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Joe Hage: Hi! My name is Joe Hage and I have the privilege of leading your Medical Devices 

Group which as of this recording has 296,000 members worldwide and one of the reasons the 

group continues to flourish is we have members like Dr. Bassil Akra, our presenter for today. 

He’s going to talk to us about new CE Marking rules in Europe. 

Hello Basil?  

Bassil Akra: Hi Joe.  

Joe Hage: You have hundreds of people from all around the world hanging on your every word. 

I will mute myself. I’ll be available in the background and I’ll come back later for the Q and A 

session. The floor is yours. Thank you.  

Bassil Akra: Thank you Joe. I hope I can [inaudible 00:00:48]. Sorry. I don’t know if you see this. 

Now we have it better.  

Good morning, good evening, good afternoon everyone. I’m happy to be here and be able to 

present you about the changes that we are facing in Europe and what will be the impact of the 

new medical device regulation of the clinical data requirements in Europe in the future.  

During this webinar, I’m going to focus on the current clinical data requirements. I’m going to 

show you some common pitfalls during the preparation of clinical evaluation reports currently. 

I’m going to talk about the impact of the new medical device regulations. So MDR/IVDR.  

My focus would be on MDR but since somebody are interested on IVDR, I will raise some words 

with regards to that. And I’m going to show you helpful methods to avoid unneeded high 
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clinical research costs during your strategy preparation and how you can keep your time-to-

market realistic and avoid delays when you want to put a new device on European market and 

other markets that could be affected by the CE Mark in Europe.  

So starting by the beginning about the requirements in Europe, it’s very important to keep in 

mind that clinical data and clinical evaluation requirements are not new. A lot of people speak 

about the changes in Europe and I got always the feedback, “Oh my God! Europe is now 

requiring clinical data.”  

It’s nothing new. I told already that we have it as a directive, it’s required to have a clinical 

evaluation for medical device and there are some really helpful documents that are in Europe 

that can be used to fulfil these requirements. Those are so-named MEDDEV guidance 

documents. And there is one for clinical evaluation, one for clinical investigation and one for 

post-market clinical follow-up studies.  

And one of the most important standard when we talk about clinical is the clinical standard for 

clinical investigation on medical devices. This is the good clinical practice methods that is used 

in the European Union.  

Now with regards to guidance documents, a lot of people when they look on Europe and see 

that the MEDDEV guidance documents are applicable, they look often these documents and see 

on the first page it’s legally not binding. Lots of manufacturers thought that why shall I use the 

guidance document that’s legally not binding?  

It’s the same like everywhere all over the globe. You have guidance documents that suppose 

you understand the requirements of the directive here. And these guidance documents are 

legally not binding but if you read further, you will see that anticipated by the member state to 

follow this document.  

So it’s a requirement even though the guidance document if you follow these guidance 

documents, you will be able to fulfil the requirements in Europe. 

The big question that I always face and got from manufacturer and this is where manufacturers 

now are preparing for the future, for the new medical device regulation is do I need for my 

device also a clinical evaluation? 

I have a low-risk device. Do I need it as well?  

It’s regardless of classification. A clinical evaluation is needed for all devices.  
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Now the question is, how big is this clinical evaluation? How sufficient it is? It depends on what 

kind of device do I have and the most important point is that I have a clinical evaluation and I’m 

going to give you some more insights with regards to the input that you have to include in such 

a document during the whole presentation. 

What is a clinical evaluation? This is the first question that we have to ask ourselves. I 

remember the last years when I stayed in different regions all over the globe when I was 

discussing about the requirements of clinical evaluation in Europe. I got like feedback, Europe 

just look on safety. Europe do not require performance data.  

This is not true because currently, the requirements are to look on, to verify safety and 

performance of the device when used according to its intended use and this is the requirement 

that’s currently available. 

So we are not talking about something new. We are talking about current requirements to 

show safety and performance in many years.  

Now looking on the European Union, it’s typical that everyone know that it’s possible in Europe 

to have a device clinical evaluation based on the literature route or on a clinical investigation 

route.  

What happened here? Over the last years, a lot of manufacturer were trying to go through 

equivalence approach to avoid going through clinical investigation route because of the high 

cost, because of the delays of the time needed to be able to go through a clinical investigation. 

So everyone was trying to compare health device with another device. And a typical situation 

that happens always, manufacturers come to us and tell us we have a new innovation and 

when I ask them, if you have a new innovation, how you want to show safety and performance 

for your device? Then it comes back and saying I’m going to go through equivalence route.  

So the question that I always raise, is it innovative device or is it [inaudible 00:06:19] device? If 

it’s a [inaudible 00:06:20] device, then you can go through equivalence approach. But if you 

have an innovation, so the clinical investigation route is mandatory.  

People were trying over the last years to [inaudible 00:06:31] the equivalence approach and 

[inaudible 00:06:32] in Europe that I’m going to talk about later.  

Now the question that you will be summarizing out of this slide before is do I need the clinical 

trial for every medical device? No it’s not possible to derive such an answer and saying, yes I 

need a clinical investigation for every device. When we look to the medical devices, it’s not like 

medicines.  
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We have really a big variety of medical devices starting by syringe going to hip implants, going 

to MRI device. We have a big variety that needs to be understood how can I show safety and 

performance for every device? And some devices could be much more suitable to go through 

bench testing to understand the performance criteria than doing a clinical study that is not able 

to provide you sufficient evidence on that. 

So it’s important to look on seven aspects. One of the most important aspect that you have to 

look on is the risk-based approach. To look on your risk and try to understand what do I want to 

show with my clinical evaluation and how can I show safety and performance. 

Now looking on the MEDDEV that I showed before, the MEDDEV is helping manufacturer 

understanding when a clinical investigation is mandatory and when a clinical investigation is 

probably not needed. But it’s saying for active implantable medical devices, for example like a 

pacemaker as well as medical devices that are in the Class 3 device like heart valve or hip 

implant, a clinical investigation is mandatory unless it’s duly justified to rely on existing clinical 

data.  

What does this mean? This means that data from another device that can be transferred to the 

device itself based on evidence.  

So the answer when we look to this sentence, it seems like just for Class 3 devices and active 

implantable medical devices a clinical study is needed. Is it correct?  

No. Going further, you will see that also for low-risk devices if you have innovation and the 

device that is not studied to know and there is not a similar device on the market, it could be 

that you need a clinical investigation as well.  

If you look to this mouse on my slide, it looks like this mouse is really don’t have that big risk. 

It’s really on safety level because a cap on the head and going to catch the cheese and nothing 

going to happen.  

The question is, is it possible really to get the cheese without having any damage? It seems like 

a medical device that has low risk nevertheless the failure of this mouse was that this mouse 

never tried to have before. And without having evidence, it could end really dramatically and 

killing this mouse and having really harm for the patient.  

So it’s important to see also for low-risk devices, do I have sufficient evidence on safety and 

performance before deciding not to collect a new clinical data because at the end, you have to 

show safety, performance and the positive benefit-risk ratio  when compared to the current 

state of the art.  
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So what is state of the art? Talking about the current state of the art, it’s an important topic. 

Lots of manufacturers think that state of the art is the competitor device. I am the big 

manufacturer. I have the biggest market share then I look to the second ones that have also the 

market share and say this is for me the current state of the art. 

This is not true. I have to look to all available therapy methods for special medical indication. 

