
 
 

 

 

Webinar Live Questions & Answers 

Question:  In case of drug device combination with drug being Primary Mode of Action 

(PMOA), does it mean the Regulatory authorities would undermine the safety concerns 

associated with device in case if we imagine it to be class 2? 
 
VCLS Answer: If we understand correctly the question (would the authorities neglect the safety of 
the device component for an integral drug-device combination product?), one of the regulatory 
authorities’ goals is to never under-estimate or under-evaluate the safety aspects related to the 
device part, whatever its class, additionally to the assessment of its performance as a delivery device.  
 
Both safety and performance endpoints on the device component shall be assessed during the 
clinical program of these kinds of drug-device combination products, additionally to the safety and 
efficacy endpoints on the drug side. 
 
And this has been strengthened in the EU regulations with the mandatory Notified Body opinions 
(NBOp) or CE mark evidences to be provided in the marketing approval application (MAA).  
Drug competent authorities (CA) assessing these kinds of combination products may more focus on 
the combination and the impact of the device on the drug component (interactions, 
Leachables/extractables, dose delivery accuracy, usability, etc.) as their remit is on the drug side.  
However, the assessment of the entire Risk/Benefit of the device component in that particular 
combination also requires a medical device expert evaluation, which is therefore performed and 
documented by either the NBOp or the CE mark evidences - in the intended combination & use - 
and which is ensured by the Notified Body in the EU for some device components that would be 
classified as class I with sterile or measuring functions, IIa, IIb and III . 
 
 
Question: Is it possible to have a stand‐alone registration of a device component in the 

US? 
 
VCLS Answer: It depends on how the office of combination products deems the primary mode of 
action and decision on lead center but in most cases as we discussed a drug delivery device will be 
led by the drug marketing application. There typically isn’t a separate marketing application for the 
device mainly because there is nonclinical utility with the device on its own. Now in some cases, 
where there is clinical utility or the risk level of the device is high enough to warrant its own 
marketing application, then yes there will be a standalone marketing application for the device, this 
is when we get into talking about constituent applicants. However, this isn’t the norm when it comes 
to drug and drug delivery devices. Other cases such as companion diagnostics it is the norm, you do 
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have two separate marketing applications for both the diagnostic and the drug.  Just to touch on 
here there is another option with a device master file. This is when you submit the device information 
to FDA for pharmaceutical companies to reference. Either with performance data or other 
specifications that they can use in their drug marketing application. Keep in mind that this device 
master file is not a commercial marketing application. While it is submitted to FDA for review, it does 
not grant permission to market the device separately. 
 
Question: What are the pros and cons of a standalone registration of the device 

component in the EU? 
 
VCLS Answer: Sometimes standalone registration is required by regulation itself if we consider the 
ATMP regulation or the new MDR that requires a CE Mark evidence (or at least a notified body’s 
opinion). 
A second possibility is for example at the choice of the device manufacturer, when the drug delivery 
device itself is intended to be combined with different drugs - that will require of course each time 
individual verification, individual validation studies etc.  that will be put in the technical file so that 
each intended use & combination will be checked appropriately and covered by the CE Mark.  
 
Of course, it also can be a choice of the legal manufacturer of the medical device when there are 
some high intellectual properties considerations and requirements to protect some information or 
know-how so in this case the legal manufacturer will keep the documentation under its control 
basically under its CE technical file.  
 
Finally, it could be a device and drug developer’s agreement to facilitate registration by just cross 
referencing to the CE Mark in the MAA dossier and only providing in the module 3 what is related to 
the combination product itself so the dose delivery, the compatibility, applicable extractables etc. It 
may simplify the change management process however, not to forget that the medical device 
regulation requires that any changes affecting the safety or performance shall be declared, and in 
this case updated CE mark shall be provided via a Variation or an extension to the MAA. 
 
Question: I don't understand where MD starts vs pharmaceutical. For instance, 

transdermal patches are considered as pharmaceutical form in the Eur Ph and as MD in 

the EMA Q&A. Why a capsule is not considered a DDC?  
 
