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Agenda

1. Purpose of todays presentation

2. Current NB practices: Certification and device changes
3. Existing guidance on device changes

4. TEAM NB position paper on life cycle management

5. Examples
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Purpose of Todays Presentation JE‘ ! g
W

» Present the draft Team-NB Position Paper on Life Cycle
Management

» Communicate the criteria Team-NB uses to determine substantial
changes

» Highlight any discrepancies which may exist between Team-NB'’s
and industries determination of substantial changes

» Seek input from EMA/NCA on how best to resolve any such
discrepancies
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Process of EU Certification for Medical Devices

Step 8
Step 3 Step 6 P
Finalized Audit Change Change
: : Notification Notification
Step 1 Step 2 Step 4 Step 7 Step 9 Step 10
Application and contracting Review of Manufacturer’s EU Certificate Change No Change to a valid EU EU Certification
Technical Documentation I! I I of EU Certificate Certificate Renewal

Step 6
Additional Audit

due to Change
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Current NB practices — device changes

NB’s have several ways to handle
device changes under MDD/MDR:

» Stratification of changes
depending on device

classification

Change
notification/review
systems

Change reviews
incorporated into
on-site quality
system audits

Changes grouped
and reviewed at
certificate renewal
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Current NB practices — device changes

Change
otification/re

These options are not available at
present to NB’s or industry under Art.
117 NBOp system

!

more robust system must be developed
going forward — Cooperation with
EMA/NCA/NB’s/Industry needed

Changes group
and reviewed at
certificate renewal
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Existing Guidance relevant to assess changes

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES 1EALTH

04 March 2020
EMA/CHMP/ICH/804273/2017
Committee for Medicinal Products for Human Use

ICH guideline Q12 on technical and regulatory
considerations for pharmaceutical product lifecycle

management

Step 5
INTERNATIONAL ISO
STANDARD 20069

First edition
9-0

Guidance for assessment and
evaluation of changes to drug
delivery systems

Gestion des d'ap dans les de
produits pour l'administration de médicaments

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Skl

21 October 2019 Rev.1
EMA/37991/2019
Human Medicines Evaluation Division

Questions & Answers on Implementation of the Medical
Devices and In Vitro Diagnostic Medical Devices
Regulations ((EU) 2017/745 and (EU) 2017/746)

EUROPEAN COMMISSION

O

EUROPEAN MEDICINES A

Wor

W
?( Oq(eSS

b

for drug-device

ke April 2020
EMA/CHMP/QWP/BWP/259165/2019
Committes for Medicinal Products for Human Use (CHMP)

Guideline on the quality requirements
combinations

Guidelines on the details of the various categories of variations, on the operation of the procedures
laid down in Chapters II, Ila, IIl and IV of Commission Regulation (EC) No 1234/2008 of
24 November 2008 concerning the examination of variations to the terms of marketing
authorisations for medicinal products for human use and veterinary medicinal products and on

the documentation to be submitted pursuant to those procedures

(2013/C 223/01)

NBOG's Best Practice Guide

applicable for & AIMDD, & MDD, and VoD

Guidance for manufacturers and Notified Bodies on reporting
of Design Changes and Changes of the Quality System

Scope

Consult prior to Planned o
Group Deliverables MDCG™* MDCG Additional Comments
Endorsement

** stal

further to that other Mi

keholders are observers in 13 MDCG subgroups and are consulted on g regular basi 5 subgroups are consulted os indicated

1. Notified Bodies Oversight (NBO)*
LW MTLLE LLsu[ay
- Guidance on NB opinions on the conformity of .
MDR y ' i - B&C

the device part according to Article 117 MDR

Slide 7
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. : EMA Q&A 21 October 2019 Rev.1 EMA/37991/2019
Existing Guidance [ cases where the MAH Introduces substantial changes o the madical device m/ & o /

(updated) EU certificate / declaration of conformity / opinion from a notified body will need to be

rel ev an t to aS S eS S provided as part of the variation/extension application, as appropriate.

Changes to the device component are considered substantial if the changes affect the performance and
C h an g eS safety characteristics of the device.

