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GUIDELINES ON MEDICAL DEVICES E¥r #3tifs

CLINICAL EVALUATION:
A GUIDE FOR MANUFACTURERS AND NOTIFIED BODIES
UNDER DIRECTIVES 93/42/EEC and 90/385/EEC

The present Guidelines are part of a set of Guidelines relating to questions of application of EC-Directives on medical
Devices. They are legally not binding. The Guidelines have been carefully drafted through a process of intensive
consultation of the various interested parties (competent authorities, Commission services, industries, other interested
parties) during which intermediate drafts where circulated and comments were taken up in the document. Therefore, this
document reflects positions taken by representatives of interest parties in the medical devices sector. These guidelines
incorporate changes introduced by Directive 2007/47/EC amending Council Directive 90/385/EEC and Council Directive
93/42/EEC.
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1. Introduction /%4

Pursuant to {##

- section 6a of Annex | to Directive 93/42/EEC (amended by Directive 2007/47/EC) and to
- section 5a of Annex 1 to Directive 90/385/EEC (amended by Directive 2007/47/EC),

the demonstration of conformity with Essential Requirements for a medical device must include a
clinical evaluation, which is conducted in accordance with Annex X to Directive 93/42/EEC or with
Annex 7 to Directive 90/385/EEC.
MDD #§4-93/42/EEC (amended by Directive 2007/47/EC) [} 3¢I(¥j6aii 4l
MDD#54-90/385/EEC (amended by Directive 2007/47/EC) [ 31f15a%k 4>
AN T7 AR AR SR — Sk M UE B 20 S I PR VEAS, AR 4 Directive 93/42/EEC )t 3 101
Directive 90/385/EECHI [t 7K1 S .

This document promotes a common approach to clinical evaluation for medical devices regulated
by directives 90/385/EEC and 93/42/EEC. It does not concern in vitro diagnostic devices.

The depth and extent of clinical evaluations should be flexible and appropriate to the nature,
intended purpose, and risks of the device in question. Therefore, this guidance is not intended to

impose device-specific requirements.
XA R T f%directives 90/385/EEC and 93/42/EECHISE T fé &7 A il PRVPAR ) — Mt i
12, ANEERINZ W
This document uses the terms "must", "shall*, "have to" where these terms are used in the
Directives. "Should" is used in other instances.
A TARE BT, B AU IKLEREME TR S Nz EHARE L .

2. ScopeitlH
This guide is not legally binding; only the text of the Directives is authentic in law. It is
recognised that under given circumstances, for example as a result of scientific
developments, an alternative approach may be possible or appropriate to comply with the
legal requirements.

KIEFABRFERLNR T, RALERSH IR RIERARE . L4 ERTE LT 2K IA
1, BIAE AR R FRIIGE R, 55— M52 vl REBE 2 AP SV EE K .
Nevertheless, due to the participation of interested parties and of experts from national
Competent Authorities, it is anticipated that this guide will be followed within the Member

States, thereby supporting uniform application of relevant provisions of EU Directives and

common practices.



R, HTAMNERRAMEREEHIINERSE, HtAHEEEAERRERN, N
T SCHRR R AH DG H 2 I 58— v R A — M fifik
On certain issues not addressed in the Directives, national legislation may be different from
this guide.

FEFRS T, FELE R AR, B M REA A T A 45 F .
This guide is regularly updated according to regulatory developments. The latest version of

the guide should always be used. This version is a complete revision of the previous texts.

The medical device legislation in Europe is currently being significantly revised. A new
Regulation of the European Parliament and of the Council on medical devices will be
published, which may result in changes to important concepts or definitions relating to
clinical evaluation. Parts or all of this document are likely to be revised. Some contents
(such as contents about notified bodies) are likely to be removed and integrated in other

series of documents.

A FE R R AR B R T S SE R, FR R BT R SR . ARA & BT T2
HIT RS

R B =T S B H A IEAE KRBT o — T0R A RE FO IR A3 2 A B S £ R R 7 1 25 4
KA, IXTTBE S B R PPAL A DS ) B E M S BUE X R AR . B B A U T RE & 18
o FEEEPA (U155 T NBHI PN &) W] BE 2 M B AN Z5 & Hoft 2R 51 SO o
3. References Z% ik
European Legislation: Kk 2541

- Council Directive 90/385/EEC of 20 June 1990 relating to active implantable medical

devices
AIMDD 90/385/EEC

- Council Directive 93/42/EEC of 14 June 1993 concerning medical devices
MDD 93/42/EEC

- Commission Regulation 722/2012 of 8 August 2012 concerning active implantable

medical devices and medical devices manufactured utilising tissues of animal origin

AR RN 25 R 35 SR 2 2R 23R KE D



- Commission Implementing Regulation 920/2013 of 24 September 2013 on the
designation and the supervision of notified bodies under Council Directive 90/385/EEC on

active implantable medical devices and Council Directive 93/42/EEC on medical devices

Harmonised and International standards: %5 #E A0 E Frkn

- EN I1SO 14155:2011 Clinical investigation of medical devices for human subjects —

Good clinical practice
EN ISO 14155:2011 A A B2y @ ) PR I B —10 R Al R ALV

- EN ISO 14971:2012 Medical devices — application of risk management to medical
devices

EN ISO 14971:2012 [Ry7 st — URS B HE0T 297 28 Bk i . FH

European guidance documents: B 45/ SC4F
- MEDDEV 2.12/1 Guidelines on a medical devices vigilance system

MEDDEYV 2.12/1 B=J7 #atl % R St 45 5

- MEDDEV 2.12/2 Guidelines on post market clinical follow-up studies: a guide for
manufacturer and notified body

MEDDEV 2.12/2 1l jaiIG R IR EETE /e
- MEDDEYV 2.4/1 Classification of medical devices
MEDDEYV 2.4/1 EEJ7 282

- MEDDEV 2.7/2 Guidelines for competent authorities for making a
validation/assessment of a clinical investigation application under directives 90/385/EEC
and 93/42/EC

MEDDEV 2.7/2 F & &R THEAT IR R 70N B3R/ PG 45 5

- Manual on borderline and classification in the Community regulatory framework for

medical devices

NTALFR3EE, BEIT LA DX 2R

- NBOG BPG 2006-1 Change of notified body

NBOG BPG 2006-1 LI

- NBOG BPG 2009-1 Guidance on design-dossier examination and report content

NBOG BPG 2009-1 BiF A4k Al & A 1 F6



- NBOG BPG 2009-4 Guidance on notified body‘s tasks of technical documentation

assessment on a representative basis

NBOG BPG 2009-4 A5 WU AR P-4 5 7S

- NBOG BPG 2010-2 Guidance on audit report content
NBOG BPG 2010-2 # -4 A 2455

- NBOG BPG 2014-1 Renewal of EC design-examination and type-examination
certificates: Conformity assessment procedures and general rules

NBOG BPG 2014-1 EC# it s MBS I AIE: 7S Ak 2 3 A0 — R Ul

- NBOG BPG 2014-2 Guidance on the information required for notified body medical

device personnel involved in conformity assessment activities
NBOG BPG 2014-2 ~&EHMEST k& N RS 5 &K IFEHsIITHE S M

- NBOG BPG 2014-3 Guidance for manufacturers and notified bodies on reporting of

design changes and changes of the quality system

NBOG BPG 2014-3 fillidh i Al 2~ 5 (LA 4R 35 12 8 B A 2 AR R A8 58 (1) 45 F

Other guidance documents: H 45 5 S 14

- GHTF SG5 N1R7:2007: Clinical evidence - Key definitions and concepts

GHTF SG5 N1R7:2007 It R UEH—IS8E & SONARE &

- GHTF SG5 N2R8:2007: Clinical evaluation Ilfa /R PFA/;

- GHTF SG5 N41R9:2005: Essential principles of safety and performance
GHTF SG5 N41R9:2005: %4> FIA5 25 ) B A i ]

This list contains documents available at the time this MEDDEV document was published.
In general, the most recent versions of standards and legal texts should be used.

XA FN A A ] FHMEDDEVSCR R o —MOR UL, B2 2448 F S hROAS (R bR HHE AT
A,
4. Definitions & X
4.1 Adverse event: any untoward medical occurrence, unintended disease or injury, or any
untoward clinical signs (including an abnormal laboratory finding) in subjects, users or other
persons whether or not related to the investigational medical device.
ARFM: AEMARZRETFM, AFHUHRRREDE, BUEMAZREARER (B3R
AR ) ERZRAE . EHF . B2 A 5 Im RS2 5 1 BT B oS A H AN 57 .



NOTE 1: This includes events related to the investigational device or the comparator.
B35 AH R BT 2 B A AR R e
NOTE 2: This includes events related to the procedures involved.
NOTE 3: For users or other persons this is restricted to events related to the investigational
medical device. i i 1] # sl He At N SN PR -1 2 e iR 50 iS4
[EN 1SO 14155:2011]

4.2 Bias: bias is a systematic deviation of an outcome measure from its true value, leading
to either an overestimation or underestimation of a treatment’s effect. It can originate from,
for example, the way patients are allocated to treatment, the way treatment outcomes
are measured and interpreted, and the way data are recorded and reported. [Adapted
from GHTF SG5/N2R8:2007]

fii s A Wog— N NE B IENENNELS RN RS mE, B E b EEIKMmn
JTHIBCR . FTRERIET, BlUm N Bozeiayr K720, 1897 45 R E MRy 20, HdEid
AR A 77 2

4.3 Clinical data: the safety and/or performance information that is generated from the

clinical use of a device. Clinical data are sourced from:

T 5 B 1) W R sk PR 2 P ) 2 S AN /B PR RE AR U2, I PR 9 R 4 -

- clinical investigation(s) of the device concerned; ori% & A X MIEKR AL, Bk

- clinical investigation(s) or other studies reported in the scientific literature, of a similar

device for which equivalence to the device in question can be demonstrated; orllfi PR ifi] £ 5k
BEASCERAOBT TR, B A o O S0 12k ) R PT ABAIE R, B

- published and/or unpublished reports on other clinical experience of either the
device in question or a similar device for which equivalence to the device in question can
be demonstrated. /2 T & 3R B 2 T 5 3R AR [ 15 2% B3 S8 i 2% i el ] AAREAIE WA AL ise 45 1)
I RZ B4

[derived from Article 1.2.k MDD and Art. 1.2.k AIMDD]

4.4 Clinical evaluation: a methodologically sound ongoing procedure to collect, appraise
and analyse clinical data pertaining to a medical device and to evaluate 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.

PR PP : ATl . PR AN B & T BT S IR I PR ESCHE , PRAR & 75 A2 5 78 73 IO Il PR



L8 SRR A AE AR B ] 7o 5 P U I PR P e e i, R S AR OR e AP REAH R AU R ALK

Note: In exceptional cases where an instruction for use is not required, the collection,

analysis and assessment are conducted taking into account generally recognised
modalities of use. 7E—PMANFEEALH U BRRFIRIEOL T, R T FIVEAS 25 Rk
AT A T

4.5 Clinical evidence: the clinical data and the clinical evaluation report pertaining to a
medical device. [GHTF SG5/N2R8:2007]

I RIEYE : 3& & T BT 300 I RS A PRI AN i 5

4.6 Clinical investigation: systematic investigation in one or more human subjects,
undertaken to assess the safety or performance of a medical device.

AR E:  FE— NN NEZRE BT IR RG A, T IR RS Sl 22 4 f/ ek
PERE

Note: ‘clinical trial' or' clinical study' are synonymous with ' clinical investigation'.
[EN I1SO 14155:2011] clinical trial %5[7F clinical study

4.7 Clinical investigation plan: document that states the rationale, objectives, design and
proposed analysis, methodology, monitoring, conduct and record-keeping of the
clinical investigation. [EN 1SO 14155:2011]

ARG 5. BRREARRRE, His, WMo, ke, W, ST A0 SR
WA ) A
4.8 Clinical performance: behaviour of a medical device or response of the subject(s) to

that medical device in relation to its intended use, when correctly applied to appropriate
subject(s). [EN ISO 14155:2011]

ImPRYERE: BT s Em N TSl i3l By SR INAT Jy B i ik 2 U0 F i

4.9 Device registry: an organised system that uses observational study methods to collect
defined clinical data under normal conditions of use relating to one or more devices to
evaluate specified outcomes for a population defined by a particular disease, condition, or

exposure and that serves predetermined scientific, clinical or policy purpose(s).

ML —NHNARSG, KSR O ks 2 IR RS, £ IEF RS T
ARIGE —DRENRATFMEEE R, N DRERIBIN . SR E RN 1 B 52 M HE iRk 55
B R EESE H #I(S)-



Note: The term “device registry” should not be confused with the concept of device registration

and listing.
[MEDDEYV 2.12/2 rev2]

4.10 Clinical safety: freedom from unacceptable clinical risks, when using the device
according to the manufacturer’s Instructions for Use. [MEDDEYV 2.7/2 revision 2]

Note: In exceptional cases where an instruction for use is not required, the collection, analysis

and assessment are conducted taking into account generally recognised modalities of use.
e PR 22 4z AR U B P A P S BT AN T 2232 1Al PR XU o

4.11 Clinical use: use of a medical device in or on living human subjects.

Note: Includes use of a medical device that does not have direct patient contact.
mRAE ] BRyT s e N\ R is i A

4.12 Equivalent device: a device for which equivalence to the device in question can be
demonstrated. [Derived from Art. 1.2.k MDD]

A — A SRS R ) A RE IE A R AR

4.13 Feasibility study: a clinical investigation that is commonly used to capture preliminary
information on a medical device (at an early stage of product design) to adequately plan
further steps of device development, including needs for design modifications or parameters
for a pivotal study. [MEDDEV 2.7/2 revision 2]

FIATPEWEFC . PR I T 3R B & AP A5 . (FE 7 b s v ) S 3T B ) i 78 20 v &l ¢
I RIARRDSIR, QT BB RS

4.14 Harmonised standards: standards whose references have been published in the Official
Journal of the European Communities. [Derived from article 5 of Directive 90/385/EEC and
article 5 of Directive 93/42/EEC]

PhiARRE: O A RAERKIN L R R B 7 4 & LRSI bR e
4.15 Hazard: potential source of harm. [EN ISO 14971:2012]
ek WERDE.

4.16 Hazard due to substances and technologies: for the purpose of this MEDDEV document,

a hazard that is seen with products that share specific characteristics.
JERYEAELA: T MEDDEVSCES ) H #, B 1E 7 14 RFAE A7 R RSz o 2

Note: This includes products that contain the same materials and substances, material

combinations, use the same technologies, produce similar abrasion, are used with the same



type of surgical approach, share the same manufacturing procedures or impurities, or share

other characteristics.

4.17 Incident: any malfunction or deterioration in the characteristics and/or performance of a
device, as well as any inadequacy in the labelling or the instructions for use which, directly or
indirectly, might lead to or might have led to the death of a patient, or user or of other persons

or to a serious deterioration in their state of health. [MEDDEV 2.12/rev 8]

FAF AR A A BN B RE A AR BCE AL, DA R AR A B B AR T A 2, BB
A%, FIREFBEAT A O P BUR A\ BUE AT E Bt N RISET,  SuAR TR f BRI ™ EE AL o

4.18 Information materials supplied by the manufacturer: for the purpose of this document,
this refers to the labelling, instructions for use and the manufacturer's promotional materials
for the device under evaluation. [Derived from MDD Art. 1.2.g, MDD Annex | section 13,
AIMDD Art. 1.2.f, AIMDD Annex | sections 14 and 15]

HiliE R IR AL RS BATRE: A SCIER H 248 B2 B dRas . A8 A 1 B A5 R0 )3 7o ) B A% A ) B 1%
Pk
4.19 Intended purpose: the use for which the device is intended according to the data supplied

by the manufacturer on the labelling, in the instructions and/or in promotional
materials. [MDD Art. 1.2.g, AIMDD Art. 1.2.1]

T H B e e KA A AR 1 7 SR B I BE An 2 . Ul B P AT/ B2 S AT

4.20 Investigator: individual member of the investigation site team designated and supervised
by the principal investigator at an investigation site to perform critical clinical-investigation-
related procedures or to make important clinical investigation-related decisions. [EN ISO
14155:2011]

Wt

4.21 PMCF plan: the documented, proactive, organised methods and procedures set up by
the manufacturer to collect clinical data based on the use of a CE-marked device
corresponding to a particular design dossier or on the use of a group of medical devices
belonging to the same subcategory or generic device group as defined in Directive 93/42/EEC.
The objective is to confirm clinical performance and safety throughout the expected lifetime of
the medical device, the acceptability of identified risks and to detect emerging risks on the
basis of factual evidence. [MEDDEYV 2.12/2 rev.2]

PMCFit%i:

4.22 PMCF study: a study carried out following the CE marking of a device and intended to

answer specific questions relating to clinical safety or performance (i.e. residual risks) of a



device when used in accordance with its approved labelling. [MEDDEV 2.12/2 rev.2]
PMCF#f 7% :

4.23 Risk: combination of the probability of occurrence of harm and the severity of that

harm. [EN 1SO 14971:2012] X\ f& 55 &k A2 IR =R A fa 35 ™ B 2

4.24 Risk management: systematic application of management policies, procedures and
practices to the tasks of analysing, evaluating, controlling and monitoring risk. [EN 1SO
14971:2012]

REE R : RGN HEHECR. B ASEEOR T PROT. TR 2 U (1) Ak .
4.25 Serious adverse event: adverse event that == A & H4F

a) led to death,

b) led to serious deterioration in the health of the subject, that either resulted in

1) a life-threatening illness or injury, or

2) a permanent impairment of a body structure or a body function, or

3) in-patient or prolonged hospitalization, or

4) medical or surgical intervention to prevent life-threatening illness or injury or permanent

impairment to a body structure or a body function,

c) led to foetal distress, foetal death or a congenital abnormality or birth defect.

a) FEULT,
b) FEUN, M B A AL

(1)  FBEM A A R E E

(2)  FEKREEH B EHLRE K AR5 105,

(3) I N IRTT BUIEAAT: e i (]

(4)  PEEEITEF AR AN BE LN AR S5 46) B AR BLRE A K AR K
c) RHIRILEANZER, I SETBUERAMES

NOTE: Planned hospitalization for a pre-existing condition, or a procedure required by the CIP

[Clinical Investigation Plan], without serious deterioration in health, is not considered a serious
adverse event. [EN ISO 14155:2011] £ T HAFE RGO T it RiERE, B—CIP(Im PR Tt
RN, WA E RS, A A RF

4.26 Sufficient clinical evidence: an amount and quality of clinical evidence to guarantee the

scientific validity of the conclusions.



SR IIIGPRUESE : I AR B I B0 A0 5T B IR UE S5 18 IR Rl .
5. Abbreviations 4§51

AIMDD: Active implantable medical device directive (Council Directive 90/385/EEC amended
by Directive 2007/47/EC) 75 JEAE N BT 25 bk

CEAR: Clinical Evaluation Assessment Report IIfi R P4 PG 3
CER: Clinical Evaluation Report Il &34 2

ER: Essential Requirement 3£ A& 3k

IFU: Instructions For Use {# i B 45

MDD: Medical Device Directive (Council Directive 93/42/EEC amended by
Directive 2007/47/EC) )T #3#ifE 4

PMS:  Post Market Surveillance _E1i & )55

PMCF: Post Market Clinical Follow-Up 1 & kit 17

6. General principles of clinical evaluation Ilfs /R ¥FA7 i) — 5 J 1]
6.1. What is clinical evaluation? 12 /&Il R T4

Clinical evaluation is a methodologically sound ongoing procedure to collect, appraise and
analyse clinical data pertaining to a medical device and to analyse 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.
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In exceptional cases where an instruction for use is not required, the collection, appraisal, and
analysis are conducted taking into account generally recognised modalities of use.
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The requirements for clinical evaluation apply to all classes of medical devices. The evaluation
should be appropriate to the device under evaluation, its specific properties, and its intended

purpose.
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Benefits and risks should be specified, e.g. as to their nature, probability, extent, duration and
frequency. Core issues are the proper determination of the benefit/risk profile in the intended

target groups and medical indications, and demonstration of acceptability of that profile based



on current knowledge/ the state of the art in the medical fields concerned.
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Clinical evaluation is a responsibility of the manufacturer and the clinical evaluation report is

an element of the technical documentation of a medical device.
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For compliance with European medical device directives 75 B85 DL B 1 227 28 e 2
. the clinical evaluation addresses the following Essential Requirements:
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- Annex 1 sections 1, 2, 5 of AIMDD (for active implantable medical devices), or
AIMDDff 11, 2. 5, B}

- Annex | sections 1, 3, 6 of MDD (for medical devices); MDD 311, 3. 6

see Appendix A7 (Analysis of the clinical data - compliance to specific Essential
Requirements); WL A7 Clli REE 73 B7- 15 5 RF 7€ R 2R ACEE KD

. the evaluation must follow defined and methodologically sound procedures as described
in: PR A GBI T 3R B 8 A58

- Annex 7 of AIMDD (for active implantable medical devices), or AIMDDJff 37 5k

- Annex X of MDD (for medical devices); MDD} 510

. where demonstration of conformity with essential requirements based on clinical data is
not deemed appropriate, an adequate justification has to be given. The justification is included

in the clinical evaluation report with contents according to:
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- Annex 7 section 1.5 of AIMDD (for active implantable medical devices), or
AIMDDJ %7 1.588 ), HX
- Annex X section 1.1d of MDD (for medical devices). MDDJff 5 10f41.1d# 4>

Conformity to the Essential Requirements can only be assumed when the following items are
aligned with each other: ff & 2L ANE R K8 MEE, 4 T [ BIIT H FAF XS HE R % ?

- the information materials supplied by the manufacturer (the labelling, instructions for



use, available promotional materials, including accompanying documents foreseen by the

manufacturer)
HIERRMEAGER R, W, MR, BfEEED

- the clinical evaluation (the device description used for the clinical evaluation, other

contents of the clinical evaluation report)
e RV (it FH T Im R PEAN, I PR IEA 5 0 oA N 25

- the available clinical data (such as results of Clinical Investigations, publications, PMS

studies, etc.). FRAMIGREE (RKIFAESE R, HRY. PMSHEFT %

Particularly, evaluators should address if the following points are adequately supported
by sufficient clinical evidence:
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- the intended purpose described in the information materials supplied by the

manufacturer (including for all medical indications);
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- the clinical performance and benefits described in the information materials supplied by

the manufacturer (including, for example, any claims on product performance and safety);
i B R ALE B AR B RR IR R M RE AR RS CELAEF= SRR AN & & AT T 23R

- measures for risk avoidance and risk mitigation described in the information materials
supplied by the manufacturer (including, for example the declaration of the residual risks,
contraindications, precautions, warnings, instructions for managing foreseeable unwanted
situations);
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- the usability of the device for the intended users and the suitability of the information
materials supplied by the manufacturer for the intended users (including, if applicable, for lay
or disabled persons);

XFHARH R, At el A p R A RS B R R E A (B4, REH, AMTEUR
N

- instructions for target population groups (including, for example, pregnant women,
paediatric populations).

W H b AR (B2, 24)0).

6.2. When is clinical evaluation undertaken and why is it important?



AT R Il RPN A1 E D9 tt A HEE?

Clinical evaluation is conducted throughout the life cycle of a medical device, as an ongoing
process.Usually, it is first performed during the development of a medical device in order to
identify data that need to be generated for market access. Clinical evaluation is mandatory for
initial CE-marking and it must be actively updated thereafter.

