Speaker1 Joining the Academy will be very under engineering requirements. It's very much about safety and what you want the device to do all around functionality, around usability. But it's very, very important that there's anybody who is working in the medical field that you can actually help me generate the phase one. When you are looking at concepts, when you are talking about the obtainment of requirements, that you are taking a systematic evaluation of data, clinical data for the particular disease, the particular condition with a particular intervention so that requirements around clinical evidence are generated and also baked into the design process itself. Very often we see many design requirements proposed functional safety and usability, but they are very device driven. And of course when we're thinking about the life cycle of the revenues, we need to be in a position where requirements that come from the clinicians are documented. So for example, talking to the pediatrician and saying, okay guys, what's the current intervention Now currently, how do we treat this? Let's say it's jaundice or, you know, if you think there's a device intervention that can reduce that effects of jaundice. Going to say, what's the creative education? Is it then? The use of the light. What? What is it that. That we do? What is the current state of the art? And that helps us then to be able to understand how we build up a database of evidence and how we begin to understand whether we have to do any sort of investigational clinical studies, whether we, you know, what would be the pivotal studies, and then what would we do in an observational context in terms of what would we observe once the product is in the market to be able to maintain that rich vein of evidence? Of course, one of you has already said that leaking was rampant during the compliance division.

Speaker1: Well, compliance is a subset of. It's not a gray, it's not control. It's no freedom from bias. You know, it's it's not designed you, having proactively asked, sought evidence, you are now being giving it, given it in a reactive manner. So ultimately, we want to be able to plan the evidence journey which lies at the very beginning from evaluation of possible development. Right. And at this stage, as we said, we can seek to say, okay, what what is the actual intervention and want to deal with? What is the cognition? What's the current interventions? What's the state of. The outcomes. That what we want to be able to do with each one of those things about what our device wants to achieve. Does it want to move through the state of motion? We want to create better enhance outcomes or equivalent. Yeah, we can be using evidence because you may derive the clinical benefit not necessarily from a health outcome, but you may derive clinical benefit from the on health of on the number of patients that need it.

Speaker1: Most notably, although you may not change the outcome for the individual. So, for example, if we may be able to manage the many relevant in the Chindwin as a non pharmaceutical intervention, we may reduce costs, we may increase the availability, we might reduce complications and assign things that. But ultimately we have to begin thinking in phase one exactly what are we trying to achieve from this many clinical evaluations that have been carved up to be conducted very, very, very late. If we think about journey from the Medical Devices Directive to the medical device regulation, there are products that have been on the market for decades where the initial reasons are still, let's say, 2001. So but now we place the property into the market at this stage in 2002, and we've had this hiatus where we've relied on state of reactive inflammation in the market. And then all of a sudden in 2017 we see a regulation that is really at the time have a implementation date or I think it was something like 2020, 20, 21. So already we've had the blues, you know, all of those years of learning about what do we really want to do with studies? How do we control the study design so that we gain freedom from bias, gain, you know, impartiality and gain ethical approval and gain the data of sufficient quality and sufficient quantity to be able to demonstrate that the product is actually performing in accordance with our expectations.

Speaker1: So many organizations arrive here. Very late in the day. Austin don't really know What were the current interventions at the time of the state of the art at the time. What were the outputs that would be arriving? And so it becomes incredibly complex for medical affairs, clinical affairs and the regulatory firms to be able to build a meaningful evaluation, very often an evaluation. It becomes very cookie cutter, sort of generic sort of, oh, let's just do a systematic review of literature around exclusion inclusion criteria have obtained all of this literature are now going to read it all and it just becomes a systematic review of the particular product. Rather than saying, guys, when we develop this product. This was the current state of the art and these were married companies. This was the intended intervention. No one organization provided that. This is the clinical development. Now will operate in order to gain over the lifecycle of the device sufficient quality and sufficient quantity clinical evidence in order to be able to demonstrate that the same performance criteria or findings have been addressed in the evidence.

Speaker1: [00:07:33] And that's a very, very important point of view project for anybody who's involved in sort of that medical affairs, is that whilst regulations will ask you guys, you need a clinical evaluation, you need to be continuously generating and gathering the clinical data, you need to be evaluating that data against benefit risk, you need to be documenting that. And the realities are is that at some point someone's got to sit down and hold them. This was along with the ballot. These were conditions to define. This was the state of the art. These were the outcomes sought. And therefore, it becomes a much better exercise for any person who's accessing a clinical evaluation at any point in these phases, because you can do any evaluation. Everyone expected to go along with the clinical evidence keeps keeps growing evidence on your device against here. But you begin to start finding inputs, start to value the product, get evidence, but it would be non evidence. And as we move into the final validation, this is where the clinical evidence and it's usually through clinical investigation where those investigations begin. And of course, then we begin to start forming those market studies in Phase six. Okay. Anybody got any questions or any sort of comments at this time? Shall we?

Speaker2: [00:09:09] So I'm gonna put my hands up. But then.

Speaker3: [00:09:14] I. Was wondering if it's the life cycle according to generic or is it according to. Regulations.

Speaker1: [00:09:26] Yeah, this is this is actually from one of the British standards in product development. So these spaces are quite consistent. At some organizations, five find six. Some people use what we call the technology readiness level. There are five common manufacturing away a device through a particular lifecycle. There are all the definitions of lifecycle. Use the risk management, for example, which will be the concept of the sort of concept of the device, then the actual. Conceiving of the device, I should say, and then the disposal of the device, that sort of life cycle, cradle to break life cycle. If we looked at the development life cycle of an organization development life cycle, the first thing statements of need is often very stable to clinical need and some marketing may be interacting on the on other devices with other clinicians that may be an entrepreneur or an inventor within the hospital that you know now wants to approach a manufacturer to start to develop the product and in larger quantities through the regulatory approval. And it may be that you are planning a different indication or an extension of a claim in a different population, for example, that begins the phase one again, where we're looking at possibly development for medical device, moving it then into the section where you are starting to decompose requirements into language such as engineering requirements, clinical requirements and, you know, commercial requirements.

Speaker1: [00:11:14] Those requirements then synthesized in phase three will be the product development process. And a lot of that product development process will be leveraging research and development that's being done in, say, materials research and development that's being done in terms of human intervention or clinical and cellular based intervention. But at that stage, then when we start to move in phase three, we really do need to synthesize the clinical development. We need to be very, very, very clear exactly what clinical evidence you are going to be generating and gathering over the course of the of the life cycle you're going to need to generate evidence for. You know, safety. You're going to have to generate evidence for performance. And as a result of that, by phase four, you should be in a position where you are now ready to go into a clinical investigation. The device is safely on the device performance in order for you to be able to now focus, you know, on the actual validation of the product in humans. That's the very important stage at that stage, because you would see that from phase one, two and three, You'll be doing your clinical development plan here in phase one, we would expect to do the first clinical evaluation obviously won't be on any evidence that's been generated in the device.

Speaker1: [00:12:45] It would be evidence generated on the condition on the disease, on the intervention, on current state of the art, on diagnostic or therapeutic alternatives, that that stage should have a very, very clear understanding of what is the medical state of the art involved with the treatment population or diagnostic population, and that then inform the requirement so that those requirements can then be fed into the clinical development plan. And in that clinical development plan would then basically say, right, what do we need to resolve in safety studies in phase three? And then what do we need to start resolving in terms of performance or effectiveness? And how do we how would we generate that data? So obviously with safety, we might end up having a fully developed device because there are features that you will learn in humans and also in animals. So we'll see that a lot of people now use what are called in-silico or in-silico. And if you come across those, but if you've got products, for example, like implantable products, you can actually take real world images of hearts or not images. You can actually click into the images or you can actually take the the actual movements and moments of electrical currents generated by the cardiovascular system, neuromuscular system and urological system now, and you can simulate the device in use to show safety, to demonstrate safety.

Speaker1: [00:14:24] So once again, you know, you'll be you'll be planning all of that out. So you can see on that slide as well. We took a bit for you all, by the way. Don't forget to take a screenshot if you want. If you see me doing these annotations, think, Oh that's good. Don't, don't, don't forget, just press. I think it's print screen and then you can take that, but you'll be on recording. So, yes, at this stage, we're trying to understand the current state of the art. We're trying to get into a position where we can do a clinical development plan, where we're thinking about what clinical data. Medical clinical evidence. At that stage, we're going to be starting to think about novelty in the device. We're going to be thinking about, you know, this state of the art. What what evidence is out there, what occasions are out there, What, you know, there may be systematic reviews undertaken for those types of diseases and conditions. There may be clinical standards of care that are developed that all help us understand, you know, what what the expectations will be from an evidence based medicine perspective that you would need to present to a end user and to demonstrate your device is safe and performs. And therefore, you know, at the very end of the day, they have the confidence that they want to use your device and buy your device.

Speaker1: [00:15:52] So, yes, phase two, at this stage, we would expect to see clinical. Evidence requirements to invite and invite to see the information clinical development plan. And at this stage very often will be the investigational clinical evidence. That investigation. We're thinking about safety studies. And we're obviously thinking about preclinical. Work on stage. And then as we move into the final validation, now we're into the pivotal stages. Over into, you know, the actual stages where we can begin our actual clinical investigations that are focused on performance, on effectiveness. And again, depending on the type of device, and that will depend upon the type of study design. And if there are other devices out there in the market that be well-established, then that would be, you know, a comparison based study of being blinded to the randomized. But if it's a single intervention, very difficult to randomize. If it's a you know, if we're saying it's non-pharmaceutical intervention versus a pharmaceutical intervention, that's going to be quite difficult to design and undermine. It'll be very difficult to. Like it. Sorry, it still randomize interventions, but you'll have to think about the study design in terms of the bias at that stage. Exactly what you are trying to achieve in terms of outcomes. Usually equivalence, sometimes superiority.

