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Categories of

CE Mark

gunsainmsunnddaienuuuuaanv (Lo
wisasileringia) Active implantable
medical devices (excludes
surgical instruments)
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Appliances burning gaseous fuels
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mu Cableway installations

designed to carry persons
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Construction products according
to Regulation (EU) No. 305/2011
under specific rules
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energy-related products

HARA T Idudman Trdn
Electromagnetic compatibility
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protective systems intended for
use in potentially explosive
atmospheres

Trnandindmiueulausn Explosives for
civil uses

suilaunnsldile (EU) 217l 1009/2019
Fertilizers Regulation (EU) No.
1009/2019

naamuunsau Hot-water boilers
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naaas In vitro diagnostic medical
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Medical Device Regulation 2017/745

MDR Cover 2 EU Directives IVDR Covers EU Directive
* Medical Device Directive 93/42/EEC * |n-vitro Medical Device Regulation

* Active Implantable Medical Device (IVDR) Replaces One EU Directive
Directive 90/385/EEC * In-vitro Diagnostic Medical Device
Directive 98/79/EC (IVDD)

e MDD AIMD and IVDD certificate no longer valid after May 26, 2024, for placing

products on the market in the EU
e MDD AIMD and IVDD certificate no longer valid after May 26, 2024, for putting

products into service within the EU
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(Medical products used in combination
with a medical device)
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Companion diagnostics
(in-vitro diagnostics)
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(Devices made of substances that are
systemically absorbed)
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ginsaiigiudusuasasiaunnd (accessory for a medical
device)
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Step Approach CE Marking
for Medical Devices

Check

Medical Device?

Apply to Related
EU Regulations

Prepare-
implement &
Certify to QMS

Which MD
Regulation?

Check

EU Harmonized
Std.

Prepare Technical
File

Rule & Risk
Class?

Select Conformity
Assessment

Submit &
Certification

C€CE
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Chapter / Articles

Chapter L arices |

Chapter 1
Chapter 2

Chapter 3

Chapter 4
Chapter 5

Articles 1-4
Articles 5-24

Articles 25-34

Articles 35-50
Articles 51-60

gauaaLazA1aninaan (Scope and definition)

nisasanuielupaauazin lllduw nmeeyniuaesilsznaunig NanaunIzLauNIg LATENHNE
CE nawndaudinaasinags
(Making available on the market and putting into service of device,

obligations of economic operations, reprocessing CE marking, free
movement)

£ o tﬂl A = dl A £
N19TTULATNNTATIRARLEBUNALIBATENNE N1TAINZLliEWATaINaLaLElsTnaLNIg a3dAdu
Uaanseuarilsranininnieaatin gaudeyas lslinaaiuezasiianianisunme

(Identification and traceability of devices, registration of device and of

economic operators, summary of safety and clinical performance,
European database on medical devices)

wihaaanunlasunisanuas (Notify bodies)

nnadatlszinnuaznisdszifuaanuaannaas (Classification and conformity
assessment)
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Conformity assessment based on product
conformity verification



T

Annex Xll TususasTieaningiiaeuanud
Certificates issued by a notified body

Annex Annex Xl TupaudmiLLeTaNadniunsldiuianzyang
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the MDR
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EU Medical Device Classification

(Non-Sterile) (Sterile)

CLASS Il

;: 2 ACC A
CLASS | CLASS |
(Me:

(Non-Measuring) (Measuring)

: Medium High : :
Low Risk Rick High Risk




Definitions specific to Classification Rules

STALLIAINS bEIU LATRINANARI L TUURINAINY LazLATRINaN b dugnaITngs1ane

Duration of use Invasive and Active Devices

Continuous use for < 60 min. .

60 min. - 30 days

> 30 Days

deuilnaassrsnia Body orifice

wizaaiaunnemgnandlllusaniasedaniedaanssu Surgically
invasive device

ginsameAasnssuniinduanlddn Reusable surgical instrument

wrasdaunnemsasldunasananaseuguiunisinen Active therapeutic
device

wrasiaunneaaslfunasananasanudniunisatase Active device
intended for diagnosis and monitoring

seuvlnanaulafindaunans Central circulatory system
szuulszamanunats Central nervous system

RavilwiaEallannlasuuiaidu Injured skin or mucus membrane



qinsndnlaldluseanna Non-Invasive

Classification Rules v" Rule 1 Class | other Weise

mm v’ Rule 2 Channeling or storing blood, ...

aunaobi e Rule 1-4 (3 Rule 3 Modifying biological or chemical
Rule 5-8 composition

(3 Rule 4 Contact with Injured skin ...

o‘d‘ ¥ %; ¥ !
gunsainldznanidnlusenie

aunsafidasldundemasny Rule 9-13
g Rule 14-22 ailnsninldgnanlusenie Invasive
No ch (3 Rule 5 Class | otherwise
v No change .
. 5 . v’ Rule 6 Transient use
3 Minor Change (e.g., wording) _
# Relevant Change or Addition ® Rule 7 Short-time use

2 Major Change or New =>» Rule 8 Implantable and long-term use



Classification Rule (Cont.)

=>» Rule 9 Active therapeutic [ Rule 14 Medicinal product
[ Rule 10 Intended for diagnosis and v’ Rule 15 Contraception
monitoring

[ Rule 16 Disinfection

v Rule 17 X-Ray image

[ Rule 18 Tissues or cell

=» Blood Bag

=>» Rule 19 Nanomaterial

+ No change =>» Rule 20 Inhalation

A Minor Change (e.g., wording) =>» Rule 21 Substances introduced into body

& Relevant Change or Addition =>» Rule 22 Critical active therapeutic devices
2 Major Change or New

=» Rule 11 Software
v" Rule 12 administer or remove
v Rule 13 Otherwise Class |



Rule 1: Class | :Provided non-sterile or do not have a measuring function
(low risk)

Rule 2: or storing for eventual infusion, administration or introduction
» Addition of “cells and tissues” to the existing language (lla)

* Blood bags moved to MDR Rule 2 from Rule 18 of MDD (lll)

Rule 3: Modifying biological or chemical composition

* Addition of human tissues and cells to blood, body liquids and other
Liquids

Non-invasive

R I 1 4 * Substances used in vitro in direct contact with human cells, tissues,
u e = organ or with human embryos before implantation/ administration.

* Inclusion of organ storage solutions, IVF media into the rule which are
class Il

Rule 4: Addition of injured mucous membrane to injured skin '

* Intended for injuries to skin which have breached the dermis or
mucous membrane and heal only by secondary intent (IIb)

* Intended to manage the micro-environment of injured skin or mucou/

membrane (lla)




Invasive Rule5-8

Rule 5 : Class | Devices invasive in body orifices

Transient use (1)

Short-term use, except oral cavity / pharynx, ear
canal up to the ear drum or in the nasal cavity. (I3,

)
Long-Term use

Connected to active device (lla, llb, Il1)

Rule 6 ; Transient use

All devices intended specifically for direct contact
with heart or central circulatory system now class
Il similar to devices in contact with central
nervous system (lIl,lla, IIb)

e Reusable surgical instrument (1)

Rule 7 : Short —time use

» All devices intended specifically for direct contact

with heart or central circulatory system now class
Il similar to devices in contact with central
nervous system (l1)

Chemical change in body (except in teeth) (lll)

Rule 8 : Implantable and long-term use

AIMD devices and accessories are class Il
Breast implants and surgical meshes are class Il
Total and partial joint replacements are class Il

Spinal disc replacement implants or implantable
devices that come into contact with spinal column

are class Ill with some exceptions (screws, wedges,
plates and instruments)



Active Rule9-13

Rule 9 : Active therapeutic device intended to administer or exchange energy

« Addition of active devices intended to emit ionizing radiation for therapeutic purposes, including devices which control or
monitor such devices, or which directly influence their performance, are classified as class Ilb.