VCLS Answer: It is really based on what is the intent of use and the definition of a medical device 
and as you know medical device means instruments, implants, materials and a lot of different 
presentations but definitely with a specific intended medical purpose and it has to be separated from 
galenic formulation as well. Transdermal Patches are considered a medical device because they have 
a specific construction allowing a specific drug delivery intended use that is different to pure galenic 
formulation (capsules). 
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As you know already both drugs and medical devices may share similar claims as healthcare 
products. The border between them is drawn by regulation only and in particular their legal 
definition. Therefore, the status of a product may have changed in the past and may still change in 
the future along with major reworks of the regulatory frameworks.  
In this intent, a significant set of pharmaceutical forms (galenic forms) have been designed in the 
past to support the administration of an active substance and still behave as such, rather than as 
medical devices, in reference to existing pharmacopoeia’s monographs.  
More advanced technologies developed nowadays to support administration of active substances 
either fall into the frame of pre-existing regulations for medical devices and are therefore considered 
as such or may be classified as pharmaceutical forms due to similarity with other pharmaceutical 
forms and considered as enhancements or derivatives of these. 
Skin patches are known for decades and were already described in National Pharmacopoeias in the 
late 19th or early 20th centuries. Scopolamine patches were developed in the late 70’s, followed by 
many others (nitro-glycerine, clonidine, oestradiol, fentanyl, testosterone) and before the first 
Medical Device Directive 93/42/EEC homogenizing the definition of a medical device within the EU 
member states. 
 
The Ph. Eur. Monograph 1011 Transdermal Patches was first issued in 2008. Patches are referred to 
as “pharmaceutical preparations” in this monograph as these products are regulated as medicinal 
products due to their construction as an integral drug-device combination with the primary action 
on the drug component.  
 
Ph. Eur. monograph and EMA guidelines on transdermal patches provide lists of requirements, tests 
and specifications to ensure appropriate quality, safety and ensure performance / efficacy of the 
combination.  
Of note, the Ph. Eur. is also clearly stated as a reference for harmonized standards in Art 8 of the 
MDR.  
 
 
Question:  Is it normal to involve members of CDRH and CDER in the pre‐NDA meeting or 

other meeting types in order that a common understanding of 

development/approvability can be achieved? 
 
VCLS Answer: Yes, that is normal to have CDRH representation in an NDA, pre-NDA or IND 
meetings. A lot of this does depend on the expertise of the CDER review team so if you are talking 
something as simple as a pre-filled syringe for a drug product, they may not involve CDRH. A more 
complicated drug delivery device is definitely going to have the appropriate CDRH members 
involved as consults ranging from particle size distribution, ,plume geometry to software if its 
applicable, as well as electrical and mechanical safety aspects. They’ll have members of CDRH that 
can help and consult on device aspects even though the combination product is going to be led by 
CDER under an NDA. 
 
 



 
Question:  For a combination product, we get a pre‐IND meeting. Some questions have 

been raised to tighter some of our specifications. Some of them will be possible. Some 

others not. If we justify why we cannot modify some specifications, will it be acceptable? 

Next step will be to lead Human Factors studies. 
 
VCLS Answer: This is always a trade-off depending on the specifications for your drug so the device 
specifications will need to make sure they meet what is part of your drug labeling. So, if your drug 
requires a specific injection depth or a very tight dosage then your device is going to have to meet 
those requirements as well. Human factors are going to be something the FDA is going to scrutinize 
both in terms of the patient and the care provider. Human factors can vary between something that 
is subjective as far as experience to and how well they followed instructions to more concrete 
measurable compliance. This is and it will be risk based on how the FDA looks at the use of the 
product and how they will expect you to set up those studies. 
 
 
Question: How is Brexit going to affect EU regulations on UK combination products 

entering the EU market? 
 