It R VP S AE B2 T d A P A= i A ) N RRSEEAT I AR . 88 SRR AR B T Sl R TR AT
DI R TSN 5 B EE . 15 OGRS CE-marking i, I RPN 2 B ZR 1), 75 R 5 75 22
TR EEHT o
Clinical evaluation is necessary and important because it ensures that the evaluation of safety
and performance of the device is based on sufficient clinical evidence throughout the lifetime
that the medical device is on the market. This ongoing process enables manufacturers to
provide notified bodies and competent authorities with sufficient clinical evidence for
demonstration of conformity of the device with the Essential Requirements throughout its
lifetime (for example for CE marking, fulfilment of post-market surveillance and reporting
requirements, or during surveillance procedures).
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6.2.1. Clinical evaluation undertaken for the development of a medical device

I R VRN FH T B2 97 B8 0T K
Premarket research and development are guided by clinical evaluation and risk management.
Typically, manufacturers carry out clinical evaluations to
TR AT SN A S T i PR DA AT DR A B S, 3 R EEAT IR R VR
. define needs regarding clinical safety and clinical performance of the device;

SE ST AR AR R 22 4 P A i PR A e 1) e 2
. in case of possible equivalence to an existing device, evaluate if there are clinical data

available and determine equivalence; for additional information, see Appendix Al

(Demonstration of equivalence);
SRATRERISE B INA B, PR _ A I Im PR S A 2 S5 380k, B8 245 R S M S AL(GE
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. carry out a gap analysis and define which data still need to be generated with the device

under evaluation, whether clinical investigations are necessary and if so, to define the study



design; for additional information, see Section 10 (Analysis of the clinical data) and

Appendix A2 (When should additional clinical investigations be carried out?).
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As the initial clinical evaluation identifies the questions to be answered by a clinical
investigation, the clinical evaluation process should generally commence in advance of
any clinical investigation®.
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6.2.2. Clinical evaluation for initial CE-marking & /X CE-marking i1l R IFA

Clinical evaluation is required to be carried out for the conformity assessment process leading

to the CE-marking and placing on the market of a medical device. The purpose is to:
Il RVl 75 24T 3R1F CE-marking F1 B2y 7 B & AE T BB et e 2. HHBE:
» document that there is sufficient clinical evidence to demonstrate conformity with the

Essential Requirements covering clinical performance and clinical safety;

SO A RS i ARIESE UE B AT 5 i AR R BRI PR 22 4 B FE A 5K

* identify aspects that need to be addressed systematically during post-market surveillance
(PMS), e.g. in post market clinical follow-up studies (PMCF Studies) required under the
medical device directives. Typically, these aspects include estimation of residual risks and
uncertainties or unanswered questions (such as rare complications, uncertainties regarding
long-term performance, safety under wide-spread use).
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6.2.3. Updating the clinical evaluationilfs R PFA7 ) 5E B

a. Frequency of updates 5 ¥4

The manufacturer should define and justify the frequency at which the clinical evaluation
needs to be actively updated. #illid i 75 22 ORI Wil PRV 5887 6 AR
When doing so, the manufacturer should typically consider: #illif i 75 5 5 25 % 5 DL R 55 0

» whether the device carries significant risks (e.g. based on design, materials, components,
invasiveness, clinical procedures, high-risk anatomical locations, high-risk target populations

(e.g. paediatrics, elderly), severity of disease/ treatment challenges).
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« whether the device is well established, taking into consideration: #4527 Rif, [N #% &
- innovation; £l

- relevant changes in clinical sciences, materials sciences or other sciences related to the

device under evaluation; PP 25 AE IS HIIE AR ELE . ARRFE B AR R 128 4L

- the current level of confidence in the evaluation of clinical performance and clinical safety of

the device; the manufacturer should consider
H AU 2R IR R YE REANIG IR 22 2V P I B S AP ANE 2, HlIE Mz &

- the data available from clinical investigations, PMCF studies, registries or other systematic
studies (including the number of devices used, if that usage was representative of the usage

in the market, the results to date);

A HESER B AR HE. PMCEOTIL. M B M R S8 A0 Fe (R B B . & fE T
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- the total number of devices used so far in the market, and expected reporting rates under
the vigilance system.

HBTE T3 LA st a8, AR B R 4t HUYI 4 75

» whether there are risks and uncertainties or unanswered questions, in the medium or long-

term, that would influence the frequency of updates.

TR AT PR AIANS 5 1 Bk T AR R ) e, P B S0 2 R i B 3 P A
» design changes or changes to manufacturing procedures (if any).
WA E G T2 (f)

The clinical evaluation is actively updated: Ilfi A& A S AR 4% 56 35 -

. when the manufacturer receives new information from PMS that has the potential to

change the current evaluation;

)i PMSHRIHME S, A AT AE UL B AT

« if no such information is received, then W13 & A X FE Bk, .

-at least annually if the device carries significant risks or is not yet well established; or
BEAE—IR, AR A R KR B RIFIE1T, 8L

-every 2 to 5 years if the device is not expected to carry significant risks and is well

established, a justification should be provided.

BERR2-65F Ik, WERERAERRE, MIZfTRE, T[ERME D,



When involvement of notified bodies is required, updates are usually coordinated with the
notified body. Typically, they are aligned with the timetable for surveillance audits and the
renewal of the certificates.

UNBIS S ERES, BEHET SA SR, 8, TR e 1B A R R RN
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b. General considerations on updating the clinical evaluation Ilfi /A 58 37 s )

Manufacturers are required to implement and maintain a PMS system that routinely monitors
the clinical performance and clinical safety of the device as part of their quality management
system?. The scope and nature of such PMS should be appropriate to the device and its
intended purpose.

)35 P B R SE AN 4E S — DNPMS R GE, 8 S I 4% & 1A PRER I AN R 22 4 1) ol B B R 4
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PMS regularly generates new data (e.g. safety reports, results from published literature,
registries, PMCF studies, and other data about device usage). Those data need to be
evaluated for information that has a potential to change the evaluation of the risk/benefit
profile, and the clinical performance and clinical safety of the device. Those data are required
to be fed into the clinical evaluation process in a timely manner.

PMS € #1 4= BT 80 (B a0 22 44l il . SCBRAA RIS R VEM . PMCRRIFE A& A I 2
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In accordance with the Directives, the clinical evaluation and the clinical evaluation report

must be actively updated with data obtained from post-market surveillance®.
MRAEHE A, PR VTA FHIE R PEAL A5 00 201 A 77 i M 3000 SR 50 S AR B8 o
When updating the clinical evaluation, the evaluators should verify:
ERIRARVEGY, TR N A% S

«if the benefit/risk profile, undesirable side-effects (whether previously known or newly

emerged) and risk mitigation measures are still
AR R KRS, AN R REIAE T (TG 18 2 I B R BT H 00 AGT) AT XS B R 8 e 475 72

-compatible with a high level of protection of health and safety and acceptable according to

current knowledge/ the state of the art;
AP IMERE . LT8R, 4R HAr R IRES

-correctly addressed in the information materials supplied by the manufacturer of the device;



IR AL B B v o 1 R SR B4 B BTk

- correctly addressed by the manufacturer's current PMS plan;
IERA AL e 2 G S L R PMS T &)

« if existing claims are still justified; WIS IA 75 BT IR 2 A L
+ if new claims the manufacturer intends to use are justified.
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While clinical evaluation requires data from PMS activities, it also generates new information
that have to be fed into the PMS and risk management process. Clinical evaluation can
therefore result in changes to the manufacturer’s risk management documents, instructions for
use (IFU) and PMS activities.

2l PRPPAG 7 Z AR R B PMSTESN, P 2E R3S B 2% APMSAIXS & BE R . Rl PR
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If the manufacturer concludes there is not sufficient clinical evidence to be able to declare

conformity with the Essential Requirements, the manufacturer will need to :
WERHIE R N9 ICE R Im PRIESE BES EARTT S 2 A 2R, G /i 2
» stop placing the devices on the market until conformity is restored, and

fFIb R R&AET Y L, BERMSEEREE, A
+ take necessary corrective and preventive action. SCH A B 1) 21 151 T 55 1 e
6.3. How is a clinical evaluation performed? il #47 s AR LEA

The clinical evaluation is based on a comprehensive analysis of available pre- and post-
market clinical data relevant to the intended purpose of the device in question, including

clinical performance data and clinical safety data.

I PRPPAt 2 T BT AN BT )5, AR SC B I TUY H I R, B R BE Bodle Al IR 22 4
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There are discrete stages in performing a clinical evaluation: $UA7 I RTEN A R o7 B B

*Stage 0: Define the scope, plan the clinical evaluation (also referred to as scoping and the
clinical evaluation plan).& VG IGRIFAT TR CHARYEEAIIG R PEATHRID

« Stage 1: ldentify pertinent data. - JI4H <%

» Stage 2: Appraise each individual data set, in terms of its scientific validity, relevance and
weighting. PO EE— RS, HAFATE. HSCIEABUE

+ Stage 3: Analyse the data, whereby conclusions are reached about 7 ##E, 73 H 4518



-compliance with Essential Requirements (including ER1, ER3, ER6) on performance and

safety of the device, including its benefit/risk profile,
P& MR 2 B AZIR (ERL, ER3, ER6) , ALHEF 2/ KU T

-the contents of information materials supplied by the manufacturer (including the label, IFU of
the device, available promotional materials, including accompanying documents possibly
foreseen by the manufacturer),

i3 P PR HE M5 B BRI N B (B ARES . IFUL TR E AR, ALHE 3 v mT B8 70000 1) #h 78 5C
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-residual risks and uncertainties or unanswered questions (including on rare

complications, long term performance, safety under wide-spread use), whether these are

acceptable for CE-marking, and whether they are required to be addressed during PMS.

Tl AU« AN 5 P B T A R T B (B G L R RRE « KRS . OB 1) 22 ),
JE R IX LA A H CE-marking#%52, & 15 ER7EPMSHA A AL B,

« Stage 4: Finalise the clinical evaluation report 58 Bl R PEA 5

The clinical evaluation report summarises and draws together the evaluation of all the relevant
clinical data documented or referenced in other parts of the technical documentation. The
clinical evaluation report and the relevant clinical data constitute the clinical evidence for

conformity assessment.

ek R DA i 75 VA M SRR A I A 5 i S 500 S B P Al B AR SO Al 20 A 5 o Il PR
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Each of these stages is covered in separate sections later in this document (see the figure
below). During the course of a clinical evaluation the stages are often iterative. Indeed, the
appraisal and analysis stage may uncover new information and raise new questions, with a

need to widen the scope of the evaluation, refine the clinical evaluation plan, and to retrieve,

appraise and analyse additional data.

B B S R b, AR (LT E). wRP RS, B BAEES
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Stage 4

Clinical evaluation
report, incl. PMS/

PMCF plan Section 7
Section 11 App. A3
App. A9-A10

App. A7-A8

Appraisal of
pertinent data

Section 9
App. A6

uuuu

Figure: Stages of a clinical evaluation and references to sections and appendices of

this document. Il PR IEAT A2 BR AT 225 1 315 LA Bt 5%

Stage 0: Ju[EIFITHRI] WET7 FH%A3

Stage 1: ##EiR%H W8 A4, A5

Stage 2: H#EIFAL WET9 FHRAB6

Stage 3: IGREHE /3 #r WETT10 FHKA7. A8

Stage 4: IERIFM RS S PMS. PMCFit®] W&Ei11 A9, A10
6.4. Who should perform the clinical evaluation? eIl A& PEA

The clinical evaluation should be conducted by a suitably qualified individual or a team. The
manufacturer should take the following aspects into consideration:

e PRVFANT L E A5 58 o R N BRI BAEAT o i) 7o 2 2% 8 LA 5 T »



*The manufacturer defines requirements for the evaluators that are in line with the nature of

the device under evaluation and its clinical performance and risks.
HIGE R R VRO IR, PR SO B AR, I R BT XU — .

*The manufacturer should be able to justify the choice of the evaluators through reference to
their qualifications and documented experience, and to present a declaration of interest for

each evaluator.
il 3 7R 0 AU 3 5 2 A I AR AR S T 22 S0 IE B R 3 R VAl 03 2 S B
*As a general principle, the evaluators should possess knowledge of the following:

—ARJEN, PR R 2 R T FI AR
-research methodology (including clinical investigation design and biostatistics);
Wik e ImKIEE R A AEY) 25

-information management (e.g. scientific background or librarianship qualification;

experience with relevant databases such as Embase and Medline);
SEEH (BeEsalE By, BIEEMKAESR, WEmbase and Medline)
-regulatory requirements; and A1 ZE K

-medical writing (e.g. post-graduate experience in a relevant science or in medicine; training

and experience in medical writing, systematic review and clinical data appraisal).

B EAE (BB REAAT A, B EEREIINALR, RGHISCE R AEHE 64D
*With respect to the particular device under evaluation, the evaluators should in addition have
knowledge of: X%y i€ Bt HIPEAL,  PRALE L3 A AR

-the device technology and its application; ¥ £ 5 A A1

-diagnosis and management of the conditions intended to be diagnosed or managed by the
device, knowledge of medical alternatives, treatment standards and technology (e.g. specialist

clinical expertise in the relevant medical specialty).

WIS B T OIS W B B B, BR SRR I RS, W TR ENIBOR (IR E 2 E
WL KR4 52)

*The evaluators should have at least the following training and experience in the relevant field:
PR B T IR AR S U B I A 22 56

-a degree from higher education in the respective field and 5 years of documented
professional experience; ortH XU I m 55 E =00, SEM LA, =

-10 years of documented professional experience if a degree is not a prerequisite for a given
task. AR AALAE —DME B RFAT, TETFERLAWRRILRK.



There may be circumstances where the level of evaluator expertise may be less or different;
this should be documented and duly justified.

AREA HIEIL T, PR AR ML AR K AT BB BRANR], 3K NAZ AT SR ATIE 2 T %

7. Definition of the scope of the clinical evaluation (Stage 0) & S Il AR AN 78 [

Before a clinical evaluation is undertaken the manufacturer should define its scope, based on

the Essential Requirements that need to be addressed from a clinical perspective and the
nature and history of the device. This is also referred to as scoping.

138 P LA i PRVE A 2 B8 SCE ITE R, AR IR AR, 75 AN PR P AR B8 Ak 25 4% 10 1 i
Al SO S\ e &

The scope serves as a basis for further steps, including the identification of pertinent data. The
manufacturer sets up a description of the device under evaluation, and a clinical evaluation
plan.

TEEIIR S THE— B0, OISR AR FHER L T — MR R, FIRER TR
flivt &

A clinical evaluation is required to be critical®. Therefore, it needs to identify, appraise and
analyse both favourable and unfavourable data.

G R VPN 2 R SR Bt B RER A PN AN &G R R i £cdfa

Depending on the stage in the lifecycle of the product, considerations for setting up a clinical
evaluation plan should include different aspects. Typical examples are listed below.

M4 = i P SROWY B, % B Sy — M R At Rl S LR R R . IR 7 S
Bl



Aspects (not an exhaustive list)
JiE (AN HEAITE )

il

The device description. % & i

For additional information, see Appendix A3 (Device description -
typical contents) Bt Infs S bt % A3

*Whether there are any design features of the device, or any
indications or target populations, that require specific attention. The
clinical evaluation should cover any design features that pose special
performance or safety concerns (e.g. presence of medicinal, human
or animal components), the intended purpose and application of the
device (e.g. target treatment group and disease, proposed warnings,
contraindications, precautions, and method of application) and the
specific claims made by the manufacturer about the clinical
performance and clinical safety of the device.

R A B AR BT R 3 NORE B H A AR, 7 Bl )T . I R PP
il B AL FE A R IR I BE B AR AT BT sl (& 25 . NSRS i) »
BB H AR (G B A SR AR . B, AERUE. B E. A
RLFIJTIR),  BEa i PR 1k BE A PR 24 4= i i p B AR 1

sInformation needed for evaluation of equivalence, if equivalence

may possibly be claimed.

RS FEEE R, SRS R R

*The risk management documents of the device, e.g. the hazard
identification list, clinical risks identified from the risk analysis. The
scope of the clinical evaluation will need data from and cross
references to the manufacturer’s risk management documents. The
risk management documents are expected to identify the risks
associated with the device and how such risks have been
addressed. The clinical evaluation is expected to address the
significance of any clinical risks that remain after design risk

mitigation strategies have been employed by the manufacturer.

LA I RS B SORY, AN fE S E SR, i PR XU TR i) A RS 2 A
FE o I PRVPAY 75 22 0 Kice Vi AN 52 351 P A3 i ) XU 8 BSOS o i R
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*The current knowledge/ state of the art in the corresponding medical
field, such as applicable standards and guidance documents,
information relating to the medical condition managed with the
device and its natural course, benchmark devices, other devices and

medical alternatives available to the target population.

FEAH L PR 2 2 00484 A AN R 2K, ansd B BOARAE AR /i S, e
IBRST RO E BRI (S BARIE ) B AR ERE . BEdER &, A& AR ST ik
PR ftes Hbr NBE.

*Data source(s) and type(s) of data to be used in the clinical
evaluation. Il AR A ) ZSafE YA 25 25 7Y

Data relevant to the clinical evaluation may be generated and held
by the manufacturer or available from scientific literature.llfi RIFA )
K ] RS )3 R AR ORI, Bk B RFECCER,  BE NS B 8. LA B 5%
A4

For additional information, see Section 8.1 (Data generated and held

by the manufacturer), and Appendix A4 (Sources of literature).

*Whether the manufacturer has introduced/ intends to introduce any
relevant® changes, including il i & S s 5| AMEfIASH, fu3E

-design changes, #&il78 58
-changes to materials and manufacturing procedures, # #1411 248
4

-changes to the information materials supplied by the manufacturer
(label, IFU, available promotional materials including accompanying
documents possibly foreseen by the manufacturer) or other claims, {3
BAPRATE (%, WO, FAEVERISE)

-and whether the claim of equivalence to an existing device is still

appropriate. /5 B )55 R0 4 e ik ik

*Whether there are any specific clinical concerns that have newly
emerged and need to be addressed. & 754 T H7 H BRI 75 E AR L (1)
i E Al PR ST A

*PMS aspects that need® regularly updating in the clinical evaluation
report: IfARPEHT i 75 2 5E HH EEHPMS




-new clinical data’ available for the device under evaluation: P44 %
BT I PR s

-new clinical data available for the equivalent device (if equivalence is
claimed); 75 B 1955 25015 & H LT 1A I R 254

-new knowledge about known and potential hazards, risks?®,
performance, benefits® and claims®, including 4 il & 188 75 1 fs 55
RS PERE WS AR AR,

-data on clinical hazards seen in other products (hazard due to
substances and technologies); & 7= & & B IR K 1635 5 s

-changes concerning current knowledge/ the state of the art, such as
changes to applicable standards and guidance documents, new
information relating to the medical condition managed with the device
and its natural course, medical alternatives available to the target
population; H Fif ) A 2 AMEFAROR T Ak, WS RIARHERIHE B SCF4E

-other aspects identified during PMS. PMS i a] 1R 51 1 sk ) oA 5 1

Needs for planning PMS activities. 7%t XIPMSi%3) X

It is important to recognise that there is considerable diversity in the types and history of
technologies used in medical devices and the risks posed by them. Many devices are
developed or modified by increments, so they are not completely novel. It may be possible to
draw on the clinical experience and literature reports of the safety and performance of an
equivalent device to establish the clinical evidence, thereby reducing the need for clinical data
generated through clinical investigation of the device under evaluation. Similarly, it may be
possible to use compliance with harmonised standards to satisfy the clinical evidence
requirements for devices based on technologies with well established safety and performance

characteristics.

HEPREINRS], AHIRZ P LR EOR T BI7 ek, R RIRE. 2%
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8. Identification of pertinent data (Stage 1) iR 544

8.1 Data generated and held by the manufacturer #illi i 25 el £ A (150




Data generated and held by the manufacturer typically include the following items (not a
complete list): #il3& pf A= Bl A R8s EEAHE TRBHE CRE25IH)D )

«All pre market clinical investigations B3 _E 7 5 (111 PR 1 2

*All clinical data generated from risk management activities and the PMS programmes which
the manufacturer has implemented in Europe and in other countries, including the following
items (not a complete list): A I AR B Az Bl T il 32 7 76 W A0 At [ 2SI e i PRI 8 24135 3 A
PMSHEF?, EE NAIHEICR 7645 H):

-PMCF studies, such as post market clinical investigations and any device registries
sponsored by the manufacturer PMSHF7t, dndilis i sz 8 0 L i1 5 A PR 8 2 A 4% 5

- PMS reports, including vigilance reports and trend reports PMSH 7  CE iR 1 Al 34 15)
- the literature search and evaluation reports for PMS PMS I SCHkEG 2= APE R &

- incident reports sent to the manufacturer (including the manufacturer's own evaluation and
report) AIXZHliE I EREk S CEFEHIE R B SRR AR S

- complaints regarding performance and safety sent to the manufacturer, including the
manufacturer's own evaluation and report & i%&%5 i3 i 15 T 2 & AT e )R

analysis of explanted devices (as far as available) #4411t

details of all field safety corrective actions %4=4m 2] 1E £ i 40 15

use as a custom made device {E R il 15 2 FH

use under compassionate use/ humanitarian exemption programs 8B4 ?

other user reports HoAt i 4K

6 Requirement according to letter 1.1.c of Annex X MDD, and section 1.4 AIMDD: "The
Clinical Evaluation and its documentation must be actively updated with data obtained from

the post-market surveillance...."

7 References: Annex 1, Essential Requirements 1, 2, 5, 5a, and Annex 7 AIMDD; and

Annex |, Essential

Requirements 1, 3, 6, 6a, and Annex X MDD.

8 For further detail, refer to standard EN ISO 14971 and other harmonised standards.
9 For further detail, refer to standard EN ISO 14971 and other harmonised standards.

10 Claims made by the manufacturer on the clinical performance and clinical safety of the

device under evaluation.



*Relevant pre-clinical studies (e.g. bench test reports including verification and validation
data) With regard to those data:

KT ARG PR TR 78 (D256 2 M B4 50 A 36 UE )

+All data generated and held by the manufacturer need to be identified.

I3 7R A A 1 7 R B P

*Complete data need to be entirely disclosed and made available to the evaluators; this
includes data from Europe and other countries; it includes clinical studies as well as use
data. 585 )8R 2 0 2P AR ML VP, B R B WA A B 2 i) Hitts 60 5 I R
FUAL FH s

«All data sets should be documented (adequately summarised*', appraised, analysed and

referenced) in the clinical evaluation report.

i RV R o BT AT B B SO (R B PP 2 A D

8.2 Data retrieved from literature SCi#ik%id

Literature searching is used to identify data not held by the manufacturer that are needed
for the clinical evaluation. SCERTH 2 F - 1R il i A4 B0 EdE & ZEH TImRIFEAT o
Literature searching identifies potential sources of clinical data for establishing:

SR ZR AR T A A SRR 2 ST I PR

«Clinical data relevant to the device under evaluation, which are data that relate either to

the device under evaluation or to the equivalent device (if equivalence is claimed).
HASRBCE VAN BOIm PREE ,  To 18R PP 18 3 2 S RBE A% (U SR 5 Rk 55 20 A Bt

Current knowledge/ the state of the art. H §if (&R ARl 227K F

Includes applicable standards and guidance documents, data that relate to benchmark
devices, other devices, critical components and medical alternatives or to the specific
medical conditions and patient populations intended to be managed with the device. The
data are typically needed in order to

BFEEH PR AR B SO, R . Hofhicas . SRBERRAR A R T B ANER E I BRI T A
HUBF BB S . BEw N T

-describe the clinical background and identify the current knowledge/ state of the art in the
corresponding medical field, #iid i AR 5EATR 7 24 B B2 27 QU A FH AR A 50K

-identify potential clinical hazards (including hazards due to substances and technologies,
manufacturing procedures and impurity profiles), 15 5I¥£E 1l R & 3 (45 & K R BOR



il T Z AN BTk o)

-justify the validity of criteria used for the demonstration of equivalence (if equivalence is
claimed), EBH FH 356 10F i 45 2% (SR 75 BH S5 20 b v A 2k

- justify the validity of surrogate endpoints (if surrogate endpoints are used). i #0415
(R AE A B AL R)RIA R

The following aspects should be considered for literature searching:
SCERIE R N F& DL LT TH

*The searching strategy should be thorough and objective, i.e. it should identify all relevant
favourable and unfavourable data. For some devices, clinical data generated through
literature searching will represent the greater part (if not all) of the clinical evidence. Thus,
when conducting a literature review a comprehensive search should be conducted. If a
comprehensive search is not deemed necessary, reasons should be documented.