« Addition of active devices that are intended for controlling, monitoring or directly influencing the performance of active
implantable devices are classified as class |lI.

Rule 10 : Intended for diagnosis and monitoring

* Addition of ‘monitoring’ to diagnosis;

» Active devices intended for diagnosis in clinical situations where the patient is in immediate danger as class llb
Rule 11 : Software

New rule on software / Classifications range from class Il — class |

Rule 12: Administer or remove Rule 11 in MDD

* No change

Rule 13 : Administer or remove Rule 12 in MDD

* No change



Special Rule 14 - 22

Rule 14 : Medicinal product
* Rule 13 in MDD

» Clarification that medicinal product can be derived from
human blood or plasma

 “Liable to act” taken out
Rule 15 : Contraception

(Contraceptive devices, Devices for prevention of
transmission of STDs)

Rule 16 : Disinfection, sterilizer
e Rule 15in MDD
e Addition of sterilizers to disinfectants

e Disinfectants or sterilizers become Ilb only if they are
used for invasive devices and as the end point of
processing

Rule 17 : (Devices for recording x-ray diagnostic images)

Rule 16 in MDD

No change — language clarified

Rule 18 : (Devices utilizing human or animal derivatives)

Rule 17 in MDD
Addition of cells (to tissues)
Addition of human origin cells and tissues or derivatives

The exception about contact with intact skin only, applies
only to animal tissue and does not apply to human or
cells (II)



Special Rule (New Rule) 19 - 22

Rule 19 : (Devices incorporating or consisting of
nanomaterials)

 Classifications from Il to lla based on
potential for internal exposure

Rule 20 : Body-orifice invasive devices intended
to administer medicines by inhalation

e (Classification lla or llb

* |lbif they impact the safety and performance
of the medicine or intended to treat life
threatening conditions

Rule 21 : Devices consisting of substances and
introduced into the body via body orifice or skin
and that are absorbed by or locally dispersed

» Classification from lla to Il based on where they
are used and whether they or their products of
metabolism are absorbed

Rule 22 : Active therapeutic device with an
integrated or incorporated diagnostic function
Class Il

* Only applies if such devices significantly
determine the patient management

* Closed loop systems or automated external
defibrillators
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Conformity Assessment Procedure?

The essential objective of a conformity
assessment procedure is to demonstrate that
products placed on the market conform to the

requirements expressed in the provisions of the
relevant legislation.

Conformity assessment is the process carried
out by the manufacturer of demonstrating
whether specified requirements relating to a
product have been fulfilled.

A product is subjected to conformity
assessment both during the design and
production phase.

Conformity assessment is a responsibility of
the manufacturer.




Annex IX : QMS and Technical Documentation

is used when a full QMS is implemented by the manufacturer. In addition, a review
of technical documentation is also necessary with or without the issuance of
certificate.

Depending on the device classification, a full or partial compliance with the Annex
IX is required. Annex IX comprises 3 parts:

1. Assessment of QMS via NB audit with issuance of CE Marking certificate

2. Assessment of Technical File/Design Dossier via NB audit with issuance of CE
Marking certificate

3. General provisions for record retention and availability of documentation to

Competent Authority (CA). Note: this third part is not described in the Figures
hereafter as it is always applicable when Annex IX is applied



Annex X : Type-examination

used when a manufacturer wants to certify a device based on a representative
sample. The NB examines and/or tests the representative sample and associated
technical documentation to determine if the device meets MDR requirements and
especially the GSPR.



Annex Xl : Product conformity verification

generally used in association with Annex X or in combination with technical
documentation (Annexes Il and IIl) for low-risk devices.

e The Annex Xl is composed of two parts:

Part A : Production Quality Assurance via NB audit with issuance of CE Marking
certificate for ability to produce and test a device

Part B : Product Verification via NB audit with issuance of CE Marking
certificate supporting the conformity of a specific batch of devices

All those annexes also require initiation of a technical file in compliance with Annex

Il (technical documentation) and Annex lll (technical documentation on Post-
Market Surveillance - PMS) depending on the devices and route of compliance



Conformity Assessment Route

Annex |l Technical Documentation File

A 4

A 4

11, b, llb Implant I, llb, lla, Is, m, r
\ 4 \ 4
Annex X B Annex IX
v v v v 4 EC type examination QMS and TD Assessment
Class | Is, Im, Ir lla b 1 High risk High risk
v device v device
Annex X Annex IX
p Specific procedures Specific procedures
section 6 section 5
\ 4 \ 4 A\ 4

Annex Xl part A

Product quality
assurance

A A 4

|

!
C €

A

Annex Xl part B

1, llb, lla, Is, m, r

Product verification

|

C € o C €

C € oo




Part 4 Supply chain control and
QMS requirements



Supply chain control

Manufacturers, Authorized Representatives, Importers and Distributors (MAID)

Verify compliance

Manufacturer

Post market surveillance and vigilance

Regulatory compliance of device

Unannounced NB inspections

|




EO : Economic
Operator

Manufacturers,
Authorized
Representatives,
Importers and
Distributors :

(MAID)

wl

EC ‘ REP

&

(]

Manufacturers

Authorized Representatives
/ EC Representative

Importers

Distributors



MAID role & Responsibilities

Manufacturers

Name on device
CE + Doc
GSPR

uDlI
PRRC

EC REP

Authorized Representatives
/ EC Representative

Importers

Name on device

Check EUDAMED
Register of complaints
Check Doc & Certificate
Assist with Corrective
action

Safeguard storage
conditions

Assist authorities

Not make available if
conformity compromised

o

Distributors

Forward complaints
Safeguard storage
conditions

Assist with corrective
action

Assist authorities

Not make available if
conformity compromised




Manufacture

The natural or legal person who
manufacturers or fully refurbishes a
device or has a device designed,
manufactured or fully refurbished

and markets that device under his
name or trademark

General Obligations of Manufacturer

Design and manufacture devices in accordance with the regulation
Draw up required technical documentation

Complete an appropriate conformity assessment

Prepare a declaration of conformity

Make technical documentation available to CA's (STED)

Operate a quality management system and maintain product co
Conduct post market surveillance

Supply adequate instructions for use in a MS language
Procedures for devices that do not comply - including vigilance
Identify suppliers conducting device design, manufacture

UDI

Liability insurance



Regulations and

Res po nsi b | | Ity - P R RC e The conformity of medical e Appointment Issue “letter of
. devices is checked in Appointment”

Responsible for Regulatory accordance with the QM e Attach “Job Descriotion”

Compliance :PRRC Qualification system (before delivery) >

, , e Attach “Organizational Chart”
Manufacturer must employ one e The technical documentation

Diploma: Law, Medicine, Pharmacy, Engineering, 5 e Lp e 2l

Scientific field e Market surveillance is

Experience: in Regulatory affairs (RA) or QMS - at performed in c'ompllance with
least 1 year (if device is customer - made 2 years) the EU regulations

Professional experience in RA and QMS e The reporting obligations
according to the EU
regulations are met

e For “investigational devices”,
the statement according to
Annex XV, Chapter 2 is issued.




Regulations and
Responsibility - PRRC

Add in Management Review
Agenda, outline a plan, and have a

designated person responsible for
regulatory compliance.

Strategy for regulatory

compliance

Role and
Responsibilities to
ensure Regulatory

compliance

PMS and Vigilance
Responsibility




AR - Authorized

Representative
Article 10

AR is mandatory for non-EU
manufacturers only; and solely on the
basis of a received and accepted

mandate to act on behalf of the
manufacturer

[ fo

name and address of
the Authorized Rep on

the product label,
outer packaging
Instructions for Use
The name and address of the Authorized

Representative should be shown next to
the official EC REP logo.