Why it’s important? Because I have to look on what is currently available for medical indication 

for treatment. It could be a medicinal substance. It could be conventional method and it could 

be medical devices.  

And this is for example if you look to stands, stands are for coronary artery stands are 

establishing like can cover some patient population. But you have also conventional therapy 

like bypass operation. You have also medicinal therapies that allow also some patients for 

special medication.  

All of these issues shall be considered before taking decision on the state of the art and it’s 

important that you focus here not just on the intended use but on the intended use and the 

medical indication of the device.  

Risk-based approach, this is what I told you at the beginning. Risk-based is the whole medical 

device industry. Risk-based development from the beginning from the idea I have to start 

looking on the risk applicated with my device, with my development process and also with the 

users of my device afterwards. Distribution, packaging, transportation, all of these issues shall 

be considered at the beginning.  

And I have to try to do my best to mitigate the risk to the lowest level that I can reach and I 

have to mitigate everything that I know and try to define what is the accessible level at the end. 

The cost here will not play a role. It should be looking on what I have done to mitigate the risk 

for the patients. 

So it’s very important to consider all of this when you develop your strategy. The risk-based 

approach is one of your main key to get success to the medical device development process.  

Now looking on a clinical evaluation. We talked about state of the art. We talked about the 

different tools that are available to be able to proceed with clinical evaluation and get the 

device on the market.  

The most important steps that you have to do when you do a clinical evaluation and to decide 

risk-based as a new clinical study is needed or not, is that you start with first step saying what 

do I want to show? I want to show safety and performance of my device.  
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So the first step that you always do, you start with your analysis and you start also evaluating 

what is currently available in the market for special medical indication. And when doing this 

evaluation, you will identify similar devices on the market and you will identify some 

publication with regards to similar devices on the market.  

What you don’t know at the beginning, you have a lot of publication that you have identified, 

how valuable these publications are. You have high level clinical data. You have randomized 

clinical data. A clinical study and you have just abstract.  

You have to appraise all of these data and collect them. Say, what is for you really and what are 

sufficient evidence to show safety and performance of the device and then you have to show 

also based on evidence if these data are transferable to your device because they are in most of 

the cases done with other devices and these devices have some comparability but they are not 

completely the same.  

So you have to look on these data in a critical way. You have to analyze these data and decide 

based on that if a new clinical investigation is needed or you have sufficient data that are 

transferrable to your device that makes the clinical investigation as not mandatory anymore 

because evidence are already available.  

So taking this into consideration, we have to look on several aspects. First of all, when you see 

several other devices and you see the publication and relevant clinical data that can be used, 

you have to look do I have the same intended use. Do I have the same clinical condition and 

medical indication? And do I have the same patient population? 

Then you start looking on the technical and biological equivalency between both devices and 

you have to show a bunch of things. They are technically equivalent because I have like a metal 

and the other one is also metal but you have to look also not just think it’s a titanium and the 

other one is titanium but you have to show that by showing evidence that both metals are 

completely the same.  

If they are not completely the same, you have to show that this difference do not influence 

negatively the safety and performance of the device.  

So do not compare an apple with a pear or an apple with an orange and say by the end they are 

completely the same and they can transfer the data.  

You have to show it based on evidence and what I’m saying is currently the requirement. So 

those are not even something new. They are the current requirements.  
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So what I did today, I took with me some examples. And I’ll try to show you how a lot of 

manufacturers think and how it should be done in the right way.  

So if you look to both examples that you see on this slide, the first impression they are not 

different. The second impression that you have, you have some color difference. The question 

is, does this color difference influence the final clinical safety and performance negatively? The 

answer is, I don’t know because it could be that I have a different [inaudible 00:00:48]. It could 

be that I have a different coating. It could be that I have different processing of the device. And 

it could be that they are completely the same but I need to show that based on evidence.  

So before saying I can transfer from my device from the other device to my device clinical data 

and show that my device is safe and performing as intended, I have to show that this color 

difference is not influencing negatively clinical safety and performance.  

Second example would be like that looking to my device and looking to device A and B, I can see 

some equivalency to device A and I can see some equivalency to device B. The question is, can I 

sum these equivalency to get a new device and transfer from A+B to get a new device? It’s a 

question mark and we’re going to go through that and do some assumption and see if these 

assumptions deliver us now really sufficient evidence to show safety and performance based on 

equivalence approach. 

The third example would be I have now an infusion pump and the question, do I need for an 

infusion pump a clinical study or is it sufficient to have equivalence data from another device 

that can be transferred to this device and show that the device is safe and performing as 

intended? 

So let’s do this example and go together through that. The first example what I showed you this 

was just the color difference. And if we make the assumption and say we have the same 

intended use of both devices and we look to the technical equivalency and we say, okay, we 

have this color difference but we’re going to do some testing and show that this color 

difference do not influence the biomechanical testing of the device.  

We look on the process and we look on the polishing and we say, okay, perhaps it’s differently 

polished but let’s look on that and try to test it mechanically and see if this is really negatively 

impacting and we don’t see any impact so we can assume at the end the technical or not 

assume just based on evidence say technically both devices are equivalent.  

Then we look to the surface and we say, okay, it could be that the surface is changing so the 

growth of surrounding tissue will be negatively influenced and we do some testing. Biological 

testing, we do biological compatibility testing, we do [inaudible 00:17:59] testing and do 
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perhaps some animal trials in comparison of both devices and do not see any difference and we 

can counter the result the biological equivalency is given.  

So we can at the end conclude the difference on safety is not there and there is no difference 

on performance. This could be one example where we come from. Same intended use. Same 

technical equivalency. Same biological equivalency and no difference with regards to safety and 

performance.  

So it seems like this device can be going through equivalence approach. Now looking to the 

other example, it seems like we have here different population and we have some similarity to 

A and some similarity to B and if we look to it, the question mark that we have to raise if we 

have such situation is it possible to go through equivalence approach so comparing one piece of 

one device to other piece of my device and taking the second one until I find all parts of my 

device equivalent to a device. 

Let’s say in such a situation it’s not possible to go through equivalence approach. In the 

situation A, it could be that it’s feasible and yes when having all these evidence it could be that 

there’s sufficient evidence allowing me to go through equivalence approach if I have same 

intended use, same technical equivalency, same biological equivalency and no impact on the 

final clinical safety and performance.  

But for the other one like partial equivalency will not lead to any success and you will not be 

able to put a device based on equivalence data that are transferrable to mine. 

Now looking to the infusion pump, what about this pump? What about the data that I need 

here? Do I really need clinical study to show that this device is safe and performing well?  

Now we have to keep in mind that this device is to infuse a fluid. It could be medicine. It could 

be other fluids to a patient under controlled method.  

So the most important part of this device is to have a safe device delivering a fluid in a clear 

amount without having any problems and this can be tested perhaps in a better way while 

looking on the bench testing.  

So the question is, what is the question that I want to answer with regards to the clinical 

performance of my device? And how can I support my clinical performance and safety with 

literature data? Does it make more sense to show flow rate data based on bench testing or 

does it make more sense to show the volume that I’m infusing through bench testing? Can I see 

air infusion in bench testing? Yes I can. 

A lot of these information can be coming from bench.  
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So the question is, do I really need to have a clinical study to show safety and performance of 

this device or is it also helpful to have much more data from the bench and the thing for such a 

device, yes. It makes a lot more sense to answer a lot of questions based on bench test and just 

if I have innovation and I have something special that I can address via clinical study, then I have 

to look for that. But a lot of my question that I’m going to raise with regards to the intended 

use of my device can be answered through bench testing. 