Speaker1: [00:17:42] But again, that could come in phases. You can learn around equivalence first focus whether or not statistically the intervention is okay. You might work with health economics in order to be able to. You know, look at the actual cost of care to begin to articulate information around the clinical benefit that is derived, that is both outcomes, but also hospital management, patient management. So again, you can begin to formulate clear evidence rather than some statement that you cut and paste from a previous clinical evaluation. Instead, you can now get real data to sort of support it. And then, as we said in the post market to the observational stages in the study, I'm sorry, in the political life cycle. And at that stage, we can prepare post market, clinical follow up, whatever is required, you know, in this in this trial. So hopefully that helps got to life cycles that are used to describe the one is the development product which is this phase one through six. The other is the sort of the life cycle of the product through risk. The risk which starts with the inception and ends with its disposal. And you're thinking about all the risks across the person through a variety of. Sunday approaches that they will draw back to the same basic duty that would inconsequently start developing product to bring it up to a final validation stage where clinical evidence is going to be required and then be tipped to the regulatory approval stages.

Speaker1: [00:19:30] As part of the regulatory dream for people like myself would be technical documentation. Look at what you've done in terms of safety. Look at what you've done in terms of thinking about it. And then begin a negotiation of what exactly will be required post-marketing. So you might see a line in terms of, yes, there's sufficient quality and quantity of clinical evidence to demonstrate the general safety performance requirements, for example. But actually, as this is a novel intervention, as this is a high risk intervention and there'll be explicit requirements around post-market all the devices and also if the outcomes are very difficult to, you know, you might be able to say that performance has been achieved, but it may be that long term over the next 5 to 10 years. It may be that things like unanticipated side effects, things that exactly as I've just said, were anticipated. It may be that the safety profile of the device is such that the observational elements are required in order to be to ensure that the laws at the time anyway, Does that help? Molly. Some things in the chat. You see, if I share with you, you see that box on or is it just the PowerPoint?

Speaker4: [00:21:04] No, we don't. We don't see it.

Speaker1: [00:21:06] Yeah, it's quite unique to Zoom. Is this. Yeah, I can see the chat, but nobody tells me. If you just look at the chat now and.

Speaker5: [00:21:18] I could see.

Speaker4: [00:21:20] So I had a question in the chat.

Speaker5: [00:21:23] Yeah, this is for.

Speaker4: [00:21:25] A comment that was regarding the complaints being reactive too. I'm just thinking, could it also be considered as a proactive data? If you are thinking about not only the device in your choreography, development looks neat, but also for other devices that the company maybe are developing on? So for new studies, new devices, looking at those data to ensure that, you know, experiencing the same issues.

Speaker5: [00:21:52] And. Evaluation of favorable.

Speaker1: [00:22:03] And unfavorable data. So if you have sufficient evidence of claims to demonstrate favorable data, then that is a very positive thing. But if you're trying to say the absence of complaints. Relating to a particular product means that that means that it will be clinically safe and clinically performing for another product is.

Speaker5: [00:22:33] Incorrect.

Speaker1: [00:22:34] It's insane. It's a common assumption because you have not generated evidence to demonstrate the performances. It's almost like saying, Well, I intend this device not to dislodge it.

Speaker5: [00:22:48] Same the thread.

Speaker1: [00:22:50] So whatever it is we're finding, we say we intend this device not to be dislodged. And we've had no complaints to say that it's ever dislodged in the. Well, that's not an observation. That's not an experiment. That's not. They want us just as responded. You're going to have to have something proactively to support that. Can't saying we have not had any complaints because you know, there's a great book called Medical Device Safety by a guy called Gordon and he wrote in 1996, I think was the first publication. And he worked with the Department of Health in the UK and they did a study that said, well, device reported phobias by manufacturers in that year or something like 16,000. And yet when they looked at clinical reported failure to 600. So the manufacturer found out that 16,000 events occurred over that period and yet the clinical community had only reported 600. So they've already shown the vast amount of under-reporting in complaint situations. So it's going to be incredibly hard to justify a complaint record or a complaint analysis as a means of being able to demonstrate both safety or performance because it's the activity and it's much better to work proactively.

Speaker1: [00:24:18] So, for example, you may issue a survey to several groups of hospitals that are randomized survey and may maybe blinded survey. Depending upon the intervention, we may then seek to see whether or not there have been dislodgement detachment. If the device has had any complications during the vaccination or during the surgical procedure or the clinical procedure, and you're now proactively generating evidence from a clinician. Yeah, whereas the clinician, when something has gone wrong, will probably take 3 or 4 decisions before that goes back as a complaint to the manufacturer, whereas this time with the manufacturer, you're bypassing those decisions. You say, well, we want to generate collect evidence on this actual thing and please provide that. That's, that's what I would say. Rather So the answer to. Can we use complaints data within our clinical evaluation? Yes. Using the current device. And you can use it for the device in the pipeline. But it is very dangerous when you are making statements around, for example, safety or performance. By using the negative or have not received problems related, that means that you would not have actively gathered or generated data. Yeah.

Speaker5: [00:25:52] Is the absence.

Speaker1: [00:25:53] Of data that you'll see.

Speaker5: [00:25:55] That situation.

Speaker1: [00:25:57] Does that make sense? Right.

Speaker4: [00:25:59] I really agree. And of course, you cannot conclude on the lack of data. So it should, of course, be if you have some data that you can use proactively in other studies and not not lacking the data. Yeah, yeah, yeah.

Speaker5: [00:26:16] I'm sorry.

Speaker4: [00:26:17] Got another question there. Uh, so with my background and working a lot with the trials disappear, the context. Um, and so could you maybe compare the different phases? Of course, we don't have the six phases in clinical trials. We have the phase one, two, three. So maybe you could also elaborate a little bit on what are the requirements for the phases that you have called the small trials first one and the big trials Phase three. So what are the expectations for for these evidence? How many participants? Of course, it depends on the device, I would assume. But but what are the expectations set after these studies? And and also, the last question was that you mentioned safety evaluation and investigation and efficacy investigations. And the what about usability? Where do you where would you put that in in your position? Yeah.

Speaker1: [00:27:20] So if you trying to understand sort of the basis from a comparison with the pharmaceutical industries, it's very difficult because we don't have the concepts that are sort of well established in I wouldn't say it's good clinical practice, I would just say it's the clinical evidence requirements for pharmaceuticals and.

[00:27:43] You know, the the evidence requirements come from your.

Speaker1: [00:27:47] Clinical development, which should comprise very much of what you see in the phases of safety and then delivered through to Pivotal and then into your observational phases, which take you from the sort of phase one studies to the phase three said phase four studies. So what you would see.

Speaker5: [00:28:08] It's more the devices.

Speaker1: [00:28:10] And the standards or specifications for different device groups. For example, in cardiovascular interventions for things like pacemakers, for example. It's very, very clear documented requirements in terms of the clinical evidence requirements as you move from safety to performance and then exactly what the data requirements are in terms of, you know, if you think about the US FDA, for example, the way that their regulatory system works in devices is that if you have a novel medical device, it will mean that it does not have a product code. If it does not have a product code, then by default it would need to go into what they call the pre-market authorisation process or the 20 novo process that the pre-market authorisation process is reserved principally for novel and high risk medical devices, because then you can go through a process called investigational device exemption, where you have their clinical delivery agency. What the clinical development plan will be because of the novelty. Now, obviously, if a medical device has a product code has been introduced in the market, for example, a beta pleated pacemaker.

Speaker5: [00:29:34] And because it's.

Speaker1: [00:29:34] High risk, then it's life sustaining. Then the clinical data requirements would be much more around substantial equivalence. So therefore, the study design will move further away from safety studies, which will hopefully be confirmed through pre-clinical evidence into actually demonstrating substantial equivalence, you know, not non-inferiority.

Speaker1: [00:00:00] Equivalence and superiority is going to be interesting. And the study design. This sort of the number of signs, the patients are derived principally from the manufacturer and doing the process in phase one and saying, what's the current state of the art? What are the devices that are out there? What is our device that we want to bring into the market? So it's not as prescriptive as it is in the pharmaceutical industry and it's very, very dependent contingent on the device manufacturer to establish state of the art is now the Europe. There's now something called the expert panels and something called the clinical consultation procedure in Article 55, the new European Medical Devices Regulation. And what that is, is for high risk clinical devices, that is class three medical devices, implantable medical devices and devices that administer or remove medicines. And there are options to have the clinical consultation procedure where the expert panel looks at your clinical development plan, looks at the suggested study designs that you can have, and they will provide an opinion on that. So again, not as well-defined as you've seen the pharmaceutical industry not following the Phase four through two, Phase four, Phase five. There was some talk around not not following those phases, but really, you know, sort of leaving it to the manufacturer to work with the clinical community to understand the clinical evidence that exists and then help you to sort of design your studies preclinically through to post-market around the generation of clinical evidence to support the safety and performance. Sorry for that rapid start as cookie cutter in the sense of if it's a generic drug, you know, you're going to have to do 15,000 observations, 200 observations in safety and five observations in English as you start to validate products and then post-market 6000 observations or 10,000 points.

Speaker1: [00:02:20] It doesn't just like that. Sometimes I wish it did because it's highly complex, but because we've got these highly heterogeneous device types. It's very, very difficult to do that. So what we use in devices is we use things like standards. So some of the standards actually give you the clinical evidence that are required. You asked about usability, so those standards often talk about what you do in the formative stages in your Phase three as you are developing your product in this life cycle to what you need to do in your summative phase, phase four and being able to demonstrate usability. But very often with device interventions, usability can be done without a at risk patient outside of the clinical study because you don't necessarily have to go into the intervention and to be able to demonstrate the use of the devices. In other cases, if you are dressing a highly macerated wound, for example, and that can be repeated with a model, for example. So again, there are many things that happen at that time. And so usability studies. Tend to be undertaken separate from the clinical population and from the clinical study. Time. That's the sort of investigation. And they're usually outside of the investigation. Undertaken through a study in healthy patients, in healthy persons. And then if there are factors where clinical performance is impacted or save these impacted within the treatment population, where the only observation if human factors and what we call design for patient safety has been achieved, then we can expect to see that as part of the investigation again, around very often safely because. We kind of hope that you've got the data around the performance.