The minimum role of the AR

encompasses a series of obligations,
such as:

 verify that the technical file

* To provide the competent authority (CA) with all the
information and documentation necessary to
demonstrate the conformity of a device;

* forward to the manufacturer any request by its
competent authority (CA) for device sample;

* To cooperate with the CA on any preventive or

corrective action taken to eliminate or mitigate the
risks posed by devices;



Importer

Article 14

Importers: responsible for
EUDAMED registration,
handling, storage and
distribution, corrective

actions, UDI labeling, post
market surveillance..

Ensure that, while a product is under his
responsibility, storage or transport
conditions do not jeopardize its

compliance with the requirements set out
in the applicable legislation.

Keep a copy of the EU declaration of
conformity for 10 years after the product
has been placed on the market ( 128) or

for the period specified in the relevant
Union harmonization act.




Distributor

Article 14

The distributor is a natural or a legal
person in the supply chain, other
than the manufacturer or the
importer, who makes a product
available on the market. -
Distributors are subject to specific
obligations and have a key role to

play in the context of market
surveillance.

Before making a product available on the
market, the distributor must verify the
following formal requirements :

* that the product bears the required conformity
marking(s) (e.g. CE marking)

e that the manufacturer and importer have indicated
their

1. name,
2. registered trade name or trademark and

3. the address at which they can be contacted on the product or
when not possible because of the size or physical
characteristics of the products, ....... on its packaging and/or on
the accompanying documentation, and that the product bears
a type, batch or serial number or other element allowing the
identification of the product.



EO Registration

EUDAMED

* Manufacturers/authorized representatives & importers must submit to the electronic system the
information detailed in Annex VI Part A section 1, prior placing a device on market, or prior
applying to a NB

* if required by conformity assessment procedure
* CA shall procure an SRN to manufacturer or authorized representative

* Manufacturer shall use SRN when applying for certification & for entering the electronic system
on UDI

 If Changes shall be updated within one week and data shall be verified one year after submission
and every 2 year EO shall confirm the accuracy of the data (Part A Annex VI)

e Detailed information to be submitted (Section 1 Annex VI part A): 1. Economic operator’s role 2.
Name, address and contact details of economic operator 3. Where submission is done by another

person, its contact 3.A Name, address and contact of the person responsible for regulatory
compliance



Notified Body: NB

Notified Bodies play a key role in supporting
manufacturers to place only safe and
compliant medical device on the EU market.

Role of the Notified Body
* Inspecting technical documentation
e Carrying out conformity assessments

* Issuing conformity certificates

* Performing surveillance audits

EU Notified Body designhated under
the EU MDR (2017/745)

NB 0045 - TUV NORD Systems GmbH & Co. KG — Germany

NB 0071 - Laboratoire National de métrologie et d'Essais (LNE) — France
NB 0300 - CENTRO ESPANOL DE METROLOGIA — Spain

NB 0123 - TUV SUD Product Service GmbH — Germany

NB 0197 - TUV Rheinland LGA Products GmbH — Germany

NB 1727 - Kiwa Inspecta A/S — Denmark

NB 1827 - LABORATORIUM TECHNIKI BUDOWLANEJ SP. Z O.0. — Poland

NB 1887 - BUSINESS INNOVATION CENTRE - IZOT Co. - Directorate Conformity
Assessment — Bulgaria

NB 0344 - DEKRA Certification B.V. — Netherlands
NB 0351 - LC LUXCONTROL ASBL - Luxembourg



QMS Requirements

Article 10 requires that manufacturers
establish, document, implement,
maintain, keep up to date and
continually improve a quality

management system that conforms to
MDR standards

w

10.
11.

strategy for regulatory compliance

process to enable identification of all Annex | General Safety and
Performance Requirements (GSPRs) that apply to each

product, and how they will be addressed responsibilities of company
management in running the company, ensuring quality standards are
upheld, and ensuring maintenance, implementation and upkeep of the
QMs

process for managing resources, including managing sub-contractors and
suppliers

Risk Management procedure

procedure for performing Clinical Evaluation product realization process,
extending from product conceptualization through development to
production and service provision

procedure for ensuring UDI standards are upheld

setting up and running a Post-Market Surveillance (PMS) system and Post-
Market Clinical Follow-up (PMCF) system for each product

procedure for handling communications with competent authorities and
Notified Bodies

Vigilance system procedure

process for measuring and acting upon data relating to product
performance and the need for product improvement.



QMS & MDR

EU MDR introduces some additional
QMS expectations with respect to:

Post-market Surveillance System

Periodic Safety Update Report (PSUR)

Incidents and Field Safety Corrective Actions (FSCA)
Resource Management / Supply Chain

UDI and Labeling

Strategy Regulatory Compliance

Document Storage Retention

General Safety and Performance Requirements

W 00 N o U kWD E

Implantable Devices
10.Clinical Evidence

11.Economic Operators
12.EUDAMED



MDR QMS requirements

In article 10 of the EU MDR, the regulation states what needs to be included in a QMS at a minimum.
Table : EU MDR requirements, and the ISO 13485 clauses that meet each requirement:

EU MDR QMS requirements 1ISO13485 clause (s) that cover this
requirements

A strategy for complying with regulations 7.2
Safety and performance 7.5
Management responsibility 5.1,5.5
Resource management 6

Risk management 7.3
Clinical evaluation 7.3
Product realization (Planning, design, development , production and services) 7
Verification of Unique Device Identify assignment 7.5.8,7.5.9
Post market surveillance system 8.2.1,8.2.2
Communication with authorities 8.2.3
Incident reporting 8.2.3
Corrective and Preventive action (with verification effectiveness) 8.5.2,8.5.3

Monitoring and measurement, data analysis and product improvement 8.2



Part 5 EUDAMED and Unique
Device ldentification (UDI)



EUDAMED id a
database

European Database Medical Device
: EUDAMED

EUDAMED
| Modules

* Store data and make them accessible,
limited data processing

* Reports on progress of processes

e Older versions of records remain visible
in EUDAMED

* Correction of data is possible, but the

corrected records remain visible in
EUDAMED



EUDAMED database

Article 33 requires the Commission to set up a
European database on medical devices (‘EUDAMED’).
According to Article 33(2) of the MDR, Eudamed will
be composed of six different electronic systems (so
called ‘modules’), which facilitate the collation and
processing of information under the MDR regarding
the registration of relevant economic operators (actor
registration), devices and systems and procedure
packs (UDI), notified bodies & certificates, certain
aspects of conformity assessment, clinical
investigations, vigilance and market surveillance as
well as postmarked surveillance.

(Refer: MDCG 2021-1 Rev1)

Before placing a device, other than a custom-made device,
on the market, the manufacturer shall, in accordance with
the rules of the issuing entity referred to in Article 27(2),
assign a Basic UDI-DI as defined in Part C of Annex VI to the
device and shall provide it to the UDI database together
with the other core data elements referred to in Part B of
Annex VI related to that device.

SRN: a Serial Number

is the Single Registration Number that is issued through
EUDAMED to manufacturers, authorized representatives

and importers by the competent authority in accordance
with Article 31 MDR and 28 IVDR.