Now when we talk about if we say, okay, we have clinical evaluation based on literature route 

or clinical evaluation based on clinical study and if I look to the Class 3 device, we remember 

what we went through the MEDDEV 2.7.4 for Class 3 and active implantable, I have to do a 

clinical study unless it’s duly justified.  

And in case through my first steps doing a clinical evaluation, I didn’t find sufficient data or I 

didn’t find an equivalent device and I have to do a clinical study then I have to follow also good 

clinical practice.  

For this aim in Europe, the 14155 Standard is applicable and you have to do a study following 

this Standard or following GCP that is similar to this Standard. 

So to plan such a study, when we talk about good clinical practice, it’s very important to start 

with the clinical evaluation step that we raised before and to have risk analysis. Because to put 

the study plan without knowing what I want to address, it doesn’t make really sense.  

You have to look also on the legal requirements of the country where you want to do a study. 

You have to look on how can I take all of this data to come to a point where I select my primary 

endpoint and secondary endpoint. And please keep in mind to look on the clinical relevance of 

your study when you plan it accordingly.  

It’s very important steps that you have to do. And I’m going to tell you later what kind of 

information your Notified Body in Europe will be requiring when you go through a clinical study 

for your device. 

I know clinical investigation and clinical investigational plan is a bit harder for a lot of 

manufacturers because a lot of information are needed at the very beginning.  

So it’s not just doing the clinical evaluation and the first version and doing the risk analysis. You 

have to do a lot of steps and you have to plan a lot of things when putting your clinical 

investigation plan in place.  

So you have to look on what kind of population I want to target? Which type I’m going to use? 

Why I’m going to use this type? Why I’m going to use this physician? What is the background of 
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the physician that I’m looking for? How does my informed consent looks like? How do I want to 

enroll the patient? How do I want to manage this data collection?  

All of these things has to be part of your clinical investigation plan and you should be taking into 

consideration what the 14155 is telling you and taking into consideration the reason why you 

are doing the study. And you have to take also the steps really critically into consideration that 

the point that what you are collecting will be provided at the end with the protocol so your plan 

and your report should be really fulfilling the same information. You need to have evidence at 

the end. Not just saying I put a plan now and tomorrow I’m going to change it because your 

plan that you’re going to test should be really stable enough. 

You can amend it over time and provide evidence why this amendments are suitable but it 

should be really from the beginning while planned to have good clinical data at the end 

according to safety and performance of your device. 

So the study design is very important. The study design is really important when you test all of 

these things. As I mentioned before, randomized clinical trials are trials that are needed for 

some devices but cannot be applied for every device.  

This should be taken into consideration when you plan the study. You have to know what kind 

of information do I want to get out of my study. What is my plan? Am I looking for non-

inferiority approach or do I want to show superiority?  

In Europe, it’s required to show at least non-inferiority but if you plan to show superiority, you 

cannot show it by the end, your results are not showing superiority, you will fail.  

So please consider this fact. If you want to show something that you consider it, you plan it 

accordingly and you take the right steps into consideration and put it in your plan and consider 

that through the whole process. 

Statistical methods. One of the most important and critical point because what is happening 

and what was happening in the past in Europe is that 14155 is applicable for a lot of 

manufacturer when they want to do a clinical investigation but when it’s coming to the sample 

size, manufacturers don’t think okay, I’m going to take 20 patients or 30 patients and the first 

question that you will be getting from your Notified Body, why 30 patients are sufficient to 

show these inputs? How do you came to this number?  

And so statistical calculation is needed taking into consideration what do you want to show? 

Like I mentioned before. 
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And it’s important not just to say I take this number because I think this is sufficient or I believe 

on that but it should be based on evidence. And in that case, you have to involve a 

biostatistician when doing a sample size calculation. 

Now the question is, what is more important? Do I need statistically significant study or is it 

sufficient to have a clinical significant study?  

The answer is, I need both of them. I need clinically as well as statistically significant result.  

So you have to look also in your expected dropout rate. You cannot just say I have this number 

now and at the beginning, I have the learning curve effect but the result of the learning curve 

effect are not good so I’m going to just throw them and delete them from my calculations and 

take just the best result and select and put some of the data and show you that the device is 

safe and performing well. 

No you have to calculate all the key factor at the beginning to get the sample size that allow 

you to include all patient at the end and to summarize data that are suitable and showing that 

you followed good clinical practice methods. 

How Europe looks like? A lot of people struggle with Europe while looking on that because of 

not having the harmonization all over the European member state.  

Now when you’re going to apply for a clinical study, it’s also not really harmonized because you 

prepared all of your documentation and you want to go to one country in Europe.  

The question is, are all countries requiring the same information? Unfortunately not.  

So you have some big differences between the single member state for a pre-market study and 

you have also difference for post-market study. This is the study that I’m going to show you 

later but with regards to clinical investigation. 

To get a CE Mark, you have different expectations from different competent authority in 

Europe and with regards to post-market clinical follow-up study. It differs between out-of-

scope or within-the-scope. But you will see also big variation between the member state and 

the big variation also of the feed between the single member state in Europe. 

The intention here is to have a harmonized system in the future. I will not talk about this today 

but there are a lot of steps that will be taken into consideration once the medical device 

regulation’s in play.  

Now with regards to your notified body, if you come with the clinical investigation as part of 

your clinical evaluation, what kind of information you’re notified body will be requesting from 
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you. Your notified body will be requesting your clinical investigation plan. You’ll be requested to 

show the letter of no objection or the approval of the competent authority and you will be 

requested to show the Ethics Committee Opinion and finally, the final study report that’s dated 

and signed. 

And all of these information are required. If you come with data and you say, I don’t have these 

information, your notified body will question that go to clinical practice and will question the 

systematic data collection.  

So it’s required from the notified body also according to MEDDEV to ask you for these 

information and to see if all of the study was running under controlled MEDDEV and under 

good clinical practice.  

[Coughs] 

Sorry.  

Now, you did all your job at the beginning and you did your clinical evaluation, prepared your 

clinical evaluation and did the clinical study and collected all the data and critically analyze 

these data and came to the assumption that I showed everything and I have a safe device, 

performing as intended and I can show you a positive benefit-risk ratio of my device.  

It’s still not the end because you know a lot about your device but you still do not know how 

your device will be performing over long term.  

This is why it’s required as well to have a post-market clinical follow-up study in Europe. Post-

market clinical follow-up study, there is also a guidance document as I mentioned before, the 

MEDDEV guidance document that support you preparing the study design for the future.  

[Coughs] 

Sorry. 

The question is, do I need this post-market clinical follow-up study plan when I submit for CE 

Marking? The answer is yes.  

I have to look not just on my current clinical data and my current evidence but I have to look 

also over long term and say what I will be planning as manufacturer to collect long term clinical 

data on safety and performance and how I want to detect complications that I could not detect 

at the beginning.  
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The post-market clinical follow-up study is not there to show safety and performance. It’s to 

confirm safety and performance when the device is used as intended.  

So please take care of that. A lot of manufacturers come and tell us, okay, I’m going to get an 

approval for this medical indication and this intended use now and with the PMCF, I’m going to 

extend my data by collecting new data and trying to have much more evidence another 

indication, another intended use.  