WRINEEEMMAZI, MR FTA AR R E . TR, i R4
JSHA) i RS A 7 22 KB 70 (WR AN R ) I RAE S o PRIk, BEAT SCHRERIR Y, NEAT 45 ¥
Ro WMRBARPEMAER, JRHENIZIERk.

*Several searches with different search criteria or focus are usually necessary to obtain the

necessary data. For additional information, see Appendix A4 (Sources of literature).

B2 FHE R FA SR M RN R R LA . ARNEZER, SRR
AA(CTHERFIRIE)

*A literature search and other retrieval of data are carried out based on a search protocol.
SRR, B8R A S A6 2 i TR R T SR AT

The search protocol documents the planning of the search before execution. For additional
information, see Appendix A5 (Literature search and literature review protocol, key
elements) and Appendix A6 (Appraisal of clinical data - examples of studies that lack
scientific validity for demonstration of adequate clinical performance and/or clinical safety).
PATHRUHRIATH EGHRIT R ARONEZELR, S H N RASCCIAS R A S 2 7 %
SR IR] ) FH B S AG (I R ESCHE 1RO PP - Bk = 2 88 27 R AR e DA 2 LR 8 PR 22 4 RO F 9 524611

*Once the searches have been executed, the adequacy of the searches should be verified
and a literature search report should be compiled to present details of the execution, any

deviations from the literature search protocol, and the results of the search.

—BPUTHR, RRE TS TN AN G S VAR SO RIS, SCRRIE R 5 SRR R
HRILR

«It is important that the literature search is documented to such degree that the methods



can be appraised critically, the results can be verified, and the search reproduced if

necessary.
B AR SO R AT SR B AT ARSI PP ORESE, R REERUE AT DARHIER, W E R B

Abstracts lack sufficient detail to allow issues to be evaluated thoroughly and independently,
but may be sufficient to allow a first evaluation of the relevance of a paper. Copies of the
full text papers and documents should be obtained for the appraisal stage.

Tk = SOVF A AR . BRAL VRS 2% AT, (EX 8 — ORI e SCRIAR O E 2 R W Y . FEVFOY
B B STRI ST 42 SR AR
The literature search protocol(s), the literature search report(s), and full text copies of

relevant documents, become part of the clinical evidence and, in turn, the technical

documentation for the medical device.

SRR R TT 5 SCERRL R AR & A R SCF 430, BRI PRIESE B — 867, IR, BONBEIT &
I AR SR

9. Appraisal of pertinent data (Stage 2) Hd& A

9.1 General considerations sl

In order to determine the value of the data identified in stage 1, the evaluators should
appraise each individual document in terms of its contribution to the evaluation of the
clinical performance and clinical safety of the device.

N T E BB — B BOR e BOOME, RO RPN RS SORI PR 1 28 Bl R 1k BE ARl PR 22 4= R BT iR
Uncertainty arises from two sources: the methodological quality of the data, and the
relevance of the data to the evaluation of the device in relation to the different aspects*? of
its intended purpose. Both sources of uncertainty should be analysed to determine a

weighting for each data set.

AR AR Es 10 AR 5 W PP U B A R0 T AR OGRS
5E TR RIRUR L 122 70 B R 5E B B SR AU

The evaluators should therefore: P T J5 i M 3FA

sidentify information contained in each document, £ & &N CAHHRFIE B

sevaluate the methodological quality of work done by the authors and from that, the
scientific validity of the information, PP/ {E3& T/ B &5 B RAE 2k

«determine the relevance of the information to the clinical evaluation, and i % & AR A5 &
R AH R

ssystematically weight the contribution of each data set to the clinical evaluation. Z#fz AL
73 ie



9.2. The appraisal plan 3¥{tit%

To ensure systematic and unbiased appraisal of the data, the evaluators should set up

an appraisal plan that describes the procedure and the criteria to be used for the appraisal.
IR ARG A ERIVEMEEE, PPN BOZE S —NPEAGTHRI, 5 727 A T PRk R br v
*The appraisal plan typically includes: PFAdit£i 4%

-criteria for determining the methodological quality and the scientific validity of each data
set. Bfi i J7 V5 B MR A Uk bR

-criteria for determining the relevance to the clinical evaluation (relevance to the device and

to the different aspects of its intended purpose). i % Ifi R PEA AH S T F bR (Bt A A T i i
FRI AN [R) 77 T FRAE 54D

-criteria for weighting the contribution of each data set to the overall clinical evaluation.

L PSR P47 8080 RO o e

*The appraisal should be thorough and objective, i.e. it should identify and attribute

adequate weighting both to favourable and unfavourable contents of each document.
LA TN H RIPRAL,  SER I AR A ST AR R AT A 25 B A E

*The criteria adopted for the appraisal should reflect the nature, history and intended clinical
use of the device. They should be documented and justified on the basis of current
knowledge / the state of the art, applying accepted scientific standards.

PEA R B IR 7R N 127 S R A8 R IR BT s P SERTIRR RS FH o AT S22 A3 SR AR B ZE IAT A R ) 258
fill E/RLEAKE, A NEIRERRTE

*There are many acceptable ways, both qualitative and quantitative, by which the appraisal
can be carried out'®. For many well established devices and lower-risk devices, qualitative
data may be adequate to fulfil the requirements of the MDD and AIMDD. The evaluation
criteria should be adjusted accordingly.

AU Z A DR EEME BT, FRBMTIEAL . X T2 RIFHIR S BRI %%, &
PEEHE AT BB AL LA MDD ATAIMDD R SR o PRAk bR v S AR o 1 8

*The appraisal plan should be documented in the clinical evaluation report.

PPAG THRI R ZAL SRAE I R VP A 3R 75 7

11 to the extent that it can be critically reviewed by others

12 For example different medical indications, target populations, intended users.



9.3 Conduct of the appraisal #:4TEA%
The evaluators should 43 R 24

follow the pre-defined appraisal plan strictly and apply its criteria consistently throughout
the appraisal; 7EREAN VPl AR, P2 3 BR TS A e B VP A TR S FH A v

*base their appraisal on the full text of publications and of other documents (not abstracts or
summaries), so as to review all of the contents, the methodology employed, the reporting of
results, the validity of conclusions drawn from the investigation or report, and evaluate any
limitations and potential sources of error in the data;

PPAL A2 2 T SCHR 4 SOR A SO (AN 2 4 ZE 2L ),  DAAE (Bl B0 B sk & T A W M5
e LR BRI R, FEPPAG A ] PR AR R R RV AR,

*document the appraisal in the clinical evaluation report to the extent that it can be critically

reviewed by others.

PG RV R o, PP SCPRAESE AR FE_E T DA i Al A HERITE PR

9.3.1. How to evaluate methodological quality and scientific validity
UHAT SRR 75 92 5 B AR A R

The evaluators should examine the methods used to generate/ collect the data and
evaluate the extent to which the observed effect (performance or safety outcomes) can be

considered to be due to intervention with the device or due to

P N 2k 2 T A BSOS B T R AT S OR (M RE B2 = 45 ) AR RE ] DA 2
M T i

-confounding influences (e.g. the natural course of the underlying medical condition /
regression to the mean, concomitant treatments)

RER (AR, &HBEIE. BERIT)

- biasfZ

- random error fBARIE%E

- inadequate disclosure of information 4~78 ) 15 &2

- misinterpretation xfi%

Some papers considered unsuitable for demonstration of adequate performance because
of poor elements of the study design or inadequate analysis may still contain data suitable

for safety analysis or vice versa.
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TR HOANANE G IR UEMITERE, AT IR T BT R 3R B M AN TE 23w RE USSR B S E
TREDIIESE, K2R,

Examples of aspects that can be taken into consideration for evaluating the methodological
quality and the scientific validity of the evidence are detailed below.

151571 LAZE B8 BRI 0 77 12557 B B AR 2 RO 7 THT IR 2 N i VR BE T 4 .

a. Study design of pre-market and post-market clinical investigations _E 17 §if (I8 78 8+l
EHTA AR, RSN A
Considerations may need to include:

+ adequacy of the sample size and power calculation 7¢ & FIFEAFIAR AN T 2 154

» adequacy and relevance of endpoints (including validity of surrogate endpoints, if used)

A R TS R AIAR O (B B R R, AR AE )

» adequacy of applied controls (including choice of the study type and of comparators, if

applicable) S F ¥ #7801 (LS 7R B, XD

« prospective randomisation of patients (in case of multiple treatment arms) & FtiAl

» adequacy of inclusion and exclusion criteria, and of stratification of patients (e.g. in
respect to age, medical indication, severity of the condition, gender, other prognostic
factors) N FIHERRARAE R 78 0P, AU N0 4H (A28 8RS . BRSARHIE. PRERPIRG. ). H
(EIER IS ES)

« distribution of prognostic factors (in case of multiple groups, were the groups comparable
for these factors?) AR =0 (i 41, ALAXTEERIZR? )

* blinding of patients (may include use of sham devices or sham surgery), professional

users, outcome assessors (blinded endpoints)
BB AT (AT e B AE A )RR AR B0 BURR I TR), BV, &5 RO (A RIE 2 )

+ adequacy of the follow-up period, including if follow-up was long enough for outcomes to
occur, and if follow-up was frequent enough to detect temporary side effects and

complications (such as prolonged wound healing)

ARG HIBE YT I E], ELHE D T 15 3 45 S 0 ST 17 A0 R I I AR RO RO ) e IR (s
KGN EA)

13 For an example, refer to Appendix D of the GHTF SG5 document N2R8:2007 on
Clinical Evaluation (Appendix D: A Possible Method of Appraisal)
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 reliability of the methods used for quantifying symptoms and outcomes (including
validation of the methods)H T~ & HAEIR (1) 5 15 AN 45 SR 1 AT SE M (L4 75 1 B 38 IE)

» adequate recording and reporting of serious adverse events and device deficiencies
AP EFARE P EA R EABREAZ

» adequate handling of medications and concomitant interventions

T2 AL B 24 )R A I ) T T

 adequacy of procedures for retrieving complete information (e.g. procedures to be applied
when contacts with patients are lost, disclosure of reasons for patients leaving the study,
conduct of sensitivity analysis for determining if missing data affect conclusions)

BFRat, ATRRTEGEEWIW: HTRAGENETEXR. BE B0 R R,
YE BT R A, R E KRB W45 1R)

The evaluators should verify whether clinical investigations have been defined in such a
way as to confirm or refute the manufacturer's claims for the device; and whether these

investigations include an adequate number of observations to guarantee the scientific

validity of the conclusions.

PP S50 IE I PR R 2 A 75 28 A S BR3P P B AR s e, DA RO S i
R TR R HCR I ER PRIEST 1R R AT Rk

b. Additional aspects for appraisal of the quality of clinical investigations generated and
held by the manufacturer

) 36 TR A BRSO R 8 2 i G A 7 T F PP

Where a clinical investigation has been carried out by or on behalf of a manufacturer, it is
expected that documentation relating to the design, ethical and regulatory approvals,
conduct, results and conclusions of the investigation needed for the clinical evaluation will

be available for consideration, as appropriate. These may include:

I PR R 22 0 ph o e BROAUR BT, BUISCE A I A i, BB LM RO E . ST &5 2R
GG, IRPRVPAL I G AR AT LOE L 5 18 . B4

-the clinical investigation plan; Ilfi A& 2 it

-clinical investigation plan amendments and the rationale for these changes; i+&I1&1EAI
WAL

-case report form templates, monitoring and audit records; JHEHIREIEA, LM il 3t

-the relevant ethics committee documentation; 1€ 3% 7 <= [31F B ~C 4



-regulatory authority approvals as required by applicable regulations; W& 1) rHE#E SCLE
-the signed and dated clinical investigation report (for investigations that are terminated);
e R Bt BT GHEZ IR

-the latest intermediate report available and the latest collation on serious adverse events
(for investigations that are ongoing); fT i Hh R &5 ™ B A B F 44O IEERE T T 2);

-when a clinical investigation is conducted outside of the EU, an analysis whether the
results are transferable to the European population; 4 7E Rk 8 AANSETIRIRIF 7T, 0 Hrah R 2
5 REFAL B

-a gap analysis, when a clinical investigation is conducted to standards different from EN
ISO 14155; the gap analysis should contain sufficient information to be read and

understood by an independent party.
Allm AR ERAZEN 1ISO 14155 R HEBEATIN , BEATZEBE /04T, ZERE 70 A A & IR 57 28 =T ] DAL 32
AIPRAR 15 B .

The clinical investigation plan sets out how the study was intended to be conducted. It
contains important information about the study design such as the selection and
assignment of participants to treatment, masking (blinding of participants and investigators)
and measurement of responses to treatment, which may be important sources of bias that
can be assessed and possibly discounted when trying to determine the actual performance
of the device. In addition the clinical investigation plan sets out the intended participant
follow-up, approaches to statistical analyses and methods for recording outcomes, which
may impact on the quality, completeness and validity of results obtained for performance

and safety outcomes.

Il PR TR 2 1 XA H R INA#EAT . EEE XTI RRITNEZEGEE, 580
SRR B ECSE, MR AT NS5 ZE RN G)FXEIT RS &, X 0] §E 2 fin 2 1) &
FERYR, BERVPAG AR € B O SERRPERE R AT 4. 534k, ImPRIR & TR E 7 U2 5 & b
Vi GEt i EANE R G R TS, XA RE kRN 2 4 R i . e BN Rtk
Also, by having the clinical investigation plan, its amendments and the clinical investigation
report available, the evaluators will be able to assess the extent to which the investigation
was conducted as planned and, where deviations from the original plan have occurred, the

impact those deviations had on the veracity of the data generated and the conclusions that

can be drawn from the investigation about the performance and safety of the device.

i e AR A TE TRl LA ABAT Al R B, PAS I RE A2 T RIBEAT IR B AR, 50t
RURA M2, 1Ll 22 5200 A A a6 O E RE AT 22 4459 H O B0 AN 45 12 O B SRk



The clinical investigation report should be signed by the sponsor and the coordinating or
principal investigator to provide assurance that the report is an accurate reflection of the

conduct and results of the clinical investigation.

Ik R 25 40 5 S RIE SR8 A B T 0287, A DT NS A ORUIESR & 2 i R BIF F84T 9 A ) 45 SR A S S
A

Another important consideration of the evaluation will be to assess whether the conduct of
the investigation was in accordance with applicable regulations, and in accordance with the
current applicable ethical standards that have their origin in the Declaration of Helsinki.
Clinical investigations not in compliance with applicable ethical standards, medical device
standards (for example EN 1SO 14155 or comparable standards) or regulations should not
be used for demonstration of performance and/or safety of the device. The reasons should

be noted in the report.

H—NEERVEN B R A A AT R SRS E A RHE, TR A ETE A R B
W /RFREF) KRR IR EE A& & EERE . BT S mbrdE (I EN 1ISO
141558 ARIFRAUE) « VEAUA N 12 F T IE SE B B PR REAI B2 4 o J PRI AR o VR

c. Information derived from vigilance data, device registry data, case series, patient

dossiers, and other use data
ECRIR T2 BAEMEIE. ZEIRY. AR SR A B

Evaluators need to consider significant differences between sources of information in
respect to: PP T RS BORIEZ M 2 % 7, DUN 7 m):

« procedures used for retrieving information about outcomesffl 124 B15 B FER
« quality aspects of registers and patient dossiers &t Al A% % ) R & 7 1

In case of information based on vigilance reporting, evaluators should consider that
expected undesirable side-effects and complications of devices are not reportable under
the vigilance reporting system. Under-reporting or lack of reporting of expected side effects
or complications by users is common. Therefore, the vigilance system does not typically
deliver adequate information about the true frequency of expected undesirable side-effects
and complications. Systematic scientific data are needed for such purposes. Vigilance

data, including trend analysis, should be used for identification of unexpected risks.

HPERREREE, PHEE RS EAEEMR G T IRA G A RIEERAIEAE. Wik
Bk Z A8 3 TU 0 81 E I BOF SO RO 2 K. Bk, B R G0l A SRR R4t 2
WA RENE A AAERIE R . X2 H I HERGR AR, EaldR @i, Mix
I IRBIE S



In case of information based on device registries, case series, retrospective analyses of
patient dossiers, and other use data, the retrieval of information about outcomes may be
incomplete and unreliable (have all the patients been considered? are the patients
representative of the use of the device? did the register/ professional lose contact with
patients if they moved on to different professionals? was there a passive or active follow-up
of patients by the professionals involved? for how long?). Significant differences may exist
between device registries. For instance, they may offer an important or limited coverage of
a country. The evaluators should take into account the possibility of patients leaving the
coverage of a registry or the follow-up of a professional when experiencing serious adverse
outcomes. In routine practice, there are also significant differences in the duration of the
follow-up of patients by surgeons and other professionals, and in the quality of patient

dossiers and data retrieval.

R A HEMHME R IR T o A ZE 0 [l i o3 fr A Ho A s #cdls, IR T 45 3R1E B R
A REAN S8 BE RIS T SE R (BT B A5 RS 1 g 2 A B & i B B A AR MEND 2 VENH L N AR
EREEPBCR, WRMANTEA R R Tl N +:?2 Tl AL 3shel E 32 55 ABE V2 2 K
[[]?) ERFT M AT R REZR. fln, ATt — N EEWEHRIE R . WA
N R ST R M B B VT AT RetE, & EA RERE . EHE LT, SMRHEAE
ANFCA b A 0 BBV 8], A AR AN S e R 1 ot B AP AE B IR K 5+

For clinical experience data it is important that any reports or collations of data (e.g. the
manufacturer’'s PMS reports) contain sufficient information for the evaluators to be able to

undertake a rational and objective evaluation of the information and make a conclusion

about its significance with respect to the performance and safety of the device in question.
A i o BT A B4 e PR 22 56 B0 2 AR B B ) (B )3 T O PMSHR ), B TR B BEE AT &
BV RS S, B AR ST A I P AR A 22 4 ) 1Y) B8 22 o

Reports of clinical experience that are not adequately supported by data, such as anecdotal
reports or opinions, may contribute to the evaluation, e.g. for the identification of

unexpected risks, but should not be used as proof of adequate clinical performance and

clinical safety of the device.

AN 7873 BB SRR Im R S 30 Al iy, E AR A i B AT AR AR BT E A, 51 B A XU R
i, ABAN L 78 70-E B 1 24 A e PR RE AT I R 22 4 o

d. Data processing and statistics{ 4 4t H# A1 5t i+

Aspects to consider may include: =5 i& [ 77 Tl L4

ssuitability of methods for data processing (transforming data that are suitable for analysis),
converting data to a consistent format, reconstructing missing statistics from other statistics,

dealing with missing data;



EEMBIE BT (FHRBEREER AN ), BEIEER RS g, EE IR
P ACHBR A

sexclusions from the analysis and their implications (including disclosure and adequacy of
the intention-to-treat and per-protocol populations, disclosure of results from both the

intention-to-treat and the per-protocol populations);

HEBR AT B L SE A (G R . R AL BT AR, 4207 REE AR A A P 4 R 4 IR
« adequacy of statistical methods. 4t 7L &iEME

e. Quality assurance Jii & {#iF

» compliance with Good clinical practice (GCP), such as EN ISO 14155 or equivalent
standards; fF4GCP, #EN ISO 14155845 [FFnifE

« compliance with the clinical investigation plan, independent monitoring and auditing;

FramAR TR TR a7 s S AN T

« compliance with legal requirements. &5 E K

While a publication in a renowned peer reviewed scientific journal is generally accepted as
an indicator of scientific quality, such publication is not considered an acceptable reason for
bypassing or reducing appraisal activities.

AR 2 3 4 FAT PR RR TR A AR SR BFR bR, AN 2 RETT 5 PR S
B LA B .

f. Report quality % # Jii &

Evaluators should consider: 14 # ¥ % &

« adequacy of disclosure of methods used 1 FHi& 24 K4 5% J7 12

« adequacy of disclosure of data, including& 4 i #& ¥t , a5

-completeness of the reporting of adverse events and outcomes /A~ B F-F145 B i) 76 B4

-sufficient description about the distribution of prognostic factors in the study population and
in different study arms7e 73414 ¢ T A VR FEFIAS [R) s 9t 7 ) 3018 28 11 20 A A

-disclosure of all the results the study was originally designed to generate
W IR & AR T Bt Fu A R

svalidity of conclusions drawn by the authors (example: conclusions not in line with the

results section of the document)

TEF IR A R 250 ARFE 02 SRS 25 20)



Possible conflicts of interest of the authors of the publications should also be taken into

consideration.
AT BE Y H WA AR 2 R 2 i A Y 2 8

It is recognised that, where manufacturers source clinical investigation data reported in the
scientific literature, the documentation readily available to the manufacturer for inclusion in
the clinical evaluation is likely to be no more than the published paper itself. In case of
missing information, the rating of the methodological quality of a publication may
need to be downscaled.

AU )3 7R JER S PRI B AE B SCBR AT, L8 A I R PP Aty o ) 36 o B ) SRS AN
RN EERGRIEN T, BRI 7552 5 2 ) B A W] BE 7R E A A
For additional information see Appendix A6 (Appraisal of clinical data - examples of studies

that lack scientific validity for demonstration of adequate clinical performance and/or clinical
safety). 21552 I xA6

9.3.2. How to determine the relevance of a data set for the clinical evaluation
QART Hff 8 504 ) FH

When evaluating the relevance of collected data it is important to consider whether the data
are intended to directly demonstrate adequate clinical performance and clinical safety of the
device (often referred to as pivotal data), or whether the data serves an indirect supportive
role. PEAGYCER HIEUE FOME SR IR AR EEE A, 58 SIHE B B 02 BLIEIE S B A Il AR 1 BE ANl PR
FR) 22 4 (I H PR R BRI A e, B 15 Ha e SR At A () S Hr T T

a. Pivotal data &8 5dRE

*Pivotal data must have the data quality necessary for demonstration of adequate clinical
performance and clinical safety of the device under evaluation (see Appendix A6, Appraisal
of clinical data - examples of studies that lack scientific validity for demonstration of

adequate clinical performance and/or clinical safety);
SFRBEEE W25 a5 R T SE AN B I R T B AN IR PR 22 4= B 78 70 (LB sRAS) D

*be generated either with the device under evaluation or with an equivalent device used in
its intended purpose (for an equivalent device, equivalence must be demonstrated; see

Appendix A1, Demonstration of equivalence).
A PR B8 BAE R o T U H B (SR8 &, B AUEM SR, 1S BT RAL, SRGIESE).
b. Other data /i %4

Data that are not pivotal are generally appraised and weighted for their contribution
for purposes such as: $ff AN



sidentifying and defining the current knowledge/ state of the art in the corresponding
medical field, so as to define acceptability criteria for the evaluation of the benefit/risk profile

and of specific side-effects of the device under evaluation;
PURRN 58 SCRH R B2 97 400380 24 BT A AR 220K 7, 8 UV 1 4 T 452 52 10 JRURG: PR 2 PN A oA R R
SE 1 EIE

sidentifying hazards (including hazards due to substances and technologies), individual
case reports may be used for identification of new and previously unknown hazards that are
associated with the device; il (BEATYRAEARKMMGEE) , MEFAmRE AT H TR
o0l 5 L% A 5% BR3HT  T FTE AE R S Y 3

*justifying the validity of criteria used for the demonstration of equivalence (if equivalence is
claimed); F TESEEERHIUE I A RO AR (B SR A FREE L)

* justifying the validity of surrogate endpoints (if surrogate endpoints are used).
E B B AR A R
« providing input for the planning of pivotal studies. A58 781X $2 At A

The corresponding information is, in general, summarised in a literature review section of
the clinical evaluation report. #2515 5 &2 I AR PPt Fi 15 H SRk [ B 43 (14 4 45

c. Aspects to consider when determining relevance fiff & FH ¢ P 75 5% R () J LA 7

The table below shows examples of aspects that could be used for determining if and in
what respect data are relevant to the clinical evaluation. 4t S5l Fi T 2% & Ko A 5 vk

Description #iit Examples 54

To what extent are the data -device under evaluation P4 %%

ner repr ntativ f . . s
generated - representative o -equivalent device&E i &
the device under evaluation?