VCLS Answer: The UK developers of combination products will have to follow the EU regulations 
and therefore to provide in their dossier either a notified body opinion or CE Mark but to be 
recognized in Europe this notified body opinion or CE mark will have to be issued by a European 
notified body and not a UK conformity assessment body. 
 

Question: About drug device combination device definition? Shall it be applied when the 

device is used for administration of the drug only? 
 
VCLS Answer: In the US it’s a little complicated because basically, when you are a combination 
product you are defined as a combination product with drug and device components even 
something as simple as a pre-filled syringe is defined as a combination product. However, when it is 
that simple, you are looking at probably a completely CDER lead for the review, they’re well 
understood as far as information that should be provided in the marketing application so to 
specifically answer your question, yes, it is still considered a combination product if the device is 
used for administration only. Where we get outside of the primary applicant being the new drug 
application to other constituent applicant situation will in the case of a companion diagnostic where 
the primary mode of action is equal to or the device exceeds the drug.  This is rare, because a drug 
application by definition has a higher risk profile than most device applications, but it can happen. It 
is in these situations where we see a separation of different marketing applications. 
 
 



 
Question 10: My understanding is that should the medical device can be CE marked 

ahead of the drug MAA (neither being not registered so far), this could make the 

approval process of the combined product easier? 
 
VCLS Answer:  In fact, the regulation requires that the CE Mark is provided in the MAA in Europe. 

Normally it is better to have the CE Mark ahead of the drug’s MAA and it will ease the process in the fact 

that of course the agency or the competent authorities will see that the CE Mark is provided, they will 

check that this is for the correct intended use. So far we have limited experience with this new 

procedure and we do not know how far it is acceptable from the authorities to have some possible 

discussions around the availability of CE Mark before or after the application, if there is some 

negotiation possible here as well but normally the CE Mark should be provided at the time of the MAA 

so it is better to have it before. It is usually possible because most of the time at least the clinical 

evidence to support the CE Mark are available before what is required to prepare the MAA so therefore 

it should be possible to align the different development timelines so that the CE Mark is granted before 

the MAA in most cases. 

 

Question: As I recall, a device should be registered with a drug, if it is intended for use 

together in the EU. In the US, a device should be registered with a drug if it is clinically 

relevant. What is the difference and is there a difference in the documentation 

requirements of clinical efficacy of a drug‐device combination product in the EU and US?  
 
VCLS Answer: For the US if it meets one of the definitions of a combination product then that’s what 
you’ll be considered even though the lead application may be purely drug. Clinical relevance gets to 
whether there will be a separate application for the device. In most cases, and we are talking 
syringes, transdermal patches, simple inhalation devices, that are combination products and co-
packaged with the drug product with the drug being the primary mode of action. They’re still 
combination products but it is led by the drug application, that means that the aspect of the device 
is not as clinically relevant or does not have clinical utility without the drug, it is just a means to 
deliver the drug. In other cases where the device, let’s say like a drug eluding stent, then the device 
aspect does have a clinical relevance, it does have a mode of action that is considered the primary 
mode of action which is physical in nature. So, in that case you potentially have a device lead. The 
difference in the documentation requirements and clinical efficacy, will all depend on claims and 
intended use, in some cases the FDA is well established with guidance on what they want to see in 
terms of some drug delivery devices and even companion diagnostics. But in other cases where the 
technology is very innovative or unique, that’s going to be a conversation as far as what is going to 
be required and what they’ll like to see. 
 
In the EU, (and not talking about integral combination products) when you have a medical device for 
a specific drug delivery but the 2 components are separated and that cannot be used without each 
other and when the drug is to be used in a new indication then the medical device can only be CE 
marked if the drug has its new indication granted. 



 
 
(you will have in this case to extend the indication of the drug, for example the drug is already 
indicated in some medical condition but not in the new one that is applied for use with medical 
device and therefore you will need to extend the indication of the drug so that your medical device 
can be CE Mark in that medical condition as well)  
 
It is linked and you cannot have a medical CE Mark for a specific drug delivery without a drug 
approved in the specific indication as well.  
 