This is not allowed. This is not acceptable and will not allow you to come back and extend your 

indication because this is the so-called off-label use. And the off-label use is not accepted as the 

measure to collect data and I’m going to tell you much more about that with regards to the 

change also in the medical device regulation.  

Joe Hage: Quick interruption, Jeff asks, what does the acronym NCA stand for? Thank you. 

Bassil Akra: National Competent Authority. 

Why PMCF? 

So there are lots of limitations as I mentioned before when you prepare your study. When you 

do a first clinical study, you look for the vast clinical investigations that you can use for such a 

device. You look also for the bad side where you can do your study and you have a special 

selection criteria for the subject and you have a small amount of patient that you’re going to 

use based on your calculation to show safety and performance. 

And with the PMCF, you can go wider. You can get much more information and this will allow 

you to have real-life usage of the device and get much more data and full range of clinical data 

that support long-term safety and performance of your device. 

When is this post-market clinical follow-up study mandatory? 

If we look to the MEDDEV and we look to the requirement currently, it’s actually mandatory for 

innovation, it’s mandatory for significant changes where you don’t know the influence of this 

change over long-term for high-risk devices and where CE Marking was based on equivalence.  

And also when you have unanswered questions with regard to long-term safety and 

performance. And this is most of the cases that you don’t have really these long-term evidence 

on safety and performance.  

Now the question, if it’s mandatory for some cases, is it possible to avoid PMCF? Yes it’s 

possible to avoid PMCF for special cases where you can show that you have long-term safety 

data and performance data on your device.  
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Take an example like a syringe, a normal syringe. Do I need to collect long-term evidence on 

safety and performance? Probably not. The question is, if I want to collect data, are there any 

methods to do that? Yeah you can.  

You can either prospectively or retrospectively. You can use also questionnaire and the 

question is, is it an investigation or not?  

So it’s your decision to look on that and decide what is the most suitable method and to show 

us based on scientific evidence why these data that you will be collecting over long-term are 

sufficient to confirm long-term safety and performance.  

Now what is the responsibility of the notified body when you come with your post-market 

clinical follow-up study plan to us? 

As I said before, we look not just on your clinical evaluation. We look also on your post-market 

clinical follow-up steps and post-market surveying steps. And we have to understand if with 

your plan, you’re going to have sufficient data confirming long-term safety and performance. 

And we have to verify if you are not planning to do a post-market clinical follow-up study if this 

is a justification that you can follow or not.  

And in case of not, we have to set conditions and we are allowed now to set conditions to 

require additional evidence to tell you that the PMCF plan is not acceptable and to require a 

new plan and in case you come with a new plan, we are also allowed to tell you we want to 

have data and an update of your clinical evaluation report at into the point and we are also now 

allowed to look through your certification and do not provide you directly with a 5-year 

certification for your Class 3 device and active implantable but we are also allowed to tell you 

based on the evidence that we have today you will get a certificate for two years for example or 

for three years and we want to have like interim reports or it could be that we give you five 

years certificate and request yearly an update of your clinical evaluation report to keep track 

about what is happening and how your additional data are supporting your long-term safety 

and performance of your device.  

So all of these requirements are currently available and they are not new at all but are available 

and are in place with a lot of notified bodies that are applying this. 

And it’s also what we will be looking for is a standalone clinical evaluation report that is 

including all these information that I talked about and the most important part of it is also the 

summary saying that the device is safe, performing well as intended and has benefit-risk ratio 

that is positive. 
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And it should be signed and dated by the evaluator that this person should be experience-based 

person in the field where the device is applied.  

So if we have an orthopedic hip implant, you will be looking for an orthopedic surgeon to do 

this clinical evaluation or somebody who cosigned with sufficient experience and clinical 

expertise in this field. 

This is all about what we have now today. Now how it looks in the future? If we look to the 

future, all of you know what happens with scandals in Europe with regards to the breast 

implant. This is a [inaudible 00:37:32] situation.  

So nevertheless, it triggered a lot of steps and as you know, we are all of us waiting for the new 

medical device regulation that will be coming in the next year probably and I’m going to tell you 

much more about this and what will be happening with this new regulation during the next 

slide. 

The question is, we have the MDD. We have Active Implantable Medical Device Directive and 

we have the IVDD. We got like enforcement of clinical evaluation requirements in the 2010 and 

we got a recommendation in 2013 for unannounced audit and regulations and we are working 

on a new MEDDEV document. A revision four. I showed you before the revision three and a lot 

of changes are planned to be done and we are looking for that. 

The most important message that I want to give you is the new regulation that we are 

expecting, it has actually one intention. It is to regain citizen confidence and to insure high level 

of safety and health while supporting innovation. 

So it seems that the new medical device regulation will not kill innovation but let’s go through 

that and see if this is really the case about what is currently planned and what will be the 

impact on small and big manufacturer in the future.  

I will start step-by-step by starting with European Commission Proposal that came in at the 

beginning and I’m going to focus on one part of it. I will not cover all the parts because it’s a big 

topic and I’m going to take now today how to be the influence on the clinical evaluation part of 

your device?  

Now the European Commission says notified bodies can remain and can continue doing the job. 

As you now, a lot of discussion at the beginning were raised about do we need notified bodies 

or can we have it like by the authority controlling all devices? 
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And then it came to the way saying okay, high risk device, Class 3 devices and active 

implantable medical devices shall be scrutinized by an authority to allow really continuous view 

about what the notified body is doing.  

And the European Commission came with a suggestion saying, the manufacturer shall submit 

like always to a notified body. But we’re going to establish medical device coordination group 

that will get information for each submission from the notified body saying I got today a 

pacemaker from the company XY and the medical device coordination group will decide in 28 

days if a scrutiny is applicable here or not.  

In case not, the review of the notified body will not be changed. Will be likely to pass and the 

notified body will do the full assessment by himself. 

Now the question when we have scrutiny, what does this mean? 

It means that the notified body will prepare the pre-report and would submit this pre-report 

with additional information like the clinical evaluation report, instruction for use, post-market 

clinical follow-up plan, risk analysis and a lot of these information to the medical device 

coordination group and they will come back with commands after a period of time and these 

commands shall be considered by the notified body before taking the decision on CE Marking.  

Now the question consider, the word consider seems to be like easygoing. No. The word 

consider will mean most of the notified body will be doing. This means follow by the end. 

Because if there are commands, those are valuable commands that will be taken into 

consideration at the end.  

Now who’s this Medical Device Coordination Group? This Medical Device Coordination Group is 

a group that was delegated by the European Commission to look on the scrutiny process, to 

develop the scrutiny process and to achieve harmonization on the European level.  

The Parliament came with another suggestion. The parliament was looking on much more 

having SNB's.  

What does SNB mean? 

The Parliament was looking for Special Notified Body. They didn’t believe in the situation to 

have all notified bodies able to deliver high-risk devices, to deliver expertise in this region. 

So they said, we’re going to have Special Notified Body like for example saying you are allowed 

to do a review of high-risk devices and active implantable medical devices but we are going to 

scrutinize what you are doing as well.  
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If you look to the timeline, it seems that they can take a decision here faster in 28 days and they 

will going to come back to us telling us at a very early stage. And the difference is that they will 

be running the evaluation or their assessment in parallel to our assessment while we say, yes 

we have here scrutiny. We have to provide them with clinical evaluation report, post-market 

clinical follow-up plan and so on but they will be running the assessment in parallel.  