Speaker2: [00:04:40] I'm just telling a little bit there that it's up to the device manufacturers. We are making. We very much are at the mercy of regulation that we just. It's kind of based on on all the regulations surrounding reprinting.

Speaker1: [00:05:03] Yeah, no, no, I agree. I think the regulations are pretty solid in terms of the fact that you have to do the usability engineering applications. Iec 60,366. You've got all of the essential requirements related to usability. You've got the guides, we've got all of the, you know, the requirements that they do not influence the study design. They give you a lot of, you know, if you've got a lot of flex in terms of the studies, the number of patients and what exactly you're looking for, how you're approaching, whether you're actually what would you observe. You know, there's a lot of mileage in that because it's down to those individual policy device. What is it user? What are you trying to achieve? What is the safety profile? What have you generated in terms of preclinical evidence? All of that is used as input into those study designs, both clinical and non-clinical. So, you know, the regs are pretty well formed. That's well understood. And actually the devil in the detail you say right there, 18 observations on the patient to see about this person see within a package, for example, there's nothing in the regulations which says must be 200, it must be 500, it must be 1000. It's all it's all down to what you need to know to be able to say this is sufficient quality and this is sufficient level of observations to second.

[00:06:39] That makes sense. Oh, keep.

Speaker1: [00:06:42] Going, Molly.

Speaker2: [00:06:44] Just the numbers are fine. The projections. The days the number of.

Speaker1: [00:06:56] Up for everything. So beautiful up for orthopedic surgical implant instruments. Which. Which document? 1875.

Speaker2: [00:07:09] Okay. I guess that I guess that's your point, that it's not. It's. That's the point. That's it for.

Speaker1: [00:07:21] So again. You want to design studies that are going to give you the confidence and coverage in the end, use population and all of the derivatives that you've got in there. So assigning the number of users in there in this part of generic, if if you've got an orthopedic surgeon that's working on a spinal procedure and you anticipate that when the device comes into the market, you know how over 10,000 orthopedic surgeons, then you work out that you'd use this type of preclinical planning technique for this use this type of segmentation technique. Another group will be working on this intervention at a certain point in the clinical pathway that has to be sliced and diced accordingly to see what the total coverage of the population, the user population that you want in the regulations and are be going down to those individual specifications. You know, if you're in the cath lab and you're actually looking at a, you know, a stent application, you realize that there are probably 30 different types of cardiology interventions associated with all these different situations and all these different cases. You have to design it for whatever your originally intended purpose. So again, you sort of slice and dice as according to you can work out basic statistics that say you just have to be very, very careful on combination products. It's the same with those as well that got so many different derivatives users, different types of, you know, combinations of factors that go in there that the well designed studies are those that we rely on the manufacturer to sort of describe what are you going to do with this, What do you intend for it? And design your study and go against those regulations.

Speaker1: [00:09:14] So, yeah, if it was all the same, you know, you would never get. If the regulations were that definitive, they would be very glad to be having all of these questions from notified bodies, challenging the usability of these challenging clinical evidence because you don't get to 200 patients, but this give that it should be accepted reality. Trying to work out why you need to generate the elements to generate. And. So. Jamila, do you have a question? When you do when you do talk about recording, do you mean the claims on clinical benefits, clinical savings, clinical performance that the manufacturer wants to up bags and. Asserted claims the clinical evidence requirements will be What clinical data do you need to inform your evaluation? So. Would include biu's safety performance. And when we're looking at the European Medical Language Regulation in Article 61, the first thing that you're doing is you are saying what are the general safety performance requirements that you now need to use clinical data to provide evidence that the performance or the safety has the achievement. So the clinical evidence requirements will start to talk about do we opened published clinical literature, do we look at independent observations made on a particular patient and are we looking at evidence from registries? Are we're looking for evidence that we've generated from post-market studies. So again, the clinical evidence requirements are essentially what evidence is going to be presented so that we can evaluate whether that evidence supports our claims, whether it achieves the benefits that are stated, and of course, whether it supports the safety and performance requirements that are defined in Annex one and the medical devices regulations. Does that make sense? We've got a definition for that.

Speaker2: [00:11:44] Yeah.

Speaker1: [00:11:51] Levels of clinical evidence that should help you understand really what what we're trying to achieve. We've got different levels. This is called Sackett levels. But essentially what we want we're looking to do here is be true about any particular evidence at the lowest level with the bad quality or anything like that can just be the observation where it came from. And this freedom from bias. And so we're looking at the the fact that the level eight is something where we've done something like in Silico or test you research level seven where we've been able to use any models that are. Sort of replicating osteosynthesis. Osseointegration and replicating maybe the the structure of the heart, the liver, the lungs, the cells of the body, but have been able to use the validated animal models that could then be used to extrapolate that into humans. And level six might be ideas and materials opinions from the clinical communities. It may be things around some level of observations without it being found within the context of a clinical trial. So these usually are more strengthened when they're in case reports or case series when they're beginning to see that the evidence is now being generated explicitly on some clinical record on a health record. So case reports by something, a variety of health records and of course, sort of creating some offices and demonstrating hypothesis and then some clinical expert is actually undertaken, some sort of report or review and that we've got the case control studies level four, where often these are obviously retrospective because again, we've got to bring the cases together. Then we've got to start creating the control in terms of how would we include exclude abstract, consider the the evidence that's within that control.

Speaker1: [00:14:22] And again, it will be looking at particular factor. Now, very often with case control studies, we see current causation through correlation. So strangely enough, with case control studies, if you define the question well and you didn't get a positive answer. So for example, if you say, well, we've we've analysed 200 patient reports around the success of Granulation of a Wound, and we've examined all of these cases and there's been no adverse events that were reported. There's evidence that the wound has. Granulated side. So therefore, there will be this case controlled quality saying that this is a fantastic. Now, obviously, the wound. Now, obviously there's no polarity and you're not sort of splitting that down into different companies and comparing and then it's certainly not prospective. So you're not now, you know, controlling exactly what the investigator that the most involved investigation should be reported and how they should be reported. Instead, it's based on evidence that is gathered from the sort of the retrospective of level three is more prospective now. So that's now putting it into a polygon and observing the outcome of interest. Again, you know, very often, unless you have got access to the data, you're not repetitive data, you're not looking at some sort of you're not looking at the control. So again, what you want to do that prospective studies now again is fashion question appropriately and again. See levels going further and further up and you can see really what the levels mean. It's the higher the level of data. Level one being the highest is the freedom from bias. And we have in the data set, it's trusting the evidence essentially, and you know, in various different interventions, different types of product categories, the quality will be.

Speaker1: [00:16:55] So we should lower the level to lower because it's incredibly hard to do clinical trials in areas where, you know, state of the art is is to use wound dressings, for example. You're not going to be able to do a randomized controlled trial just because the manufacturing now needs to generate further evidence. It's going be very difficult to do the case control studies. So that's where we're saying the product life cycle, the clinical evaluation begins because it says, well, we've got treatment that an intervention with that product and development in that area, you know, this is our capability to be able to design and conduct, to slip in, to get these types of levels of data. And then back to the point that was made, the regulations then may dictate for certain device groups and may be very explicit around what type of evidence is going to be required. And as part of the conformity assessment process, we said, you know, that high risk implantable devices, higher risk class three devices, there's the opportunity to be able to look at the clinical consultation procedure and get some expert external expert opinion around your study design or the clinical development plan is throughout the life cycle of that device as well. Okay, everybody. Okay. With the levels of clinical evidence, any comments, any anyone who's worked in this in this industry for clinical affairs people, what what do you think about this at this moment in time without clinical medicine box? I ask. I would like.

Speaker3: [00:18:45] To ask Leonard's fellow animal research. Is a possible instant animal research using general risk assessment or safety assessment or experience research. 90 Safety.

[00:19:01] 17. Toxicological Data.

Speaker1: [00:19:07] The toxicological data and safety aspects. I mean, obviously and the animal models where we are looking at sort of demonstrating some level performance might be around, you know, testing a device around a mouse or a beating heart, for example, without the physiological side, we're not looking at the top psychological effects. We're looking at the, okay, is the heart rate increasing? Are we able to do, you know, things that we need to do? So the animal research in terms of clinical evidence is how we demonstrate a clinical performance. It's not something that's preclinical. Okay. So or non-clinical in that sense. So the animal research there is, for example, putting a valve into the heart of the pig and then put there ensuring it doesn't dislodge, ensuring that it diffuses the the vasculature that you want it to produce, making sure you get the the performance that you want to get. It's not toxicological and the toxicological bits that you may do there is you might take samples from the spleen. Then you might do a chemical analysis to see whether any decoratives from the valve itself. But that, that that would be then part of the safety of the in the clinical setting itself. Does that does that make sense?

Speaker3: [00:20:46] Okay. Take care.

Speaker1: [00:20:48] Yeah. Like, does it make sense? Nice. Yeah. So we don't want we're not we're not saying that. For example, if you get a Cytotoxicity test or a toxicity test or something like that that has a similar animal model, but that's a level seven. It's not. It's actually probably a level one evidence in pre-clinical. As critical response evidence to suggest safety. But if we're talking about, you know, we don't want to have negligence and during the performance of the product, then look at an animal model or the in Silico model that now sort of is using all of those factors to demonstrate that in actual physical geological performance, the device is is achieving its performance. But it would then, you know, if you went and said, right, we want to bring a new heart valve into the market. And by the way, there's also a study on pigs. Let's now get this out to you. You could imagine that, you know, it's probably not going to fly because there's no clinical evidence in humans, which, of course, it went down in your start to build up your clinical development plan, which would say that the investigations phase, we're going to do some animal model testing just to give us a real sense of safety and performance. But then when we start moving up the dial for an implantable product, which ultimately, you know, in terms of its risk classification, the quality of the evidence would be around the level three, 2 or 1 area. The discussion would be around, you know, what available evidence is out there already. And now working with regulators, with competent authorities, how we would achieve that. Political affairs people. Yeah.

