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The road to clarity

© 2020 DIA, Inc. All rights reserved.

July 2018 - Position paper on Art 117

Advocate for parallel review

August 2018 – Industry letter to EMA (DG SANTE & DG GROW)

Create awareness of the challenges for industry in relation to Art 117

June 2019 - End to End Control Strategy for DDCs 

End-to-end Risk based approach

Aligning with ICH guidelines and Drug Product control

Manufacturing controls do not need to fully rely on release testing

July 2019 - Clinical requirements for DDCs

Clinical requirements for medicinal products take precedence 

Medicinal product requirements cover medical device requirements

Risk based approach advocated

August 2019 Labelling requirements for DDCs

Review issues in relation to GSPR point 23.

Industry perspective is that medicinal directive takes precedence

IFU can be in scope of NB review in relation to DDC function

Clarification requested

December 2019 – Substantial change
Risk based approach

Encourage variation guideline to be updated

December 2019 – GSPR case study for a prefilled pen

Case study of GSPR compliance for Art 117 for a prefilled pen

Examples of which GSPRs will likely apply and which are covered by medicinal product regulation.
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Remaining uncertainty

CONTENT

PROCESS

NBOp REPORT

CHANGES

MAA REVIEW

MAINTENANCE

Experience from across 13 companies within Industry
- Using 2 different NBs in the review
- Pre-filled syringes and Pen injectors
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Process overview

Worked Well
• Clear communication

• Flexibility in review options and timeline

• Overall timelines have been met as agreed 
during planning stage

• Accelerated review possible across NBs in 
instances where a review has been needed 
in a short time frame

• Flexibility from EMA in allowing NBOps
before May 2021 and flexibility in timelines 
for submission.

• Recognition that everyone is learning how 
to work with the new process

Good collaboration with few points for improvements
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Process overview

Worked Well
• Clear communication

• Flexibility in review options and timeline

• Overall timelines have been met as agreed 
during planning stage

• Accelerated review possible across NBs in 
instances where a review has been needed 
in a short time frame

• Flexibility from EMA in allowing NBOps
before May 2021 and flexibility in timelines 
for submission.

• Recognition that everyone is learning how 
to work with the new process

Points for Improvement
• Access to a certified NB

• Availability can depend on reviewer

• Some interim timepoints not always clear 
(e.g. Unclear timing between finished review 
and report being available)

• Q&A rounds can be extensive and vary in 
length (1-5 rounds have been seen)

• It is not clear what level of detail is needed

• Alignment with MAA  possible but some data 
cannot be included due to timelines

• What is reviewed by NB and what is 
reviewed by EMA – clarity needed

• How to consider established knowledge for  
generics and biosimilars

Good collaboration with few points for improvements
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Example process overview

Process timeline

MAH

NB

Contact NB and 
agree timelines + 
Submit application

Provide 
Quote and 
contract



14

Example process overview

Process timeline

MAH

NB

Contact NB and 
agree timelines + 
Submit application

Provide 
Quote and 
contract

Submit 
technical 
information

Issue 1st 
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Example process overview

Process timeline

MAH

NB

Contact NB and 
agree timelines + 
Submit application

Provide 
Quote and 
contract

Submit 
technical 
information

Issue 1st 
Insufficiency 
or Q&A  report

1st Answer

Issue 2nd 
Insufficiency 
or Q&A report

2nd Answer

Final 
insufficiency or 
Q&A report 
close

First 
NBOp
report

NBOp
report 
review

Final 
NBOp
report

Length: ~ 2-6 months
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Technical Content 
& Review
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Technical Content & Review

Different approach between NBs*

Technical Review
• Level of detail requested by NBs
• “Audit” approach v.s. “Summary review” approach
• Expectation of technical submission package
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*Across 2 NBs

Technical Content & Review

Different approach between NBs*

Technical Review

Late-coming data

Interpretation of 
NBs remit vs EMAs

• Level of detail requested by NBs
• “Audit” approach v.s. “Summary review” approach
• Expectation of technical submission package

• Option of partial review offered by some NBs
• Others wanted to see full data
• Different interpretation of applicability of GSPRs

• Inconsistency in interpretation of where there is overlap 
with MAA especially related to late coming data

• General uncertainty of how NBOp is used by EMA



20

Technical content example

Risk 
Summary

Risk Management 
Report (RMR)

Risk Assessment 
spreadsheet (e.g. FMEA)

Risk mitigation activities

Risk 
Documentation
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Technical content example

Risk 
Summary

Risk Management 
Report (RMR)

Risk Assessment 
spreadsheet (e.g. FMEA)

Risk mitigation activities

Risk 
Documentation

Information 
may be 
coming in too 
late for NB 
review
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Notified Body Opinion
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Different Level of detailed information in 
reports
• 20 pages vs 100+ pages*

Content of report included information copied 
from the technical documentation 
• E.g. pictures, tables, detailed information 

• Check list of GSPR applicable/reviewed or not

NBOp has to be reviewed by MAH due to level 
of detail
• Align level of detail with the MAA or variation 

and check for correctness

* across similar devices e.g. PFS and Pre-Filled Pen

NBOp Report

NBOp content very detailed
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Different Level of detailed information in 
reports
• 20 pages vs 100+ pages*

Content of report included information copied 
from the technical documentation 
• E.g. pictures, tables, detailed information 
• Check list of GSPR applicable/reviewed or not

NBOp has to be reviewed by MAH due to level 
of detail
• Align level of detail with the MAA or variation 

and check for correctness

* across similar devices e.g. PFS and Pre-Filled Pen

NBOp Report

NBOp content very detailed

The opinion is not 
“Positive” or “Negative”
Report simply states what 
has been reviewed or “The 
objective of this assessment 
has been found to be met”
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NBOp problem statement

VS
REPORT

Containing detailed 
information

CERTIFICATE

What is the relevant level of detail for the EMA assessors?



26

Key Messages
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Points for clarification

EMA

NBIndustry

Clarifying Questions Across All Parties

• Is a parallel review possible?
• How will the NBOp be used during MAA review?

• Can clear definition of review responsibilities & 
specific content between NB and EMA be defined?

• How can late-coming documentation be managed?

• How can the NBOp review process and report be 
"standardised"?

• What is the right level of information for a review?

• What information does EMA expect to see in the 
NBOp?

• Can a clear general timeframe be agreed?
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Key messages

There is a need to standardise across all parties

NBOp Content
Can a ”NBOp” template 
be agreed across EMA 

and NBs

Use in MAA
Should a ”full” NBOp be 

submitted or could a 
certificate approach be used

Technical Review
Can a common approach 
across NBs be agreed

PATIENT 
IN FOCUS

Guidance
How can we ensure that 
guidance is aligned across 
NBs an EMA
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Thank you