PRV £ 2B R s AR SR M FE
R -other devices and medical alternativesfih

g AR B

-benchmark device J&:#E¥ %

-data concerning the medical conditions

that are managed with the device>% T %%
= 2RO P )




What aspects are covered?

WIR AL 75 T A7 i

-pivotal performance data < A Kl
-pivotal safety datas&fg: 2 4= %
-claims %R

-identification of hazards f& % {15

-estimation and management of risks XU fiti
THAE

-establishment of current knowledge/ the
state of the artf 7 4 7ij B ATHREL 2K

-determination and justification of criteria for
the evaluation of the risk/benefit
relationshipffi & XU/ F) 25 A5 < [P s v

-determination and justification of criteria for
the evaluation of acceptability of
undesirable side-effects i il 32 HIAS K &

1E ARt
-determination of equivalence & X 2% 1t

-justification of the validity of surrogate
endpoints FJ WA EE 2 5 (A 2

Are the data relevant to the
intended purpose of the
device or to claims about the
device? & B B 1 B4 1 1)
T B BAH R E A2

-representative of the entire intended
purpose with all patient populations and all
claims foreseen for the device under
evaluation ¥4 5 & A1 A Ak 2 i % R I
AR BRI A TUW H 1)

-concerns specific models/ sizes/ settings,
or concerns specific aspects of the
intended purpose or of claimsJciF:4F & i
SIRSTIWE, B0 I B BT T e K
-does not concern the intended purpose or
claims AP L HY H B 2K




If the data are relevant to
specific  aspects of the
intended purpose or claims,

are they relevant to a specific

-model, size, or setting of the
device? R AHKEHE 255 € H
EESK, RS, R/NEK
&?

-user group?fl 14

-medical indication (if
applicable)? [z 245k

-age group?4Eg s34

-gender? 45
-type and severity of the
medical condition? EEJ7 IR
R E A

-range of time?# ]y ]

-smallest / intermediate / largest size
N R
-lowest / intermediate / highest dose
AR v I 5 K7

-etc.

-specialists % %

-general practitioners— i Iifi
-nurses#' -+

-adult healthy lay persons fi 5B A
-disabled persons %% A
-childrenJL#

-etc. %%

-migraine prophylaxis fi=k & T
-treatment of acute migraine;™ & fhi S 1597
-rehabilitation after stroke 1 X5 & J5

-etc.

- pre-term infants / neonates / children

/adolescents / adults / old age

HP= B LA A L LIS D SRR A

- female/ male

-early / late stage 5 {111 1]

-mild / intermediate / serious form#% /4 B/
FEE

-acute / chronic phase& /18t

-duration of application or use:3

-number of repeat exposures/# 1]

-duration of follow-upf& 15 #A 5]




9.3.3. How to weight the contribution of each data set 4ifa 4 FCALE

Based on their scientific validity and relevance, the data should be weighted according to
their relative contributions. & TR} 2243 RPEAAEIGHE,  Bds BOZ AR I8 A Tk 4 T ACE

Due to the diversity of medical devices, there is no single, well established method for
weighting clinical data: BT ERI7 &K ZFE0E, AR RERMEOTE

*the evaluators should identify appropriate criteria to be applied for a specific evaluation;
PN R e T BARPPAN 1) & bR vt

*these pre-defined criteria should be followed strictly by the evaluators.

DA L™ b 857 I 1 7 A

Typically, clinical data should receive the highest weighting, when generated through a well
designed and monitored randomized controlled clinical investigation (also called
randomised controlled trial), conducted with the device under evaluation in its intended

purpose, with patients and users that are representative of the target population.

3 Ao W R M 2 2 S T AT X B i AT 7 (B PR DA AL XS B ) D i R S0 12 4 7 o vt 14
BUE, AR H K 98 AR E bR AR A

Note: It is acknowledged that randomized clinical investigations may not always be feasible
and/or appropriate and the use of alternative study designs may provide relevant clinical

information of adequate weighting.

BEATL Il A A 2 7T B S AN el AT ORI/ B0E 24 1, AE ) B AR FE e 7T LER A 2 A EE R AR 5%
[HZSERSE
When rejecting evidence, the evaluators should document the reasons (both for studies

and reports that have been generated and are held by the manufacturer, and for other

documents identified during Stage 1).

MIELEAEYE, PR E NG I AT R R (G R A BB AT S AR A, AR SR 1B BOR il S
G

10. Analysis of the clinical data (Stage 3) IlfiEE 2> #r
10.1. General considerations =

The goal of the analysis stage is to determine if the appraised data sets available for a
medical device collectively demonstrate compliance with each of the Essential
Requirements pertaining to the clinical performance and clinical safety of the device, when

the device is used according to its intended purpose.
S AT B H R A E VR O AR B THIESE RS T W& AT S IR IR TE RE AN IR IR 2 A R AR, B iR



PRI E A FH A o

S A A

In order to demonstrate compliance, the evaluators should JYIESEFF&PE, PR N 2.
« use sound methods; 1 Ffl &2 {75 %

« make a comprehensive analysis; i &7t

+ determine if additional clinical investigations or other measures are necessary;

T 5 PRSI D A T 25 2R H At e i 0 2 )

+ determine PMCF needs. i€ PMCF >k

10.2. Specific considerations E{&% &

a. Use sound methods & #1757k

A literature review that describes current knowledge/ the state of the art should be prepared

with relevant literature identified during Stage 1 and appraised during Stage 2.
TR 1 TR VRE ARV B SCHRERIR ,  FH 5 SRR B0 7HE 572 565 L BOR Tl A0 28 28 BO AT

Weighting criteria developed and assigned during the appraisal stage can be used to

identify those sets of data, which may be considered to be pivotal.
B ARAETT KA 73 BEAE PEAL B BORT DA SRR X St g, AR R

The methods available for analysing clinical data generally are either qualitative or
gquantitative. Depending on the nature of the medical device and the circumstances, it is
likely that qualitative (i.e. descriptive) methods will need to be used for some devices.
Reliance on qualitative methods should be justified. Generally, available clinical data such
as numbers of incidents in the post market phase should be assessed quantitatively in

relation to current knowledge/ the state of the art.

PSR 73 Ml R B3R AT 5 3 2 58 1R R BROE B o AR B2y e & AR RN A, 5 P (R IR 1)
TIRERTREH T — el & . HOBUEME TR SN . — MUk, AT B REEE, an BT ER B
HOHCR R E B VPAl 2 AT A RRIBHE KT

The results of the pivotal datasets should be explored, looking for consistency of results
across particular device performance characteristics and identified risks. If the different
datasets report similar outcomes, confidence in the robustness increases. If different results
are observed across the datasets, it will be helpful to determine the reason for such
differences. Regardless, all data sets should be considered and included. The reviewers
should take into account the weighting attributed to data sets during Stage 2 when
addressing conflicting information. Where relevant, a rationale should be given for the lack

of value of a data set to the evaluation.



RIS R ROZIT R, IR € W& L RERFAE AR R R 4K — BB 45 R . i RAN ]
BRI S AU E R, EORN. RWEAARNER, KA THeRLERNERE. T
WA, B I S8 S AL S o FEAC TR RAZ B, PEIR R AR SR I BOW B 2T R E oy
Be. MR, TR TCUME RIS R4 P .

In general, data that are not methodologically sound (such as single patient reports) should

not be used for demonstration of adequate clinical performance and clinical safety of a
device.

—RORYL, J7E B A G B HOE (SR AR ) AR T 78 0 UE S I PR RE AT PR % 4

For additional information, see Appendix A6 (Appraisal of clinical data - examples of studies
that lack scientific validity for demonstration of adequate clinical performance and/or clinical
safety). EZ(5 5, ZS[MxXA6

In exceptional situations, when an evaluation is based on limited data, this shall be
described and justified in the clinical evaluation report. See additional information and
specific considerations in Appendix A8 (Devices for unmet medical needs - aspects to

consider).

FERFPRIEOL T, PR R THIRIEEE, R EIm R PP RS rh g iR Ay . 58 2 1f5 B AN R4
2 DL S AB (8L % A A2 IR T 75 5K 5 T K25 8 o

b. Make a comprehensive analysis & 7t

The evaluators should: P43 b :

*Determine compliance with each of the Essential Requirements pertaining to the clinical
performance and clinical safety of the device. For detailed information concerning specific
Essential Requirements, see Appendix A7 (Analysis of the clinical data - compliance to

specific Essential Requirements).

B e &S WA IR K 22 e IR RE IR AZDR, HEER, S HHxAT

*The evaluation includes PF4/f45:

-the adequacy of pre-clinical testing (e.g. bench testing, animal testing) to verify safety
ARG PR AT IHARUE 224 (SR =W, Sk

-risks to patients, users or other persons associated with the intended purpose of the
device XfEF . F & AR 510 XUR:

-benefits to patients &+

-confirmation that the device achieves the performance(s) intended by the manufacturer,
including all claims made by the manufacturerffiiA & £ 2| il i i AR, 6045 i i 00 B
A ER



-confirmation of usability, that the design adequately reduces the risk of use error as far as
possible, and that the design is adequate for the intended users (lay, professional, disabled

or other users, if applicable)

BRI AYE, TRl BRI B IR O RS, BT R T EE MBS OMT. Tl
A FRAREHARA 5

pail

-adequacy of the information materials supplied by the manufacturer, including if risk
mitigation measures are correctly addressed in the IFU (handling instructions,
description of risks, warnings, precautions, contraindications, instructions for managing

foreseeable unwanted situations)

& r St 7e R AIE B B0, AR U P IE A A B AR XU O TR . CRE W B fifid . %
A T ZERAE. AT EER S RO PR D

*Take into consideration all products covered by the clinical evaluation and all aspects of
their intended purpose. Any gaps in evidence need to be identified, including in respect to

information relevant to:
F RE7E M PRV AT B B BTE 7= i 75 SRR VRS (e 22, S35 A R RS R
- understanding the interaction between the device and the body; B 1 A Fl15 % 2 1] B.5))
-the comprehensiveness of the available data, taking into account: % & il i 145 &
-the entire range of products/ models/ sizes/ settings covered by the evaluation;y= /% 5/
SR AT
-the entire range of conditions of use and of the intended purpose i Fi &4 A1 F5A B 14
SN e
-the estimated number of patients exposed to the devicefti i/l & i A\ E &
-the type and adequacy of patient monitoring 234 W4 i) &3 1257
-the number and severity of adverse events A~ [ 244 () 3 Al ™ 5 i
-the adequacy of the estimation of associated risk for each identified hazard
WU 1 5 3 1) XU P At
-the severity and natural history of the condition being diagnosed or treated
B2 WG T () P B AR AN B AR P s kA

-current standards of care, including the availability and the benefit/risk profiles of other

devices and medical alternatives

TR bR, A A R AT e Ty S R I A XU A



*Assess if there is consistency and alignment between the clinical evaluation, the
information materials supplied by the manufacturer, and the risk management
documentation for the device under evaluation; any discrepancies should be identified in
order to ensure that all the hazards and other clinically relevant information have been
identified and analysed appropriately.

PP IR PP 2 18] AR E A — B0, i3 RI4R BEAOME SRR AN 5L 28 B0 XU 87 B ST AR AT 22
SARRLZHAIN, T DR PITA FR) S G A EL A s PR AH 9% 45 B S 58 a3t 47

*Assess if there is consistency between the documents mentioned above and current

knowledge/ the state of the art.
Pl b THTHR 2 f0 ST A B0 R R KT 2 TR — Bt
c. Determine if additional clinical investigations or other measures are necessary
TiF R LA 1 1 AR TR 2 0 EL At it it e 15 00 22

The evaluators should identify additional clinical investigations or other measures that are

necessary in order to generate any missing data and eliminate compliance issues.
DA LR A0 5 1 1 AR OB A0 A i e A 0 Y, LSS 30 SIS 5048 AP T -5 0 ) A

Data needed to address the identified gaps should be determined so that conclusions can

be drawn with confidence in relation to conformity with the essential requirements, including:
i SR PR 22 OB LA E , AR OIS A S R ARSOR N, B

-evaluation of the safety, performance and the benefit/risk profile

PERE. 224 MBS TEA

-compatibility with a high level of protection of health and safety (that can be determined by
considering current knowledge/ the state of the art, with reference to standards and

available alternatives, risk minimisation, patient needs and preferences)

AR e 22 m WK RIEIVE KRB, S5, ki 2. KRk, &
H T RAEREBO

-the acceptability of any undesirable side-effects (£ A K BIE ) Al 43252 1%

-the risk of use error and the adequacy of the IFU to the intended users, fii 451784 H b
187 FH 2 AN 78 43 1 B A5 10 AU

-consistency between available information & A F = & i —F ik

See Appendix A2 for detailed information on when additional clinical investigations should
be carried out. Z LI} 3%A2

d. Determine PMCF needs #fi7%EPMCF#% 3K



In order to determine needs, the evaluators should describe residual risks and any
uncertainties or unanswered questions. The evaluators should also include aspects such as
rare complications, uncertainties regarding medium- and long-term performance, or safety
under wide-spread use.

TR TR, VR SR o A RS AT A A 78 BN [B] 25 ) B el o PR 2 B AL 46 X 2875 1T«
BUL RARIFFRIE . ANE B - e . AR Y B 22 41k

10.3. Where demonstration of conformity based on clinical data is not deemed
appropriate s uFFEAlIE R EAEHN A EIE

Where demonstration of conformity with Essential Requirements based on clinical data is

not deemed appropriate, adequate justification for any such exclusion has to be given:
B UEHE A PR B B FE A BR PN A EE, 7870 HIWr s TRk

*The justification must be based on the output of the risk management process. This should
include an evaluation of background clinical data identified from the literature, and an
appraisal of their relevance to the device under evaluation.

WA RSB B R (. B VPO IR B SCER IR BRI W S, PP S P R
HRME

*The device/body interaction, the clinical performances intended and the claims of the

manufacturer have to be specifically considered.
NI S EAR R, U 1 PR 1A e AR o) s o 75 R 1 P e IR A HLAA % &

*Adequacy of demonstration of conformity with the Essential Requirements based on
performance evaluation, bench testing and pre-clinical evaluation in the absence of clinical

data has to be duly substantiated.

FEARZLR — BRI UE ) 780 PEEE T PERE VR, R0 R I R ESHE 7 7] DU 24 2% i e 36 2 I CRT I IR
HI VPO -

*A clinical evaluation is still required and the above information and evidence-based

justification should be presented in the clinical evaluation report.

I PRPPOT AR A T R _RIRAE IR . T8 A i 7 A4 SILPE i PR TEAN i 5 o

11. The clinical evaluation report (CER, Stage 4) i /&< &

A clinical evaluation report shall be compiled to document the clinical evaluation and its

output. Ifi ARV IR i 75 220 RS A O A S SCA



The clinical evaluation report should contain sufficient information to be read and
understood by an independent party (e.g. regulatory authority or notified body). Therefore, it
should provide sufficient detail for understanding the search criteria adopted by the
evaluators, data that are available, all assumptions made and all conclusions reached.

I RPN RS AL & 7 E R, DMEMSL S =07 RSB (s S @A A S
I, MR AT A A R A ATAME A EAE . A R AR Ak

The contents of the clinical evaluation report shall be cross-referenced to the relevant
documents that support them. It should be clear which statements are substantiated by
which data, and which reflect the conclusions or opinions of the evaluators. The report
should include references to literature-based data and the titles and investigational codes (if
relevant and available) of any clinical investigation reports, with cross-references to the
location in the manufacturer’s technical documentation.

It R VA 7 B0 N S R AR SO S UG, SO B A BB IR S, I S BRpEA 5 1R 45 18
BOWL A 0t NG I T 00 0 STk A BRI PR 78 R0 0] (n SR AH G A0 m] ) [ 1 PR A 7
R, SHlE RS X5 R EAR S A E .

The amount of information may differ according to the history of the device or technology.
Where a new device or technology has been developed, the report would need to include

an overview of the developmental process and the points in the development cycle at which

all clinical data have been generated.

WRIBFBR AR THRBEAR, FENBESAER. TN RSBEAREIT KN, e RERZEa
5 % e I A2 H SRR RILE AT 2 Ja 393 v 7= A B8 e 5 e PR 8090 ) 22 1

It is important that the report outlines the different stages of the clinical evaluation:

M AR VPO AS R B 3R 40 2 B L

*Stage 0, scope of the clinical evaluation: IR IFAT Y Ve

-explains the scope and context of the evaluation, including which products/ models/ sizes/
settings are covered by the clinical evaluation report, the technology on which the medical

device is based, the conditions of use and the intended purpose of the device;

Y Im RPN R VEE A 2, BFE IR PR IR S i i . B ROE . W, BRIT
IR SRR . e s FH 2% AR AN U4 Y A

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

AR 5 -5 1 BE AT 22 4 75 B ) S A

-Stage 1, identification of pertinent data: i3 % ¥



-explains the literature search strategy; i B SCRR % 2 1 3R 1%

-presents the nature and extent of the clinical data and relevant pre-clinical data that have

been identified.

I REHE H AT R VE BTN 2, SRl I AE 5% 1R i R BT AH DS £ ahe

-Stage 2, appraisal of pertinent data: ¥t %#&

-explains the criteria used by the evaluators for appraising data sets;

Yo PP PR AL R B bR i

-summarises the pertinent data sets (methods, results, conclusions of the authors);
AREIER LR Ok 881 1EFHRER)

-evaluates their methodological quality, scientific validity, the relevance for the evaluation,
the weighting attributed to the evidence, and any limitations;

PRABAIR T B R REAA R PR B SR IE . IEE R 73 iE . AT 2[R
-presents justifications for rejecting certain data or documents.

B H A W 26 S AN EE B B i

-Stage 3, analysis of the clinical data: %4 7t

-explains if and how the referenced information, such as confirmation of compliance with
clinical data requirement from applicable harmonised standards and the clinical data,
constitute sufficient clinical evidence for demonstration of the clinical performance and

clinical safety of the device under evaluation;
YW ATEREZ R, AT & 35 bR A ANl PREE R AT S e AR BE 25K, /K
JB 0 BA) i PR IE 8 SRALE S PP A 15045 Y i R SR BRI PR F) 2 4

-explains whether there are adequate data for all aspects of the intended purpose and for

all products/ models/ sizes/ settings covered by the clinical evaluation.
YRR B A TS ROE . BB SRS 5 A 78 2 AR

-describes the benefits and risks of the device (their nature, probability, extent, duration and
frequency);

TR VA R M (PR, PTREME . R, KPR ANAA )

-explains the acceptability of the benefit/risk profile according to current knowledge/ the
state of the art in the medical fields concerned, with reference to applicable standards and
guidance documents, available medical alternatives, and the analysis and conclusions of

the evaluators on fulfiiment of all Essential Requirements pertaining to clinical properties of



the device (MDD ER1, ER3, ER6; AIMDD ER1, ER2, ER5);

AR PRI S IA RORBHEIKT R RS (K rl e 52 1, 25 MG F A R 9 7 SC A,
AT IBRST 7 6 RIPP A 3 X S i 4% I PR 1 2 AR ZOR N 70 A A 2518 (MDD ER1. ERS,
ERG6FIAIMDD ER1. ER2. ERS5)

-analyses if there is consistency between the clinical data, the information materials

supplied by the manufacturer, the risk management documentation for the device under
evaluation;

oA REE ], & RGOS SARE, PP s i XU B SR ) — 2ed .

-whether there is consistency between these documents and the current knowledge/ the
state of the art; SXIFAN H FT AIRBHASAR K1 —Hik

-identifies any gaps and discrepancies; 18 ik 2 fl 2

-identifies residual risks and uncertainties or unanswered questions (such as rare
complications, uncertainties regarding medium- and long term performance, safety

under wide-spread use) that should be further evaluated during PMS, including in PMCF
studies. R HIFR RS AW TE FOFIR 12 A AR (AR A RAE B I RRE . AR 7 B0 vp - 201
PERE. KA 24t BAEPMSH K IV, & PMCFHFA

The evaluators should check the clinical evaluation report, provide verification that it

includes an accurate statement of their analysis and opinions, and sign the report. They

should provide their CV and their declaration of interests to the manufacturer.

TN NAG B IR VPN R o, SRASESEA M A5 R v mf e B, 2B . IR ftev
AN 3 e B 2 7 A

The clinical evaluation report should be dated and version controlled.

Wit PR VE A4 SEEAT H AN R A2

A suggested format for the clinical evaluation report is located at Appendix A9 (Clinical

evaluation report - proposed table of contents, examples of contents).
BfsRAQIR AL T — AN R VF A 3 o FIAEAR

Suggestions for aspects that should be checked for the release of a clinical evaluation
report are summarised in Appendix A10 (Proposed checklist for the release of the clinical

evaluation report).

PESRALOFRBLBAT IR R PP I & R B R GG R A IS TR &R



Information on declaration of interests can be found in Appendix All (Information on

declarations of interests).

A 2 5 B (5 B LI ALL (R 2s A BAE B

12. The role of the notified body in the assessment of clinical evaluation reports
P UG LE I PRPPAN 45 15 VA o i H

The notified body plays a key role in the assessment and verification of clinical evaluation
reports and supporting documentation provided by medical device manufacturers to
support demonstration of conformity of a device with the Essential Requirements of the

relevant Directive.

FE VR Ak AT DA 3 7R 4 Pk A I PR PP A3 75 AN SCHRE SO S A T LS A Qs A A, USRI I PR PR A
MERFEMRIR L A ZIR

Detailed recommendations for notified bodies are given in Appendix Al12 (Activities of
notified bodies). These include: NBFIVELIE X LI FAL2, (LF5:

sguidance for notified bodies on the assessment of clinical evaluation reports provided by
medical device manufacturers as part of technical documentation (including design

dossiers) and
T FNBUFAL B2 7 B A 36 pe 2 A A BRSO — 8070 ) i PR PPt i (048 BT H RS 52)

eguidance for notified body in development of their internal procedures for assessment of

clinical aspects relating to medical devices.
15 FNBA EAUETE A BRI AR Pt PR A BT e e < i PR 77 T

In addition, documents of the Notified Bodies Operations Group (NBOG) should also be

consulted. NBOG documents include best practice guides, checklists and forms.
FAh, N ERINBOGHI U/, NBOG X Edfi S Bt . fA R AR

Pursuant to section 6a of Annex | MDD and to section 5a of Annex 1 AIMDD, the
demonstration of conformity with the Essential Requirements must include a clinical
evaluation conducted in accordance with Annex X of Directive 93/42/EEC or with Annex 7

AIMDD. This is applicable for all classes of medical device.