Speaker3: [00:22:54] It's a way to indicate how it is influenced by population. Again.

Speaker1: [00:23:09] So, for example, cohort studies and we actually have quite a lot of registries now that are well managed for populations in cardiovascular, orthopedic, neurovascular device groups. We have that already in terms of these registries exist. We therefore are capable of obtaining level three studies, level four studies within those populations. But as you said, if we looked at sort of pediatric medicine and the very few studies that were outside of that sort of very few sort of registries and observational studies where clinicians are actually assessing data, case data. And so then that would be sitting down with your, you know, key opinion leaders, with your expert sort of critical, difficult and taking into account the state of the art and say, look, do we need to plan in our observational phases? You know, the generation of data using cohort cohorts that is essential, etc.. So you'll take them again on a case by case basis. And as we said, different device groups, different device manufacturers within those groups, populations will already have initiated maybe post-market studies and clinical trials. You can see what what studies exist. And then in the absence of any of those reviews, you will be a trailblazer. And therefore we expect you to be consulted for clinical input in order to be able to design the sort of post-marketing studies effectively.

Speaker1: [00:25:01] And again, taking into account that actually doing these observations, getting the clinical data, the clinical records, ensuring that, you know, that that data has been obtained is costly. So you're also doing you have to think about how are you going to how are you going to pay for it? And then of course, when you start to think about how you pay for it, you now moving back into impartiality issues. Because if you start to debate on issues to get that data, you know, in a situation that. Hold on a minute, you know, are we if we're doing in case control and we're saying just just give us data on our device, we'll pay you for it and the partiality starts to fall away. So it's very, very important to to sort of think about that, those different treatment issues. But that's where a lot of manufacturers come together and try and develop these registries, these studies that take away, you know, well one manufacturer and information studies, sort of independent sort of sets of as well as we saw with the original orthopedic joint registry. Participated in. All right. Any anyone else? Any other clinical people? Stop saying things about your operations or else wants. Still love. Anything to add? How are you feeling?

Speaker2: [00:26:40] Oh, well. From chloroform. Mike Legacy by.

[00:26:49] Felt like a bit like the.

Speaker2: [00:26:53] Guidance. We'll be long gone. But the few of that bit of guidance on how to determine what's the minimum requirement.

[00:27:08] Or a like a like a the level of physical evidence. That's depending on the class.

Speaker2: [00:27:17] Of your device. So yeah, that can elaborate a bit more on what happened like for like.

Speaker3: [00:27:27] Yeah.

Speaker1: [00:27:30] Again for the legacy devices. He it's really looking for state of the art. What evidence is already being published. Is it you know, is it published on your products? And if it if it's not, then you've got to be able to catch up with the clinical evidence. So very often you'll be sat there with a clinical post-market clinical development plan. And also, you know, as you're presenting your technical documentation and clinical evaluation for the legacy product would be very, very focused on how would you decide what a sufficient level of quality of evidence is. And therefore in the clinical evaluation would be very, very focused on what level of research you want to see with the clinical communities around, you know, similar manufacturers equivalent devices. So if you think about Section one of your technical documentation, you you'll list out all of the devices that are similar or equivalent and they'll be from other manufacturers. So will then be working out, Okay. Well, what evidence is published that's publicly available out there that has been gathered by those manufacturers and what safety information has been generated, for example, through Mod and through, you know, various other publications from vigilance perspective. And then it's about saying, look, there's a community or category of devices. This is the level of evidence that exists for this purpose. And then you'll compare that with the evidence that you have. And back to what was said earlier about by B was it was. Okay. But back to what was said then in terms of complaints. If all you've got is complaint data, you're now going to have to start moving the bar very quickly towards post-market study designs. You may even have to restrict claims and do post-market clinical follow up in order to be able to sort of then bring yourself up to speed with with everyone else in being in the market because a novel device is a legacy device. So it's already in medical device directive that there are very few equivalents and you've got to start talking to the clinical community.

Speaker1: [00:00:01] You make decisions, evidence based decisions around the safety and performance of these devices. What evidence would you take into account when selecting or choosing to select these devices? At this point now upfront, we always use the work and instead we say, how do they work? Why do they work? What are the outcomes that you now got? And then you're going to have to do a post-market clinical trial to to sort of almost. Damage. Straighten those out. So I'll be cheap. Does that make sense, given that. Really? No, it's not a great answer. It needs a lot of work. But it's the real.

Speaker2: [00:00:48] Doesn't make sense to use, like all the similar benchmark devices as your benchmark and identify where your.

[00:00:58] Minimal level should be. Yeah.

Speaker1: [00:01:03] And that's a very important point. You know, we are many of the clinical evaluations. The to get Scrutineering clinical evaluation plan because we're looking in the clinical evaluation plan to be saying, right, guys, we know that this is the type of evidence that is out there on these populations and on these interventions. We know that we have a. Note that all products within those within that population. When we've looked at our evidence internally, but what clinical evidence we have, it's not sufficient or to be sufficient. We need to generate and gather this evidence on our device and that's where the CBD should exponentially be explained. So the medical affairs clinical affairs teams can and manufacturing can begin planning how to obtain that evidence. And again. With legacy devices mentioned. Update and has restricted claims. So you'll work with the notified body and say actually we've got sort of case reports series on. The primary fight. I could actually eat in terms of secondary claims that are really well published in our marketing website, well publicized in our sales team. You know, actually we don't have sufficient quality and therefore the taking down that that claim and taking it out, communicating that, that we're going to do a pmcm study in order to be able to generate that that that evidence. And that's that's what the manufacturer does. And instead many manufacturers are sort of just putting the clinical evaluations in and then waiting to see if managed to get past the clinical reviewer in the notified body.

Speaker1: [00:03:14] We all know whether we've got sufficient data to support claims. We really do. But very often it's better to just go down the route to we've got a big thick clinical evaluation or with written statements about sufficient quality and level, but we've not really canvassed proper medical opinion. We've not really done our systematic evaluation, critical evaluation of literature out there to see what everyone is doing and publishing studies so we can accredit. Said, okay, another weakness, Daniel. He wanted to say something. Now in the clinical evaluation. So do you write about sufficient quality and level of evidence? Yeah. So I'm doing a clinical original right now. And it's interesting to see the level of different data that exists and how it's kind of prioritized. I think primarily what I'm focusing on is the metanalysis and the systematic reviews, which is level one at least. But I have a question then about in terms of the different classifications of medical devices then, but that also partly determined on. A variety of neutral club, for example, talking with clinicians and if there's a low risk because it's a low classification medical device, is that less emphasized? No, no, no. Think you have to think about it in a few. In just a few factors. The risk class definitely does, because the level of intervention in the body, you know, it's not life threatening and it's not got really weird product characteristics that can have major health effects, you know, like ionizing radiation that would lift up the classification.

Speaker1: [00:05:14] And it's not an implant, for example, that would raise the classification. If you if you start to drop down to lower class, you already know that the safety profile of the device is only less impactful. However, you know, many class four medical devices and many of the class four medical devices have really wacky claims. You know, we've got to sort of make sure that based upon not just the class but the novelty and the claims that are being made. And then if you if you. You know, you can have a class one medical device. You know, these magnetic bands, You see those? We all have. You still have these. And it's like, Oh, it stops my arthritis. That's fine. You know, you might be able to do some clinical evidence that would be, you know, a bit of animal research to show what the mechanism of action of having a copper band around your wrist does in terms of, you know, arthritic cells within the body. You may be able to, you know, show that there is a clear performance around the mechanism of action of the device still remains class one. Now, if you imagine that that class, one of the claim is it will prevent a heart attack. You know, now we're into something totally different. Device itself, its characteristics are still it's a band that goes around riffs. It's not implantable.

Speaker1: [00:06:57] Does it have any energy? It's not it's not it's not intended to, you know, deliver any ionizing radiation. But you're now saying this will prevent a heart attack. So already, you know, you've got to be starting to look at what are other treatments or interventions that are used for this sort of cardiovascular. What level of evidence is demonstrable for devices that are prophylactic? You know, this is quite a significant claim. It's quite novel. You know, that that that band and its ability to be able to prevent is a non-pharmaceutical intervention, the pharmaceutical intervention. Is to have aspirin and aspirin. The cities around and you know. Prevention include, you know, hundreds of thousands of observations over a ten year period. So now we're ready for the class one clinical evaluation. Can't just go, you know, here's my cookie cutter template, here's my literature review and everything like that at the end of my statement say the benefits outweigh the risks and instead it's like the sufficient level of data for demonstrated intervention against a control will achieve equivalence or superiority in preventing heart attacks is a randomized controlled trial. You know, with this type of data, these observations and therefore even a class one clinically relevant one, we're looking at those and then looking at device specific information. Also, those claims would typically gabachos and stated overdriving prevention. Does that make sense? Yeah. Happens, right? Shuguang a brief break. I'll just check, chat, see if there's any.

Speaker3: [00:09:01] One more question. You have to do anything with them so we can put that in.

Speaker1: [00:09:28] Started like that. Obviously, it depends on how you find that initial.

Speaker3: [00:09:33] So you see how.

Speaker1: [00:09:37] You can do that sort of agile trial design and the writing to the moment where you've got this intervention is safety. So now you're finding influence and it's like. Help me flip this and I'll start the observations. And you're talking about a device that is valid property and clinical evidence to support the people to the claims. Then once again, before you do that, do a clinical evaluation. In the sense of the view population in.

Speaker3: [00:10:21] View.

Speaker1: [00:10:22] And intervention and the diagnostic or therapeutic alternatives improvement side evaluate the level of evidence that is required and compare whether or not the evidence that you're gathering. Is the same level of battery. And that would be very difficult. So we start to say our printing claim to a, you know, a cardiovascular claim, and you might find that the products that are in the same. Control and control are different levels of evidence that we generate. So it's very important that the clinical evaluation plan.