EUDAMED future

6 Modules of EUDAMED

EUDAMED

(Article 29)
European MD/IVD database

ACT CRF MSU

(Article 30) (Article 57) (Article 92)

Registration Certificates Market Surveillance
Device Issued Measures taken by

Economic Suspended MS
operations Withdrawn Preventive health

SSCP Refuses measures
Restricted Non complaint

device

UDI — Static data elements
(Article 28)




Guide to Using EUDAMED

Basic UDI-DI

UDI-DI: primary identifier device model at the level of the device unit of use, key to
identifying dataset in the UDI database in EUDAMED

Unit of use: An individual IVD unit that can be used for/to/on a patient
Higher

DI-Dls are linked to the Basic UDI-DI. Examples:
Single package and six pack: different UDI-DI

Packages with different languages: each their own UDI-DI

Cosmetic differences, e.g. colors: each their own UDI-DI



GMN BUDI-DI

MyModelRef342
format (25 max) No Barcode

Model Reference

Device

Identifier
format

UDI-DI
(GTIN-14)

(01)00827002005112

11 P ‘

Iltem Ref  Check Digit




Basic UDI-DI The GMN (Basic UDI-DI is a worldwide unique

GS1 Global Model Number (GMN) identification key)

Primary identifier of a product / device model

e Classification key for registration of medical devices in
EUDAMD

e To assign relevance document (Certificates, DoC, etc.)

e The main key for records in the UDI database

Certificate

Declaration of Conformity Annex V| Part C

Technical Document



UDI or Unique Device
ldentification

This is a number that identifies a
specific product. On the UDI that is

on the product, there are 2 parts
which are: e Access information Annex VI, Part B

UDI-DI (Article 24)

e Device ldentification, for unambiguous identification
of a device and manufacturer

UDI-PI (Article 24)

e Production Identification, for identification lot or
serial number, software identification, expiration date
etc.

e Access information Annex VI, Part C



Unique Device ldentifier: UDI

Machine Readable

Human Readable  (071)00827002005112(17)000004(10)1234(21)8234
(01) (17) (10) (21)

. . Expiration Lot Serial
Device Identifier date Number Number



UDI in the Technical Documentation File

* Basic UDI-DI to be placed on the Declaration Data ma nagement

of Conformity (Annex IV, section 3)

e Basic UDI-DI as well as higher UDI-DI’s and * Basic UDI-DI'and UDI-Dl in Eudamed

UDI-PI’s to be added to the Technical * UDI-Plin production file
Documentation (Article 24 (7)) * UDI-PI may also be communicated downstream
* Basic UDI-DI must also be entered by the * UDI-PI to be used in case of incident reports

Notified Body on applicable certificates



UDI Timelines

Implantable
Device as per Regulation devices and

(EU)2017/745 (MDR) Class IlI
devices

Placing UDI-carriers on the labels of devices 26 May 2021
MDR Article 123 (3)(f), Article 27(4)

Direct Marketing of the reusable devices 26 May 2023
(MDR article 123(3)(g), Article 27(4)

Class lla and

Class llb
devices

26 May 2023

26 May 2025

Class |
devices

26 May 2025

26 May 2027



Part 6 Technical Documentation



TECh n ical  Evident of conformity
Documentation . article 10

* Annex | GSPR the technical Document is
heavily interwoven with Annex |

* The conformity assessment according
to Annex IX, X, Xl including

requirements applicable to the
Technical Documentation




Technical Documentation

General safety and
' 04 / performance requirements
The structure

mfmm?_t'g”bmtﬁe of the EU MDR Benefit-risk analysis

supplied by the d risk t

manufacturer Technlcal dalitl Il mandgagemen

Documentation

Design and
manufacturing
information

The post market surveillance
plan, report, PSUR

Device description
and specification

Product verification
and validation




1. Device Description and Specification,
Including Variants & Accessories

1. Device Description
* Product or trade name
* General description of device
* Intended purpose
* Intended users

2.  Basic UDI-DI
3. Intended patient population

* Medical condition treated
e Patient selection criteria
* Indications Contra-indications Warnings

4. Principles of operation of the device. The function
of the device, just the device.

5. Risk class of the device and justification of the
classification rule(s) (Annex VIII).

6.

10.
11.

Novel features: novelty or breakthrough
technology based on the existing market.

Accessories, other devices, other products (non-
devices) intended to be used in combination
with the product.

a complete list of various
configurations/variants. For instance: different
packaging, different brand names, different
components.

General description of key functional elements.
Include Parts/components. Drawings or pictures
of the packaging and each element of the
packaged material.

Raw material
Technical specifications



2. Information to be

supplied by manufacturer
IFU & Labelling

Reference to previous and similar

generation of the device ISO15223 -
1:2021

Figure 4. Sample label showing UDI and label information
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Labelling
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Prlmary Packaging Secondary Packaging Transportation Packaging
Direct contact with product * It contains products *  Transport shipping

*  Maintain product quality *  primary pack presentation, *  Warehouse storage
* Ingredients protection *  Bulk handling
. Presentation . How to use & Direction to
*  Preservation use
*  Convenience *  Warning

. Identification



|IFU - Instruction In accordance with the  characteristics;
MDR, instructions for specifications which are required
for use

. . for appropriate use of the device;
use for medical devices

* sterilization,

Instructions for use are part of the must contain certain .
labeling of medical devices and are key information. * final assembly,
subject to strict regulatory _ « calibration,
requirements. * intended purpose; . o
* cleaning and disinfection;
* indications and contra-
indications; * necessary qualifications for
users;
* patient target group and
intended users; * any reconditioning procedures;
« specification of clinical * storage, transport, durability;

« availability of the summary of  * combination with other devices,

safety and clinical performance including accessories;

(high-risk devices); * maintenance and repair;

* the device's performance .

symbols and identification color



3. Desigh and Manufacturing Information

1.

information to allow the design stages applied to the device to be
understood;

manufacturing processes and their validation, their adjuvants, the
continuous monitoring and the final product testing. Data shall be
fully included in the technical documentation;

dentification of all sites, including suppliers and subcontractors,
where design and manufacturing activities are performed



4. General Safety and Performance 5. Benefit - Risk Analysis and Risk
Requirements (GSPR) Management

See Part / See Part 8



6. Verification and
Validation

results of tests, such as
engineering, laboratory,
simulated use and animal

tests, and evaluation of published
literature applicable to the device,
taking into account its intended
purpose, or to similar devices, regarding

the preclinical safety of the device and
its conformity with the specifications;

biocompatibility

physical,

chemical and

microbiological characterization;
electrical safety & EMC
software verification

stability, including shelf life
performance and safety

etc.
clinical evaluation report



7. The Post Market

Surveillance Plan,
Report, PSUR

clinical evaluation report

Post Market surveillance Plan

Post Market Surveillance Report

See Part9 - 10

Search and evaluation of Customer specific data

literature regarding:

» Spontaneous cases/
» Signals and their Clinical study data
verification
» Known potential or
» Risks and required PV identified risks
activities
» Data regarding
Fvaluation of marketing authorisation /
Sales data/Drug

utilisation

» Efficacy/Effectiveness

Benefit-Risk Balance




Class | Classls, m, r Class lla Class lIb Class Il

Implement QMS Annex VII| QMS required in accordance with Annex VIIl of MDR include CER, PMS, PMCF
compliance not required p|a n, NB audits.

Prepare CE technical file = Prepare CE Technical Document file / Design Dossier for Class Il Prepare CER, Risk
with CER acc. Annex |l Management Plan, IFU, Label, Obtain UDI

AR / EC Rep Plan EC Rep name and address on device label & Obtain a SRN-Single Registration Number
form EUDAMED

QMS + TDF must be audit by NB, 3™ party accredited by a European Competent
Authority to audit QMS and device

ISO 13485 certification

Prepare DoC, A legally binding document prepare by the manufacturer stating that the device is in
compliance with MDR

Register the device and its UDI in the EUDAMED dayabase. UDI must be on label

PMS and PMCEF, CER — clinical Evaluation update, maintain certification




Part 7 General Safety and
Performance Fequirements
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GSPR

GENERAL
SAFETY &
PERFORMANCE
REQUIREMENTS

Checklist




GSPR?