And at the end, we have opinions from them that we have to follow before issuing a CE Mark. 

We have to hear the situation that we got to say yes and they got to say no and we have to 

follow or in a different way we say no and they say yes. 

So we still have the opportunity here to appeal and to discuss this before taking a final decision.  

Now the council and the most recent suggestion that came out is saying something completely 

different or let’s say it’s focusing in a different way on the scrutiny process.  

Saying we’re going to establish an expert panel. This means that manufacturer go at the 

beginning with the clinical strategy to an expert panel and get an opinion if this strategy will be 

sufficient to show safety performance and positive benefit-risk ratio of their device.  

And this expert panel’s opinions will be included to your clinical evaluation report and the 

notified body has to look through that and decide if either the device can be approved or not. 

And in case the notified body will have divergent view on this device, on this strategy, they have 

to justify this and upload this to the EUDAMED, European Database and the expert panel will 

look on this and can react to the notified body different view or not. 

But they have 60 days and there is no limit that they say, we’re going to look on this again or 

not. 

But the most important step here and if you look to it that a lot of these decisions will be in the 

future not just between you and your notified body or between you and the Medical Device 

Coordination Group but you will have to report safety report and performance report on an 

annual basis and you have to upload all of these information to the EUDAMED database.  

The same thing will happen to the notified body assessment report. They will be ought to 

upload it. And if the result is different, they have also to upload their divergent view of this 

webpage.  

So this will lead to much more transparent system than it is now because a lot of these 

information will be on website accessible for manufacturer, for patient, for notified bodies and 

for authority with different access level.  
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So not all patients going to see all the information. They’re going to see some information and 

authorities will be seeing everything possible in comparison to the rest.  

Now if I look to all of these and I look to what we are discussing with regards to the changes in 

Europe, it seems like the equivalence route will be closed.  

The question, is it true? Will this happen? Will we have just clinical investigation for every 

medical device, high-risk medical device in the future or not?  

Let’s go through that and see if this is the case and the cause of it. Now looking on the clinical 

evaluation and the European Regulation proposal, it didn’t seem that there is a big change 

when we look to the wording. The wordings became much more clearer but I think that clinical 

evaluation based on scientific literature remains as well as clinical investigation remains but 

now focusing on all available clinical data from clinical investigation and a critical evaluation of 

combination is still applicable.  

So it seems that there is a lot of these changes when we look to Article 49 in the medical device 

regulation proposal. 

Now let’s go in deep detail and see what’s really written and what is the difference. 

If we look to what is written in the regulation, it seems that where it should be if you 

remembered before, it was saying clinical investigation should be performed was changed to 

shall be performed unless it is duly justified to rely on existing clinical data. 

And the most important part of it is saying, demonstrating of equivalence shall generally not be 

considered as sufficient justification. 

So there is beginning to have evidence showing that most devices are equivalent and there is 

no clinical difference with regards to safety and the performance of the device.  

So it seems there’s much enforcement of the current requirement by using different wording. 

Now what about the Parliament and the Council? Now looking on the Council, the last 

suggestion this changed a lot because the Council is looking on the clinical evaluation rules in a 

different way. 

The Council is saying, just manufacturer who made design modification of a device that is 

already marketed and where a clinical investigation was used to collect clinical data on safety 

and performance is allowed to go through equivalence approach.  
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Another situation where medical device manufacturer is allowed to go through equivalence 

approach is this medical device manufacturer has full access to the competitor data from 

technical and clinical perspectives. 

So this means manufacturer A want to go through develop a device that is copy-paste from 

manufacturer B. Manufacturer B did a clinical study then manufacturer A is not allowed to take 

the data of manufacturer B without having a contract in place allowing them to have full access 

to the technical and clinical parts of the manufacturer B.  

So this means that the clinical evaluation based on literature approach will not be possible 

anymore in the future because this is my personal opinion. I think not one manufacture will 

give the information to the next manufacturer and give them the chance to come to the market 

if they collected the clinical data in their own study.  

There is a typo in the Council proposal and I think this was a confusion for a lot of people that 

went through the document because the Council suggest most of the cases mismatching 

between post-market clinical follow-up plan and post-market surveying. Because they are 

saying post-market clinical follow-up plan as well should be used to demonstrate safety and 

performance of a device and this is not correct if you remember before because post-market 

clinical follow-up are not there to show safety and performance but to confirm long term safety 

and performance of the device. 

Now looking of the proposal and I don’t want to go again through the post-market clinical 

follow-up study and the necessity of that but look to the last point. It seems that you have to in 

the future to identify systematic misuse or off-label use and you have to plan it in the post-

market clinical follow-up study.  

So the question, is it really possible to go through off-label use and to plan off-label use to 

collect data on off-label use?  

But it seems a bit hurdled because a lot of manufacturers were thinking that off-label use is a 

method to collect data to allow them to extend their indication but as you know, as a legal 

manufacturer, you take the full responsibility also for the buyers that are into off-label use and 

if you detect and you get information on that, you have to do your best to stop this and if you 

cannot stop it, you have to plan systematic data collection and not plan it in a PMCF study that 

they have to confirm long term safety and performance.  

For such an off-label use situation, you will be not able to collect data over PMCF. The data that 

shall be collected shall be going through a clinical investigation like similarly to a new device 

because you don’t know a lot about this new indication and you have to collect data for that. 
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With regards to the Council proposal, one of the important part is that for post-market clinical 

follow-up report shall be used to obtain data on annual basis.  

So you will be planning to have safety and performance summary update every year and this 

should be uploaded to the EUDAMED database.  

This is completely a new situation that you have to consider in your system because you will be 

now forced to do something in a different way and forced to do it on a yearly basis.  

So you cannot justify anymore how often you can update your clinical evaluation and your post-

market clinical follow-up data but you will have really minimum requirement that you have to 

follow and not your process will be establishing this based on your risk of your device and the 

experience with your device but you will forced to be this uncollected data and upload it 

annually. 

Now the big question that everyone is asking is, when they develop a device and prepare 

strategy, is my strategy always perfect? Do I know what I want to do? Do I know how can I get 

an access in Europe?  

And most of the cases in its dramatic way and people go plan and do a lot of steps and by the 

end they land in a place that they didn’t want to land in.  

This is for some big manufacturer perhaps not a big issue even so it’s a big loss but small 

manufacturer means that this is the end.  

And I think it’s really important not just to start at the end and come at the end with a strategy 

and show what the clinical data result but to come at the early stage.  

So if we look on clinical studies and I can give you some examples, we have manufacturer 

coming to us telling us after he did the study. I plan to show superiority with my device and I 

did all my best. I took 400 patients and I ran the study and at the end, I couldn’t show 

superiority because my plan was really wrong and I could show non-inferiority.  

So they came with this data and said, okay, can I use this data to show safety and performance? 

It’s questionable when you look to the good clinical practice because you do not fulfil your plan. 

So you failed. 

So in case that you fail and you just took this example from the web, this is a study for FAMA 

but medical devices are similarly also high costing when we talk about clinical trials. 
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The question, do you really to fail at the end? And if we look to the rows 1-100, if you identify 

something wrong at the very beginning, it would cost you $1. If you identify this at the end 

when you deliver your device, it will cost you $100.  

The question is, why do you want to get at the end and ask somebody else to look on your 

strategy and tell you if this is okay or not?  