Speaker3: [00:11:08] She's registered voters opinions. What you want to know what is mine but velicovich civil companionship your holiday abroad on the senior level tomorrow but the process you go to pediatrician Tom Holloway associates office to.

Speaker1: [00:11:45] It's time. Now. All the products that prevent a heart attack are sort of level two quality level being sufficient? Absolutely. Quantity native solution, an on level five days bring them. Okay. Right. So we have a break.

Speaker4: [00:12:10] Yeah, I think I'll stick until five pass five to 5 to 11. So you can.

Speaker3: [00:12:25] This link is.

Speaker5: [00:12:27] They just fold in state. But bobartia.

Speaker3: [00:12:43] A. The motion control about his.

Speaker5: [00:12:48] Chief of staff. Live show live on Proyectar.

Speaker3: [00:12:54] Gibson The video with selected by Patricia Russell through. Shocking yourself. The circus was merged into a single application. She channeling? It's a sure footed attempt to taxi. Yeah. Look.

Speaker5: [00:14:18] Mhm. If you know this now, you don't know exactly. The Italian Catholic. And then, you know.

Speaker3: [00:15:42] It's still politics.

Speaker5: [00:16:22] In the distance for you.

Speaker3: [00:16:56] Chong Siew.

Speaker5: [00:16:57] Nghee.

Speaker3: [00:17:02] And so you finally get to one of something without so much.

Speaker5: [00:17:25] I just wanted to see you back at 55. Uh, she. This is Linda and Colleen. Yeah.

Speaker3: [00:17:35] Oh.

Speaker5: [00:17:38] After the latest fructo.

Speaker3: [00:17:51] We don't know about me. I just needed the pressure.

Speaker5: [00:18:02] It was nice to know there is.

Speaker3: [00:18:05] No other way.

Speaker5: [00:18:14] To get to.

Speaker3: [00:18:19] Know anyone. Up to the.

Speaker1: [00:18:25] Know.

Speaker5: [00:18:30] What was conveyed to you?

Speaker3: [00:19:00] Tell you that we live here. I think our biggest problem. Thinking. Okay, that's a good thing.

Speaker5: [00:19:14] Yeah, yeah, yeah. No, no, no. But yeah, especially at fruit. Fruit over Prismic. Uh.

Speaker3: [00:19:38] The the. And the she didn't want to be about.

Speaker5: [00:20:00] In the vegetative stem. Yeah. He's the love. Bulgaria with Bulgaria. Too much of a bleach. They didn't like him. He Bulgaria at the time. He has no reason to use the treaty is the Lovano said. Mr. Joseph Rhino user Tom Thumb. T'challa would go to bloody Yaki know what pokolenie Dr. Tom Nama But yeah, because you know what Posco Buddha you Alana Provine of text the Pisani to the rally and is protaetia Polska Liga Indonesia will Muhammad is now you show your resume you.

Speaker3: [00:27:48] See the.

Speaker5: [00:27:53] The.

Speaker3: [00:27:55] Motion picture major.

Speaker5: [00:27:59] My 19.

Speaker3: [00:28:03] Release. So let's see.

Speaker5: [00:28:12] Yeah, that's Trevor Urgin to say.

Speaker3: [00:28:32] The question for you, Zapresic you have to tell us a lot. Even think you went to the Ukraine for you know that.

Speaker1: [00:29:01] Sorry. You asked about the status of an expert society's position within the scientific world around the conclusion or idea to be sufficient for level six. I think it's that's a really interesting question. And again, as these are editorial opinions, it's not necessarily the. Status. It's for the qualification, experience and skills. So, for example, we may have an emeritus professor of a particular. Clinical topic and providing editing ideas, editorials. They write the critical evaluation. Important disciplines and evidence based.

Speaker1: [00:00:00] So instead just basically mention the products and then. To. Rather about something without actually providing facts and evidence for any particular discourse or a null hypothesis or hypothesis that the quality of the conclusion is not very good. So it may be that in 14.55 various guidances, BCG guidances, you'll see, you know, what the skills, qualification and experience requirements are for anybody writing evaluation, for example, then that would be something of great value. Too often we see the opinion leaders supporting device or technology off the back of their expertise, but then failing to critically evaluate the clinical evidence. That data sorry to provide the evidence, the product's performance and in some cases unsafe. So it's more about the mechanism they use within that realm and you sort of creating what would be a sufficient level or would be sufficient quality from that background. So again, if it were to a report written by Professor Carl Heneghan and the Center for Evidence based Medicine, Dr. Manning was basically a commentary on Twitter saying how. On a pharmaceutical intervention. It works. And there's no evidence in there that that's pretty poor. But if Carl's sat down with one of his PhD students and they do their critical evaluation in terms of response to medication or observation of the of the evidence of now arising based upon that sort of process, that that would be a better quality. I hope that makes sense. Sorry.

Speaker2: [00:02:17] Thank you. Thank you. Yes. Yes. Clear. Thank you.

Speaker1: [00:02:21] So. So it's always about challenging them. So basically saying, yes, this is you can always say this person's an expert because you always look at their experience. Are the colleges working the teaching hospital? Don't see any cases. You know, that's a that's an expert or the expert opinion then quacks and the hypothesis it lacks evidence generation methodology, systematic literature review, exclusion, conclusion. If it lacks sort of favorable and unfavorable data, then it's not good quality. So it would be considered a sufficient level that it would be a good, good quality. You have to decide what angle to use. Does that make sense?

Speaker2: [00:03:13] Yes, yes. Thank you. I get it.

Speaker1: [00:03:17] There's quite a lot of studies going on in medical devices. This is think about this query maybe three months ago, when was the last time we did investigations to oversee the performance?

Speaker3: [00:03:31] For the last time in March.

Speaker1: [00:03:33] Yeah. So ran this information. You can see the sort of the balance of power of where those cities are registered and taking office, you know, predominantly within the North America and Europe with quite a lot now with activity around the Asia Pacific, see 3003 70 studies involving the intervention device and many of those and you can break down further into sort of device that is the post-market service got some relevant studies that are titled post market. So we've got quite a lot of markets that is going on but not not as many as you would expect to see, which is interesting as well. So I'm sure that as people begin to move forward with their Sydney submissions on medical device regulation and then begin to gain more data, you'll start to see those building on those things. But as I was saying that the what tends to happen though is on your submissions, you're presenting clinical evaluations, clinical reviewers are reviewing clinical evidence and they're doing something called clinically assessment. Mr. Martin. Clinical Evaluation Assessment report that may identify non-conformances within. Identify those non-conformances very often around the assessment names as well as the. Those that we support. And we will see a negotiation between noting that factor in terms of. Submission of evidence for those claims. And as we said before, many manufacturers are sort of being. Now supported naushad's with data or the notified body that has to meet the assessment report.

Speaker1: [00:05:44] So. That they're not satisfied with the data presented and compilations presented demonstrate an interest free. Payments we address. Therefore, as part of the certification process, there's very often negotiation. Then to restrict the claim and then. Up studies, which not with the manufacturers, are not going to do that until they're very confident, appropriately. They're confident that the population of those claims that were made are going to actually be profitable and reasonable to actually want to take those studies, because as you all know, they're very costly to do. It's such a pretty flower. You've already asked me, you know. What is it? So we go to the standard ISO 1455, which has been recently updated 2020, and it's a standard for clinical investigations that he talks about what to do, investigations. So you get to understand the clinical investigation there in 3.8 talks around the systematic investigation in one or more human subjects undertaken to assess the clinical performance effectiveness or even in the medical device. So we can see that there are three aspects that are discussed there. We've got performance effectiveness and safety. And of course, in the context of 14.55, these relate specifically to medical devices. They dominated pharmaceutical drugs and by correlation the outcome product that there is a drug delivery device, then we could take that into the context of price as well. When you're thinking about clinical investigations and to be able to performance, what we're talking about is the major price and the response from the surgeons to that medical device in relation to its intended use.

Speaker1: [00:07:51] So if you are intending to introduce turbidity in the water through the application of a mechanical structure with the placement price, then any observations made around the behavior of the medical device and humans temperance within the vascular system will demonstrate the clinical performance. If the turbulence is not achieved to the rate or the pressure or the time or speed or whatever factor quantitative factor there is, and then clinical performance would not be achieved inversely. And now the difference. And that's very, very important for medical devices because very often you may sell a product based on performance rather than effectiveness. And in fact, until the new medical device regulation and medical device directive used to stay the same. And I'm thinking now that I need to remind myself of all of the requirements of medical device regulation. So I'm just going to bring up the medical advisory information for you now. Medical device regulation. And what we are talking about is an one. We have the general safety requirement. So what we see here is devices showing sheath and performance intended by the manufacturer. And thank you. See you again. And that they should be safe and effective and shall not compromise because the clinical condition, same people, the same patients or the safety of ambulances.

Speaker1: [00:09:39] So, again, going back to what Molly was talking about in terms of usability issues really around achieving performance, which can also be enemy violence, and we've got safety, which meant talking about those ergonomics and we've also got offensive, which again from human factors interactive, they have aspects that we want to study through human factors where you are, you know, some of the performance is contingent on good usability and we see that in many combination products in terms of drug delivery devices that are used by laypersons. And we see that within surgical procedures where there may be complex or there may be confounding actions and activities and environments that may influence how the device may perform its safety or its effectiveness and when when in use. And then obviously when we start to think about the actual impacts on the human subject, we can see that the general safety concerns are first level requirements and is really explicit about what medical devices need to do in order to be placed on the market. That means that they have to be performing as based upon the intention and function, and the intended use is valuing links to technical documentation where you can see that we are talking about the intended purpose of the intended users and we break that intended purpose out into interpretation populations, medical conditions and other considerations such as patient selection criteria, indications, Patrick occasions, markings and then principles of operation with device, as well as the state of the claims that we're making.