2 IEMDD ¢ 11162, AIMDDF 5% 1/15a, FHEA R K — Bk HIE 20 2 GLFE i AR PEA R
#54rAnnex X of Directive 93/42/EEC or with Annex 7 AIMDD. FIT 45 251 1 25 % #1538 FH
Where demonstration of conformity with Essential Requirements based on clinical data is

not deemed appropriate this must be adequately justified by the manufacturer and based

on the output of the risk management process. The device-body interaction, the intended



purpose and the claims of the manufacturer have to be specifically considered. The
adequacy of demonstration of conformity based on performance evaluation, bench testing
and pre-clinical evaluation in the absence of clinical data must be duly substantiated. The
notified body must review the manufacturer’s justification, the adequacy of data presented
and whether or not conformity is demonstrated. Nevertheless a clinical evaluation is still
required and the above information and an evidenced justification should be presented as
the clinical evaluation for the device in question.

UE SR 2 A SRR 1) 38 7o 75 222 78 70 4 oA g AN 3 P A 08t A0 XU 7 B ) o b i A o
JiURs ) 25 RE B NS EAE ] T H AT RIS R 2R . BT VEREDPAL . SEU6 = I AT i PR
AT PP SRUESE — 201, 7RG Im RECE I Z0E S HUESE o 2t LR 00 200 o 25 1 3 ey ) B e,
FRI R VEAR B S SR PRIE A U502 7 200, 72w i e b LI 4= S AIHE S B
AR e PRV 7E B2 T 1 3R 52

Appendices [f%
Al. Demonstration of equivalence A1 ilF SZ&% 1t

Pursuant to Annex X of Directive MDD and Annex 7 AIMDD, the evaluation of clinical data
(i.e. the clinical evaluation), where appropriate taking account of any relevant harmonised

standards, must follow a defined and methodologically sound procedure based on:
HRHEMDDE 4 If FLOFAIMDDIR & 7, WA I IR & LR AR
bR AE . DS & FRFE P 1Y 8 ORI VR

1. either a critical evaluation of the relevant scientific literature currently available relating

to the safety, performance, design characteristics and intended purpose of the device,
where: BFASCERITEGT AR, FIREAHOGHI 24, TRBE. Wit TIHK
-there is demonstration of equivalence of the device to the device to which the data relates,
and S0 UE B 5 S5 RO & AR SR KB
- the data adequately demonstrate compliance with the relevant Essential Requirements.
TR WAERT B A EE R 1 B dE
2. or a critical evaluation of the results of all clinical investigations made.

12 380 ik A 25 45 SR ) PPN B 1
3. or a critical evaluation of the combined clinical data provided from 1 and 2.

255 VRN 2 52 () e PRAIHE PRI PP A v



Clinical, technical and biological characteristics shall be taken into consideration for the
demonstration of equivalence: Il /R FORM) . AV FRHAESES RS A T 55 800IE

. Clinical: Il & ¥

-used for the same clinical condition (including when applicable similar severity and stage
of disease, same medical indication), and

FHTABAAAIIG RIS CRLHEAH R0 B BORI ™ B . A [R] (9 5 2RI
- used for the same intended purpose, and FHELHI T H £
- used at the same site in the body, andf L& & #AL

-used in a similar population (this may relate to age, gender, anatomy, physiology, possibly
other aspects), and FHANSE CEES. PEAI. fgdl. B3, mlRe AR T THD

-not foreseen to deliver significantly different performances (in the relevant critical
performances such as the expected clinical effect, the specific intended purpose, the
duration of use, etc.). /NI TN B2 ZE R MERE (lmPRYEREQN T PRAN . R 7€ TUT H Y.
FREEET (]

sTechnical: i A
- be of similar design, and % i1 #H{LL
- used under the same conditions of use, and FHELIK {8 FH 444

-have similar specifications and properties (e.g. physicochemical properties such as type
and intensity of energy, tensile strength, viscosity, surface characteristics, wavelength,

surface texture, porosity, particle size, nanotechnology, specific mass, atomic inclusions
such as nitrocarburising, oxidability), andf5 AHLL I HLAS A JE PE  CHYEE J&E P W 58 o FE AR
B, RARSREL. RERE. RIDRAVE. BRI, RIESM. M. B, JKRER, BE. 1T
WIS A A

- use similar deployment methods (if relevant), andfLAKF#EE CINL? ) J5ik

- have similar principles of operation and critical performance requirements.
FRACLRA) LA S BRI DG B R 25K

*Biological: Use the same materials or substances in contact with the same human tissues

or body fluids.
VIR AR, $E Ak N\ A4 2 SN TR Y

Exceptions can be foreseen for devices in contact with intact skin and minor components of

devices; in these cases risk analysis results may allow the use of similar materials taking



into account the role and nature of the similar material. Different aspects of equivalence
and compliance to different Essential Requirements can be affected by materials.
Evaluators should consider biological safety (e.g. in compliance to ISO 10993) as well as
other aspects necessary for a comprehensive demonstration of equivalence. A justification
explaining the situation should be provided for any difference.

BIANEY, AT CATIAN S Se i B IR AR 50 &, AN AN, AR IR BB L T XURS: 23 #r &5
AR SO VEASE AR LA A4 AL 25 RE SR AT RL AV T AL BT o S5 30K AN [R) J7 11 AR5 A (7] 11 A 2
RETREZ AP R . PPAL N5 A 2 (WAF A 1SO 10993) LA K HAth 7 T 4 i E SE 4%
R L HEoR A o ATATT B 22 5 e B S A 3 o 0 B

For assuming equivalence, /4524
-equivalence can only be based on a single device'; Z5 XYW JE T BN %%

«all three characteristics (clinical, technical, biological) need to be fulfilled;
IR (lmpR. HR AW #HFRE L

*similar means that no clinically significant difference in the performance and safety of the
device would be triggered by the differences between the device under evaluation and the

device presumed to be equivalent;

HLEWRE RS RE BFENZER, VPR A SE RO & 2 0] B s AR T REA 22 4 b

the differences between the device under evaluation and the device presumed to be
equivalent need to be identified, fully disclosed, and evaluated; explanations should be
given why the differences are not expected to significantly affect the clinical performance
and clinical safety of the device under evaluation;

PR B2 MR E S5 R0 % Z (B 22 5 R B8R, A TG o At 4 i B 2 7 0 vRA
WRBARERW, TGN,

the manufacturer should investigate if the medical device presumed to be equivalent has
been manufactured via a special treatment (e.g. a surface modification, a process that
modifies material characteristics); if this is the case, the treatment could cause differences

in respect to technical and biological characteristics; this should be taken into account for

the demonstration of equivalence and documented in the CER;

WUERAEE SO AR ERAC B I T3RIE CGRISME . AEMRF SRR , B AHIE R
A, WREXMIEH KL, FELOHESBEARMED AR T HESR: KN ZE 8
RIEAE FFECER L 3%

«if measurements are possible, clinically relevant specifications and properties should be

measured both in the device under evaluation and the device presumed to be equivalent,



and presented in comparative tabulations;

USR] DL, I R AR S R VAN S U, BAE VRO i % AMBUE S5 R0 %, TR
R

scomparative drawings or pictures should be included in order to compare shapes and
sizes of elements that are in contact with the body;

LN A R ARFN I, DAME LR S SR R R TR AR T
sthe manufacturer is expected to: )i F5 H 22 .

-include the supporting non-clinical information (e.g. pre-clinical study reports) in the

technical documentation of the device, and
EREFA R P AR FEIRRPME R URRITH RS

-in the clinical evaluation report, summarise the information and cite its location in the

technical documentation; 7E Il AR PS4 15 1, MEFEEH AR SO/ A 1943 B A 5] AL E

for the evaluation of the technical characteristics, devices that achieve the same
therapeutic result by different means cannot be considered equivalent;

MHARSEHITEYY, Bk il i A [\ H) T Bk 2 [ G 7 BOR A BE A A2 S5 4%

«for the evaluation of the biological characteristics: % 4= %122 5 (I

-when a detailed chemical characterisation of materials in contact with the body is needed,
ISO 10993-18 Annex C can be used to show toxicological equivalence but this is just a part
of the evaluation of the biological criteria;

5N R A AR PELRAL 2 R Ve R R R TR 22 H, 1SO 10993-18Ff sk CH] H T3 W 35 B 7 4%
R RRAVAARAEE I — 8870

-sourcing and manufacturing procedures may adversely affect impurity profiles; analytical
methods chosen to characterise medical devices should appropriately take into
consideration knowledge concerning expected impurity profiles (tests may have to be
repeated when production methods or sourcing are changed);

S U R 61 3 SR T BRSO % S5 7 AT, I AR BR T A AR IR ) 20 A 05 VR N 2455 B R B o A
A RKFRAEF T EECR G 5, T RTNA)

-it may be necessary to show from histopathological studies that the same host response is

achieved in vivo in the intended application and the intended duration of contact;
ML G B =2 AT TR B AR [R] AR i 0 2 S PR T30 L PR A2 A e ) 2 a0 B2 1

-for animal tests, differences between species may limit the predictive value of the test; the

choice of the test and its predictive value should be justified;



NS, WFh 1A 22 5 AT e 2 B U TR B, 0K 328 42 R ST A0 2 45 4 B
-abrasion, if relevant, and host response to particles may also need to be considered.
BRI, AL SRR Tt 7R R

*the only clinical data that are considered as relevant are the data obtained when the
equivalent device is a CE-marked medical device used in accordance with its intended
purpose as documented in the IFU.

4R R A MR U B P I TR A A I CE-marked B4 15, 3R75 HOEAE N A Y
It PR &

Note: Exceptions can be considered. When the equivalent device is not a CE-marked
device, information concerning the regulatory status of the equivalent device and a
justification for the use of its data should be included in the clinical evaluation report. The
justification should explain if the clinical data is transferrable to the European population,
and an analysis of any gaps to good clinical practices (such as ISO 14155) and relevant
harmonised standards
R TR AN . SR & cebrid AR, KT & A E HAE B A
5T FH HScaRs P B 8 127 0, 455 i PR VAt e b o R b N2 35 B 1 PR 500 T DA % B R AR R 2 £
I PR 2 B 1 22 43 BT (W11S O 14155) FTAH & Wb o

A2. When should additional clinical investigations be carried out?

- AT BB Dl R 8 22

a. How should manufacturers and evaluators decide if there is sufficient clinical evidence?
1| 36 P AT VP e i 5 A2 9% O i PR IE S 2

When clinical data are required in order to draw conclusions as to the conformity of a
device to the Essential Requirements, the data need to be in line with current knowledge/
the state of the art, be scientifically sound, cover all aspects of the intended purpose, and

all products/ models/ sizes/ settings foreseen by the manufacturer.
It R A 22 R A5 R AR R AR BRI 4518, Bl & E A& ARk Aok, Bl s
()78 5 3% 75 A 2 e/ B S RS R E I BT B IR

14 Evaluators may wish to refer to several devices that are equivalent. In such a situation,
equivalence of every single device to the device under evaluation should be fully

investigated, demonstrated, and described in the clinical evaluation report.



If gaps are present that cannot be addressed by other means, clinical investigations should

be planned and carried out.
WRAFAEZE R, AReilnd Foh 7y 0B, im PR 2 R 12 T Rl A SE i
.b. Considerations % &

Implants and high-risk devices, those based on technologies where there is little or no
experience, and those that extend the intended purpose of an existing technology (i.e. a
new clinical use) are most likely to require clinical investigation data.

RN KU (B 4, WREE I TR D BRI I EOR, ISy R HoR B B H 0 (G
Al PR A ) B A T B e 2 I R T 78 040

For compliance with Annex X section 1.1.a MDD and Annex 7 AIMDD, clinical
investigations with the device under evaluation are required for implantable and class |l
devices unless it can be duly justified to rely on existing clinical data alone.

£ & MDD %10/ 1.1aMMAIMDD Iy 37, A BRINIZE PP B8 ZIm AR R A, BRARREHIIAF
F Il R 3 78 70 U B

The need for clinical investigations depends on the ability of the existing data to adequately
address the benefit/risk profile, claims, and side-effects in order to comply with the
applicable Essential Requirements. Clinical investigations may therefore also be
required for other devices, including for devices in class | and class lla, and for class llIb
devices that are not implantable.

e P U A ) 0 P B e - BT s 1A e ) 7 20 AR B i XU . SERFNEIVER, DMERF & i
MIFEARZR . HAR B A AT REZRIR R, EFESRAEARIEE. NaZB bR B % .

When deciding if additional clinical investigations need to be carried out, the manufacturer
should perform a detailed gap analysis. The gap analysis should determine whether the
existing data are sufficient to verify that the device is in conformity with all the Essential
Requirements pertaining to clinical performance and clinical safety.

TSR e AA ) Ml PR 2 75 ZEPRAT I, 3 7 R B PRAT VR B 22 0BT o O 22 20 A L 2 B
AHHE ST L LA IE BT & T A I Im AR BRI PR 22 4 R R AR .

Special attention should be given to aspects such as: #1332 1) 77 1 :
- new design features, including new materials, #7 R B4R AL AL & B AR

-new intended purposes, including new medical indications, new target populations (age,

gender, etc.), BT EI U E . 8B B ERAAE SHrEm B As AR

- new claims the manufacturer intends to use, ffill i faj 2= >R 35 1 7 1 FH i



- new types of users (e.g. lay persons), #if# FHE KA (4MT)

- seriousness of direct and/or indirect risks, ™ 5 ) B 42/ 7] 2% X[

- contact with mucosal membranes or invasiveness, 542 il 5 (2 28 1

- increasing duration of use or numbers of re-applications, ¥ il 4F 2 &) Al 5 & i FH x4

- incorporation of medicinal substances, & 3 ¥

use of animal tissues (other than in contact with intact skin), {5 F 34720 23

-issues raised when medical alternatives with lower risks or more extensive benefits to

patients are available or have become newly available™,
BEARAR IR T 3R, S EEE A E 2 e, sy # vl A T

-issues raised when new risks are recognised (including due to progress in medicine,

science and technology)
IR R (BIEEEST . BEAMSRR R

-whether the data of concern are amenable to evaluation through a clinical investigation,

etc.
HEHE R S 2RI R SR S, 5.

Data on the safety and performance of other devices and alternative therapies, including
benchmark devices and equivalent devices, should be used to define the state of the art or
identify hazards due to substances and technologies. This will allow the clinical data
requirements to be established more precisely in relation to the intended purpose of a
device. Precision in this analysis and the choice of selected medical indications and target
populations may reduce the amount of clinical data needed from additional clinical

investigations.

HAhwe g MEATIE (BIERE R A MR ) et ddE, MHTE XR2KT
BORBYI R AP SEE o X8 Fo VR Im R B fe RS EHE i % U H . ke, 2%
AEAN H AR N %5 PT BE /D B KR B A0 A i PR R 8 ) e PR 2090

A3. Device description - typical contents % $i i - #i. 7 Py 75

The description should be detailed enough to allow for a valid evaluation of the state of
compliance with Essential Requirements, the retrieval of meaningful literature data and, if
applicable, the assessment of equivalence to other devices described in the scientific

literature:



IR Z R W TR, FIR RVFRF & R AR ER A RO, A= XHRSCEdE R R, nRiE
I, SRR VR At A7 SR b A ) LA B £
* name, models, sizes, components of the device, including software and accessories
WL 5. R, 3, SR8
+ device group to which the device belongs (e.g. biological artificial aortic valve)
JET W ARRAAE (EMAN T EIKIE
* whether the device is being developed/ undergoing initial CE-marking/ is CE-marked
KERBCAWKR . IEAHiECE-marking, C.H(# CE-marked

*whether the device is currently on the market in Europe or in other countries, since when,

number of devices placed on the market

W& HATRERE T e R KM ER, o Eirks

+ intended purpose of the device & &1k FI T H (1)
-exact medical indications (if applicable) ¥ )22 245 4E

-name of disease or condition/ clinical form, stage, severity/ symptoms or aspects to be
treated, managed or diagnosed

PIRBIA G AR BB PEEMEAEIR . WBIT T B EGS T
-patient populations (adults / children / infants, other aspects) & #& At
-intended user (use by health care professional / lay person)Fi{ifidi F 2
-organs / parts of the body / tissues or body fluids contacted by the device
xBTS ARI —H000 1 H 2R A Bl R AR

-duration of use or contact with the body 345 i F i 5] sl #22 fish £ 1

-repeat applications, including any restrictions as to the number or duration of re-

applications =2 AT, ALA PR A A5 Y KON = 52 4 I [

-contact with mucosal membranes/ invasiveness/ implantation# i 22 fi/ {2 22 £ 18\
-contraindications#% S i

-precautions required by the manufacturer ¥ jiti

-single use / reusable— X 14 Fl /= & fi FH

-other aspectsH:Atl /5 T



« general description of the medical device including [22 57 % & fili i i) 5 U 145 -

- a concise physical and chemical description & [ B AL 22 A

- the technical specifications, mechanical characteristicsfi K. HUHAEFAE
- sterility K&

- radioactivity JEC 4

- how the device achieves its intended purpose /EFEIAFI ¥ 4 KT H )

- principles of operation .1 J5

- materials used in the device with focus on materials coming in contact (directly or

indirectly) with the patient/ user, description of body parts concerned
WAMAMRL, E s (BB S BB MG E AR, 3R I i) SRR

- whether it incorporates a medicinal substance (already on the market or new), animal

tissues, or blood components, the purpose of the component
iR AR (2 ETRRIEGE) , A S. ks AarfE
- other aspects H:Ath 77

. whether the device is intended to cover medical needs that are otherwise unmet/ if
there are medical alternatives to the device / if the device is equivalent to an existing device,

with a description of the situation and any new features

e 5 4T S 5 R AR M BRI 75 SRR 7 e B A AR I S R T Il e, R
PRI R A AR R 1

. if the device is intended to enter the market based on equivalence:

IR BT HEE TSRO LT

- name, models, sizes, settings components of the device presumed to be equivalent,

including software and accessories
BESERR AR B, R wE, SmaEmas:

- whether equivalence has already been demonstrated Z520& 15 L 28§ UESE

15 See Appendix A7.2 (Conformity assessment with requirement on acceptable benefit/risk

profile)



. Intended performance, including the technical performance of the device intended by
the manufacturer, the intended clinical benefits, claims regarding clinical performance and

clinical safety that the manufacturer intends to use
TIPERE, ELIEHIE R TIRBORIERE . TR PR R AR . 5¢ Tl PRtk BE AR SR PR 22 4

. For devices based on predecessor devices: Name, models, sizes of the predecessor
device, whether the predecessor device is still on the market, description of the
modifications, date of the modifications.

EFares: ARBEE. M5 Ry iRaMB&IEfE BT, ke BetH Ml

. The current version number or date of the information materials supplied by
the manufacturer (label, IFU, available promotional materials and accompanying
documents possibly foreseen by the manufacturer).

G R SR AE BRI (BREE . IFU. EARPPEIAAE R SCS) B 2 A iRAS ek H 3.

A4. Sources of literature k82

There are different sources of clinical literature that can be searched for clinical evaluation.
A comprehensive search strategy is required, normally involving multiple databases. The
search strategy should be documented and justified. Important sources include the

following:
ik S ST RR B0 AN [R) SR AT 448 28 P T I IR VPO . 5 B4R & BOAR RN, 8 W e 2 N P .
RGP TG . ARG DL B 2RI

. Scientific literature databases®H: ik 2

-MEDLINE or Pubmed can provide a good starting point for a search. However, with
possibly incomplete coverage of European Journals and reduced search features,

comprehensiveness may not necessarily be guaranteed.

-Additional databases may need to be used to ensure adequate coverage of devices and
therapies in use in Europe, to identify relevant clinical trials and publications of user
experiencel6, and to facilitate searches by device name and manufacturer (e.g.
EMBASE/Excerpta Medica, the Cochrane CENTRAL trials register, etc.). HAth £ 2

-Information coverage and search features available in scientific databases can change

with time. Criteria for selecting adequate databases therefore need to be defined and re-
evaluated on a regular basis. 15 /578 & /£ R =20 P A 245 1 1T BEBE 25 I 1] B HER 1T 2
AR o DRl R i B P AR v S R ) EBT E AV A

. Internet searches & 5k /2



Searches provide important data, examples include information on: F.I & £ {it 2 22 % 4

- harmonised standards and other standards applicable to the device in question and

containing information on clinical performance and clinical safety.
A 10 AT A B AR v A AR AR, 05 i R 22 A R PR A e ) 5 S50

- Field safety corrective actions for the equivalent and/or other devices. These can be
found on manufacturer’s web sites, internet sites of European Competent authorities, the

U.S. Food and Drug Administration (FDA), possibly other sites.

RV A 5 5 O B 5 A TG . 136 T DA 6 5 P O 0 DX
K & a2 B R (FDA) . Hoft 4k 51 .

- Implant registry reports. {8 A& E MR 15

- Documents available in systematic review databases (e.g. the Cochrane Database of
Systematic Reviews, Prospero international prospective register of systematic reviews).
SCR AT ATE R G 70 ol R (B an Cochrane () R G vFAN $idfs 2 . Prospero [ B #iT BE M R 4t vF
&),

-Expert documents produced by professional medical associations that are important for

assessment of current knowledge/ the state of the art, including clinical practice guidelines

and consensus statements.

TV R b MR ZOCRS, PP 2 AT RO R KT 2 B, B I RS B de m A — R
5

-Meta-analyses and reviews of health technology assessment (HTA) institutes and
networks. HTAZE 14 R 24 [ Meta 3 B AT VT i

- ldentification of studies via the WHO International Clinical Trials Registry Platform

(ICTRP) and ClinicalTrials.gov.

It TP ZE Brils RIS M- & (ICTRP) FIClinical Trials.gov A 78 155

16 Studies yielding negative results or user experience (such as publications about risks
that are based on a case or a case series) may not qualify for publication in high impact
medical journals. Low impact journals available to European users and other sources may

therefore need to be searched.



. Non-published data 72 JT () ##5

Non published data are important for many devices and retrieval of such data should be
considered, including for monitoring of any changes, e.g.dE A% FIEHE XS 2 W 45 2 B
Y, AR EEEE R RN ZE LS, AR TR, 0.

- The label and IFU of the equivalent device (if equivalence is claimed by the

manufacturer) and/or of benchmark devices and other devices.

SR R FR AN U B A5

- Data provided to manufacturers from implant registries. fill i i A &30 S At 1 B
- Data presented at congresses. 2 W7 FIEHE

«Citations referenced in cientific literature can be important and should be screened.
Bk S SRR E N, MAAE.

Literature found to be relevant is likely to cite other literature that is of direct interest to the
manufacturer. Additionally, it may be necessary to retrieve some of the referenced literature

in order to appraise the scientific quality of a document.