So it would be much more suitable to get in contact with your third party at the early stage and 

ask them for an independent preview that they look on your strategy. 

You tell them what you are planning and they tell you we can follow or not and if they can’t 

follow you, ask questions.  

It’s very important to start it at the very beginning. A lot of manufacturers come at the end and 

say, this was my plan. This is my report and we ask them look to your IFU. This is what you are 

intended to do. You have a mismatch.  

So this question if we ask at the very beginning when we have like the first meeting with the 

customer, it will be much more valuable because you can rethink about your strategy.  

Surely we are not allowed to consult you. We’ll not tell you how to do it. We will tell you what 

we identify and you should fulfil the requirements or not and if you don’t fulfil the 

requirements, you have to rethink about your strategy and come back and plan it according to 

the requirement of the directives. 

Now, it’s important here to get your device to your market. Time to market is the most 

important step. So look on that very critically at the early stage and plan and combine. Have 

meeting with authorities. Have meeting with your notified body before you start your clinical 

study before you come and submit the whole documentation because this would affect your 

timeline in a critical way and I think it’s much more suitable to discuss this really at the early 

stage because it allows you also to understand your device better, to have a different view on 

your device and your development strategy. 

The big question that everybody would be asking me at the end of such presentation, all new 

medical device regulation and big changes. When will this medical device regulation come?  

If I look to the last year, every year I was telling people next year. In three months. In six 

months. But I can tell you today that so there’s a lot efforts in Europe. Changes are now 

completely everyone is under stress and everyone wants to implement the medical device 

regulation very soon. 
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So there is a big effort and intention to have this by June 2-3 next year.  

So there is not anymore the hope. We are sure that the medical device regulation will be 

coming in 2016. 

The question is, what will be coming? What will happen? What kind of information that I 

provided to you today will be implemented?  

This was still on the discussion but you can see, a lot of these changes would affect your 

system. So how you should be preparing, look on these. Try to understand your process. Try to 

understand the clinical evidence that you have for your device now. Try to mitigate. Try to 

correct. Try to adopt and collect new clinical data before the new medical device regulation 

would be coming. 

And do not wait to the end because the transition period is three years. Three years are really 

fast and if you do not prepare now and come at the end, you will be late and you will not be 

able to have your device anymore on the market for long period. 

So please start preparation and it’s really essential for your whole strategy to keep your market 

access and you keep your certificate because you have to reapply for every medical device and 

every medical device should be fulfilling the medical device regulation when you have an 

extension or when you have an application for medical device after the transition period.  

During the transition period, you can still keep having both systems. Medical device regulation, 

MVD are still in place. After that, there is no way anymore.  

So later after the transition period, every step that you’re going to do will be following the new 

medical device regulation. It doesn’t matter how it looks like but you know, there is a lot 

suggestions there from the Council, from the Commission and from the Parliament and all of 

these are now in trail of discussing what would be coming and what would be implemented in 

the future and I hope that you are watching this and I think it’s very essential for the future 

situation of your company. 

This is all what I wanted to tell you and I hope I could give you a small amount of information 

that support you preparing for the new medical device regulation and understand the new 

medical device regulation and the current medical device directive from the clinical perspective 

and what is needed now and what is needed in the future. 

Thank you for all your attendance and I’m happy to take any question if there are some.  
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Joe Hage: Bassil that was great but I hate to disappoint you but you did not give us a small 

amount of information. You gave us a lot of information and we have a number of questions 

here. 

For those of you who need to stop at the top of the hour, that’s perfectly understandable. We 

are recording and we will make the slides and video available to you later today.  

Those of you who can stay on, you’re certainly welcome to.  We will start with our Q and A 

session now.  

And as promised, Khaleed gets the first question. He asks, self-certified IVD’s, are we going to 

require a notified body now? We have an ISO Registrar but I want to clarify if we also need a 

notified body now from here on forward. 

Bassil Akra: In the past, 80% of the IVD’s were self-declared devices. In the future, 80% of the 

IVD will require a notified body. So you have to look on the list that are now updated and the 

new classification rule for IVD and see if your device is affected and I can take this offline with 

you if in case you have question. Drop me an email with regards to your device and tell me how 

your device is following which rule according to your understanding on that and I can either tell 

you I can follow that or not.  

But you have to look on the new IVDR and the suggestion for classification because this is a 

different situation in the future. 

Joe Hage: And I see you have your email there posted for everyone. So thank you. 

Kevin asks, what is the difference between clinical studies necessary to establish safety and 

performance versus safety and efficacy? 

Bassil Akra: The word efficacy is not used in Europe because we look on effectiveness and 

performance of a device and when we talk about efficacy of a device and what the FDA is 

requiring, those are different studies that we are not now requiring in Europe.  

We look on medical devices saying that a medical device is you can show performance when 

used as intended. 

So we do not look on these large studies to show efficacy until now in Europe. We look on 

specific study that confirm in a small population and the population that is suitable for these 

patients to show that device is performing as intended. 

If we look to the for example ventricular assist device and we look to the population that are 

using this device, in Europe this kind of devices will be considered as last chance procedure to 
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transplant and all devices that requires such a study will be seen from a point to look on the 

patient population.  

The need for such device and [inaudible 01:00:37] to show that the device for this special 

population is performing as intended and we do not look on the efficacy point of view but we 

look on the effectiveness point of view. And there was a big discussion in Europe about what is 

the definition of efficacy and effectiveness and what we’ll be looking for and efficacy is used in 

Europe for pharma industry.  

And a lot of discussion was saying medical devices will not show efficacy for a medical device. 

We’re going to show effectiveness and performance of a medical device when used as intended 

and this is what Europe is looking for.  

Joe Hage: Kevin follows up, what study power is required for a performance study? 

Bassil Akra: It’s a general question. I mean study power to say that this is what I need for every 

device. It depends from one device to the next one. But you have to establish your study in a 

way to show that your device is performing as intended and safe and you have to consider all 

the evidence that are published from other study for similar devices and understand how the 

setup of the study will be looking like. But you cannot just say, I need this power for all devices 

and I need randomized clinical trial for every device.  

The diversity of medical devices is big and it expands from one to the next one how the device 

should be looking like.  

Joe Hage: Thank you. Linda asks, the ISO 14155 mentions that the CIP should mention 

termination on statistical grounds. However, I have never seen such a paragraph in a CIP. Could 

you give examples of statistical grounds? 

Bassil Akra: Statistical ground for statistical termination of a study is it’s a point every clinical 

investigation plan should include information with regards to termination of the study because 

it could be that you terminate the study because of adverse events where you have to 

terminate or you have other issues that lead to termination because you plan for example say 

okay, if I statistically calculate my patient population and say, I’m going to plan 300 patients but 

if I got 100 patients, the answer that I need to have and I show that hundred patient are 

sufficient, that this is my statistical calculation that allow me to terminate the study, this could 

be a termination criteria on a statistic level based on the sample size calculation and the 

duration of study that allow you to terminate in an easy task. 

Joe Hage: I’m not sure I completely understand this next question. But let me give it a try.  
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Shanny asks, our product is based … pardon me. Our product is CE marked and is based on 

equivalence. For how long should PMCF be performed?  

Perhaps he means, how long do I have? 

Bassil Akra: If you have a CE marked device and you plan to do a post-market clinical follow-up 

study, you have to look on the expected lifetime of your device and take this into consideration 

while planning your post-market clinical follow-up study.  