Speaker1: [00:11:44] So again, it very important to focus on that particular general safety requirement where we could see now as it before it was say, before now see that devices have to achieve their performance as intended by facturer and they shall be safe and effective. So we've now got those three concepts brought together. And just looking at Article 61 of the medical device regulation as well. In terms of the purpose of evaluation, what would they be looking at? Is that confirmation of informative and those general safety function findings and. That's how things work. Conditions and the evaluation of the undesirable side effects shall be based on clinical data providing sufficient evidence, including, where applicable, relevant data from the post-marketing safety. Now what you see there is we've now got this concept of medical device needing to comply with findings from the general safety compliance requirements that meaning that they need to achieve the performance and they have to be safe and effective. And I want to take you back to the actual clinical evaluation. We are looking at setting out clinical data that then provides sufficient clinical evidence because the clinical data may be may be unfavorable. And that's that's the point. Clinical data, when the sets may be insufficient, it may lack quality.

Speaker1: [00:13:28] It may be unfavorable. All of those three things will avoid the use of sufficient clinical evidence. They may be high quality. They may be sufficient level and they may be favorable in those situations. That data, once evaluating, would then be considered sufficient. So there's a mechanism to come together to enable the clinical data to be able to support those those aspects. And once again, let's just have a look at that in the context now of the requirements of 14 or 5 where we can see that the clinical investigation, which is of course prior to marketing Vice President Postmarket study and is a systematic investigation, but I'm not human subjects undertake to assess the clinical performance effectiveness or safety of them. So we can see that that is covered above we are one and we can see that the need to assess the data investigation once assessed, you were given the clinical evidence that would then need to give sufficient level to be able to support those performance effectiveness or safety aspects. When we look at performance, we can see, as we said before, that is based upon the intended use. So what we are saying is the manufacturer is making claims associated with what the device intervention will do to that human subject. And then we talk about the effectiveness, which is a clinically significant contaminant assortment, again, defining portion of the target population. But it's very, very important when you're doing clinical development that you separate the so that we can understand the what are the what's what's the intended purpose of the device? Is it there for what is it set out to achieve? And then with the particular treatment populations that you intend to expose the device to, what is the clinically significant intended results? And that will then help ensure that you know, that you are supporting that.

Speaker1: [00:15:50] So, for example, by a close family member at the moment has got blocked arteries or one of them is called the Widowmaker, which is descending artery and it's blocked up to 70%. Now there are different interventions that you can look at now. So you can look at medication. You can also look at steps. So absolutely trying to block the blockages within the coronary arteries. And then you can also have a heart bypass where all three of the major arteries are or bypass certain blockages are actually bypass. And one of the involves pharmaceutical intervention involves having to obtain prescribe these medicines for a period of time with potential side effects and potential effectiveness. The other defense is contingent upon the performance of the steps to actually be able to block the artery and keep it on blocked for a period of time. And then the other intervention is the ability of the devices to bypass the arteries and be able to bypass efficient people, duration of life and the use of heartbeats that will be as a result of the intervention.

Speaker1: [00:17:29] The effectiveness is that one of my family members will be having quality of life of lives where they're not now suffering this and there are no of problems of any sort of side effects. The quality of life is and helps you to live a life, a good fulfilling life until the age of whatever is is ever received based upon those interventions. So in that situation, the stent manufacturer will be talking about what the stents performance is based upon block high calcium ion arteries and veins achieves and resilience. That's let's say, for example, the term restenosis, which is the cells within the the the vascular walls becoming calcified once again. And and then the performance or sorry, the effectiveness is then being able to correlate how having that intervention can then achieve the intended clinically significant result, which is of course the quality of life. Is the vascular health and the evaluation of underlying symptoms such as the and and the reduction of any side effects based upon to intervention. So again, if we see that the discussion that absolutely very logical have to begin to think about switching those aspects around performance. I could've prevented this. But when we look at safety, terminology is not discussed. I don't think he modified the line very, very quickly. Check behind the baseline in case I'm wrong and saved lives in ISO 14971, which means the freedom from unacceptable risk.

Speaker1: [00:19:40] So what would be unacceptable when stenting? What would be unacceptable when doing bypasses and again that would rely upon people like yourselves saying a systematic review of literature, working with clinical experts in those areas to be able to outline what sorts of complications, what type of problems do we experience and where there are risks that are not acceptable. And that requires judgment by us. Evaluation of literature. It requires review of all regulatory qualifications, technical and health qualifications that will give us that baseline of acceptance or not. And I'm just going to have a look at 14 15959 now granted. I'm sorry. The. So now I'll pull it. I'll bring. I'll bring. I'll be there to save. So in terms of animations. Check this. So. Since. Company by. And you can see that there's freedom from acceptable risk. So we're working with those terms, the freedom from an acceptable risk. So again, that has to be considered in the evaluation. Understanding exactly what the risks are and that it will not be acceptable. So, for example, an individual that they're experiencing short term, medium term transient risk analysis would be unacceptable in this device related. And so, again, we might also have disclosure because within the spens, disassociation, fatigue, all of those things are unacceptable in terms of performance of sorry, in terms of the safety of those types of devices.

Speaker1: [00:22:40] And anybody got any questions? No, we're all okay. So ten different possible lifelines, very important things that we need to break down. And we understand that we have to be very, very sort of constantly firstly to the intended use of the device. So thinking about what is that intended purpose? Thinking about the issues. Diagnostic population. Then we've got to start to think about that would be the performance. As we said, people talked. It's the behavior of a medical device in relation to its intended use. So we now need to think about how we achieve that performance. In our intended populations. Then effectiveness then is. 5000 population. I'll of the population. Its appearance distinguish the device from can it perform in those populations, but also, is it affecting those populations that we need to understand? As we said, what the significant results in a defined portion of the target population and when it's used within its intended use and according to its instructions for use and of course, in accordance with the investigators, mention at the clinical investigation as determined by scientific evidence. So again. Got quite a lot of information. We split this over into the definitions within the European Medical Device regulation. We can see that the clinical evaluation is a systematic process to continuously generate, collect, analyze and assess. So that's really, really important that we are thinking about safety.

[00:25:28] The team performance.

Speaker1: [00:25:31] Now we are thinking about. Now, what we know is that many of the safety related events.

[00:25:42] Not the people that use.

Speaker1: [00:25:46] Which combined allow for some post production data.

[00:25:57] Performance again from those areas that are not political. Homes.

Speaker1: [00:26:06] As we can see, the definition of homes is very, very clear. Now, in the context of a clinical investigation where we are looking at the response of the subject. So now we have to extend that into clinical evidence. We're expected to see this. Now do need evidence. We've got to decide what we say to people, what we need for performance, what we need for effectiveness. And of course, the amount of data, you know, lots of data in this area. And of course, in terms of it being effective, that would be highly contingent upon the type of device, the novelty, the propensity of publications within that area, the existence of any postmarket registries. And that would then help us start that sort of efficacy as well as performance. So clinical evaluation is seeking to continuously generate, collect, analyze and assess clinical data pertaining to a device in order to verify the same performance, including clinical benefits of the device would be determined by the manufacturer. So you can now see that there is a distinction around safety and performance, but there is talk around clinical benefits of the device when used as intended. And we can see a clinical investigation. Is that systematic investigation involving model or certification or containment to assess the safety performance of device? So now we move away from the original definitions of investigation and is talking about the assessment of the clinical performance effectiveness or safety.

Speaker1: [00:28:07] And we're now in the context of the EU MPR policy, turning ourselves with those two aspects of performance and the safety of the medical device. One also talks about the effectiveness, but in the context of evaluation, the wording is very, very important. We see it is there to verify the same performance that we now know that safety is the form of acceptable risk. So how we look at what the risk acceptability by that medical community or intended population intervention is based upon logical evaluation of standards, evaluation of clinical practice, evaluation of device performance. So the device being the market sorry, each of the forms. And then to look at performance as well, which incorporates the clinical benefit and of course the clinical benefit. We think about about medication development. Will be implicated in certain things that fall under the same definition of effectiveness. So we will to encompass now clinical data. That's interesting. Because what we got here from medical device regulations that clinical data can be the data obtained from clinical investigation. Or it could be the device concerned itself. Sorry, that violates it. But it can also be the clinical investigations or other of the scientific relationship of a device which reach equivalence to the device in question. Right. And we have a very distinct term around what is.


Speaker1: [00:00:00] At what we are doing. All the clinical data may be report published in peer reviewed scientific literature or will the clinical experience of the device in my student or the device? Now we're talking about in the investigation of data that has been obtained, either from your device or classes within the context of the selection board. We've got reports published in the scientific literature or other clinical experience. We pricing question or embeddable device and then we've got clinically relevant information coming from post-market surveillance in particular. And so now we've got essentially what is actually data. We can see that clinical evidence is now a function of the data coupled with evaluation. So unless the data is evaluated, it will not be classed as evidence. So there's another quality that it has to be a sufficient amount and quality to allow a bonafide assessment of whether the device is safe and achieves the intended benefits when used as intended. So now we've got a situation where our clinical data I'm sorry, my apologies for. It's not my handwriting. I'm telling you to the pen. And then we have clinical data. That actually take us to be? A sufficient amount. Sufficient quality. That enables. Critical evaluation. Of course, that will need to be defined within the evaluation. Why would anyone do revelation on that data will be lost. They'll not know what to what to do to make a qualified assessment. And of course, what we're doing with that clinical evaluation is we're then translating it into them. So if I just start out again a little bit locally and we have the clinical data. It is either be generated. She's usually found in the context of clinical investigations. Long follow up or it is gathered. Before and she searches. That is then. Critical data. The questions that we have by the manufacturer is, is it sufficient? Is it sufficient.

[00:03:31] Quality? Then from there.