SCHRTTRE 5] 5 G B A BRI A SR . 4, KRS H SCRR VRN SCER I R T

T E T o

Ab. Literature search and literature review protocol, key elements

SRR ASCERZR T R, KRR

The output of the literature search and literature review are: SCHR{E 2 I SR 2 %yt «
sLiterature on the device in question and the equivalent device. &R0 & FITT 18 1A% 1 SCik

Note: If the manufacturer holds own clinical data for the device in question (e.g. own pre-
market clinical investigations, PMCF Studies, other PMS data), the literature is considered
together with those data for consistent appraisal and overall analysis.
ERCHUREIE R A B S e RAREEE (0 E SR LW HETIR AR H A . PMCFIFTT. H
fPMSHE), SCHRAEAIX LR — e i — B PP A A A T A



A review of the current knowledge/ the state of the art needed for the proper conduct of the
appraisal and analysis of the clinical data of the device under evaluation and the equivalent
device (i.e. applicable standards and guidance documents, information on the medical
conditions that are relevant to the clinical evaluation, therapeutic/ management/ diagnostic
options available for the intended patient population, etc.).

B A H A RI R E AR AR ZS B 7 & 2447 8 B PO Al R B 20 A PP 4 AN B8 4 = T e &
(RISE F AORR AT 5 SO (5 B AR SR IR ST 26 AF IO IR PR PRSI0 77 18 BAZ I e B0 BB 8 A

g A ATaY
y 3 5 ) o

The literature collected may relate directly to the device in question (e.g. publications of
clinical investigations of the device in question that have been performed by third parties, its
side effects or complications, incidence reports) and/or to equivalent device, benchmark
devices, other devices and medical alternatives available to the intended patient population.
DB BeA WO 0 SCHR AT A BB AUR (A0 H 88 =07 AT, g s IR R 2 i,  HLRIE
FHEIFAE . Sl o ) A/ B R e # o v . LAl s a AN Ry AT A B AU T 2638 A
it

The literature search and literature review protocol should address the background to and
the objective of the review, specifying the literature review questions and the methods for
identification, selection, collection and appraisal of the relevant publications needed to
address them. It should include the literature search methodology (literature search

protocol).

SRR 2R A SCHR DAL 77 22 AL B Ok B 3 ORI H B, SCERERIA 1) EANAH O H R P 1Rl L ide
B WUERAIVEAL A TR B AR B e . B B AR SCHR R R T VE R CLERIE R T &)

The selection of literature should be objective and justified, i.e. include all relevant data,
both favourable and unfavourable. With respect to the clinical evaluation, it is important that

the clinical evaluators are able to assess the degree to which the selected papers reflect

the intended application/ use of the device.

SCHREFE N Z AN 2, WA 8, AMMARR. ZTIRKRP, EZERREIERE
i 2 BENE VAl e 18 SC S W i 4% TIPS A sk FH IR

Objective, non-biased, systematic search and review methods should be used. Examples

are:Z W, Tolm .. RGHAERMPAL TR, .
-PICO (patient characteristics, type of intervention'’, control, and outcome queries)
PICO O ANFFPE. TSR, il Ak i &)

-Cochrane Handbook for Systematic Reviews of Interventions



Cochrane 2 St P4 Tt i T4 it

-PRISMA (The Preferred Reporting Items for Systematic Reviews and Meta-Analyses)
Statement

PRISMA (RS FIMetas Hr e & m H D Bk

-MOOSE Proposal (Meta-analysis Of Observational Studies in Epidemiology)

MOOSE& N GRAT# =i, WEWTFLHIMeta #r)

The protocol should specify the elements described below, addressing the background,
objective, and methods for identification, selection, and collection of the relevant
publications to address the literature review questions.

THERK T ZR A REEAFEE, MBS, B AER TR E8e. A H R
VIRAL B STHRZRIA ) e

A5.1. Background to the literature search and the literature review 22 F1{F5 75 5

This section documents the importance of and rationale for the literature review and
includes, but is not limited to:3X /™43 i B SCER Pl ) B EEVE AR 2, (HANR T

- Device name/model ¥ % 4 Fi f1 i =

- Importance of literature review to risk management process. The literature review will
provide data on current interventions®® for the intended patient population (state of the art)
in order to give input to the assessments of acceptable benefit/risk profiles, what is
currently considered as providing a high level of protection of health and safety and what
are considered acceptable side-effects.

SCERPEAit X XU B AR O B . SCHRZR IR SR 1 L AT PO i AN (HRTREAKE) /Y
TS TEEE, N T ANV AT 2 R 2/ AR, B BT A S — AN =K P 1 i R
M2 RPNy 2 AT HEZ T EIE

- Previous literature reviews 2l [t ik 2k

- Importance of review to risk management process = 2 {1 XU i B i FE 4R

17 The term Intervention includes therapies, diagnostic measures, measures for the

management of diseases or medical conditions.

18 Includes therapies, diagnostic measures, measures for the management of diseases or

medical conditions.



- Previous literature searches conducted by the manufacturer

1138 7 S R HEAT I SR R

- If including equivalent or benchmark devices, name and model of the devices.
IR ALHE S RO A AR B 2%, B I RR AL S

- The CER will need to establish equivalence to the device under evaluation or the

relevance of benchmark devices to the clinical evaluation.
CERHE T LA ST VP {0 520 S M R O ARG O PR £
A5.2. Objective H#x

This section documents the research question(s), which should be consistent with the

scope of the clinical evaluation and carefully constructed using a process (e.g. PICO):
PR IRE SRRy, T2 &I PR T A AN D A E A i 8 (nPICOD

Population(s)/disease(s) or condition(s) A 1/ 525 14

Intervention(s) T

Comparator group(s)/control(s) X /42 i 25

- Outcome(s)/endpoint(s)%i HH /2% &

The inputs for the review question(s) (e.g. PICO) are the device description and the
intended performance of the device including any claims on clinical performance and

clinical safety which the manufacturer wants to use. Also information from the risk

management process is needed as an input.

PP i) R A A\ (U PICO) R A il M st 2 (M U TE R, AL 38 A0 75 ki 3 7o AELFH FD 1s PR PE FE
A PR 22 4. ARG BRI RE AA5 5 U/ ZEAE oA

A5.3. Methods /7

The methods section of the protocol documents the plans for literature search, study
selection, data collection, and analysis methods. It defines the literature search strategy

and the inclusion/exclusion criteria for the documents found.

T3 AW TT IR SRR R < BEFEIR . B WCRA  Br 75 i i . B LT SRk
BRI AL B HEBR AR AE SRS

The protocol should include: /5 & 45

. the literature search methodology SRR % 75 %16



The purpose of a literature search protocol is to plan the search before execution. It should
be developed and executed by persons with expertise in information retrieval, having due
regard to the scope of the clinical evaluation set out by the manufacturer. The involvement
of information retrieval experts will help to optimize literature retrieval to identify all relevant

published literature.

SCERRE R TT R H MR AEPAT AR R . IR MPAT N RERE BRRITH, H
& B s R PP BOE T . 15 B R T XS 5RA B T SO 2 kIR B BT AR 1)
FHIRITHR

The importance of a literature search protocol is for critical appraisal of the methods. The
search strategy should be based on carefully constructed review questions.
BRI R T7 X TR PR VAT R B . A 2R SR S T A DA 1) R

. the sources of data that will be used and a justification for their choice (see Appendix
A4, Sources of literature)fi F Z s Ja AE R i (LR SRAL)

. the extent of any searches of scientific literature databases (the database search

strategy); (AT RHE SCHRE S ZERr R V0 CEH e 2R SR mg )
. attempts to identify all published literaturez2 iR iR il Fr 4 2 JF () SCHk
. which electronic databases are to be searched, with justification & # 2% F 124 2

. the extent of any Internet searching and searching non-published information,

including the search strategy and justification

HIERMER R AR ATHE SRR KEHE, Gk R AEns A3 i

. exact search terms and any limits &2 (35 H A1 PR

. limits for start and end dates of each search %82 45 7 [ #A f FR 41

. the selection/criteria (such as inclusion/exclusion criteria) to be applied to

published literature and justification for their choice

L FH A FESCER IR RRIARE ONEIHERRFR#E) R £REE i

. strategies for addressing the potential for duplication of data across multiple
publications; &b P 22 T i 3 i B 185 8 B A2 1 0 S

. strategies for avoiding retrieving publications of data generated and already held by

the manufacturerif 5 fill & 7 7 4= Bk L5 28 A ARG 22 SR

. the data collection plan that defines data management practices to ensure data
integrity during extraction (e.g. quality control/second review of extracted data by

additional reviewer)



FESRBUYIIA], € SC T Bt e B 5 55 LARA R B S B vk i B iie s vk ), (B 4 A o
i 2 X SR AR R — IR PPA)

. the appraisal plan, which defines the methods for appraising each publication,
including the relevance of the data to the intended clinical use and the methodological
quality of the dataiFiiritXl, & 7 & I AR A TEA 5 G0 456 TSIl PR fak 1Y ) ot A < 1
AEHE BT VR 18 T &

. the analysis plan, which defines the methods for analysing the data including
data processing and transformation

otk ST BRI T, AR R AR BN # 4

Any deviations from the literature search protocol should be noted in the literature search

report. (£ SCHRIE 22 5 S K i 22 75 ZEAE ORISR RS ThIE

A6. Appraisal of clinical data - examples of studies that lack scientific validity for

demonstration of adequate clinical performance and/or clinical safety

ik A 50 PR DAl - R 2 sk 2 R I 8 S48 R 7 7 4E S i PR 128 B A I PR 22 4

a. Lack of information on elementary aspects: it/ 3L 7 J7 [ i i {5 /8

This includes reports and publications that omit disclosure of 45 8t I3 15 Al H R4
- the methods used 1 Ffl 7772

- the identity of products used 1 F = & i1 15 51l

- numbers of patients exposedfitip A 1% H

- what the clinical outcomes were I /R%i H 244

- all the results the clinical study or investigation planned to investigate
IV Wi AT 9 R 45 SR AT 25 0 A vl

- undesirable side-effects that have been observed M %% ()4 B EI1E

- confidence intervals/ calculation of statistical significance B.15 [X [al/4t i1 %5 i+ 5

- if there are intent-to-treat and per protocol populations: definitions and results for the
two populations#] EIGTT AT ZNEE: PIF NBER) € CANZhE

b. Numbers too small for statistical significance4t i+t %% H it />



Includes publications and reports with inconclusive preliminary data, inconclusive data from
feasibility studies, anecdotal experience, hypothesis papers and unsubstantiated opinions.
BLAE AN E VI AR 0 AR AR i, ANEE R R B T AT YRR T REIA L BRI ST
REUESE I A

c. Improper statistical methods/AS 1IEff (14t 11 J7i%

This includesfls

- results obtained after multiple subgroup testing, when no corrections have been
applied for multiple comparisons. Z 2l 2R, KHBEIESH T 2R,

- calculations and tests based on a certain type of distribution of data (e.g. Gaussian
distribution with its calculations of mean values, standard deviations, confidence
intervals, t-tests, others tests), while the type of distribution is not tested, the type of
distribution is not plausible, or the data have not been transformed. Data such as survival
curves, e.g. implant survival, patient survival, symptom-free survival, are generally unlikely
to follow a Gaussian distribution.

THE ARS8 A i) — Fh 2R G- IE R & oA FrdEZz . BASERE. thalo
FoAbkr %6 , BoAmRM ARG, DAARMATE. S ARERE B . Bl in 47 ih 4%
&, AR BEALS. TR, — B KT B -AA = 0 A

d. Lack of adequate controls = & %42 il

In the following situations, bias or confounding are probable in single arm-studies and in
other studies that do not include appropriate controls: F#1EH K, 7EFAHF 5T B H AT 5T

) 2 B TRIE ,  ANEAE G I B
- when results are based on subjective endpoint assessments (e.g. pain assessment).

ZERET EMAL 5 (AR

when the endpoints or symptoms assessed are subject to natural fluctuations (e.g.
regression to the mean when observing patients with chronic diseases and fluctuating

symptoms, when natural improvement occurs, when the natural course of the disease in

a patient is not clearly predictable).

B AR VA R E AR BN SR (e 12 1R AL EZ & 8 m AR sk, 2 E R
B R A N B SR BERE A B B TR D

- when effectiveness studies are conducted with subjects that are likely to take or are

foreseen to receive effective co-interventions (including over-the-counter medication and

other therapies).



24 PR TR BUR] R 7 UL AR B T IR AR AR T 9 AR YR T ) o

=

--when there may be other influencing factors (e.g. outcomes that are affected by
variability of the patient population, of the disease, of user skills, of infrastructure
available for planning/ intervention/ aftercare, use of prophylactic medication, other factors).
AREA HARSE R R CRFELEE AR B (R RRe . mTH Tk i Bl et/ = U R 5
PP 2GR RS AT A B R S 45 R

- when there are significant differences between the results of existing

publications, pointing to variable and ill controlled influencing factors.
A R RAERESR, R TGRS 500 R &R .

In the situations described above, it is generally not adequate to draw conclusions based
on direct comparisons with external or historic data (such as drawing conclusions by
comparing data from a clinical investigation with device registry data or with data from
published literature).

£ ERTEOLT, JEHE AL UL T B P L AE LR B AT tH 4518 (M B8 B Al BR
DT STHR 4R O i AT 98 BB 15 L 45 18) -

Different study designs may allow direct comparisons and conclusions to be drawn in these
situations, such as randomised controlled design, cross-over design, or split-body design.
AR R RV B BN 4518, InBErLY Rt S Xt Bt

e. Improper collection of mortality and serious adverse events data

A IEBIZE T SRR AN™ A R A HE

Demonstration of adequate benefits and safety is sometimes based on mortality data or
occurrence of other serious outcomes that limit a subject’s ability to live in his home and be

available for follow-up contacts. In this type of study,

AEMGUE SR 2 AN 22 A I R 2 T AR T R B st DA ™ B R 2R, PR 321X g J0 42 5]
T JE s, wHFRAn T

- consent of the subjects for contacting reference persons/ institutions for retrieval of
medical information should be obtained during recruitment; when subjects can no longer be

found, outcomes should be investigated with the reference persons/ institutions;

- the consequences of missing data on the results should be analysed (e.g. with a
sensitivity analysis); alternatively, when patients can no longer be found and their outcomes
cannot be identified, they should be considered to meet the SAE endpoint under

investigation (e.g. the mortality endpoint of a study).



g5 R R R BE B 5 R SZ A (a0 U 2 AT) . B, 4R AN AN RE R A AT )
ZERABRIRA, 7R N E R R SAEA i (IIFFARAISE TS A 2D

In mortality studies (and other studies addressing serious outcomes) procedures for
investigating serious patient outcomes, numbers of subjects lost to follow-up, reasons why

subjects leave the study, and the results of sensitivity analysis should be fully disclosed in

reports and publications.

FET 20t 5 (R AL B ™ B 45 R HA AR ) FEFRAE M ER AL R, ZilF R EE. 2K
B BT HIE I JiR R AR A 73 BT P 48 TR IS i o5 R S R b 5 %

f. Misinterpretation by the authors 1 i%fi#

Includes conclusions that are not in line with the results section of the report or publication,
such astlfEZE IR AT G4 & 4k 5 B TR I S5 R &R 7,

- reports and publications not correctly addressing lack of statistical significance/
confidence intervals that encompass the null hypothesis.

i A R AN BE B AL B Bk = R G v B E S X 1A

- effects too small for clinical relevance. Iifi R AH e A /N RCR

g. lllegal activities N353

Includes clinical investigations not conducted in compliance with local regulations. Clinical
investigations are generally expected to be designed, conducted and reported in
accordance with EN 1SO 14155 or to a comparable standard, and in compliance with local
regulations and the Declaration of Helsinki.

B0, 355 Wi PR AV 4% HE A R AT IR R A — I 242 EN 1SO 14155 ={ AT Hubrdt it
PAT AR, R U AR R R EE

A7. Analysis of the clinical data - compliance to specific Essential Requirements

I PREHE 0 i —15F A BAR R 2 A B R

While this appendix describes the needs for the clinical evaluation (MDD ER1, ER3, ERG6;
AIMDD ER1, ER2, ER5), there may be additional essential requirement(s) that need
support of sufficient clinical evidence for the conformity assessment.

I R AN (R T B SR A M % 438 (MDD ER1. ER3. ERG6#I AIMDD ER1. ER2. ER5) , %
AR FE AR B SR T B A —BOME VEAR A 78 40 1 SR B

A7.1. Conformity assessment with requirement on safety %4 %K i & k& P EA5



(MDD ER1/ AIMDD ER1)

The information materials supplied by the manufacturer (including label, IFU, available
promotional materials including accompanying documents possibly foreseen by the
manufacturer), should be reviewed to ensure they are consistent with the relevant clinical
data appraised in stage 2 and that all the hazards, information on risk mitigation and other
clinically relevant information have been identified appropriately.

HE SR IE SR (BRZE. SIS, W M E AR R AE i i ) A8 AR 7E BTRD)
2P A AR DR A5 6 5028 — B BUm R BORLEAR, BT AOME R A XUBS: 145 R AN L E I
ARG R B &R

Input from the risk management and the use of standards: XU & 2 A Az v A FH 1% H

- Risk management documents should determine if all identified hazards are fully
covered by harmonised standards or other relevant standards or if there are gaps needed
to be covered by clinical data.

JRIS: 87 SRS S S BT IRl FR) J6 3 Be s I R AR AE B G AR AR o, B i 22 5 A i PR A
P i

- Risk management documents should determine if all identified risks relating to patient

treatment, method of operation of the device or risks relating to usability have been

minimised or if there are question regarding clinical risks that need to be solved.
DR B SCAS LB R B A R0 B BB VR T B AR DT VAR B XU, B /A RT PR AR SR AR X
I BN SRA 5T AR RIS ) i) 0 5 2 o

- Harmonised standards are generally expected to be applied in full in order to confer a
presumption of conformity. WA — AL N H T 5828 T4 T —BEN R .

- If technical developments provide a higher level of safety than current
harmonised standards, then the higher level of safety should be prioritised in order to meet
the Essential Requirements on reducing the risks as far as possible, that risks must be
compatible with a high level of protection of health and safety, and that side effects must be
acceptable (MDD ER2 and ER3 and ER6; AIMDD ER1 and ER5).

WUERFIR K it 1 b H AT B br #E 58 m i 2 K-, B4 B m i 2 4 /K1 f E AL %5 18 LA
G185 A2 e A S SR AT B il AUy, XU, 20 B o 0 R AN 22 4 Bl 4P /K ~F e, B
Zin]$#:5% (MDD ER2. ER3 . ERGIAIMDD ER1 . ER5).

Examples: sS4

- Electrical hazards should be covered by compliance to EN 60601-1 and

applicable collateral standards regarding medical electrical equipment, so that the device



will not compromise the safety and health of patients or users. Under these circumstances,
residual risks regarding electrical hazards are acceptable and additional clinical data are
not needed unless negative issues are detected during PMS activities.

HAEH NAEN 60601-1H1 47 BB I7 R AU AR A8 o, 08 7 AN FH 255 11 22 4
RRITEA SR . BN T, BAEHFRRR R R TEZN, 5o iR A 2,
B ARAEPMSE 31y Hh A I B I 7]

- Harmonised standards on usability (EN 62366 and if applicable EN 60601-1-6)
are expected to be applied to ensure that usability aspects are taken into consideration
during the device development. However, they do not give guidance on a detailed level of
design, while usability aspects are known to cause or contribute to a large portion of
incidents. Therefore, clinical data may be needed to prove that the risk of use error, due to
the ergonomic features of the device and the environment in which the device is intended to
be used, has been reduced as far as possible.

ERERTERI B, ZEa] i iEsrdE (EN 623665EN60601-1-6) Tl F Sk rf {4 Al
Mo SR A S AE P MR TT T 5 R B BURE 2 FA A vt fam . Bk, Im R SR
A AE TR EE G B A R M RS, R T e O A N AR AR S A A B, R b K

548

A7.2. Conformity assessment with requirement on acceptable benefit/risk profile
(MDD ER1 / AIMDD ER1) W52 X/ i (75 & YEVEA 225k (MDD ER1 / AIMDD ER1)
It is expected, T ]

. that the clinical evaluation demonstrates that any risks which may be associated with
the intended purpose are minimised and acceptable when weighed against the benefits to
the patient and are compatible with a high level of protection of health and safety; and
AT 5 BB R 2 5 KT B R AN 2 A AR — B IR R PPAN IR SEARTTRUH B A 9C 1
WA B MR 52,

. that the IFU correctly describe the intended purpose of the device as supported by

sufficient clinical evidence; and
Tt B P BRI 1 A TR H I 2 08 SOk S RE, N

. that the IFU contain correct information to reduce the risk of use error, information on

residual risks and their management as supported by sufficient clinical evidence (e.g.

handling instructions, description of risks, warnings, precautions, contraindications,

instructions for managing foreseeable unwanted situations).

VTS B IR AR AT B DR R A P A RS, R RS 14 4 B N B 06 I PRI 4 ST



Con#Eui Bl . KBS B, PpHE M. 2500 B B ] Pl WL A5 DL i 3D
a. Evaluation of the description of the intended purpose of the device
Bea U H IR IR A

The information materials supplied by the manufacturer (including label, IFU, available
promotional materials including accompanying documents possibly foreseen by the
manufacturer) should be reviewed. The evaluators should evaluate if the description
provided by the manufacturer correctly identifies those medical conditions and target
groups for which conformity with the relevant Essential Requirements has been
demonstrated through sufficient clinical evidence. When reading the IFU, there should be
no uncertainty for users as to when a given medical condition or medical indication or target
population is covered by the CE marking or when it falls entirely under the user's own

responsibility (off label use).

FH i SR AL A B SR (FEFRAE . VLA B AR PRI )3 5 AT RE T R kb 78 B L) R
PEAS o VRN 38 D12 DFAh 1) 3 e B2 (AL A 5 1E A TR ) 75 5 R 7 2% 1R R0 B b AR IR A O 2 AR B
R, OB W RIEARIESEIEH . FIEIFURS, B NIZEE e, JAEMBET %
B R SRR H AR AR, CEFRMCECYE B B M St E(E a4 ).

b. Evaluation of the device’s benefits to the patientik &% & & F &5 K PE

Positive impacts of a device on the health of an individual should be meaningful (relevant
for the patient) and measurable. The nature, extent, probability and duration of benefits
should be considered. Benefits may include:

B AR M AR A BN B SR (R ) RAT . PR, FERE . BERARR4E
I [ N F . A 7S 4

. positive impact on clinical outcome (such as reduced probability of adverse outcomes,

e.g. mortality, morbidity; or improvement of impaired body function),

I RS R BB Rl AN R G RATFTRENE, BT 3 KR, BEE M) R

. the patient's quality of life (significant improvements, including by simplifying
care or improving the clinical management of patients, improving body functions, providing
relief from symptoms),Ji N ETE i E (RERS, EFERBE R SR AR RE R, $2&
EARTIRE . AR

. outcomes related to diagnosis (such as allowing a correct diagnosis to be made,

provide earlier diagnosis of diseases or specifics of diseases, or identify patients more likely
to respond to a given therapy), ZWiHICHIZE R (15t IEFRIZ I, SR A5 B 53012 WA
et R AR ST HI RS



» positive impact from diagnostic devices on clinical outcomes, or
I R &5 R EAANG R M2 Wk &

. public health impact (such as to the ability of a diagnostic medical device to identify a
specific disease and therefore prevent its spread, to identify phases, stages, location,
severity or variants of disease, predict future disease onset).