N\

The GSPR is known as General Safety and Performance Requirements are
listed in Annex | of EU MDR 2017/745 and EU IVDR 2017/746.

The GSPR has 23 requirements under MDR and 20 requirements under
IVDR.

To determine sufficient evidence and conformity evidenced



General Safety and Performance Requirements

Post Market Device Safety /
Surveillance Performance

Benefit - Risk Risk
Ratio Management




General Safety and Performance

Requirements

EU MDR 2017/745 EU IVDR 2017/746
"

Chapter 1 — General requirements (from 1 to
9)

Chapter 2 -Design and Manufacturer (from 10
to 22)

Chapter 3 —Labels and IFU (23)

Chapter 1 —General requirements (from 1 to
8)

Chapter 2 -Performance, Design and
Manufacturer (from 9 to 19)

Chapter 3 —Labels and IFU (20)



GSPR

Chapter 1 - General
requirements (from 1 to 9)

Both the EU MDR and the EU IVDR outline
General Safety and Performance
Requirements (GSPRs) in great detail for

medical device designers and manufacturers.

The general requirements for each overlap

with each other and consist of the following:

Achieve the performance intended by their
manufacturer and shall be designed and manufactured
in such a way that, during normal conditions of use,
they are suitable for their intended purpose.

The reduction of risks as far as possible without
adversely affecting the benefit-risk ratio.

Document and maintain a risk management system
Risk control measures

Characteristics and performance of a device shall not
be adversely affected to such a degree that the health
or safety of the patient or the user.

Foreseeable risks, and any undesirable side-effects
Annex XVI, the general safety requirements



GSPR

Chapter 2 - Requirements
regarding Design and
Manufacture (from 10 to 22)

The GSPRs also provide key details regarding
specific information about the design and
manufacture of medical devices. As it relates
to design inputs, the GSPRs provide highly-
detailed requirements relating to a device’s:

Chemical, Physical and Biological Properties
Substances

Justification regarding the presence of CMR and/or
endocrine-disrupting substances

Infection and microbial contamination
Devices incorporating materials of biological origin

Construction of devices and interaction with their
environment

Devices with a diagnostic or measuring function
Protection against radiation

Electronic programmable systems — devices that
incorporate electronic programmable systems and
software that are devices in themselves

Active devices and devices connected to them

Particular requirements for active implantable devices
Protection against mechanical and thermal risks



GSPR

Chapter 3 - Requirements

regarding information
supplied with the device

The final key area of governance within the
GSPRs relates to specific information a
manufacturer must supply with a device. The
general requirements for this information
states that, “Each device shall be
accompanied by the information needed to
identify the device and its manufacturer, and
by any safety and performance information
relevant to the user, or any other person, as
appropriate.” The requirements provide
further detail as far as location-specific
information such as the information that
must be provided on:

Label and instructions for use
Information on the label

Information on the packaging which maintains the
sterile condition of a device

Information in the instructions for use



Harmonized standard & Common specification (CS)
Article 8 & 9

Harmonized standards must be published in the Official Journal of the European
Union.

The development of harmonized European standards is a major component of the
new device and IVD regulations, as products developed in conformity with
harmonized standards referenced in the Official Journal of the European Union
(OJEU) are presumed to be in conformity with the corresponding legal
requirements laid out in the MDR and IVDR.

State of the art

The remainder of the MDCG guidance provides an overview of the legal basis,
development and publication of harmonized European standards and discusses the

international aspects of standardization and the concept of “state of the art” as it
relates to standards.



Harmonized standard & Common
specification (CS)

Harmonized standard | standards which published in the Official Journal of the European
Union

Common specification no harmonized standards exist;
(CS) where relevant harmonized standards are considered insufficient;

or,
there is a need to address public health concerns

. Requirements of Common specification
Harmonized standard VDR (CS)




Exp. Standards:

EN 556 Sterilization of medical devices-Requirements for medical devices to be labeled “STERILE,”
Part 1-2.

EN 10993 Biological evaluation of medical devices, parts 1-18

EN ISO 13485 Medical devices — Quality management systems — Requirements for regulatory purposes

EN ISO 14155 Clinical investigation of medical devices for human subjects — Good clinical practice

EN ISO 14971 Medical devices — Application of risk management to medical devices

EN ISO 15223-1 Medical devices — Symbols to be used in the labelling of medical devices, marking and
information to be provided, Part 1: General requirements

EN 60601-1 Medical electrical equipment, general requirements
EN 62304 Medical device software — Software life cycle processes

EN 62366-1 Medical devices — Part 1: Application of usability to medical devices



Part 8 Risk Management /
Benefit-Risk
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GSPR

Risk management system, the detailed requirements of the system are listed in
the Annex | Chapter I, points 2-9.

GSPR 2 Reduction of Risks

GSPR 3 Risk Management System

GSPR 4 Risk Control measures and all residual risks
including possible adverse events and side effects

GSPR 5 Risks related to human factors, use error

GSPR 8 Risk-Benefit ratio

GSPR 10.2 Risk from contamination and residues

GSPR ....



* The reduction of risk as far as possible without

. . . adversely affecting the benefit-risk ration. The
Benefit- Risk Ratio following are required for each device:

* Benefits to the patient

e Quantification of benefit(s) to the patient

* Probability of the patient experiencing one or more
benefit(s)

* Duration of effect(s)
» Severity, number, and rates of harmful events
* Probability of harmful events

* Risk from false-positive or false-negative result
(diagnostic medical devices)

BENEFITS



1. Scope
ISO 14971: 2019 2. Normative reference
Annex A — Rationale for requirements 3. Termsand definitions
Annex B — Risk Management Process for 4. General requirement risk management
Medical Device system
Annex C — Fundamental Risk Concepts 5 Risk analysis
6. Risk evaluation
7. Risk control
8. Evaluation of overall residual risk
9. Risk management review

10. Production and post-production activities



1SO14971 vs Related RELATION OF ISO 14971 WITH
standards OTHER STANDARDS

CE
Marking

1ISO13485
QMS

Risk
Management

ISO 14971

ISO 14971 : THE

| 1IEC 60601-1
FUNDAMENTAL

- RISK MANAGEMENT |2 T 1SO 10993
1ISO11607 PROCEss
IS0 ‘o8 AND MORE..

11737

IEC60601




Risk Analysis

intended use and reasonable foreseeable misuse
Identification od characteristics related to safety

Risk Management
Process

Annex B

Identification of hazards and hazardous situation
Risk estimation

Risk Assessment

Risk Evaluation

v

PRODUCTION &
POST-
PRODUCTION

RISK
MANAGEMENT

LA ACTIVITIES

ISO EVALUATION

OF OVERALL
14971:2019 SR

Risk Management Plan

Evaluation of overall residual risk

Risk Management Review

Production and post production activities

General

RISK

MANAGEMENT
REVIEW

Information collection
Information review
Actions



Risk Management
Plan

The Risk Management Plan should identify
the risk management activities you anticipate
and plan throughout the product’s life cycle.

The Risk Management Plan is dynamic and

should be revisited and updated often. This is
not a “one and done” activity.