It is the responsibility of the marketing authorisation holder to determine if the changes are substantial
and EMA/NCAs expect that the MAHSs liaise with the notified body and submit to EMA/NCA the
necessary documentation as part of a variation/extension application.

This requirement applies to all marketing authorisations, even those that had complied with Article 117
MDR with their initial MAA.

If the variation does not affect the medical device then a new/updated notified body opinion/ certificate
is not required.

> In case of substantial changes to device, (re)assessment by NB and NBOp
required as part of variation submission

» Applies to all marketing authorisations as of 26 May 2021

.
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. : EMA Q&A 21 October 2019 Rev.1 EMA/37991/2019
Existing Guidance [ cases where the MAH Introduces substantial changes o the madical device m/ & o /

(updated) EU certificate / declaration of conformity / opinion from a notified body will need to be

rel ev an t to aS S eS S provided as part of the variation/extension application, as appropriate.

Changes to the device component are considered substantial if the changes affect the performance and
C h an g eS safety characteristics of the device.

It is the responsibility of the marketing authorisation holder to determine if the changes are substantial
and EMA/NCAs expect that the MAHSs liaise with the notified body and submit to EMA/NCA the
necessary documentation as part of a variation/extension application.

This requirement applies to all marketing authorisations, even those that had complied with Article 117
MDR with their initial MAA.

If the variation does not affect the medical device then a new/updated notified body opinion/ certificate
is not required.

r

\_

» Responsibility of MAH to determine if changes are substantial
> Do liaise with NB to obtain NBOp
» NB can not determine if change is substantial — unable to provide advice

\_

(> Current variation guidance is unclear on changes to the device part
? Not clear on how to determine whether changes are substantial
o

J
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7 e
+ & TEAM-NB ALSBL. E-mail: secretary@team-nb.org NQ\:\
. ; Boulevard Frére Orban, 353 Web: http://www team-nb.org i 0qces>
e e 84000 Licge BELGIQUE Bank - IBAN BEOQ 3401 5174 8757 L o
Tea ~A N B PO S i ti O n Mecion Devpes - notified satie: Tel- +32{0)4 254 55 88 VAT : BE 0864.640.677
Editor: Frangoise SCHLEMMER Date: September 2020
P Position paper for the interpretation of changes in relation to a NB Opinion as required
a.p e r under Art. 117 of Medical Device Regulation (EU)2017/745

Intended to be a discussion
of device related changes
which will potentially require
a new or revised NBOp

To create alignment between Notified * NOT intended to provide

Bodies on interpretation of substantial any positionon
changes submission of a variation

and type of variation

Based on existing NBOG best practice
guide, MDCG guidance 2020-3 and ISO

20069
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Team-NB Position
Paper

Development so far:

I I ; \)\)Or\k

- TEAM-NE a1sBL E-mail: secretary@team-nb.org
Boulevard Frére Orban, 353 Web: http://www team-nb.org q(eSS
e x B—4000 Ligge BELGIQUE Bank - IBAN BEOS 3401 5174 8757 pac
Mesicsi Dees p Tel. +32 [0} 254 35 88 VAT : BE 0864.640.677
Editor: Frangoise SCHLEMMER Date: September 2020

Position paper for the interpretation of changes in relation to a NB Opinion as required
under Art. 117 of Medical Device Regulation (EU)2017/745

» Team-NB received comments from EMA/NCA

» Draft position paper provided to industry participants of todays workshop

» Upon completion and agreement by NB'’s, the paper will be published as

Team-NB position paper
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;“rN B-‘r TEANENB alssL E-mail: secretary@team-nb.org “‘)Q\i"
. ? Bculevardfrere Orban, 35a Web: http://www team-nb.org cesS
* » B—4000 Liege BELGIQUE Bank - IBAN BEOS 3401 5174 8757 A prod
Te am N B P O S i t i 0 n e Eurspemn Asaciuin Tel.: + 32 (0)4 25455 88 VAT : BE 0864.640.677 V
Editor: Frangoise SCHLEMMER Date: September 2020
Position paper for the interpretation of changes in relation to a NB Opinion as required
P a.p e r under Art. 117 of Medical Device Regulation (EU)2017/745

What is included:

Device safety Compliance Device
e . or with related
» Definition of substantial change serformance applicable e
A change is considered substantial GSPR intended use
when it is likely to have an impact in / change in
terms of: HOEIS:
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TEAM

7 e
-~ 4 TEAM-NB a1sBL. E-mail: secretary@team-nb.org “‘)O(
. = Boulevard Frére Orban, 353 Web: http://www team-nb.org \:(QSS
. m..*.m;,so.. B—4000 Ligge BELGIQUE Bank - IBAN BEOQ 3401 5174 8757 e
Team N B PO S i t i O n Mesice| Deviees - Notified Sadies Tel- +32{0)4 254 55 88 VAT : BE 0864.640.677 /
Editor: Frangoise SCHLEMMER Date: September 2020
P Position paper for the interpretation of changes in relation to a NB Opinion as required
ap e r under Art. 117 of Medical Device Regulation (EU)2017/745

. « Substantial changes in the intended purpose
What is included:

_ « Substantial changes in the design or performance
» Main Chart: Change specification
of an existing device
part in a drug-device

combination product

» Substantial changes of a component or a material

» Substantial changes of sterilization method or

» 5 Sub Charts: packaging with impact to the sterilization

» Substantial changes in the design - Software
Changes

Slide 13
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Team-NB Position
Paper

What is included:

» Explanatory notes

» Examples

A TN A
gl B.{, TEAM-ME alsBL E-mail: secretary@team-nb.org
o - ‘ Boulevard Frére Orban, 35a Web: http://www team-nb.org
et "' s B—4000 Ligge BELGIQUE Bank - IBAN BEOS 3401 5174 8757
Mesice| Deviees - Notified Sadies Tel.-+ 32{0)4 254 55 58 VAT : BE 0864.640.677
Editor: Frangoise SCHLEMMER Date: September 2020

Position paper for the interpretation of changes in relation to a NB Opinion as required
under Art. 117 of Medical Device Regulation (EU)2017/745
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Team-NB Position
Paper

Please Note:

TEAM-ME alsBL E-mail: secretary@team-nb.org
Boulevard Frére Orban, 35a Web: http://www team-nb.org

. . B—4000 Ligge BELGIQUE Bank : IBAN BEOS 3401 5174 8757
uropean Assocition -
e Eurapenn Azsocition Tel-+32{0}4 254 55 88 VAT : BE 0864.640.677

Editor: Frangoise SCHLEMMER Date: September 2020

Position paper for the interpretation of changes in relation to a NB Opinion as required
under Art. 117 of Medical Device Regulation (EU)2017/745

» Changes with respect to QMS are outside the scope

4

\k)o(\t-
w
o< oq("—SS

.

/> Proposed device related changes should be classified (sub/non-sub) at the )
outset - Subsequent V&V data should not alter the status of the change
» E.g. Situations where the V&V documentation of a new device component

supports compliance to previous device component specifications does
not always mean the change is non-substantial

J
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Team-NB Position
Paper

s B_A( TEAM-NB a15BL. E-mail: secretary@team-nb.org
" - ’ Boulevard Frére Orban, 35a Web: http://www team-nb.org
T B-4000 Ligge BELGIQUE Bank - IBAN BEOS 3401 5174 8757
The Eurspesn Amocistion Tel: + 32 (0)4 254 55 88

Medical Davices - Notified Bodies

VAT : BE 0864.640.677

Editor: Frangoise SCHLEMMER Date: September 2020

4
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Position paper for the interpretation of changes in relation to a NB Opinion as required

Please Note:

» Changes on
legacy
devices:

under Art. 117 of Medical Device Regulation (EU)2017/745

Where an .
initial NBOp CPI:::°:ef‘: r
assessment g .
does not exist legacy device

=1||Nefsi=]=2  * Documentation
documentation ERGELL:AL]
must be change only
submitted not acceptable

e Can not deliver
Full NBOp will partial NBOp

be generated relative to change
only
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How to follow flow charts:
» If considering multiple changes, assess each change separately

» Begin with main flow chart always and move through until you reach
the diamond which best fits your proposed change

» Move now to the specific flow chart relative to your proposed change
Work your way through the specific flow chart
The end result will either be —

» The chart determines the proposed change is considered substantial

» Return to main chart and proceed through until you have addressed all
diamonds and reached the conclusion that the proposed change is
considered non-substantial

YV VYV
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Examples *yﬁﬁ
1.