SO~ AR ANz Wi o7 Beas Bl TR B e, DR PHAEAR 3R, SRR I 3L
B ArE. REMAERK, TN SR SR BT

c. Quantification of benefit(s) to the patients £ 1M #) % [ &1L

Defining specified endpoints is indispensable for setting up clinical investigations and

properly performing the identification, appraisal, and analysis of the clinical data.
X 3L PR B AT IE A PAT I PR R PR AT 0, 8 CRR B2 st AT 2

. Benefit(s) are often evaluated along a scale or according to specific endpoints or
criteria (types of benefits), or by evaluating whether a pre-identified health threshold was
achieved. The change in subjects’ condition or clinical management as measured on that
scale, or as determined by an improvement or worsening of the endpoint, determines the
magnitude of the benefit(s) in subjects. Variation in the magnitude of the benefit across a
population may also be considered.

M FRAEATE SR I DA BAR Y 45 2 1 28 R BOPR HE (R 2 A 282 SRVPAY, Bl I Pk U5 10 )
R THR & Ik B o 2k S 1R 0 AR AL B PR S IR DV I L B 5 BCER A ) 2% ok U
B, REZREMZAIRAD . F2E RN AT DUl A DR .

» The clinical relevance of these changes should be discussed and justified.

e PRAH S R AL BE ST e B 3

« Ideally, these parameters should be directly clinically relevant. %5 B £ 5 FRAH

. In certain cases benefits can be assumed when validated surrogate endpoints are

met (such as obtaining certain results with laboratory tests or measurements of anatomical
or physiological properties). —EIFHL T, Fasrl i, ZHHA S B ARL S (IR R L s
WA AR . R BE B 1)

. Based on the current state of medical knowledge, the evaluators shall justify and
document the clinical relevance of endpoints used for the clinical evaluation of a device and
demonstrate the validity of all surrogate endpoints (if surrogate endpoints have been used).
BT AT B PR, PR BOIE B A SO & Ui Im R AR OG- e B i PR VA
ARIESE Fr A B AR fU A RO (2R A B A& ).



The probability of the patient experiencing one or more benefit(s) is another important

aspect of evaluating benefits and the clinical performance of a device.
o8 NARLS — B AR 2l R =R 2 VPN 08l A1 B & e PR RE ) 55— N BT 1 o

. Based on the clinical data provided and on a sound statistical approach, a
reasonable prediction of the proportion of "responders" out of the target group or subgroups
should be made.

MRYE SR AL e PREHE A1 — S-S BERI e J7 7%, H R4 Bl ZH Fg i 7 BE 28 BE A & BRI -

. The data may show that a benefit may be experienced only by a small proportion of
patients in the target population, or, on the other hand, that a benefit may occur frequently
in patients throughout the target population. It is also possible that the data will show that
different patient subgroups are likely to experience different benefits or different levels of
the same benefit.

BE v] e Won M 2 A H bR ABF N BB &, BE S — 7, Rl nlRerE H AR ABER)
TRNGH KA . WA AT REBEE K B AN [F] 1) 23 T 40 7T R x4 D AN [ B0 ) 2 BAH [R) 0 2 ) A
A 7K~

+ If the subgroups can be identified, the device may be indicated for those subgroups only.
NSRBI, ek e R WA T4

. In some cases, however, the subgroups may not be identifiable. Magnitude and

probability of clinical benefits will have to be put together when weighing benefits against
risks. fE L8150 T, AT REABRI o i PRA 28 AR /INFIAT BEIE 46 A0 XU 55 Wi s N R
— AT .

. A large benefit experienced by a small proportion of subjects may raise
different considerations than does a small benefit experienced by a large proportion of
subjects. For example, a large benefit, even if experienced by a small population, may be
significant enough to outweigh risks, whereas a small benefit may not, unless experienced
by a large population of subjects.

N ZAE LI — A KA R, AT RESE A R B RS HE KBS 7 2 B L P i)/ R . 1
. —AMNREFEE, BERE T ABEAZ, "RER B8RRI E, W— N/ MLFAL T e
A, BAFRKEZAERE

The duration of effect(s) (i.e. how long the benefit can be expected to last for the patient, if

applicable to the device)

SO ROFFEEI [A] (e A e ST B R fp 22 I Ta], D



. The duration should be characterised (for example as a statistical distribution) on the

basis of sound clinical data and appropriate statistical approaches.

FREENF R RIRHEAL (NGt o3 4D, 48 76 B I PR B A FH I S it J7 ik

+ PMCF will be decisive to refine and corroborate reasonable predictions over time.
B I B R HERS , PMCIEXS TR 52 e AIHIE SE & B T

. The mode of action may play an important role: Some treatments are curative,
whereas, some may need to be repeated frequently over the patient’s lifetime.

TR AT RE R R EEMER . GARGIT 20970, SRTA I 75 ZEAE AR A2 e A 5 B
KHEL.

. To the extent that it is known, the duration of a treatment's effect may directly
influence how its benefit is defined. Treatments that must be repeated over time may

introduce greater risk, or the benefit experienced may diminish each time the treatment is
repeated.

FESCRRESE LR TR, IR 77 RCR AR SEI R AT RE BRI E IR 2. ¥R Y7 I B 2 RE A I
Al I HERS W] RE 2 5T N BE KRR, B 2t 8 i ml vk 2 2 VR 7 (R I 1)

* The evaluation of the duration of effect should take into consideration current knowledge/

the state of the art and available alternatives.
AR B IV %25 R 2 HT AR A KPR a] B Ak £ .
d. Evaluation of the clinical risks of devices £ If R XU PEA

The risk management documents are expected to identify the risks associated with the
device and how such risks have been addressed. The clinical evaluation is expected to
address the significance of any risks that remain after design risk mitigation strategies have

been employed by the manufacturer.

SUTER A DRI B B SCAA T AR il 8 28 A 5 PR DRI A 2 e Ak P XURGS o 1l PR PR SR A BRATE Ay XS, 1
S T AR E DX R g It AR SR A A R BE T U

PMS reports are compiled by the manufacturer and often include details of the device’s
regulatory status (countries in which the device is marketed and date of commencement of
supply), regulatory actions undertaken during the reporting period (e.g. recalls,
notifications), a tabulation of incidents (particularly serious adverse events/ incidents,
including deaths, stratified into whether the manufacturer considers them to be device-

related or not) and estimates of the incidence of incidents.

il 385 T 4 5 PMIS I 5 A A 65 EL AR ) i & BRI L B (s 4 B AR I T 4 1 H 0
7, FEREMAREET AR, A%), FEFIROCEZ™EARFFFER, BHL



T2, 3G P25 RS N B A R B AR R 0 2 ) A T SR R A R

Post-marketing data about incidents are generally more meaningful when related to usage
but caution is needed. The extent of user reporting in the medical devices vigilance system
may vary considerably between countries, users, and type of incident. Considerable under-
reporting by users is expected. However, the analyses of data within these reports may, for

some devices, provide reasonable assurance of both clinical safety and performance.
LAEHAERR, EWEERESEEE EA R, (HEELVER. AEER. SHEMES,
KA A EETT S E R R SR P s e B T ReHZ IR K. KRB HF AR ER IR, A1
TX AR T R B 70 AT — S A SR A B PR 22 4 MR AN VE BE AR PR AIE

It may be helpful to provide a table summarising device-related incidents, paying particular
attention to serious adverse events/ incidents, with comments on whether observed device-
related incidents are predictable on the basis of the mode of action of the device.

BAREA B TR — MR A F M S AR, R EN M EA R B HE, BT R&ERE
PR, PRIR 2 15 0 5% 5 AH 5 145 S 2 7T TG 9T

To demonstrate the extent of the probable risk(s)/ harm(s), the following factors -

individually and in the aggregate - should be addressed:
UESE ] BEHI KRG FHIRERE , I T IR STANSAA PR] 2 ok b 2

* Nature severity, number and rates of harmful events associated with the use of the

device: PEF™ BN, e HAIORHI G H FAFRIEE A H

- Device-related serious adverse events/ incidents: Those events that may have been
or were attributed to the use of the device and produce an injury or illness that is life-
threatening, results in permanent impairment or damage to the body, or requires medical or

surgical intervention to prevent permanent harm to the body.

WA R B A RSl X LS AT B B e T e B A P A= A A B B, B
FEA B FEUK AVES O SR A B R T BT AR IR AR LK A0 B i
- Device-related non-serious/ non-reportable harmful events: Those events that may
have been or were attributed to the use of the device and that do not meet the criteria for
classification as a device-related serious adverse events/ incidents.

AR AR W05 A XLl g s 2 A TR R, (BN 21
NV A R SRR ) A

- Procedure-related incidents: Harm to the patient that results from use of the device

but is not caused by the device itself. For example, anaesthetic-related complications

associated with the implantation of a device.



WM REM: HHRAREARRERFERIGERN. Flin: 5HEANREHERKIHHER
PR IR 7 ) S R

. Probability of a harmful event: The proportion of the intended population that would
be expected to experience a harmful event; whether an event occurs once or repeatedly
may be factored into the measurement of probability.

fEFEFMFRME: WEETGFFAMTUAAND, TRF4 R —IREE KR A HAE T etk
MEHRFEE

. Duration of harmful events (i.e., how long the adverse consequences last); Some
devices can cause temporary, minor harm; some devices can cause repeated but
reversible harm; and other devices can cause permanent, debilitating injury. The severity of
the harm should be considered along with its duration.

155 B2 B (A R G RIFLEZ K H): —HiRETREFEEN K. BMGEH, AL
WA RS FEESHEY IR E, HMRFETRS FBURKAMER . BHGE. MNiZEE
16 T )7 A e AR B (]

» Risk from false-positive or false-negative results for diagnostic medical devices :

VW e 26 148 O 1 AR I 12 445 R IR

- if a diagnostic device gives a false-positive result, the patient might, for example,
receive an unnecessary treatment and incur all the risks that accompany that treatment, or

might be incorrectly diagnosed with a serious disease;

RN W R T RS R, HATTRE, IR AL ERRST MRS ST AR ETE
AT RURSE, o T REA i R 12 W H A 7™ R A -

if a diagnostic device gives a false-negative result, the patient might not receive an effective

treatment (thereby missing out on the benefits that treatment would confer), or might not be
diagnosed with the correct disease or condition;

WER— M2 &R TIRBIVERISE R, N AT BEAN 2 A R0 T (Bl L A I VG 7 iy SR 4
Ab),  BANTT BER S W o IE A B BRR L

- other risks associated with false-positives and false-negatives.

AP B A4 BRI 11 5 SR RIS A S 6 G Ak XU

+ Itis also important to look at the totality of the harmful events associated with the device.
[Fil o B 2 ) R A S A B A E R A

The number of different types of harmful events that can potentially result from using the

device and the severity of their aggregate effect has to be considered. When multiple



harmful events occur at once, they have a greater aggregate effect.

AFRIEE A F RN BHE T e b T Ra MBI S N BT, A2 EHE
PERARS, A — B RH RN

. Comment specifically on any clinical data that identifies hazards not previously
considered in the risk management documentation, outlining any additional mitigation
required (e.g. design modification, amendment of information materials supplied by the
manufacturer such as inclusion of contraindications in the IFU).

SR AN AE S5 B XU B B ORI B &, R E F il R KR BARVEE, 51 A B 22 i
HOR (B, G R A BN E B EME ER, I E &S B AR BE) .

e. Evaluation of acceptability of the benefit/risk profile 7] 3 ) 5 %5/ XUE&: A

. Evaluate if the clinical data on benefits and risks are acceptable for all medical
conditions and target populations covered by the intended purpose when compared with
the current state of the art in the corresponding medical field and whether limitations need
to be considered for some populations and/or medical conditions.

X 78 w5 T H T A BT SR E AR NHE, B 0] 2 R DRI P Il R B o TR 32 IR VA, 75
S A L PR 15 2 ST 24 AR 27 7K T R 7 % P8 15 0 — 8 NN B R T 2% A R B

. The current knowledge/ state of the art therefore needs to be identified and defined,
possibly also relevant benchmark devices and medical alternatives available to the target
population. Typically, documentation of the clinical background shall include the following
information:

HTFIRBE KT T ZARBIAE S, AT BEAR S B S AE B % MRy 7 S iR 4 H AR A HF . T8
WABDLT Im AR SO M AL LT E &

- clinical background IRy 5t

- information on the clinical condition(s) to be treated, managed, or diagnosed

BT EEMCEIERFE R

- prevalence of the condition(s) 2514+ T Ff) i %

- natural course of the condition(s) 2514 1 H 2A13EFE

- other devices, medical alternatives available to the target population, including
evidence of clinical performance and safety HAthix £ . o] T His ABERIESTIESE, O
PRAE BE AN 22 4 BRE 38

- historical treatments Jjj 2V 77

- medical options available to the target population (including conservative,



surgical and medicinal) "] FH 3~ HFr ABEER T #E CRLFELCRSF ). TARFIZH)D
- existing devices, benchmark devices HAif 4 SR &

. Sufficient detail of the clinical background is needed so that the state of the art can
be accurately characterised in terms of clinical performance, and clinical safety profile. The
selection of clinical data that characterises the state of the art should be objective and not
selective of data on the basis of being favourable for the device under evaluation.
Information should be provided on alternative approaches that have been used or
considered and their benefits and drawbacks. Deficiencies in current therapies should be
identified from a critical and comprehensive review of relevant published literature. The
literature review should demonstrate if the device addresses a significant gap in healthcare
provision. Where there is no such clinical need, the design solution needs to show an
improved or at least equivalent benefit/risk profile compared to existing products or
therapies.

AATEARIIRAR T SR LT, BEKCFa] AL R B Ilm R VR Re A I PR 22 4t . Iim PR Y
ERER AR AKCEROAZR R M, A RIEFEIEE M T RS A& . SREH TEiE B
R TTIERABA TR LR S B o BTV TT HIBRRE S R, A TR R B A 5 SCHR I o0 B
MGVl . R BAIELEST FFEH BB EER, R PEY .. BA R ImK
B, W7 5T BRI EEIUA 7 i T R e B D (R A R S KU

. If or when treatment comparability versus accepted therapy is not available at the

time of placing on the market, this should be clearly described in the device IFU.
R ECSIRTT TR R A AT IR AL, R T E, B NAAERFIFUTRIA.

. Even if a device cannot compete with an agreed first-line treatment or the best in
class, it may add to the portfolio of acceptable treatments, as even a first-line treatment will

likely have contraindications or non-responders.

BPAE 15 2 AN e 5 2008 I — ZRIB T BUR A 4, e mT DA IR B2 16T LG, 1B R—2RIA
I7 A] B AR S B T

. Devices, that might not be best-in-class, might provide sufficient clinical evidence for
an acceptable benefit/risk-profile for specific, defined subgroups or even superior clinical
performance under specific conditions (e.g. emergency outdoor conditions).

WA AT REAN R L), AT RES AL 2 88 I PROUE 9 K2 520 8 A 2 KU, 8 V2 B 2= 7E
58 25 AT T (AN 2P A2 AT) DUBR R I PR 14 B

. The position within the treatment portfolio has to be specified properly in the clinical

evaluation report and other relevant documentation.



FE I R VPG AR 5 M HEARAR S SR, T H A WAL B L AUE 4R E

Example: A system for deep brain stimulation has a proven effectiveness for the treatment
of depression. However, the implantation of electrodes in the brain is associated with major
risks. Less invasive treatment options are available to patients suffering from depression.
Taking into account the available treatment portfolio, the manufacturer has limited the
medical indication of the device to "therapy resistant depression”, which is reflected in the
IFU and in other relevant documentation.

Ul FR GO0 VR RO 7 AR PR A AL SRTT, FERRN R N H AR R RS . f
ST OTERT T HAAE R N . BTG A S, HER CARE| 1 & R 2R P
BRIETT, X RBRAEIFURI HA AR S SR

A7.3. Conformity assessment with requirement on performance
(MDD ER3/ AIMDD ER2) 11 8 K [ 75 & PE VPG

The devices must achieve the performances intended by the manufacturer. The ability of a
medical device to achieve its intended purpose as claimed by the manufacturer needs to be
demonstrated, including any direct or indirect medical effects on humans as well as the
clinical benefit on patients resulting from the technical or functional, including diagnostic
characteristics of a device, when used as intended by the manufacturer.

VA W6 A0S ) )3 P TR A 1 e . 7 SR W BT e a% O BE 038 B i BRI Re /). R RAE:
o] ELRE R O N R BE 252, BLACR B THOREIREm N im PR A o, ELIE & 12
R, TR IE R TOYI R 48 F A

Clinical performance includes any claims about clinical properties and safety of the device

that the manufacturer intends to use. It is expected:

ik A 12 60,476 e 46 i PR A 22 4 ) A B,

. that the devices achieve their intended performances during normal conditions of use,
and WA 7EIEHEFH Tk 2 UM e

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

TIUANE RER K B I AR UIE SR SZHF

Evaluation of clinical performance can vary widely between device groups, especially

between therapeutic and diagnostic devices. The following list gives examples of

performance data relevant particularly to diagnostic devices:
IR e RE P 7 B A IR K257, SR YT RIS B . IO TR 44t B
P REHEAH R 4515



. Reproducibility of independent acquisition of images (same patient, same

machine, different operator and interpreter).
MSLRAE BRI (FRE R B . RIRRRONLES . AR R #RAE AR ) o

. Reproducibility of independent reporting of images (same patient, same machine,

same images, different interpreter/analyser).
ST AR S BRI IR R B . FIRERONLES . AR MR A i) .

. Diagnostic sensitivity and specificity of the test for major clinical indications; positive
and negative predictive values according to varying pre-test probabilities.

T F i PRAG SAE R 2 W SR A e e, AR AN ] S0 ST 189 B A2 A0 B A28 T A

. Comparisons of performance of new iterations of diagnostic software against

previous software versions.
ECBEHT A2 WA AR AR A IS A A RE

. Normal values by age and gender, covering all groups in which the diagnostic system

may be used.

FAERAE N HIERAE, S rE AR RG TR .

A7.4. Conformity assessment with requirement on acceptability of undesirable side-effects
(MDD ER6 / AIMDD ERS) A~ K &I F T 12 52 1% ZE R f) — B vF

Any undesirable side-effect must constitute an acceptable risk when weighed against the

performances intended. AU I VERERS , ATATAS R &I HT 2 250K s P 422 52 1) XU

In order to evaluate the acceptability of the side-effects of a device:

N T PP B BRI AT 32 1

. there needs to be clinical data for the evaluation of the nature, severity and frequency
of potential undesirable side-effects;

2 I R B R PP A PR 7™ EEAE AR AE A R EE i

. the clinical data should contain an adequate number of observations (e.g. from
clinical investigations or PMS) to guarantee the scientific validity of the conclusions relating

to undesirable side-effects and the performance of the device;

Ik R A0 5 R B CR A AR R A EPMS) SRARIE a5 PR AAS R I 4518 1)
BEAA Rk,

. in order to evaluate if undesirable side-effects are acceptable, consideration has to

be given to the state of the art, including properties of benchmark devices and medical



alternatives that are currently available to the patients, and reference to objective

performance criteria from applicable standards and guidance documents.

N TP RA REIME R T AR, W5 B Rk, EIE R AR v i) R AR w1
IR N BRST e, FIZ25 20 W ME REAR vHE i P AR HE AL 48 32 S0

If there is lack of clinical data or an insufficient number of observations, conformity with the

requirement on acceptability of undesirable side-effects is not fulfilled.
I SRR Dl PR BN BE AN E , FFE R R A RIE AT 2 PRI AN A2 -
Example:

A reasonable probability (80%) of observing at least one event of an undesirable side-effect
when 15 subjects are studied requires a side-effect with an actual probability of 10%. If only
15 patients have been studied, from a statistical point of view, there could be serious side-
effects with an actual probability of 10% that have not had a reasonable chance to be
detected. The device would only be acceptable (for any type and severity of undesirable
side-effects), if that magnitude is acceptable when weighted against the performance of the
device and the current state of the art.

A R EIE R S S B W B3 (80%) , 2415 1A W 9T 75 (W A F S bRt 2
10%. R RAGISADHABHT I, NG RIMERE, TREA ™ EEEH R SERRiE R
10%, H—MEHEMPSBPRI. B& 2R AT (M SR ™ EREE A REEH)
R E RN R T PSR, X 4 RTR KT i T Re -

The table below shows corresponding numbers for undesirable side-effects with an actual
probability of 10%, 5% and 1%. & BA R &I/EH )% F110%, 5% and 1% SE Rt

Cas Cas Case 3
Chance of observing at least 1 event (P)14 80% 80% 80%
Actual probability of eventsz 3 #E % 10% 5% 1%
Number of subjects studied (n)3ZiX# £ & 15 32 161

The threshold proposed as acceptable for any new device will depend on the severity and

detectability of side effects concerned.

sl n] RS2 AR UL TAR B B AT SR I 1 ™ AR AL I BE 77

A8. Devices for unmet medical needs - aspects to considerix & A & 1 E T 75 2K-J7 11 % &

Like all medical devices, medical devices for unmet medical needs must fully comply with
the Essential Requirements in order to be CE-marked. The evaluators should assess

whether devices deliver clinical benefits to patients for




IR BT BT e, AN AR BRIT 5 oK BB A 2B 58 2 A & CE-marked U FE A K, PR
PR SEAS 5 T3 N TR V2% PR PR R 2 o

. medical conditions that are life threatening, or cause permanent impairment of a body
function, andEy7 %M. B A SFENUADREK AL E

. for which current medical alternatives are insufficient or carry significant risks.