So you have to look also on clinical data supporting like performance of the device and looking 

on how the device will be performing in a period of time and what is scientifically reasonable to 

collect long-term evidence on the device?  

So if we look on for example degradable device that will be degrading after implementation in 3 

months, the question is, how long will I be looking for this kind of device? I will look on the 

degradation level to see that it’s not there anymore. But it could be that I would be looking also 

on the effect of the degradation level on the patient safety and I will be looking for one year. 

So it’s case by case where you have to define what is the expected lifetime and what is the 

questions on rare complications that I want to detect in a long-term setting? 

Joe Hage: We have a couple of questions about PMCF. Bin Singh asks, is it required for Class 1 

devices, is there a list or a website that provides information on which countries are exempting 

low-risk devices from CER? 

Bassil Akra: There is no exemption for CER. I think if I understand the question correctly, if you 

remember the first slide that I mentioned, all medical devices requires a clinical evaluation.  

The question is, in the MGD now, there is a clear criteria for not having … you have possibility to 

show safety and performance of your device based on standardized performance criteria that 

are mentioned in the MGD. But you have to prepare clinical evaluation.  

With regards to PMCF for Class 1 device, as I said before, if you know the long-term safety and 

performance of your device and you have evidence for that, then you can justify based on 

evidence that post-market clinical follow-up study is not required. But a clinical evaluation for 

your device is necessary.  

The question is, do I need the clinical data or do I have literatures that I can use or can I use 

standardized test method to show that the device’s safe and performing well? 
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It depends from one device to the next one but you don’t have any list mentioning a syringe do 

not need this and a heart valve need that. There is no list in Europe that allow you to take such 

a decision. 

Joe Hage: Thank you. Elizabeth asks, will we need PMCF data for recertifying devices that were 

cleared before 2016? 

Bassil Akra: When you come back and you submit your file for an extension or for [inaudible 

01:06:42] or when you come now and say, okay, my certificate is now having a deadline. I’m 

going to apply for the new MDR, you will have to fulfil the new requirements.  

So your certification will not be anymore an extension. It will be a new certification.  

So you will have to fulfil the new medical device regulation requirement and if your device was 

in the past based on equivalency and it was accepted by your notified body, this is not a 

guarantee that you will have a new certificate with the new MDR. 

So look on your current clinical data and look on your post-market clinical follow-up data and if 

you see that you still need additional information, you could act already now and prepare 

yourself for the new medical device regulation. 

But as I said before, there is no guarantee that you will have a certificate again if you don’t have 

data over the last years. Please consider that this is not just the PMCF data. You have to look on 

all the data that you have with your device. 

So consider your post-market surveillance data. Consider your post-market experience data. All 

of these data can be taken into consideration. One updating your document for a new 

submission for the medical device regulation. 

Joe Hage: Anorita asks, according to the new regulation, the clinical evaluation is more similar 

to FDA procedure of data, isn’t it? 

Bassil Akra: It looks to be like that but we have to look to different suggestions. There are still 

some groups working on the scrutiny process and looking on the wording. 

So it seems like every device needs randomized clinical trials. Class 3 device and the active 

implantable medical device.  

But if you remember the first wording, what I mentioned with regards to the Commission 

intention, they wanted to support innovation. And supporting innovation will not be with 

randomized clinical trial for every device because this would mean waiting 10 years until 
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devices are on the market and I don’t think that this is the intention of the Commission to have 

really show [inaudible 01:08:57] now and stopping innovation in Europe.  

Because the European system is good now. We have some proud situation. We have some 

[inaudible 01:09:06] that were not doing their job as they should do but with the changes, it 

should be harmonizing the system in Europe and allowing devices approval with the expert 

[inaudible 01:09:19] that will be also expert that understand what is the indication of your 

device and what is available now and what is the benefit-risk ratio and how fast can this device 

be getting it an approval or not?  

And I don’t think that they will stop the show for you telling you if you have special innovation 

you come back in 10 years and provide us data.  

So I don’t think that this is the intention of the whole system. 

Joe Hage: We have perhaps another dozen or so questions here. If you’re on the line and 

you’ve asked your question, please be patient. I will get to them. We’ll stay on until the bottom 

of the hour or until I get through these questions.  

A few about MDCG. Marcella asks, who will be the MDCG? Is it a governmental agency or a 

group consisting of experts from all notified bodies and will the manufacturer be able to choose 

the MDCG in the same way it selects the notified bodies? 

Bassil Akra: I have to tell you no. You will not be able to choose them. Those as I said before are 

an expert panel that was designated by the European Commission and they are yeah, you can 

name them as the authority group. 

So you will not be able to choose the medical device coordination group but they will be 

defined by selection by the European Commission and you will not have the opportunity to 

decide to whom you want to go or not.  

Joe Hage: She follows up, for an implantable device for cardiac application, we conducted a 

clinical study for safety in Sweden. Preliminary six-month results were very good. We also had 

secondary endpoints for performance. We intend to follow a clinical evaluation plan based on 

the literature path. How is the new regulation going to affect us?  

Bassil Akra: If you have the study on safety and you have a clinical evaluation based on 

literature, I cannot answer this question before seeing if there is a device on the market that is 

equivalent and that you can have the data from this equivalent device.  
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If we talk about the current situation, if you can show equivalency to the compatible device 

where you are showing equivalency, then you will be able to probably to get to European 

market and get an approval.  

But if we look to the Council suggestion, if this will be the applicable one and will be in the 

future, then you will not be able without having full access to the compatible device to get an 

approval via equivalence approach.  

Joe Hage: My friend Karen’s on the line and she asks, would MDCG’s have influence over 

notified body’s timeliness in review and approval of CE Marking for the manufacturer clients?  

In other words, would MDCG’s have authority to hold notified bodies accountable for response 

time and deadlines? 

Bassil Akra: This will not happen. The point is, people are looking on longer review time and 

looking on spending much more time on the review and please keep in mind that when the new 

medical device regulation will come and the scrutiny will come, this means you will have to 

spend much more time on the review because the MDCG will be working in 28 days but we 

have to keep in mind the experience that we are facing in Europe when we involve a competent 

authority with regards to device combination that predictability is really low. 

So this would affect even notified body that are currently predictable with their timeline 

because they will be influenced by a third party that is probably will not be predictable. 

It seems that the timeline seems to be very fast 20 days and 28 days. The experience that we 

had in the past with [inaudible 01:13:20] authority involvement were not that great that we 

can confirm the system will be running really smoothly. 

But to answer your question, the MDCG will not influence the notified body and will not look on 

the predictability from timelines point of view of their notified bodies. 

Joe Hage: Elena asks, supposing a device undergoing class upgrading from 2A to 3, as a result of 

the classification rules in the new regulation, would it be possible to keep on relying on 

previous clinical evaluation by equivalent route? 

Bassil Akra: Like I said before, it depends on the evidence that you have for your device and it 

depends from one suggestion to the next one.  

Let’s say the Council suggestion will not be applicable and you will not be required to have a full 

access to the full documentation? If you are now fulfilling the requirements with regards to 

safety performance and benefit-risk ratio of your device, it could be that in the future if the 
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clinical evaluation based on equivalency is still applicable that this document can still be used 

but you have to update it on a regular basis and you have to show long-term safety and 

performance data included in your clinical evaluation report.  