Efpia: Change in formulation (higher drug concentration)
results in a solution viscosity change although formulation
change has no impact on the clinical efficacy and safety of

the medicinal product

« Subsequent V&V data supports no change in
performance from unmodified pen.

Efpia determination: non-substantial change

Classified as internal/staff & contractors by the European Medicines Agency



= Theserelate to changes involving
existing ingredients and materials.
New ingredients or materials are
considered substantial changes.

= MP:Medicinal product

Examples

MAanuFacturing process, beyond
existing specification. A change in

] the characteristics oft he drug could
impact the performance oft he
device part(e.g change in volume,
change in viscosity)

< Example:
- Implantable device
- oral ingestible

axternal commu nicating device

Flowchart n°3
Substantial changes of a

component or a material

Change ofan ingredientor of a materia
in the medicaldevice component

Change of
an ingredient or
material was a

svious opinion

NOo

Change
to a material
containing a MP=
or change to formulation of
the MP
itself>?

No

Change to @ material of
human / animal origin?

MNo

Is the changed

or modified component

or material in contact with body

fluids or tissues of the
patient or

is it absorbed?=

No

Changed
ingredient or

material from existing
supplier meets existin,
specification

No

Yes

Changed Ingredient
or material from new supplier
meets existing specification?.

No

h

o W

W W

Slide 19
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proceed tothe next step

The change is considerad substantial
Request a new or revised Notified Body Opinion
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Examples XX
1. Flowchart n°3: Substantial changes of a component or a material X by

* Theserelate to changes involving Change of an ingredientor of a materialz
existing ingredients and materials. in the medicaldevice component
Mew ingredients or materials are

considered substantial changes. l

Change of
an ingredient or
material was assessed in
BLEVIOUs Opinigns

]. -
3

Change
toa material
containing a MP= e
or change to formulation of -
the MP
itselr=7

= MP:MWedicinal product

= Including a change in its
manufacturing process, beyond
existing specification. A change in
the characteristics oft he drug could
impact the perform ance oft he
device part (e.g change in volume, |
change in viscosity) |

Change to a material of e
human / animal arigin?

Slide 20
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Examples
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1. Flowchart n°3: Substantial changes of a component or a material

= Example:
- Implantabledevice
- oral ingestible

external commu nicating device

i

Is the changed
or moadified component
or material in contact with body
fluids or tissues of the
patient or
is it absorbed?s

i

Changed
ingredient or
material from existing
supplier meets existing
specification

l

Changed Ingredient

or material from new supplier
meets existing specification?

Return to main chartand
proceed tothe next step

w

b

Classified as internal/staff & contractors by the European Medicines Agency
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The change is considered substantial.
Request a new or revised MNotified Body Opinion

w
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Examples
1. Flowchart n°3: Substantial changes of a component or a material

* Theserelate to changes involving Change oTan ingredientor of a material=
E”'“St'_ng |ng_red|ents and rr_ﬁaterla Is. in the medical device component
MNew ingredients or materials are

considered substantial changes. l

Change of
an ingredient or
material was assessed in
BCEVIOUS Opinigns

]..

Change
to a material
cortaining a MP=
or change to formulation of
the MP
itself=7

=MP:Medicinal product

= Including a change in its
manufacturing process, beyond
existing specification_ A change in
the characteristice oft he drug could
impact the performance oft he
device part (e g change in volume,
change in viscosity)

Change to a material of
human / animal origin?

Classified as internal/staff & contractors by the European Medicines Agency
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Examples % i
Examp NB
Note: Second diamond:
- Change to a material containing an MP or change to the MP itself
=Yes
- A change in the characteristics of the drug could impact the

performance of the device part (e.g. change in viscosity may lead
to different injection force, accuracy of dosing).

- Then change is considered B SSE R

‘ Proposed device related changes should be classified at the outset.

Classified as internal/staff & contractors by the European Medicines Agency
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Examples *!}lﬁﬂf
2.