Risk
Management
Plan

Post

Production Risk Analysis

Overall
Residual Risk

Risk Control




Risk Management
Plan

Scope
Risk Management Team

Requirements for review of risk
management activities

Criteria for risk acceptability

Method evaluation the overall
residual risk and criteria for
acceptability

Activities for verification of the
implementation

Activities related to collection and
review production and post-
production information




Risk Analysis

Relationship between hazards, foreseeable sequences of events, hazardous situations and the harm that can occur

Electromagnetic energy
(high voltage)

Chemical (volatile solvent,

embolus)

Biological (microbial

contamination)

Functionality (no delivery)

Functionality (no output)

Measurement (incorrect
information)

(1) Electrode cable unintentionally plugged into
power line receptacle

(1) Incomplete removal of volatile solvent used in
manufacturing

(2) Solvent residual converts to gas at body
temperature

(1) Inadequate instructional provided for
decontaminating re-used anesthesia tubing
(2) Contaminated tubing used during anesthesia

(1) Electrostatically charged patient touches
infusion pump

(2) Electrostatic discharge (ESD) causes pump and
pump alarms to fall

(1) Implantable defibrillator battery reaches the
end of its useful life

(2) Inappropriately long interval between clinical
follow-up visits

(1) Measurement error
(2) No detection by user

Line voltage appears on electrodes

Development of gas embolism (bubbles in
the blood stream) during dialysis

Bacterial released into airway of patient
during anesthesia

Failure to deliver insulin to patient with
elevated blood glucose level, no warning
given

Defibrillator cannot deliver shock when an
arrhythmia occurs

Incorrect information reported to clinician,

leading to misdiagnosis and/or lack of
proper therapy

Serious burns
Heart fibrillation

Infarct
Brain damage

Bacterial Inflection

Minor organ damage
Decreased consciousness

Death

Progression of disease
Serious injury



SEVERITY OF HARM

Serious
Medically reversible

Negligible Minor
Minor injury or Limited injury or

Critical Catastrophic
Permanent injury Life-threatening

. . . - . - g
property damage property damage injury or significant | or serious property | injury or
IS Stimation
property damage

Frequent
Happens with

almost every use
of the device

Catastrophic / Fetal Result in death

CAPA

Critical Result in permanent impairment or
Irreversible injury

Probable

Occurs the

majority of times CAPA CAPA
but not with every

use

Serious / Major Result in injury or impairment requiring

medical or surgical intervention

Severity

Minor Results in temporary injury or
impairment not requiring medical or
surgical intervention

Occasional
Occurs with

CAPA CAPA

PROBABILITY OF OCCURENCE

increased
Negligible Result in inconvenience or temporary frequency
discomfort
Remote
Examples of probability range More than one
occurrence per CAPA
> Frequent >1073 year but still
71| Probable <103and>10 kel
©
=& Occasional <10“*and>10-5 Improbable
E Less than one
Q. Remote <10>and>10" occurrence per CAPA CAPA
year; isolated
|mpr0bab|e <10 @ events




Consequences

Score 1 2 3 4 5
° ° Description | Insignificant | Minor Moderate Major Catastrophic
R I S k Eva | u at I O n Example Minor injury, | Harmful Serious Major injury, | Fatality
no first aid injury (first injury, urgent
required aid required, | medical medical
High Medium Low or under 3 days | assistance assistance
recovery required. required
NACC — unacceptability time) Injury must
be reported
ALARP — Investigate further risk control
Likelihood
ACC —in signification or negligible risk Score 1 2 3 4 5
Description | Rare Unlikely Possible Likely Almost
certain
Risk matrix
Catastrophic 9 5 10
~ Major 4 4 8 12
8 Moderate 3 3 6 g 12 15
5 Minor 2 2 4 6 8 10
. Insignificant 1 1 2 3 4 3
® o 1 2 5 4 5
S E‘ Rare Unlikely | Possible Likely Almost
O = certain
Likelihood / Probability




Risk Control option analysis

1. Risk control for medical device DESIGN Marking the MD design and

the manufacturing process inherently safe by ;- eliminating a
particular hazard

2. Risk control for manufacturing process
3. Standards and risk control

Annex E




Benefit - Risk Ratio

Benefit

7
>
*
>
-4
5

a

Example : Type of benefit(s) and medical
necessity

Magnitude of the benefit

* 80% of sinusitis patients are prescribed antibiotics and only 10%
have a bacterial infection for which antibiotics would be effective.

Probability of benefit

* probability of effectiveness in specific patient populations. Exp.
device more effective at diagnosing viral sinusitis infections among
children than older adults?

Duration of the benefit

* Exp.: the typical dialysis patient has to endure 4 hours of treatment 3
times per week. That means the duration of benefit from one
treatment is roughly 48-72 hours



Benefit - Risk Ratio

* Clinical Outcome expected from that performance
e Use of similar MD

* Regulatory, economic and sociological context

* Clinical Evaluation

* Clinical Investigation
e State of the art



Part 9 Clinical Evaluation

Article 61 Annex XIV
MEDDEV 2.7.1 rev.4 (2016)
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Reference Standard

EU MDR
2017/745
Article 61 : )
rticle
Annex XIV MEDDEV 2.7.1 rev.4 (2016)
\ J
f N

MDCG 2020-1: Guidance on Clinical Evaluation (MDR) / Performance Evaluation (IVDR) of Medical
Device Software

MDCG 2020-13: Clinical evaluation assessment report template
MDCG 2020-8: Guidance on PMCF Evaluation Report Template
. Y,




EU MDR 2014/745 Regulation

Article 61 (1) of the MDR and Article 56 (1) of the IVDR state the
following:
The manufacturer shall specify and justify the level of CLINICAL EVIDENCE

* That level of CLINICAL EVIDENCE shall be appropriate in view of the characteristics of the device
and its

* intended purpose.

Article 2 (51) of the MDR define ‘CLINICAL EVIDENCE’ as:

Clinical data and CLINICAL EVALUATION (MDR) results pertaining to a device of a sufficient amount

and quality to allow a qualified assessment of whether the device is safe and achieves the intended
CLINICAL BENEFIT(S), when used as intended by the manufacturer.



Objectives of Clinical Evaluation

Manufacturer
shall Specify
and Justify the
Level of clinical
evidence

Acceptability
of the
“Benefit-risk
ratio”

Evaluation of
the
undesirable
side effects

Confirmation
of conformity
with relevant
GSPR




MEDDEV 2.7.1 rev.4

Stage 0: A3
Stage 1: A4 - A5
Stage 2: A6
Stage 3: A7 - A8
Stage 4: A9 - A10

A3

Stage 0
Scoping & Clinical

Evaluation Plan

A9 - A10
Stage 4

Clinical Evaluation
Report

A4 - A5
Stage 1

Identification of
Pertinent Data

MEDDEY

2.7/1 Rev. 4

A7 - A8 A6
Stage 3 Stage 2

Analysis of Appraisal of
Clinical Data Pertinent Data




Definitions

Information concerning safety or performance that is generated from

* clinical investigations of the device concerned,

* scientific literature, of a device for which equivalence to the device in question can be

Clinical Data |, cmonstated,

* clinical experience of either the device in question or a device for which equivalence to the
device in question can be demonstrated,

* clinically relevant information coming from post-market surveillance, in particular the post-
market clinical follow-up;

A systematic and planned process to continuously generate, collect, CI . . I
analyze and assess the clinical data pertaining to a device in order to verify INiCa

the safety and performance, including CLINICAL BENEFITS, of the device .
when used as intended by the manufacturer. Eva I uation




Clinical evaluation undertaken for the
development of medical device

characteristics shall be taken into consideration for the demonstration of equivalence

Technical Biological

¢ The device is used for the same clinical ® The device is of similar design; is used ¢ the device uses the same materials or
condition or purpose, including similar under similar conditions of use; substances in contact with the same
severity and stage of disease, at the human tissues or body fluids for a
same site in the body, in a similar similar kind and duration of contact and
population, including as regards age, similar release characteristics of
anatomy and physiology; has the same substances, including degradation
kind of user; has similar relevant critical products and leachable
performance in view of the expected

clinical effect for a specific intended o
purpose * uses similar deployment methods,

where relevant; has similar principles of
operation and critical performance
requirements.