So if you are doing your job now today, good. And nothing changed to the new regulation like 

saying you have to have a full access, you will probably not be affected but if something 

changed, you will be affected and if your strategy now is not good enough and you compare 

apples with pears, you’ll be out of the market.  

Joe Hage: Joan asks, can you give us an idea of the differences in cost and regulations for the 

various European countries? 

Bassil Akra: Do you speak about regulation with regard to the application for clinical studies?  

Joe Hage: I’m not certain but I invite Joan to … yes she does. 

Bassil Akra: Okay. So if we look to the different authorities, I don’t have the cost now in mind 

but I can tell you that other authorities like France not requiring fees for application and 

approval of studies but other requiring a high amount of money for having the clinical study 

approval. 

The same with regards to the ethical committee and I’m happy to provide you with some 

information regarding to that in a summary presentation if you just drop me an email and I can 

show you how different they are if this is needed. 

Joe Hage: Speaking of emails, I have a couple questions from folks who had to leave so I’ll email 

them to you for your follow-up with them directly. Joan says, thanks. And I have five more 

questions for people who are still on the line so I will get to Terry, Fidel’s, Peter’s, Daniel’s and 

Arunan’s questions now. And Haroud. You’re the last one Haroud. 

Okay, Terry asks, how is it with MEDDEV guidance and the new EU legislation? 

Bassil Akra: What is the question? What … the new medical device regulation will be … if I 

answer it, I’m going to answer in general because it seems that the question is how this is 

running. Because the medical device regulation will be implemented probably 2016 like I said, 

June 3, 2016. And the MEDDEV 2.7.1 Revision 4 is currently under development and I’m part of 

the expert who’s writing this document and the intention is to have this document in place 

when the medical device regulation is published.  

Joe Hage: Fidel asks, are there any ICH harmonization efforts and can we expect similar changes 

in 510(k) processes for the FDA? 
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Bassil Akra: I know that the FDA is working on the 510(k) process with regards to the clinical 

data requirements but I don’t think that we will have harmonization. It would be great to have 

harmonization one day but this is the hope for the future and I don’t think that there is any 

intention with regards to that between Europe and US FDA now.  

What I can say that we have the initial step with regards to harmonization when people started 

working on medical device single audit program. Perhaps this would be an idea that will 

influence the whole system in the future and we’ll be able in the future to look on clinical data 

requirements as well in a similar way they harmonize applicable system.  

Nevertheless, I have to say medical device single audit program is still now not a program 

where Europe is attending but they are just watching the whole system and perhaps one day 

they will be also interested in attending and working on harmonization with US FDA.  

Joe Hage: Peter asks, will a safety and effectiveness study be sufficient for PMA? Or is a bigger 

and different study needed for the US? 

Bassil Akra: As what I can tell you is that the Declaration of Helsinki was adopted years before 

because of this issue because the US FDA wanted to have the population for the study in the US 

but I cannot promise you that the US FDA will accept a study that was done in Europe to answer 

safety and performance because the US FDA has its own rules and the Europeans have also 

their own rules.  

So what is applicable in Europe will not be probably 100% transferable to the US and not to 

other regions.  

So every place in the world has its own requirement but I can tell you that the US FDA would 

consider the data collected in Europe when you get a submission because they are forced based 

on the Declaration of Helsinki that was discussed in Fortaleza that they accept data out of the 

US by keeping [inaudible 01:19:30].  

Joe Hage: Daniel asks, could you please clarify the new proposal based on special notified 

bodies? 

Bassil Akra: The new proposal based on special notified body means that if you remember by 

the end of 2012, we have 83 notified bodies and now we have something like 16 because of the 

joint assessment by the European Commission, a lot of notified bodies are disappearing and a 

lot of notified bodies are reducing their scope because they are not allowed anymore to do a lot 

of devices. 
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So this means that we will have probably at the end 5-10 notified bodies that are able to do 

high-risk medical devices and active implantable medical devices and this notified bodies will be 

scrutinized by the medical device coordination group in their assessment of the product 

submission with regards to CE Marking.  

Joe Hage: Thank you. 

Haroun asks, in the state of the art, you’ve discussed about alternative approaches to the 

patient problem in hand. For example, if a THR is performed, it usually means the patient has 

exhausted other treatment methods.  

So what would an alternative approach be to a THR because THR happens along a timeline and 

at what point when a patient wants to get a surgery are there no other alternatives? How deep 

do we have to get into these alternative approaches? And do we also have to show evidence 

that our approach is better than other approaches? 

Bassil Akra: You don’t have to show evidence that your approach is better than other approach 

if you are not claiming that. You have to show that you are at least non-inferior to other 

approaches. With regard to the medical indication, it’s a kind of literature search to look on 

what is available for a special medical indication in general before concentrating on medical 

devices on your own or similar medical devices.  

So it means that you show the big image from the literature what is currently applied for special 

medical indication because your conclusion when you talk about safety and performance 

conclusion and the clinical evaluation report, you come also to a decision, my device has 

positive benefit-risk ratio when compared to the current state of the art. 

So you have to know what is the current state of the art and this is why you have to look on this 

and keep this on your eye when you do a critical evaluation of the data. 

Joe Hage: Just a quick follow-up from Peter, he asked, would a US study be sufficient for the 

EU? 

Bassil Akra: If you have a US study on a patient population that is transferrable to European  

population, yes it could be and you just have to consider that you follow GCP methods and the 

study consider also the claims that will be used in Europe and the indication do not have really 

differences between Europe and US.  

So Europe is not requiring that you do the study in Europe but if you do it out of Europe, you 

have to at least show that the patient population is transferrable to the European population. 
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Joe Hage: Hamoud asks that you go back to slide 26 and he wants you to elaborate on the 

exemptions in some countries for low-risk devices.  

Bassil Akra: I think this is … with regards to exemptions for low-risk devices, it’s related to the 

application to the authority, non-interventional and interventional study. There’s a lot of 

information that I’m happy to provide it to you via email.  

So if you drop me an email and tell me what you are looking for and then I can provide you that 

by some slides or have a conference call separately with you offline.  

Joe Hage: And we’ll let Terry’s question slip in. This will be our last. She asks, how it seems with 

future legislation, is regulation getting harder? Meaning challenges for innovation and small 

companies? 

Bassil Akra: It’s true. It’s true that will be harder. This is why I challenge the wording at the 

beginning saying that innovation will be supported.  

Now it depends on which system will be implemented and what the ‘trilogue’. This is the so-

named ‘trilogue’. This is the discussion between Commission, Parliament and Council will lead 

to which result. And based on this, we will see how innovation will be interpreted or used in 

Europe in the future.  

But it seems that the new innovation based on the suggestion currently will have a big hurdle to 

have an approval in Europe without having sufficient clinical study. 

Joe Hage: Well I’ve already had a few people write in that this was excellent. I agree. I’ve 

already had a request that you do this again. You’re certainly warmly invited to do so and TUV 

SUD will be participating in the 10x Medical Device Conference in May.  

So Bassil you’re certainly invited. I don’t know if you can make that bit in your schedule. We 

almost had you one year. 

Bassil Akra: Okay. 

Joe Hage: But I thank you all for attending and you can expect an email from me today with the 

video replay and slides. Transcript to follow.  

Thank you Bassil. Thank you TUV SUD. And thank you all for attending. 

Bye for now. 

Bassil Akra: Thank you. Bye-bye. 
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