Efpia: Internal needle dimension of staked needle is changed
but route of administration remains unchanged (needle length

giving SC admin)

Efpia determination: non-substantial change

Classified as internal/staff & contractors by the European Medicines Agency



Examples
2.

Flowchart n°2:
Substantial changes in the
design or performance

specification

@ange of design or performance specification9

May the change affect the safety,
performance or usability of the device
component?

* It shall not be differentiated how the change is
achieved. A change in specification may be triggered by,
but is not limited to, change of hardware or software,
including a change of components

Further device related
clinical or usability data
necessary to support safety and
performance of the altered device?

Is a new risk requiring a new means
of control including a chang in the design and/or

May the change affect built-in control

the intended purpose of the product introduced?
Or is existing risk negatively affected?

Yds

mechanism, orperation principles,
source of energy or alarms?

No

v

Return to main chartand
proceed to the next step

Classified as in

ctors by the European

A 4

The change is considered substantial.
Request a new or revised Notified Body Opinion

o W

W W
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Examples
2.

Flowchart n°2:
Substantial changes in the
design or performance

specification

Gange of design or performance specification;

May the change affect the safety,
performance or usability of the device
component?

o W

1t shall not be differentiated how the change is
achieved. A change in specification may be triggered by,
but is not limited to, change of hardware or software,
including a change of components

W W

Further device related
clinical or usability data
necessary to support safety and
performance of the altered device?

No

Is a new risk requiring a new means
of control including a chang in the design and/or

May the change affect built-in control

the intended purpose of the product introduced?
Or is existing risk negatively affected?

Ygs

mechanism, orperation principles,
source of energy or alarms?

No

v

Return to main chartand
proceed to the next step

Y

The change is considered substantial.
Request a new or revised Notified Body Opinion

Slide 26
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Examples
2.
Note: first diamond/ second diamond:

- Change in internal dimensions may impact the injection
force and thus performance claims, usability or even safety

- Previous experience: NB received Field safety notices after change in
dimensions due to change in injection force

substantial change

Classified as internal/staff & contractors by the European Medicines Agency
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Examples *yﬁﬁ
3.

Efpia: CE declaration for needle safety guard used with staked
prefilled syringe is no longer supported by supplier; deletion of a
medical device in MAA

Safety & performance of safety needle component will be managed
by manufacturer in overall conformance of staked prefilled syringe
against Annex | requirements for single-integral DDC

Classified as internal/staff & contractors by the European Medicines Agency



Examples TEAM
3. Caveat: *N %ﬁ
Needle safety guard QEAEMA: . :

If DoC or Cert is not available

component as medical o
device will be removed but then NBOp must be provided:

will remain as part of the

DDC and will be managed
through assessment Of Type of integral device induded  New submissions as of 26! May 2020
GSPRs Annex |. inthe MAA

Table 1. Summary of changes for Marketing Authorisations Applications involving integral
DDCs

Class 1 (sterile, measuring or The marketing authorisation dossier should include a Dedlaration
reusable surgical instrument®), of Conformity or EU notified body certificate for the medical
Class 11a, device, where available.
o Class I11b If the above mentioned documentation is not available then an
N Ot S U bSta ntla | a S n O Class III opinion** from a notified body must be provided for the medical
. . device
Ch a ngeS I n d ESIg n O r Class 1 (non-stenle, non- The marketing authonsation dossier should include a Dedlaration
. . measuring, or non-reusable of Conformity for the medical device, where available.
specifications. Only surgical instrument)
.. . * the reader should note that integral DDC as referred to in second subparagraph of Regulation
administrative change 2017/745 Artide 1(9) are not reusable

**ppinion on the conformity of the device part with the relevant general safety and performance
requirements set out in Annex I to Regulation 2017/745

Slide 29
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Conclusion & Challenges M

*Bﬁ*

= Different interpretations on substantial changes

= Stakeholders must align on how proposed device changes are classified - proposed device
related changes should be classified (sub/non-sub) at the outset

= Current variation guidance is deficient in this regard

Alignment and

cooperation is key

What are the next = |f a device change is c.onlsidered slubfs,tantial per Team-NB flow paper?
steps? —> NBOp request > variation submission?

