:59
because we don't want to be the position where you we we we're having to do

1:22:05
medical studies of products that the clinical community their work.

1:22:12
Yeah that that that that's the

1:22:15
needs to what we don't want you to manufacturer is to ascribe you know we we don't want you to do full file of Article 7 which is ascribing functions of the device does not have.

1:22:29
Yeah we don't we don't want you to give a false impression of treatment. So if you just now say it the benefit of using our device is not supported by clinical evidence. OK. What is supported with evidence and you might say well we know that it conforms in the way that a a clinician intends it to. So it produces this energy, it does this task, you know it it it leaks with this device. So you can use more

1:23:02
but I

1:23:03
we don't we don't have data in some devices, we have lot of people data on the equivalent. So that's it's still valid.

1:23:15
Yeah. Also I also gave the example of legacy devices where there is a lot of literature,

1:23:24
other sources, so so it's not really. I don't see the need for application of Project 61 because there is

1:23:35
transform different sources and not yes not pure clinical verification on the device as per CDC.

1:23:43
Yeah, that's fine. And and again that's where you're looking for clinical development plan

1:23:50
and begin to augment those gaps and that will be what you, you know what you see with your clinical about what you see. That's what we'll discuss in the medical evaluation. So

1:24:06
we got some more things in the chat.

1:24:16
I don't know what you're saying to ME3

1:24:23
to meet you for a couple questions in the chat.

1:24:28
Yeah,

1:24:30
yes, I would like to ask about, but you have already shown the algorithm. OK, no problem. No problem. Yes,

1:24:42
I always hear design design, but what is meaning for device design? Is it how it looks like only or it is a some spread to definition

1:24:57
and so

1:24:59
in terms of the design and what we as it's an engineered problem design is a function of addressing identified requirements. So those requirements are bounded into full after grace performance book ship safety and usability. So effectively from a design perspective we're looking at you

1:25:28
identifying requirements around performance. They typically are requirements that have come from and some people from the issues and functions and are typically from, you know, the engineering requirements that help us understand exactly how, what, how the product should and be able to function

1:25:58
in terms of selection of controls, of material properties and things like that safely. And usually comes from the general safety, performance requirements and subsequently any standards as well as the information from preliminary clinical assessments around the state-of-the-art around publications. And then usability obviously comes around understanding the ergonomic principles

1:26:30
of use of the device and the subsequent interpretations and actions of the users in order to be able to achieve and they necessarily performance that has already been claimed. So they they design is a concept and obtaining requirements and then translating those into solutions, be it whether it's circuit diagram, software modules and mechanical

1:27:00
uh design, whether it's a user interface, whether it's a packaging system and all of that process then all creating those solutions or those outputs. And it's it's that the process and verifying that those outputs have been achieved against those original requirements that have been defined. And then finally validating the products against the statements around the intended purpose

1:27:31
and of course state and the the performance States and the clinical benefits that have been derived from the device. So design is the concept of decomposing requirements from a variety of sources within regulations, standards, customers, you know previous knowledge of the types of devices and then actually translating those into outputs through engineering, science,

1:28:01
any technical principles. And that then I'll verify against specific criteria even within standards or within acceptance criteria defined by the manufacturer of all defined by other sort of technical communities like the engineering principles for example that he sent validated via a via both non clinical and clinical evidence to demonstrate the technical.

1:28:33
So that's that's what we mean by design

1:28:37
point.

1:28:40
Thank you.

1:28:44
Yeah.

1:28:46
So, Nadine, are you happy about how we quantify the benefits now that we've gone through the example?

1:28:56
Hello.

1:28:57
Hey, good morning.

1:28:59
Hello.

1:29:01
I mean, do you have qualified with numbers?

1:29:04
No,

1:29:06
that's why what I thought because there's one person calculate the benefit risk. I mean doesn't this mean that we have to get some kind of numbers?

1:29:16
Yeah, no, there's no calculation. It's, it's, it's the assessment and all the benefit risk. So we don't, we don't have a calculation in there, it's, it's the assessment. So what we do need when you're set said you need criteria. So you're comparing

1:29:36
dates of benefits and against stated and

1:29:41
sorry, you're comparing benefits derived from state-of-the-art and you then comparing benefits derived from your device and you're comparing them to determine whether or not they are acceptable. Maybe the ratio for the various indications is is, is, is is is equivalent or superior or inferior. And then it's it's more to do about what what you actually do after that assessment which is of course

1:30:12
with the benefit risk ratio, it's not comparative with the state-of-the-art If the benefit risk ratio is not comparative with the ratios we tended as a manufacturer. And then you begin to take action in the market, you actually start correcting and preventive action to this is a CE mark device and then you do something, you do something about it. If it's a non team or device and you are you know still

1:30:43
working on on peoples rizatriptan then you need to start changing and claims the performance savings and and maybe even change the device design either to bring it in line to the benefit risk ratio or to identify why the benefit risk

1:31:03
would still be would still be acceptable.