Speaker1: [00:03:39] We can actually do evaluation. That stage, which is now evidence. The evidence. Stock. Based upon assessment. The assessment. Assessment cell is assessing whether or not the device remains safe and if it achieves its intended clinical benefit. Which of course relates specifically to break breakdown performance and how you define benefit, which of course you've now got performance feeds, the ability of the device resulting from any direct or indirect medical effects which stem from its technical or functional characteristics, including diagnostic characteristics and therapeutic characteristics to achieve its intended purposes claim. Thereby leading to a clinical benefit for patients. When used as intended by the manufacturer and a clinical benefit that includes the positive impact of the device on the health of an individual expressed in terms of meaningful, measurable patient, relevant clinical outcomes, including outcomes related to diagnosis or a positive impact on patient management. So in your part of your committee level evaluation, you are responding to evaluation plan. You are setting out exactly what data in which the map when alborch, what policy you're then initiating, the process of generating and gathering that data, determining whether it's a sufficient amount to sufficient quality and undertake evaluation of that data to help us understand whether it is that sufficient amount, which then brings it into clinical evidence, which of course we then initiate the assessment of that evidence in order to be able to make better decisions about whether it is safe and freedom from sensible risk, and whether it achieves the positive impact of advice of the health of the individual expressed in being a rational patient, relevant outcomes or positive impacts on patient management or public health.

Speaker1: [00:06:39] So we have extensive definitions there that help us. If we look at the definition, we can see that supervisory practice and clinical study can assist that study to evaluate the safety and effectiveness of the therapeutic aesthetic or diagnostic device. Again, on human subjects or specimens, and that we now start to talk about the phases of those of that evidence. So we now see that there are exploratory stages, feasibility stages, where we can move into the exploratory phase, where we are determining if a medical device, a clinical development stage includes initial development evaluation, first improvement and other feasibility studies, and then feasibility supplementary study to see, for example, the pivotal study is practical or to refine the study protocol for the pivotal study. And feasibility studies sometimes also requires that we you see in ISO 14 155 that we have the clinical development stage is now one of you asked about an interest in clinical development and obviously this is where development stages and obviously thinking about those individual. Medical devices. Exactly what do you plan to do between the stages of pre market and post market? And a couple of things that you notice in this population is that we have a we can define the clinical development stages as pilot is pivotal and there are definitions within 40 longtime Firebird is further description around those but ultimately those pilots stages as mentioned here in US, FDA is really looking at that sort of feasibility.

Speaker1: [00:08:47] Can we do this pivotal to rule out and moving the safety and performance aspects that need to be examined in the subject's pilot stages very often. Same for these very often. And looking at things like the device performance, but in smaller cohorts with iron potential intervention. But then as we move to the pivotal stage, we now design really take out those getting that data, that longer term safety and also then more likely the actual performance and effectiveness of the devices over that observational period and over complimentary and period. You can see the timing design pilot stage. That is their next phase of your compensatory and they're helping you to develop clinical evidence in support of performance and supporting the effectiveness. It helps you shape the outcomes that you wish to achieve to validate clinical evidence. And we move across into the compensatory stages where we're now moving into those sort of stages, but then supporting smart move and confirmation biases. Controlling the side effects have been quantified. Disability that the benefits of the performance is substantiated with the high confidence because of the manageable size and the study length. And of course then we can then begin to look at the effectiveness, which of course, as we said before, may be more complex because of mortality and morbidity and competence or confounding factors such as overlying health issues from those patients.

Speaker1: [00:11:01] But we're able to at least up the performance using the timing design, because of course we are ensuring that any intended purpose claims that are made are now substantiated and we move them into the observational periods where, you know, as we've said before and some of the sort of falls quite well within the phase one phase or some of these people trial in pharmaceutical trials. But now these are basically more explanatory and descriptions of the actual clinical investigations that you will see within clinical trials aboard. And if you are looking at pre market pilot stage events, sorry, exploratory studies, then very often you'll be a early feasibility, you'll be a safety studies, they'll be the type of wording of vernacular actually moving into the pivotal stages and you'll start to hear things like the pivotal clinical investigation or if it will be to sort of the post market will then be the post market, clinical investigation, post market, clinical follow up, or we will be then into the registries or as we said before, the DMCA or CC. And what's clear is that within those within within that context and the burden and the subject is interventional throughout that sort of compensatory exploratory stage. So you can see that that's very, very important because from an ethical perspective, we have an intervention, we have conditions and observing, we have clinicians and.

Speaker1: [00:12:53] Being very focused on side effects, be very focused on performance and effectiveness, whereas as we move further away into the post-market stages. And whilst we're still gathering evidence, we're not the subject of, you know, explicit sort of GCP, if you wish, investigators and really sort of help me down on those original sort of side effects of being IP sensitive and other interventions that can now be introduced to the patient instead. And, you know, the folks out there in the market intervention has now been decided. There's sort of observational phase. If there is going to be, you know, there's no interventional activities by something. So for me and then the clinicians will be giving you sort of evidence of whether it whether it works or not and trying to think about the clinical evaluation and what I'm thinking about this development plan is very important that you think about your advice in terms of the type of device it is, its level of novelty in the clinical setting. And because that will then drive exactly what quality of evidence is available to you and to achieve. And then the amount of interesting inquiry that will come from your clinical development requirements, where you will be sitting down off the back of a initial clinical evaluation and literature search discussion with the previous scientific advisory boards, clinical advisory boards that you'll be sitting with, you know, your key opinion leaders and essentially working out, you know, where the hell does this device sit within the context of novelty, in the context of clinical state of the art? And as a result of that, how would we plan the evidence generation from the exploratory migrant stages into the observational postmarketing stages? And the European regulation has this concept of a well established technology and example restricted at this point in time to a small portion of devices.

Speaker1: [00:15:41] It's based here on 24 well established. So in the context of well-established technologies in Article 61, we have this justification where similar to those used in exempted devices, we can avoid the need for the clinical investigation requirements. But again, that that doesn't necessarily apply to two or perhaps three. And for the the actual device range, where is that nice? There's the device range. So sutures, staples, dental fillings, dental braces to allow screws, wedges, blades, wires, pins to the nexus. And again, you're going to have to make sure that you're clear that if if it is a well-established technology, then to show that there is novelty around your device range and you. The established technology principles for the regulation itself, which is more substantial rather than having to go back through lots of generation of sort of data. The sort of the rules were fine as that content as that sort of does not apply to many of them.

Speaker1: [00:17:24] Your guys who I'm not sure you said you have fine dental lady, I'm sure that you'll have come across some of the product that you've just spoken about. But ultimately, most of us will be having to think about, you know, the the. The data or the quality of evidence or the balance of evidence that you need. Throughout those different stages. And of course, then you receive another evaluation as a means of demonstrating that that data exists on the topic of equivalence. You can see that equivalence is this system here in base 40 Article 61, where we talk about technical equivalence, taking advice from a similar design under similar conditions and similar specifications as properties including strong chemical properties such as intensity, energy, tensile strength, etcetera, etcetera. It has a similar principle of operation with critical performance requirements. You can see the device has to also have the same biological characteristics as the device using the same principles or substances from the same tissues or body fluids for a similar kind of duration as a similar characterization in terms of these degradation characteristics. And then it's the clinical equivalence of devices used the same clinical condition or purpose, including similar severity of state and disease and same sites in the body. Same treatment populations. Diagnostic populations. Ages. Anatomy. Physiology. Same user. Similar. Relevant. Predictable. Performance.

Speaker1: [00:19:21] So this is excellent. In your clinical evaluations, you're going to want to distinguish all of those aspects around technical, biological, clinical, because then you're going to be evaluating the clinical data as part of the assessment of whether people are devices, are clinical evidence, and not just based upon the quality of the evidence. In terms of the sacking levels, the better analysis, randomized control trials, case series, expert opinion, you know, you're not just going to in that sense, you're also going to do things to say, well, you know, is the data technically, biologically. But it means qualification criteria in order to be accepted as a passer and then clinical evidence and then deciding whether it sits within the boundaries of the definitions that we've done before around is this data data from clinical investigations of concern or is it data from an ankle device or is it reports published in the scientific literature that are of less quality or level should say in terms of the clinical investigation data, but is still based on the device in question or a device that can be determined is equivalent in nature. Okay. I'm just going to check the chat. Right. How are we all feeling? Let's do a quick round, robin, because that's going to be the end of our first first day. So I would just say just lead the discussion. Any questions on these? Um. Alisa. Alisa. Do you have any questions? Comments for today.

Speaker2: [00:21:26] Uh, Camilla, are you getting on? Somebody gives people a holiday, basically from the standard accounting. Like, what's the difference or what? To offset.

Speaker1: [00:21:51] And what's. And derive in terms of the definition here.

Speaker2: [00:22:08] Yeah.

Speaker1: [00:22:11] You might want to take a screenshot of that if you want.

[00:22:15] And that's able to do that as well.

Speaker1: [00:22:18] And I'm going to delete it now. And so it's the positive impact of device on the health of the individual. It's about that meaningful, measurable patient, relevant clinical outcome. So and the the effectiveness itself go back to the definition, you know the least. So look at look at the division definition here from 14.55. And it looks pretty similar, doesn't it? In fact, let's put them side by side with the subject review. So that's that's going to be quite helpful. Now, I'd like to see this. I'll just bring it up next to that. Wait a second. Since. Competing. A ridiculously large. By the way, everyone, I'm really sorry about that. I'll share it. So the clinical benefit is the positive impact of the device on the health of an individual expressed in terms of meaning, meaningful measure, patient relevant outcomes, including no related diagnosis or a positive impact on patient management. Effectiveness is the achievement. It means if we can interpret results, if we find the emotion of the target population when it's used within its intended use according to the instructions. So this is basically saying, look, is there a clinically significant impact point in the population? Whereas the benefit is that talking about is the impact on the health of an individual in terms of outcomes, but also the positive impact of patient management or public health. So effectiveness is a challenging device to actually be able to achieve its performance.