¢ has similar specifications and properties
including physicochemical properties
such as intensity of energy, tensile
strength, viscosity, surface
characteristics, wavelength and
software algorithms;



General principles

of clinical
evaluation

Clinical evaluation is a methodologically
sound ongoing procedure to collect,
appraise and analyze clinical data
pertaining to a medical device and to
assess whether there is sufficient
clinical evidence to confirm compliance
with relevant essential requirements for
safety and performance when using the
device according to the manufacturer’s
instructions for use.

[

\

e What s
clinical
evaluation

e Undertaken

e Important

e Performance

e Who should
perform CER



Updating the
clinical evaluation

Who should perform the
clinical evaluation?

The evaluators should have at
least the following training and
experience in the relevant field:

* adegree from higher education in
the respective field and 5 years of
documented professional
experience; or

* 10 years of documented
professional experience if a degree
Is not a prerequisite for a given task.




ldentification of pertinent data

Protocol

e Sources of literature

* Literature search and literature review protocol, key elements
e Appraisal of clinical data



1. Data generated and held by the Manufacturing

* Pre-market clinical investigation

* Risk (PMCF / PMS)

* Complaints

* FSCA - field safety correction actions

* User reports
* Pre-clinical studies (e.g. bench test )



2. Data retrieved from literature

Literature searching is used to identify data not held by the manufacturer that are
needed for the clinical evaluation.

Literature Searching strategy

|dentities Appraisal of
Clinical

Data

Literature
search

Potential
Sources




°
P rot O C O I L I t e ra t u re :arch information (NIH) | SARS-CoV-2 data (NCEI) | Prevention and treatment information (HHS) | Espafiol
°
searching strate
National Center for Biotechnology Information

Source PubMed. cov
Scientific literature database I -

Advanced

¢ Med I i ne or Pu bMEd E uro pea n JO urna IS PubMed® comprises more than 33 million citations for biomedical literature from MEDLINE, life science journals, and online books.
an d red uced sea rch featu res Citations may include links to full text content from PubMed Central and publisher web sites.
4
comprehensiveness may not necessarily
be guaranteed.

* e.g. EMBASE/Excerpta Medica, the
Cochrane CENTRAL trials register, etc..

& 5. n ©s

Learn Find Download Explore
About PubMed Advanced Search E-utilities API MeSH Database
FAQs & User Guide Clinical Queries FTP Journals

Finding Full Text Single Citation Matcher Batch Citation Matcher



Protocol Search Search source
(Medline or PubMed)

Screen 1

Abstract: Excluding Criteria (Search term)
Screen 2

Full Text: Including Criteria (Question: PICO)

Terms and
Methodology

Flow search methodology

Appraisal: Grading (Select highest grade)
Analysis

Conclusion Report




Appraisal of pertinent data

1. Appraisal Plan

2. Conduct of the appraisal
* Methodological quality & scientific validity

* Relevance of a data set
* Weight the contribution of each data set



Protocol

Appraisal Plan Examples of studies that lack
scientific validity for demonstration
of adequate clinical performance

Qualitative and quantitative and/or clinical safety

a) Lack of information on elementary aspects:
] ] b) Numbers too small for statistical significance
Ra n kl ng & grad | ng c) Improper statistical methods
d) Lack of adequate controls

e) Improper collection of mortality and serious adverse

**Clinical data should receive the
highest weighting™*

events data
f) Misinterpretation by the authors

g) lllegal activities



Sample of Appraisal

# Studies Type of Starting Decrease GRADE Increase GRADE | GRADE of
(Total N) Studies GRADE Evidence

for

g Outcome
£
(NN}
G
(]
S 8 3 u
= o = c %]
S > c pd
E 2 3 . § 2 2 3
2 lelagle2 B2 2| :
T 2 § § 5 B ¢ ¢
B o = 8 > E o o
n O o o o — o O
Survival: QuikClot 1 study Randomized  Odds ratio: 8.0 High 0 0 -2 0 =1 0 0 0 Verylow
Combat Gauze vs (n=16) controlled (95% Cl of 0.80 to 79.7, p = 0.08)
standard gauze study
Survival: HemClot 7 studies Randomized  Odds ratio: 8.06 High 0 0 -2 0 -1 0 0 0 Verylow
Gauzevs standard  (n=115)  controlled (95% Cl of 0.16 to 4.67, p = 0.86)
gauze study
Survival: Celox 3 studies Randomized  Odds ratio: 6.98 High 0 -1 -2 0 -1 0 0 0 Verylow

Gauze vs standard  (n =40) controlled (95% Cl of 0.16 to 310.96, p = 0.32)
gauze study



Analysis of pertinent data

Conformity assessment with requirement on Safety

Risk Management / Benefit —Risk
Risk > Intended use

that the clinical evaluation demonstrates that any risks which may be associated with the intended
purpose are minimized and acceptable when weighed against the benefits to the patient and are
compatible with a high level of protection of health and safety;

IFU > Clinical evidence

IFU correctly describe the intended purpose of the device as supported by sufficient clinical
evidence

IFU > Reduce risk

IFU contain correct information to reduce the risk of use error, information on residual risks
and their management as supported by sufficient clinical evidence ; warning precaution



Analysis of pertinent data

Conformity assessment with requirement on performance

Achieve its intended purpose

The ability of a medical device to achieve its intended purpose as
claimed by the manufacturer needs to be demonstrated;
* that the devices achieve their intended performances during normal conditions of use, and

* that the intended performances are supported by sufficient clinical evidence.

* performance data relevant particularly to diagnostic devices



Clinical Evaluation
Report CER

Stage O

*  scope and context of the evaluation, products/ models/ intended
purpose...

* documents any claims made about the device’s clinical performance or
clinical safety

Stage 1

* literature search strategy;

* clinical data and relevant preclinical data that have been identified.
Stage 2

* evaluators for appraising data sets;

* summarizes the pertinent data sets (methods, results, conclusions of the
authors);

* evaluates their methodological quality, scientific validity,
* weighting attributed to

Stage 3

* confirmation of compliance with

* clinical data requirement

* adequate data for all aspects of the intended purpose
* acceptability of the benefit/risk

STAGE 4

STAGE 3

o

STAGE 0

Clinical

STAGE 1

Evaluation

sgtimeconsul

STAGE 2



Part 10 Post Market Surveillance
PMS / PMCEF / Vigilance system



Post Market Surveillance: PMS

MDR 2017/745

MEDDEV 2.12.1: Vigilance Reporting
MEDDEV 2.12.2: Post Market Clinical Follow-up

Article 83 PMS Article 84 PMS Plan

Article 87 Reporting :
O Article 88 Trend Report

Article 93 Market
Surveillance (activities
described)

Article 85 PMS Report

Article 89 Analysis
FSCA, serious incident

Article 31 Registration
of Economic Operation
including Single
Registration Number

Article 86 Period Safety
Update Report

lla, b, Il

Article 90 Analysis of
vigilance data




Supply chain control

Verify compliance

Manufacturer

Post market surveillance and vigilance

User & End user

Regulatory compliance of device

Unannounced NB inspections

[




PMS system

PMS system as part of the PMS plan

Proactive Update:
PMS result Benefit risk
Risk Management

Design
Manufacturing Process

IFU

Labelling
Performance evaluation

Summary of safety and

performance
Detect and report trends

) Vigilance system
Reactive ESCA

Serious incidents and FSCAs will be submitted via EUDAMED electronic system



PMS plan

What constitutes a good PMS plan

1. Scope of activities: methods of collecting/analyzing data (identify relevant SoP)
PMS plan

Source of data/ information (Proactive + Reactive)
Timelines defined
Threshold / limits
Statistic trending

Actions- Risk management, manufacturing, CER

N o kWD

Communication methods with CA, EO, NB ect.