1:31:07
So yeah, it's not you. You don't, you don't sit there with many people tried, by the way, they need many, many people tried to do some sort of quantitative and sort of evaluation of risks and benefits. And in some instances you can quantify it because in things like implants you can use things like paying schools. So you can at least say, you know, in our Oswestry register, the

1:31:37
states of the arms across 10 implant families is a pain scholar of 90 percent, 90% after implantation and outburst drives at 80%. So you know

1:31:51
I'm sure mathematics there you really want this fight offensively mathematics. Whereas the reality star is the discussion with the Oscar St. Register says paying should be so bored with night 7 posted conversation you are typically 10% less than less than that you're you're insinuating your benefit is a higher benefit than the the state-of-the-art

1:32:20
that that that could be. You know you have to be very cognizant of favourable and unfavourable because actually your survivorship which again can be called to viable. When doing a couple admire analysis, they say our survivorship is 10% less.

1:32:42
You know this is where the benefit risk assessment books, you can say well we we were 10% below the state of the Arctic survivorship, but actually post implantation it's a lot less pain. And so we spoke to a load of orthopedic surgeons and they basically said that that that that that would be something that people need to accept. Now of course you then have to make that residual risk very, very clear and you know that says look it.

1:33:12
So these we typically only last about nine years as opposed to our competition, but it's 10 years for example

1:33:21
and let the clinicians decide that and particularly around those of those patient groups that are less likely to

1:33:30
like

1:33:31
get involved in physiotherapy post implementation because the pain.

1:33:36
So that that that's that's the type of real stuff that you wanted to do. We don't want it to be sat there would they you know with a spreadsheet with lots of numbers. We want it to be thinking about right clinically is this product safe effective reforms and when we're comparing against therapeutic alternatives, where do we see it then if we sit in inferior in some areas, what makes us superior than others And that the rest of our

1:34:06
this is all about how you then communicate that to the market and so that they understand exactly what performance your device has that's been substantiated with build weapons.

1:34:21
Does that make sense, Nadine?

1:34:25
Uh, not really, but I always think about it,

1:34:29
OK, no worries. And again we don't want to calculate if that's the that that's the last of that. That's not on the mind though what we're wanting you to do with here, we wanting you to assess clinical data to determine whether it describe benefits or performance is being achieved or at risk is being controlled. That's that's what it sounds like feelings, I mean

1:34:58
so it's very, very knowing. It is, it's very systematic, it's very scientific clinical data in itself. It's not you know there'll be some level of phrasal that you manage the appraisal by who does the appraisal. So it in the sense of you know the the, the, the, the feeling if I present to an orthopedic surgeon critical data that says, look this, this is what our survivorship expectations are.

1:35:29
This is the survivorship data that has been obtained from clinical studies on our device. The this the surgeons would look at that and go right, OK, well we can see it's inferior and now we need to discuss it. Is that a safety concern? Is that a concern over the ascribed functions that we have. So it's decision making. Yeah, that that that's what you're doing. You're making decisions about safety and performance in the market and not not feelings. You're making decisions.

1:36:01
Yeah, because the once the assessment is done,

1:36:04
you will decide whether the device is

1:36:08
say, you'll decide whether it will be nice continues to be effective and whether it is performing. And and those decisions are challenged under a the challenge by user manufacturer and the challenge by the health institutions and the clinical standard of care and their challenge rather regulators. So any sort of

1:36:34
activities that are

1:36:36
and concerned with patient safety. And so it it's, it's certainly not feeling it's it's sort of and and and and if it is then it's the wrong person doing the appraisal

1:36:49
or you put you know you know giving the information in a way that can actually be and that can actually be assessed.

1:37:01
A bit of sense,

1:37:06
I would think about it and maybe listen to the records again. That's that was my question. How can we get the record,

1:37:16
the records of the video they yeah, yeah, yeah. Not not saying

1:37:23
what what happens then

1:37:26
get it after each day, but I did not get any link or whatever so far. Yeah, you will get a link or each day after the course. So

1:37:36
after each day things OK. So today after the course, maybe an hour or two after. OK.

1:37:44
Thank you.

1:37:46
Thanks, lady. Should we take a break? I think so.

1:37:50
Um. Let's think until 5/2 again.

1:37:54
Yeah,

1:37:56
right

1:37:58
here in 15 minutes or so

1:38:17
should.

1:38:20
He hasn't got any boxes

1:38:25
right.

1:38:28
Same time

1:38:30
transmission.

1:38:33
That's enough.

1:38:35
Thank you.

1:38:38
And then when she

1:38:41
question

1:38:42
welcome.

1:38:45
Thank you.

1:38:48
Yeah,

1:38:51
chicken.

1:38:53
Which,

1:38:54
OK,

1:38:57
yeah,

1:38:59
that's not confirmation number from the beginning.

1:39:03
Ah, was soon.

1:39:07
I'm not sure

1:39:09
in this season

1:39:12
single single

1:39:14
you can watch

1:39:18
internal screen.

1:39:21
You have to make sure

1:39:23
and we really need.