Speaker1: [00:24:29] That will then have that clinical significance, whereas the clinical benefit. The sales taxes and then adds the positive impacts of managing wealth. So it will depend upon the extent of meaningful measure, motivation, performance and that those outcomes will be performance based, but they can also be effective. Today's acting is basically saying what is the opportunity? And then as we said, we benefit. You are able to get more health outcomes and health economics and outcomes research around that overall positive impact of patient management. And it will still be a clinical benefit. And I think if we have that discussion around Covid testing, for example. And you may be able to look at that effectiveness as being the ability of the diagnostic to have a positive and negative predictive value. And as claimed by the device manufacturer. And to then be able to correlate that effectiveness as being if you have something that is 99.99% positive, predictive value, negative predictive value, specificity, sensitivity of such a high range, then it's incredibly effective at diagnosing accurately and helping, which would mean the clinical benefit would be the positive impact on the health of the patient. Say looking down with this very sensitivity specificity. This is negative know positive predictive value and a really good range that we can be almost certain that a positive will be a true positive and a negative be a true negative.

Speaker1: [00:26:33] Thus, when we are taking decisions on whether a patient has Covid will be considered effective within that target population. If we then had something that was less sensitive, less specific at a lower predictive value and a lower positive or negative predictive value, still derive little benefit because what you can do and you can still drive effectiveness. Now saying that we both explained to. And finally, high sensitivity and specificity. Say one is less effective. Prevent. You cannot. For example, think about the the rapid. What we call these. Yeah. The rapid test that whilst it is less effective. It has a higher impact on public health because we test more people at the boundary of the lake. So ultimately, you know, when presenting basically see them compared to all the devices and all the alternatives. Yes, they aren't as as opposed to the rapid test and then the PCR test is more effective. However, now we start to talk about the target population and we start to talk about that positive impact on patient management of public health and the actual. How to tests are actually achieving the clinical benefit. And that means that we can discuss that positively. Technical documentation. And we're not setting a bar that can not be achieved. Instead, we're still able to discuss benefit and effectiveness separately. Does that make any sense? I'm sorry about.

Speaker2: [00:28:54] Out of the question. So on the on the benefits of the on the of like all right. Mathematically claim that the benefit of positive impact on mental health is strong enough for your depression more acute. Can you make all your claims on that? You also need to show the benefit on the patient.

Speaker1: [00:29:32] Yeah, at the moment the regulation is extremely explicit and what you'll see over a period of time is that. Consent for benefit related positive impacts of device on the health of the individual expressed as meaningful, measurable patient relevant outcomes. They may change. I often think about things like, you know, dressings for.



Speaker1: [00:00:00] Identity. The standard of care is basically to use a dressing that is sterile and explainable and be able to absorb, exude a certain volume of a certain level. And it's it has to remain odorless. It has to retain the accident for a certain period of time in a heavily diabetic way. Now. Individual devices if they demonstrate performance, i.e. that they are effectively. Sorry, they demonstrate performance, that they are able to explain that they are able to make those that they are free from microbiological regress or infection risks. And then if you start to see dressings that are easier to apply, dressings that are more that are cheaper, but, you know, more cost effective, then there should be a reasonable argument. And then you can't just go in with a positive impact on patient management and public health. You have to still share any level of effectiveness, but it might be difficult to combine into the relevant clinical outcomes on your device. And because of the new device, you may now need to move into equivalence or you may now need to be able to sort of demonstrate that the positive impacts of the device is meaningful and measurable. But the clinical outcomes are not consistent with the effectiveness that is out there in terms of resolving highly sedating diabetic links and how that is managing the diabetes outcomes, for example.

Speaker1: [00:02:10] Again, I think to answer the question more logically, it would be very difficult to just say guys use this device is cheaper to be self-managed, public health and patient. But we don't believe that's the device of choice. That would be possible to do, but it would mean that you're able to at least have the separate discussions in, particularly when the device may be less effective. And against these alternatives. But when you are less effective, you may now have the discussions about. But it has a higher level of impact on patient managing public health, because that's the whole point of the health care system, which we can't all can't. The heart bypass surgery shouldn't be. There are alternatives, There are standards. There are other things that we can do. And that may not be the effectiveness of the bypass, but the number of patients that we can manage without cardiovascular disease are 10 to 15 times more in the cath lab than we are when doing a 12 week recovery. So we have to have that dialogue. We can't have that. I'm sorry. And batteries pantries will.

Speaker2: [00:03:40] Take it to new treatment in were almost out of time. So other people have a question please drop it in the chat. We'll archive it tomorrow. But now we'll go to Nadine. Can you raise your hand? And then we'll take Dimitri and then Ray, basically.

Speaker3: [00:03:58] Thank you very much. Just maybe you can help me just for the short answer, because I really don't get the thing with the clinical development plan. That was a little bit too fast for me, and I don't understand what is the content of this plan and how it should be written or what is the difference between the clinical innovation plan and the clinical development plan? And you have some hints or advice or just short?

Speaker1: [00:04:23] Yeah. The clinical development plan is basically imagine this table. He is saying what evidence you are going to generate gather in those stages. So that's the development plan. That is saying we have looked at our device. We've looked at the observations. We've looked at the evidence that has been generated through the previous clinical investigations. Similar devices or similar interventions. And therefore, we are going to plan to undertake this type of investigation and pre-market and the post-market stage. So that is explicitly outlining what evidence generation strategies you have for that device. So very much looks like this table talks around the time if there is all types of studies already undertaken as you move through the design and development phases. So you're actually then saying, saying, oh, we curated now a done a first study looking these feasibility studies. But in future we now fund this pivotal study. So that's the development plan. The clinical evaluation plan is now setting out. If you remember the process of expectations for being able to say what data generated from the clinical development plan will then be evaluated, how it will be evaluated, how we will evaluate the level. So they two separate aspects, but they completely work with each other. The clinical development plan is helping you generate and gather the data. Clinical evaluation plan is helping you evaluate the data and then to take that assessment as to whether or not the actual benefit that we achieve. Okay. Thank you. No problem. Great question. Thank you.

Speaker2: [00:06:38] Has come. Some answer I already received from that impression. But I would like to ask this. For example, I manufacture advantage. Possible advantage.

Speaker4: [00:06:55] Can't. I do not.

Speaker2: [00:06:57] Have data only what is the chemical content and so on. So what I should do in this case.

Speaker1: [00:07:13] If you're manufacturing a bandage, we need to understand its novelty. We need to understand is it equivalent to other devices out there in the market? We need to be able to undertake a clinical evaluation where you are obtaining data around the world. Scientific literature to support clinical studies have been done on the bandages. If you do not have any clinical data, then are there many people? Woodlands devices demonstrate that same technological biological clinical characteristics in so evaluate that data to what benefit has been derived from performance, what inventiveness has been discussed. And then we have to think about what your intended use for the bandages, what is the purpose, what are the treatment innovations, what are the issues highlighted and are they delivering to the ones in terms of published data and basis? And then you will undertake clinical evaluation of that data to be able to determine whether or not that is promote sufficient clinical benefit. And of course you need to then ignore clinical data that you have in order to be able to address the performance. Question How would you correlate performance to effectiveness? You can. So that performance may be around the and the elasticity, it might be around the material composition, it might be exactly what the bandage is intended to do in terms of physical or biological sort of characteristics.

Speaker1: [00:08:51] But you still have to go through the process of clinically evaluating and coming to a decision about what evidence exists. And then you'll need to make a decision about whether the evidence that you've got is sufficient in order to be able to derive the benefit, to be able to derive evidence that the product is effective and result in a portion of the population. And the one thing that you're going to struggle with is the clinical data structure device. So you're going to have to prepare a very, very strong program that could now achieve the the the the second end, which is the investigation of the scientific literature of the device, which is the device in question, remembering that the European device regulation notified bodies at this moment in time and only accept that decision around equivalence when you actually have access to the the the equivalent device technical documentation, which of course, I don't think many of your competitors would want to have.

Speaker4: [00:10:10] Okay.

Speaker2: [00:10:10] Have a small question. For example, if I decided to do a study on humans. How many humans should be saved in this study?

Speaker1: [00:10:27] And it again depends upon the critical state of. So we tend to target population. So it would all require you to utilize statistics. It would be that you would have to time determine exactly what are you doing in the study. So, for example, if you would go into the clinical trials that are registered here, you can look for the definitions of those studies to gain knowledge about the types of study and the definition of that study. So the more that you are in the exploratory or compensatory stage, the less study participants that you would have. Similarly, if you're thirsty, you would want to be exposing more than 20 patients to control studies. But as you go back to First Nations, you will utilize a statistician in order to be able to give you a level of confidence and collaboration of the data that you obtain will be sufficient enough to identify asylum claims sufficiency of to be able to identify the adverse events that you are trying to avoid sufficient scope to confirm performance, sufficient enough to confirm the safety and sufficient income to be able to determine the effectiveness. And of course, if you think about a device, if there are only going to be three patients each year who are going to use your device, then it is financial to be able to say we went through three patients, that would be sufficient conference coverage because that's a year's worth of the intended population.

Speaker1: [00:12:16] Whereas if the device is intended to impact hundreds of thousands of patients, then statistical determines would need to use those statistical determinants have to be based upon the safety profile and performance requirements for the final overall effectiveness to achieve, and that would range from any 20 subjects randomized to nearly a thousand subjects would be highly contingent on novelty of the device risk classification of device and the number of. Observations in terms of performance. It's a very, very nice summary. As I always say, there's not a straightforward hospitality is highly contingent upon so many factors that you have to resolve in the evaluation to say, Hey guys, this is the state of the art. This is what exists in the world averages. This is what we intend to do. These are our target condition populations, etcetera. These are our risks. These are our positive outcomes. And so our study design from an exploratory matrix to observational and has been developed based upon statistical power. I think it's based upon and simply correlated back out into the anticipated target markets. All right. Does that help me?

Speaker2: [00:14:04] Thank you. No, that's clear. No problem.

Speaker1: [00:14:07] All right, guys. Well, thanks to you. Can we close the session now?

Speaker2: Everyone, for your participation. Have noted yours and inspection will take down tomorrow morning. And with that, have a nice rest of the day and we'll see you tomorrow. Same link at the same time. Thank you. Bye.

Speaker3: Thank you.

Speaker2: Okay. Bye bye. Thank you.

Speaker5: Thank you. Thank you. Bye. Record. So the. Buddha. Buddha is the show.


