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EXECUTIVE SUMMARY 
With the revision of the regulatory framework for medical devices in Europe, the Medical 
Device Regulation (MDR) is also introducing new requirements with high impact on 
medicinal products with integral medical devices. In this regards, the European 
Medicines Agency (EMA) recently released a Question and Answer (Q&A) document to 
provide guidance concerning the interpretation and implementation of these requirements. 
This article is summarizing the EMA Q&A document but also points out the questions 
which are still open. 
 

STATUS UNDER MEDICAL DEVICE DIRECTIVE 93/42/EC 
If a product comprised of a drug and a device constituent part is governed by the Medicinal 
Product Directive 2001/83/EC, the device constituent part needs to fulfil certain aspects 
of the Medical Device Directive 93/42/EC (i.e. Annex I of the directive). This is typically 
including device development activities such as requirements engineering, design 
verification, human factors engineering, and others.  As usual these activities need to be 
documented in specific device files which may or may not become referenced or included 
in the regulatory dossier of the medicinal product. In the course of the review by the health 
authority (e.g. the European Medicinal Agency, EMA) the device part can be expected to 
be examined by the regulators. However, no specific medical device body is directly 
involved in the review. 
 

CHANGES UNDER MDR 
With the implementation of the Medical Device Regulation, where compliance is 
mandatory by May 2020 for new products, the situation has now fundamentally changed.  
The key concept is that the Medicinal Product Directive 2001/83/EC continues to be the 
governing regulatory framework for the combination product as described above. 
However, Article 117 of the MDR has amended the Medicinal Product Directive point 12 
of section 3.2 in the following way: 
If the device is CE marked, the marketing authorization dossier shall include either an EU 
Declaration of Conformity with the general safety and performance requirements (GSPR) 
and/or the relevant certificate issued by a Notified Body. 
If the device is not CE marked, an opinion on the conformity of the device part with the 
relevant GSPRs issued by an appropriately-designated notified body shall be provided. 
That part has been described in former anteris medical white paper, released on 31st of 
August 2018. 
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WHAT’S NEW? WHAT HAS BEEN CLARIFIED WITH THE Q&A DOCUMENT 
1. The EMA Q&A document defines the term “integral product with administration device” 
as a non-reusable device which forms a single integral product with the medicinal product 
and is intended exclusively for use in the given combination. Therefore, co-packaged 
products like vial kits and other co-packaged combination of a separate drug product and 
a device are out of scope. 
2. It clarifies that the requirements laid out in MDR’s Article 117 will not apply to marketing 
authorisation applications submitted before 26th of May 2020. Consequently, submissions 
to EMA for a medicinal product with a device constituent part handed in after this date are 
expected to include either an EU certificate / Declaration of Conformity or a Notified Body 
opinion. It is noted that in this case time for a Notified Body opinion needs to be planned 
in the overall submission process. 
3. Additionally, the agency confirms in the document that the Notified Body’s opinion or 
respectively the EU certificate / Declaration of Conformity is expected to be part of the 
initial submission and not to be handed in later in the submission process. 
4. In case of submissions of device constituents without CE mark, which would be 
classified as class I (sterile, measuring or reusable surgical instrument), class IIa, class 
IIb or class III if they were a stand-alone medical device, an opinion from a Notified Body 
is mandatory. For non-sterile, non-measuring, non-reusable, class I devices without CE 
mark the manufacturer needs to demonstrate that the GSPR of Annex I are met by issuing 
a Declaration of Conformity. 
5. Regarding the impact on currently authorised medicinal products the EMA confirms that 
there is no retrospective application of the Medical Device Regulation. However, if there 
are substantial changes to the device constituent part or if a new device is introduced a 
Notified Body opinion / DoC / EU certificate shall be submitted. 
 

WHAT HAS NOT BEEN CLARIFIED 
Neither MDR's Article 117 nor the first revision of EMAs Q&A define the scope of the 
requested information which should be the basis for the opinion from the Notified Body. 
From the applicant point of view, it is completely unclear which aspects of the technical 
file of the device constituent part are expected to be submitted. Especially for parts of the 
product documentation which are not clearly drug or device constituent, like Transport 
Validation, Assembly and Packaging or the Process Validation documents. Are they also 
expected to be reviewed by the Notified Body? 
The still open questions left after the first set of EMAs Q&A document hopefully will be 
answered in the next version of the Q&A document.    
 
THERE ARE STILL SOME VERY PRACTICAL OBSTACLES 
One major issue is that the medical device industry, including the Notified Bodies, are 
under immense time pressure implementing the changed and additional MDR 
requirements for all medical devices. Due to the increasing regulatory requirements for 
the Notified Bodies, some are closing doors or go into acquisitions to form larger 
organizations. It should be emphasized that for Notified Bodies the described combination 
products are considered just one out of dozens of product types and don’t have particular 
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priority over other MDR implementation aspects they need to address during a dwindling 
remaining time window. 
In 2018 we asked 11 Notified Bodies from Germany, Austria and Switzerland how they 
interpret this MDR Article 117 and how this process of obtaining an opinion would work.  
Only 1 out of 11 had a plan in place how this process might be implemented. This Notified 
Body seemed to be very pragmatic as here the lack of guidance from the regulators is 
interpreted as freedom to define it in the best way for their organization.  
4 Notified Bodies did not answer at all and 6 did answer, but either asked us to come back 
at a later point in time, or they already indicated that they will not offer such kind of support. 
Also, after following up in 2019 most Notified Bodies did not progress whatsoever here. 
 

 
 
The issue for pharmaceutical companies who are planning to submit a drug product with 
device constituent part to e.g. the EMA will need this Notified Body opinion very soon (see 
above) and before they submit their regulatory dossier. If there is no Notified Body offering 
this in time, this might put the complete submission at risk. 

 
WHAT TO DO  
Therefore, we can only encourage manufacturers falling under this requirement to make 
sure all device requirements are fulfilled for their product and then get in touch with a 
Notified Body as soon as possible to reserve a time slot very soon to get this essential 
opinion. The more companies asking for this opinion the more pressure is on them. 
If you need any advice or assistance e.g. for your pre-filled syringe, autoinjector, or on-
body device project please do not hesitate to reach us at info@anteris-medical.com.  
We are very happy to provide a first opinion quickly and free of charge and to help you 
with your specific project challenge. 
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