= NB’s will be available to issue/ revise NBOp’s in response to substantial changes

Who will make the
final decision on the = Should NB'’s be involved in the decision-making process?

status of the

= |f s0, is there a requlatory basis for this?
proposed change?

Classified as internal/staff & contractors by the European Medicines Agency



Thank you for your attention!
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Additional slides

Classified as internal/staff & contractors by the European Medicines Agency

o W

ifi'yﬂ(
Ve



o W

Examples *!}lﬁﬂr
4.

Efpia: Change to the valve used in a pMDI for a maintenance
therapy product. The material of construction of one of the
components of the pMDI has been changed due to discontinuation
of the current material by the manufacturer

Efpia determination: non-substantial change

Classified as internal/staff & contractors by the European Medicines Agency



= Theserelate to changes involving
existing ingredients and materials.
New ingredients or materials are
considered substantial changes.

= MP:Medicinal product

Examples

MAanuFacturing process, beyond
existing specification. A change in

] the characteristics oft he drug could
impact the performance oft he
device part(e.g change in volume,
change in viscosity)

< Example:
- Implantable device
- oral ingestible

axternal commu nicating device

Flowchart n°3
Substantial changes of a

component or a material

Change ofan ingredientor of a materia
in the medicaldevice component

Change of
an ingredient or
material was a

svious opinion

NOo

Change
to a material
containing a MP=
or change to formulation of
the MP
itself>?

No

Change to @ material of
human / animal origin?

MNo

Is the changed

or modified component

or material in contact with body

fluids or tissues of the
patient or

is it absorbed?=

No

Changed
ingredient or

material from existing
supplier meets existin,
specification

No

Yes

Changed Ingredient
or material from new supplier
meets existing specification?.

No

h

o W

W W
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proceed tothe next step
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Request a new or revised Notified Body Opinion
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Examples

4.

Flowchart n°3: Substantial changes of a component or a material

* Theserelate to changes involving Change of an ingredientor of a materialz
existing ingredients and materials. in the medicaldevice component
Mew ingredients or materials are

considered substantial changes. l

Change of
an ingredient or
material was assessed in
BLEVIOUs Opinigns

]. -
3

Change
toa material
containing a MP= e
or change to formulation of -
the MP
itselr=7

= MP:MWedicinal product

= Including a change in its
manufacturing process, beyond
existing specification. A change in
the characteristics oft he drug could
impact the perform ance oft he
device part (e.g change in volume, |
change in viscosity) |

Change to a material of e
human / animal arigin?

Classified as internal/staff & contractors by the European Medicines Agency
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Examples

4. Flowchart n°3: Substantial changes of a component or a material

= Example:
= Implantable device
- oral ingestible

exterrnal commu nicating device

Is the changed
or modified component
or material in contact with body
fluids or tissues of the
patient or
is it absorbed?

Changed
ingredient or
material from existing

supplier maeets existing
specification

l

i

Changed Ingredient
or material from new supplier
meats existing specification®

Return to main chartand
proceed tothe next step

o W

W w

w

The change is consideraed substantial_
Request a new or revised MNotified Body Opinion

Slide 36
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Examples

4. Flowchart n°3: Substantial changes of a component or a material

- oral ingestible

- external communicating device

b 4

Is the changed
or modified component
or material in contact with body
fluids or tissues of the
patient or
is it absorbed?+

Changed
ingredient or
material from existing
supplier meets existing
specification

Changed Ingradient
or material from newsupplier
meets existing specification?

Return to main chartand
procesd tothe next step

o W

W w

w

The change is consideraed substantial_
Request a new or revised MNotified Body Opinion
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Examples *Ql gf:f
¥

4

Note: fifth diamond:

Changed ingredient or material from existing supplier
meets existing specifications = not clear from detail
given, more information must be supplied to make this
determination

If new material meets existing specifications, then
change is FNGR S e i

If new material does not meet existing specifications,

then change is B et

Classified as internal/staff & contractors by the European Medicines Agency
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Examples *N&*
5,

Efpia: Minor design enhancement to prefilled pen device component.

Note:
Too little detail to determine substantial/ non-substantial.

If this would be a cosmetic change e.g. of the outer wings of a PFS this
IS likely to be a non-substantial change.

Classified as internal/staff & contractors by the European Medicines Agency