Scope of PMS plan

* Type, family and including accessories

Regulatory Classification

Jurisdictions where the medical device is available

Lifetime

Intended use

The available data related to safety and performance, include clinical data

Life cycle stage with regards to product and technology maturity in relation to
state of the art



Objective of PMS plan

Monitoring medical
device Safety and

Meeting regulatory Contributing to life

requirements

cycle management

Performance




Data collection

 Data Source

* Defining data collection
methods

* Development the data
collection protocol

Forms and
Questionnaires

Interview m 07 Combination

Research
Observation @

Documents and
Records

Focus Groups m

Data Collection
Methods

m Online Marketing
Analytics

Social Media

Monitoring
@beal‘



Data Collection
Data Source

Responsibility Timeline Data collection
method

Complaints,

including adverse
event report



Defining data collection methods

Proactive

e Written or electronic survey or
guestionnaire

* Interviews of users

* Literature search

* Use of medical device registries
PMCF

Recall information and other info
released from regulator

Reactive
 Complaints, incident report

* Non-solicited observations by
healthcare professionals or
observations by the organization’s
sales and marketing team
members

* Service report or maintenance
reports

* Regulatory compliance
notifications



Report on data analysis

Examples of data sources and suggested method for data analysis

General Objective in the PMS plan Data source Data analysis
objectlve method

Is there a statistically Incidents reported  Trend analysis of
significant increase in the to the organization  plotted data
frequency of incidents that ¢ Product qualify
are not serious incident? information
* |sthere areliability issue? e Service reports
B Are there new techniques Market surveillance Qualitative
available? activities of authorities

and their related

publications and
recommendations



Post Market Clinical
Follow up: PMCF

Part B of Annex XIV
The aim of the PMCF plan is:

* Confirming the safety 1 and performance, Confirm
including the clinical benefit if applicable, of the Confirm safety and " Detect emerging
device throughout its expected lifetime; performance Acceptability of risks

identified risks

* Identifying previously unknown side-effects and
monitor the identified side-effects and
contraindications;

e Identifying and analyzing emergent risks on the
basis of factual evidence;

* Ensuring the continued acceptability of the PM CF

gfﬁfr']té;'fIi(nriﬁ'g’l\;le;ﬁfred toin Section 1and 9 PMCF is a continuous process that updates clinical evaluation,
' which must be addressed in PMS Plan

* Identifying possible systematic misuse or off
label use of the device, with a view to verifying
that the intended purpose is correct.



Post Market Clinical
Follow up: PMCF

A PMCEF plan: proactively collect
and evaluate clinical data from the
use in or on humans of a CE marked
medical device, placed on the
market or put into service within its
intended purpose, as referred to in
the relevant conformity assessment
procedure.

PMCF plan shall be part of the
post-market surveillance plan.

Risk

Management

Clinical

Evaluation




PMS Report

MDCG 2020-7

PROTOCOL Post-market clinical follow-up (PMCF)
Plan Template

Section A. Manufacturer contact details
Section B. Medical Device description and specification

Section C. Activities related to PMCF: general and specific
methods and procedures

Section D. Reference to the relevant parts of the technical
documentation

Section E. Evaluation of clinical data relating to equivalent or
similar devices

Section F. Reference to any applicable common specification(s),
harmonized standard(s) or applicable guidance document(s)

Section G. — Estimated date of the PMCF evaluation report

MDCG 2020-8

Post-market clinical follow-up (PMCF) Evaluation
Report Template

Section A. Manufacturer contact details
Section B. Medical Device description and specification
Section C. Activities undertaken related to PMCEF: results

Section D. Evaluation of clinical data relating to equivalent or
similar devices

Section E. Impact of the results on the technical documentation

Section F. Reference to any common specification(s), harmonized
standard(s) or guidance document(s)applied

Section G. Conclusion



Period Safety Update Report: PSUR

Article 86

Manufacturers of class lla, class llb and class Il devices shall prepare a periodic safety update report

(‘PSUR’) for each device and where relevant for each category or group of devices summarizing the
results and conclusions

Class lla Class llb Class lli Implantable

PMSR PSUR

Throughout the lifetime of the device

As necessary As necessary but at Annually
least every 2 years

Mark available to the NB Submit electronically to the NB
Make available to the CA on request Made available to the CA by NC



Vigilance System

Article 87 Reporting of serious incidents and field safety corrective actions

Medical Device Vigilance System is to improve Responsibilities Manufacturer roles:
the protection of health and safety of patients,

USERs and others by reducing the likelihood of 1+ Incident reporting system

reoccurrence of the INCIDENT elsewhere. This 2. Handling of user reports submitted to the
is to be achieved by the evaluation of reported manufacturer by a National Competent
INCIDENTSs and, where appropriate, Authority (CA)

dissemination of information, which could be
used to prevent such repetitions, or to alleviate
the consequences of such INCIDENTSs. 4. Outcome of an Investigation and Follow-up

Investigations



EUDAMED future

6 Modules of EUDAMED

EUDAMED

(Article 29)
European MD/IVD database

ACT CRF MSU

(Article 30) (Article 57) (Article 92)

Registration Certificates Market Surveillance
Device Issued * Measures taken by

Economic Suspended MS
operations Withdrawn Preventive health

SSCP Refuses measures
Restricted Non complaint

device

UDI — Static data elements
(Article 28)

Electronic system on Registration of Mft and AR ( Single Registration Number (SRN ) and Validation by CA



Vigilance form

Form

Extracts from Directive relating to “Medical
Device Vigilance”

Report form for Manufacturer’s to the
National competent Authority

Report from for Field safety corrective action
Template for a field safety notice

]Ic\/lanufacturer’s periodic summary report
orm

Manufacturer’s Trend Report form
National Competent Authority Report format

Must be Document

* Procedure

 PMS and PMCF Plan
* Vigilance system procedure



Part 11 EU Declaration of
Conformity



EU declaration of conformity (DoC)

Article 19

State that the requirements
specified in the regulation
have been fulfilled in relation
to the device that is covered.

Authorized representative
Mandatory document that a need to sign to declare that
manufacturer or company. products comply with the EU
requirement.

Full responsibility for
product’s compliance with
the applicable EU law.

Shall be translated into an

A Minimize, contain the official union language or

information set out in annex languages required by the
\Y member state(s) in which the

device is made available.

Continuously update the EU
declaration of conformity.




EU declaration of conformity (DoC)

e Declaration of conformity must contain:

¢ Information about the device

 Name of the device, registered trade name or registered trade mark

* Unique reference, e.g., the name, product code or catalog number, where appropriate also a
photo

* Intended purpose of the device
 The device’s Basic UDI-DI
* The device’s risk class



EU declaration of conformity (DoC)

Information on the conformity of the device

Number of devices the declaration of conformity refers to (e.g., via lot, batch or serial
numbers, unit quantities)

A statement from the manufacturer that the EU declaration of conformity is issued under its
sole responsibility

A statement that the device conforms with the requirements of the MDR
References to any CS used and in relation to which conformity is declared

Name and identification number of the notified body involved in the conformity assessment
procedure



EU declaration of conformity (DoC)

Manufacturer

e Name and address of the manufacturer
Authorized representative
Place and date of issue

Name and function of the person signing the declaration
Signature



Thank you for your attentions