I BT IR A R B R XU

Corresponding devices are referred to as "breakthrough products" in this Appendix. a.
Breakthrough products in exceptional cases, major benefits may justify relatively high levels
of uncertainty, and access to the market may be granted on the basis of limited clinical

evidence such as
TEAS B 3 HR AR L 15 2 AR O R = e FERFERTE 0 R =, £ ZER 47 AL AT BE IR B A
XK B W m K, JEt 3% A RE RIS A BRI IG R RS, s

. experience available from compassionate use/ humanitarian exemption programs,

use of custom-made devices, results of feasibility studies;
IS Resk B [FIE /NG R RIUE . e RS AT R g R
. limited long-term data. K #1%¥E 4G IR

In addition to general aspects described in this MEDDEV document, the evaluators should

fully disclose the situation and address the following items in the clinical evaluation report:
B 7 IXASMEDDEV SCES H HIR i — VR 5T, PPAf 8 2 78 23 95 i IUPR AR gk e i PR PP Al 25 TR 471
FI

. the exact intended purpose, including the medical indication (if applicable to the
device), the product was developed for and whether residual risks and uncertainties or

unanswered questions are considered acceptable in this indication (often a niche

indication);

VIR TN H B, AEERITRAE(CIE ), 7= oA TR XU M AN it 1 11 Bk T oA R 1 1]
LA R AT 2 I GB 2 B IE R R)

. explanations of why current medical alternatives are considered to be insufficient or
to carry significant risks; iR 9tt4 H Fil B EEIT B A N 2 A 2 Bl RS

. explanations of the benefits delivered by the device under evaluation;

Yo PP B A 2 A%

« whether the IFU clearly describe it 45 itk

- the exact intended purpose (including medical indications) and any limitations,



SLERI U H I CEAERE SRR AR R R

- the limited clinical experience, Iifi &R Z: 56 1) 1% FR

- uncertainties or unanswered questions about residual risks and benefits to patients™
Xof R Ak A PRSI 2t AN i 1 B T A e 1 1

+ the need to set up a stringent PMCF plan with information on 75 % & 37 /™ # [t PMCFit %l

- the type and quality of data that needs to be generated in the post-market phase in

order to further evaluate the clinical performance and clinical safety of the device;
B E RN ot B 75 2AE TR P B, DA — 2 P Al 10 (R R PR RE AT IR 22 4

- how to generate data in a timely manner and aspects thereof, including projections

on the numbers of patients that will be managed with the device per year;

AT A=l S RS AT T, O 3 TR B BRI A R

- in the following cases, the manufacturer should aim at including all patients in PMCF
studies: 7£ F#I1FHL T, PMCE#T T Hili& g iz e H T i A

- a device that carries significant risks (i.e. expected to cause serious adverse
events), orix & 5 XK

- a device for rare diseases. %% T4 %

. the need to actively update the clinical evaluation report when new significant
information become available, and in accordance with Section 6.2.3 b of the present

document.
B ) B AT B AT I 7R AR Bl R vP Al R, 4% 1E6.2.3 bl o iSO

In these exceptional cases, notified bodies should perform annual assessments of the

updated clinical evaluation reports and the results of PMCF studies.
(K EERETRAR L, NBIAZ AT BRI PRV 4 15 FIPMCBE 72 45 5 M4 VP 1
b. Subsequent products Ji5 I 17 i

Devices that enter the market subsequent to a therapeutic/ diagnostic breakthrough can not
be judged by the same criteria as listed above for breakthrough devices. When performing
a clinical evaluation for these devices, the following considerations should be taken into
account:

WA G S069T R2 Wi RIS BE 1% LI 51 ) R A AR AE PP . 2R B AT I
IRVEALI, S22 R8P T 310

. when a device enters the market subsequent to a therapeutic/diagnostic



breakthrough, clinical evidence is likely to have evolved rapidly since the first

breakthrough device became available

MW AN G S6IT RS Wi S, I RIFAEAR il R d R, MEE — AN Sk i 2 AR Rl ]
R

. with the evolving body of evidence, entering the market with large uncertainty may no
longer be legitimate

BEEIESE I3EAL, A7 REAHE AT T REA 2 Bk

. if PMCF data are required, PMCF Studies should also be foreseen for devices that

enter the market subsequent to a therapeutic/ therapeutic breakthrough

IARPMCFEHE# R, W #E AT 75 811697 16T SRR PMCRAT 7Tt N A% UL

A9. Clinical evaluation report - proposed table of contents, examples of contents
I PRV -4 H . NS4

Examples of contents that are shown in the table are for illustration. The contents of the
clinical evaluation report will vary according to the nature and history of the device under

evaluation.

WA RIGIFE TR UL o PR PPAS I T (0 PY AR AR I A 7] v a8 B P s R o SE PP

19 Example: “No serious long-term adverse effects have been reported to date”. This
would be an inadequate description of limited experience and of uncertainties as to residual

risks.

20 In exceptional cases where an instruction for use is not required, describe the generally

recognised modalities of use



Table of contents

Example of contents

1.Summary Zgik

Executive summary, summary for external purposes.

ME. HIMZRR

This section should summarise the determination of the
benefit/risk profile in the intended target groups and medical
indications, and the demonstration of acceptability of that profile
based on the state of the art in the medical fields concerned.

TR I3 LR AE TR AR 2E 1) JRUSS /AT & PR R - RT3 SRE AN i
FETHE SR BRI R K B AT R 7R T

2.Scope of the clinical
evaluation
e R PP/ v [

See Section 7 and Appendix A3. W5 757> AT £ A3

Identification of devices covered by this clinical evaluation report,
products, models, sizes, software versions, accessories, their
proprietary names, code names assigned during device

development. Name and address of the manufacturer.iR 5l K ¥
Mk EEZE RS m. 25 BARA, Btk mamd. Btk
B AT il 7 48 PR A 3

Whether this clinical evaluation is submitted to the AIMDD as
amended by directive 2007/47/EC, or to the MDD as amended by
directive 2007/47/EC.IIf5 PR ¥4 % AIMDD 2007/47/ECH& 1] 5 4 B

MDD2007/47/ECI&iT 5 21258

Concise physical and chemical description, including materials.
Whether the device incorporated medicinal substances (already on
the market or new), tissues, or blood products. Mechanical and
physicochemical characteristics; others (such as sterile vs. non-

sterile, radioactivity etc.); picture or drawing of the device. & BH K14
HAME A RIR, AR R E A (B EWEGEr) , A
U A o AU S5, AR (oM eEdE R, U
M) W BRI AR

Technologies used, whether the device is based on a new
technology, a new clinical application of an existing technology, or
the result of incremental change of an existing technology.
Description of innovative aspects of modified, identification of new
products, models, sizes, software, accessories, new intended

purposes, new claims, new events related to the device with an




impact on clinical evaluation. Identification of the sections of the
clinical evaluation report that are concerned with the new

information and have been modified.

EHRBAR, TR RBOR, oA BRMIERBTRE, &%
AEARKIE AR R BB QU . RBE . A
T RGPS BRAES BE BTI B IE . BB R Xl R PPN
S R AT ImPR PP i 25 R0 =9 88 LB 15 B 22 =5
K

i o

Other aspects. HAth 77 [

3.Clinical

current

ackground,

knowledge,

state of the art

[N B

Bl K

SRR

See Sections 8-10 and Appendices A4-A5.
Z W% 178-10, HIftsA4-A5.

Identification of medical fields concerned/ relevant medical
conditions. FH 2% [5= S AT = 22 PR 83 1 R 51

Brief summary and justification of the literature search strategy
applied for retrieval of information on current knowledge/ the state
of the art, including sources used, search questions, search
terms, selection criteria applied to the output of the search, quality
control measures, results, number and type of literature found to

be pertinent. Appraisal criteria used.

X 24 BT AR IRE KT A5 B AR TR A ] 2 A5 45 A0 SCHRAG: 2R SRS O B el
BRI, MRS, BRUH . N TR a5
BEGIEG. 4R, BEMEIEM R RER. R PPERIE.
Applicable standards and guidance documents.

8 F AR AE A48 7 A

Description, natural course and consequences of the medical
conditions concerned. Whether there are different clinical forms,
stages and severities of the conditions. Frequency in the general
population, by age group, gender, ethnicity, familiar
predispositions, genetic aspects.ffiid. HIRIFERIA KEIT &5
Fo ARBIEKTT, BrEmsct = Ert. SRR, Fi. 1.
T PGEBIBTN . BALTT TS .

Description of available therapeutic/ management/ diagnostic

options, historical context and developments, summary of




advantages and disadvantages of the different options, benefit/
risk profiles and limitations in relation to the different clinical
forms, stages, and severities of the medical conditions and in
relation to different target populations. Description of the benefits
and risks (nature, extent, probability, duration, frequency),
acceptability of undesirable side-effects and other risks (including
the nature, severity, probability and duration of acceptable harm).

A REHEIT SAIE BNRYT R EE, IR R RIRE, BEAAN RS
A0 AR i YR 2l AR R AN [R1 VR YT 77 2 B Bl B2 2 25 AR P2 B A Y
PR, ANFEE RN SR A E WA XS (PR, JaE. AT RE
PR RREEF AR ) , AN R RIEFT BRI A XU T 32 4 (HERE 1
Ja EEAE ATREMEAN AT A 0 R A [A)D

Hazards due to substances and technologies that could be
relevant to the device under evaluation. The mechanisms of

harm, clinical aspects of minimisation and management of side

effects and other risks.
PEAL AR I & B AR IR AN R fE 55, fa S ML IR 7 T R
R0 A IR F4) e /M AR B

Types of users. Diverging opinions of professionals as to the use

of the different medical options. Unmet medical needs. ffj /255,
LA N LR BN, HARRETIERE. RilERETRK.

4 Device under

evaluationiFr %%
4.1 Type of evaluation

RRES

Whether the clinical evaluation is based on

I R VEA 2 5 5 T

- scientific literature currently available, and/or

E Al AT R4S IR S0k

- clinical investigations made or CL#EAT [ Ifi & 1 25

- whether demonstration of conformity with essential requirements

based on clinical data is not deemed appropriate. il 523 45 53R 45
HIEREHETAEE N In AR EHE
If clinical data is not deemed appropriate, include considerations

according to Section 10.3. See Appendix Al.
IR ImREHE AR A&, RYE 103 BTHHE, Sz AL




4.2. Demonstration of
equivalence (only
when equivalence is
claimed) & &k 14 UE S£
Q&R Si R il
I fige )

Identification of the equivalent device and its manufacturer. Exact
name, models, sizes, software versions, accessories, etc. Name of
the manufacturer. Relationship to the device under evaluation
(predecessor/ successor, others). Regulatory status. If the device
is not CE-marked, justification for the use of the data.

36 7 B AR A U . ZORAAR BT RS AR B
. flER AR Hr sk R (R4S, Hi) o Rk
MEH. WRBZBACE-ARE, 4 SR

Comparison of clinical, biological and technical characteristics (see
Appendix Al for details). Justification of equivalence, description
of relevant clinical, biological and technical characteristics that
affect clinical properties of the device, differences between the
intended purpose of the device under evaluation and the
equivalent device (indications, contraindications, precautions,
target patient groups, target users, mode of application, duration of
use/ number of re-applications, others), type of device-body
interaction. Choice, justification and validity of parameters and

models for non-clinical determination of characteristics.

IR AEVRHEARSHAIS . (ZRRAL o 25 ln R P RE 1)
SR H . MHRIRIK. AEWMBRS IR, TR B IS RO &
U B 2R CERNGE. 25RE. TR, Bhs ABE. Binfl
M. MBI, AR/ ES N RS, ), wEMAKMHEL
TERIEISERL . AHETIRIRRI SN 5 AgE £ B A Rk

Identification of pre-clinical studies carried out and literature used
concise summaries of studies and literature (methods, results,
conclusions of the authors), evaluation of the methodological

quality of the study or document, the scientific validity of the

information.
S AT I R AT AT 7S IR . SCRRATE 78 1 17 BH S 5 A SCk (7 vk, 45
B AEFE®) , MRECCHTERERT, B ERRAA R

Comparative tabulations for the device under evaluation versus
the equivalent device showing parameters relevant to the
evaluation of the three characteristics. Comparative drawings or
pictures of the device and the equivalent device showing the

elements in contact with the body.




PR B8 AN SRR B A& T LR A%, R =P S EIAE . XLk
PP 2 NS RO 25 T BRI ARER R s RIS N AR 1) S 2
Identification of differences, evaluation if differences are expected

or not to influence the clinical performance and clinical safety of

the device, reasons for assumptions made.

Z 5 BRI PR QR 22 S A YT A% AN R T 5 1 R M R A I P 2
&, 3B AR .

Conclusions concerning equivalence. Whether the comparison
carried out covers all products/ models/ sizes/ settings/
accessories and the entire intended purpose of the device under
evaluation, or only certain products/ models/ sizes/ settings/
accessories, or selected aspects of the intended purpose, which

ones.
HEMARMEAE R . PATHIR LR BE SN & A =, 25,
B, MR AE, BE R 5. BE. A
A T TH ) TR A

Conclusions whether equivalence is demonstrated or not; if it is
demonstrated, confirmation that the differences are not expected

to affect the clinical performance and clinical safety of the device

under evaluation; description of any limitations and gaps

AR RBAUESE, ARBIESL, B\ ZE 57 A B2 5 s R 12 e A
PR 224, FERAT AR R 1 2 i 22

4.3 Clinical data
generated and held

by the manufacturer

) 385 7R 7 A AR I
REAE

See Section 8.1.Identification of clinical data generated
and held by the manufacturer.

WLEE58.1 il ™ AL AR A ik PR A AR 51

W
=




4 4. Clinical data from

See Section 8.2 and Appendices A4-A5.
Brief summary and justification of the literature search strategy

Literature
‘ . applied for retrieval of clinical data, including objectives, sources

oK B SCHR I R 2 4 . . L :
used, search questions, search terms, selection criteria applied to
the output of the search, quality control measures, results, number
and type of literature found to be pertinent.
FH T 2R i RS PO PG R SR (0 Bl A T 2 &5, 04 Hbm
PR, AR, AR, TR R R e R e, PTEE
i G BEMSCERRAL.

4.5. Summary and | See Section 9 and Appendix A6 Z Il & 1591t £ A6

appraisal of clinical | - Feasibility Studies #4714 %

data

e PR A3 £33 APF

- Pivotal clinical investigations 3<% f#ilfi A< i 25

- PMCF Studies PMCF#f 7t

- Other use data & fii F %

Summaries of clinical data generated and held by the
manufacturer and of scientific literature found to be pertinent.
S R AR, BLACRE A SR IK I R A 2508

Including brief summary of the studies or references (methods,
results, conclusion of the authors), evaluation of their
methodological quality, scientific validity of contents, relevance to
the clinical evaluation, weighting attributed to the data, contents
used (performance data, safety data, both) reasons for rejecting a

study or document, reasons for rejecting some of its contents.

BEMAMSE Ok, 85R. FEER) MRELSR, TiERERT
W WRIIBFAARE AR FIASCE . SRR BL . (R4 (H
M=o tt (PERedE . a8l SmE) WRR, ELH
Hrp— s AR R A .

4.6. Analysis of the
clinical data

I3 M e PR &S A

4.6.1. Requirement
on safety (MDD ER1

/ AIMDD ER1)
%4 R (MDD ER1
/ AIMDD ER1)

See Section 10 and Appendix A7.1. = ILE T 10M1ff*A7.1
Summary of conformity assessment with requirement on safety
(MDD ER1/ AIMDD ER1). %4 %K 1646 VF e 4G

Analysis whether there are special design features that pose
special safety concerns (e.g. presence of medicinal, human or
animal components) that where identified in the device risk
management documentation and that required evaluation from a
clinical perspective, and whether these have been adequately

addressed.




ST BARR BT H R IE ) Bk e A i (e &4, SR fE
T R DRI 7 B SO A e R AN SR A AU s SR PP, I XU 2 75 4%
Fpva G5

Whether the risks identified in the risk management documentation
and literature have been adequately addressed.

RIS 857 3 SRS R SR B VR Sk PR IR A2 75 78 43 b PR

Whether all the hazards and other clinically relevant information
(e.g. clinical precautions for reduction of risks, clinical
management of risks) have been identified appropriately.

J6 T BB PRAH SR IS B (ARG R T4 e XSS Fy i PR A 2D
e MO H iR .

Whether the safety characteristics and intended purpose of the
device requires training of the end-user or other precautions, if
users foreseen are adequate, if training requirements and other
precautions are described in the IFU.

TR % B0 22 AP AR AN T H 12 15 75 B4 3 FH P B B I B e Tl 4
Jit, R TR SR A8 i, B ISR T 46 2 75 AEIFU
IR o

Whether there is full consistency between current knowledge/ the
state of the art, the available clinical data, the information materials
supplied by the manufacturer, and the risk management
documentation for the device.

AT R EHE )3 PR 4R A AR AR SR 8 ) IR, 8 B S A 1 A
E AT AR 2K 76 4 — B

4.6.2. Requirement
on acceptable
benefit/risk profile
(MDD ER1/ AIMDD
ER1)
A2 R R M 2 5K

See Section 10 and Appendix A7.2.2 L% 15 10/ %A7.2
Summary of conformity assessment with requirement on
acceptable benefit/risk profile (MDD ER1 / AIMDD ER1).

A2 2 1) AR AL i SR B M VT RE £k

Summary of the total experience with the device, including
estimated numbers and characteristics of patients exposed to the
device in clinical investigations, PMCF, from other user
experience, and in the market; duration of follow-up. Nature,
extent/severity, probability/frequency, duration of benefits to the
patients and of undesirable side-effects and other risks. For each
aspect of the intended purpose, whether the benefit/risk profile
including its uncertainties or unanswered questions is compatible

with a high level of protection of health and safety, corresponding




justifications.

WHRITAZE LR, BFE I AR T2 b el 5o 16 B il v SO AR

P, PMCF. C_Emii ™ sl # A, BEvrmta. . 15
JENEENE . FTReMEAR . Was B R SR s . A R EIMER A E X
K. T E R JT I, USRS B0 55 AN 8 1 BRI 1) R

MR KT g RERT 4 M 22 4, AR ER

4.6.3. Requirement
on Performance
(MDD ER3/ AIMDD
ER2)

PEREE K

See Section 10 and Appendix A7.3. 2 % 15101 5£A7.3
Summary of conformity assessment with requirement on
performance (MDD ER3 / AIMDD ER?2). Description of clinical
performance. For each intended performance, extent to which
evaluation of benefits is possible based on available data,
limitations of the data, description of gaps, uncertainties or
unanswered questions, and assumptions. whether available data
allows adequate evaluation of performance, limitations of the data,
gaps, uncertainties or unanswered questions. Whether there is
sufficient clinical evidence for every intended performance.
PEREEOR S HIFE SRR . IMRVERERIHEIE . XS R TUIVERE. FIZRTE
P FEEE AT R T W] RO . BARBR S IR . REBCRE
) MBS AT BB 2 75 78 PR PR RS . BERR L W2, RENER
RIE )RR RSP RE 2 S E# A B Im RIEYE o

4.6.4. Requirement
on acceptability of
side-effects (MDD
ER6 / AIMDD ER5)
AR 52 B EIE P 2R

See Section 10 and Appendix A7.4.Z L& T 10F1 [ 3~-A7.4
Summary of conformity assessment with requirement on
acceptability of undesirable side-effects (MDD ER6 / AIMDD ERS).
Whether the data available is of sufficient amount and quality for
the detection of undesirable side-effects and their frequency,
limitations of the data, description of gaps, uncertainties or
unanswered questions, and assumptions. Whether the undesirable
side-effects are acceptable and corresponding justifications.

AR KA REEHZE SRS IEELHR . AT B & 75 78 70 HeE A
PR IA REWERT . S BuRE]. MZERE . AR E SR AH
RS . AN REIE R 15 P42 32 B RIAR BB Y

5. Conclusions4iit

See Section 11. Z&511

Clear  statement concerning compliance to  Essential
requirements. B = BT &L ARER




Acceptability of the benefit/risk profile according to current
knowledge/ the state of the art in the medical fields concerned and

according to available medical alternatives.

AR A BT U AR 22 K AR BB 7 e, R i a2 T
TR

Adequacy of the information materials supplied by the
manufacturer, whether the intended purpose and risk reduction

measures are adequate; discrepancies.

G R IR A M5 B RRHR A 1, TR E A XU AT e 2 75 78 e A
AER.

Suitability of the device, including its IFU, for the intended users

and usability aspects; discrepancies.
WAARIE ST, WIEIFY, TEREM AT, Z57.

Adequacy of claims foreseen by the manufacturer; discrepancies.
If there is consistency between the clinical data, the information
materials supplied by the manufacturer, the risk management
documentation for the device under evaluation; discrepancies.
G A e, 2Rt PP B In KSR . HIERIRHEHNER
PORL MBEH RS — 8, A ZER.

Whether there is consistency between these documents and the
current knowledge/ the state of the art; discrepancies. Description
of residual risks and uncertainties or unanswered questions,
whether these are acceptable for CE-marking, how these should
be followed during PMS (uncertainties regarding medium- and
long term performance, safety under wide-spread use, residual
risks such as undesirable side-effects and complications
occurring at rates below detection possibilities of currently
available clinical data, others). Whether these are already being
addressed in ongoing PMS activities, e.g. in currently ongoing
PMCF studies. Whether new or additional PMS activities,

including PMCF studies, should be foreseen.

SCAF RS H AT AR K — 3, B ER . RBIRAR . RAE
R SE 1P 38 2 15 CEFR S IR 2 1, EPMSHIR A el by (ANH 2
KR RE . RIUBEA I 224 A REER IR XK. a7




G REHE PG R IR RIERA) « EARAKAKIPMSIESI AR, X
BN R AT, W7 HRTKIPMCFRFZE . & 58 H A i
PMSi%Zl, HIEPMCFRIFFT 4 T o

6. Date of the next

clinical evaluation F X

See Section 6.2.3.

Suggested date, justification of the date. & H {IATHE i

I AR VFA K H

7.Dates and | See Section 11.2 L& ¥i11

signatures Date of the clinical evaluation report. #4415 H 31
H #AE 4

Statement that the evaluators agree with the contents of the

report. Dates, names and signatures of the evaluators. i [Fl =
WENER AR, B, SHAFmE &L

Final release by the manufacturer. Date, name and signature.

WG REAT, B AFRMmEL.

8. Qualification of the
responsible

evaluatorsiFi & % k&

See Section 6.4. = il &756.4

9. ReferencesZ#

See Section 11. Z&7511

A10. Proposed checklist for the release of the clinical evaluation report

AT IRPR PR 75 B AR

The following aspects should be checked for the release of a clinical evaluation report:

JBAT i RS B4 o RO 25 51

. Can the report be read and understood by a third party, does it provide sufficient

detail for understanding the data that are available, all assumptions made and all

conclusions reached?

RS =TT P AR, SROLTEN T B AR B, BefR T BAR 545

. If clinical data have been generated and are held by the manufacturer, are all

data mentioned and adequately summarised in the report?

B R e PREE A & B = AR, IR R B I R Ba e 7 45

. If equivalence is claimed, a1 5 FREE 2L



- is demonstration of equivalence included in the report? iiE SR 15 B &3t 2

- does the report disclose all the differences between the device under evaluation and
the equivalent device?4ik & L% & PR BE & AN S5 308 & TR I BT 2257 2

- does it explain why the differences are not expected to affect the clinical performance
and clinical safety of the device? fiff 1 Jutt 4 22 7 AN 2 RN V2% (1) i R 2 LRI Il PR 22 40 2

. If the product is already in the market in Europe or elsewhere, has the latest PMS/
PMCEF data been taken into consideration and has it been summarised and referenced in
the report? iR HR4E CLAERR BB A 7 BT =, Bt FIPMSHIPMCREE #5558 &
LERZ N2

. In respect to current knowledge/ the state of the art, 51 H 5 (R IRl 2K F
- has the report been updated? i 5 5 5 1 1 ?

-is current knowledge/ the state of the art summarised in the report and is it adequately
substantiated by literature? #ix 15 545 B 5T EIREFZAKF, B SR 78 40 iE 580 2

- does the content of the report fully correspond to current knowledge/ the state of the
art? i AT E FT R KA 20 2

- does the report explain why the benefit/risk profile and the undesirable side-effects

are acceptable in relation to current knowledge/ the state of the art?
FEAFTANRBR AT, RS MR XU 2 AAS R EIE F 2 T332 11 2

. If the report covers several models/ sizes/ settings and/or different clinical situations,

is there sufficient clinical evidence and are the report’s conclusions correct for
IR s 2 NSRS WE MR, A 780 Bl R IESE AR 5 10 65
- all the devices? i %% ?

- all its sizes, models and settings? (including the smallest/ largest size, highest/ lowest
dose, etc.) TR B, WEW? GfFHR K. /G, &ERGHE.

- every medical indication? (as described in the IFU/ not excluded with
contraindications in the IFU) &EANERI7FARAE Cld B F 5 38 /AN 655 78 Ui BH - JL A 28 20D

- the entire target population? (from pre term infants to old age, for males and females,

etc., if not restricted in the IFU) 4 H s ABF(ZLLBIZEE . DMLt AZIFURRH])

- every form, stage and severity of the medical condition, as applicable? (including the

most severe/ most benign forms, acute/ chronic stage, if not excluded in the IFU) EEJ7RH5
FIRG BrBOME M, WA ?  CEdEe MR R T SRR B A ZIFURR D

- all intended users? (including lay persons, if not excluded in the IFU, and any



unusual user group) Fr A FUHAEHE S IMT A — AT 4D

- the whole duration of product use, including the maximal number of repeated
exposure? (as allowed by the |FU)/™ i AN FRSEmf 7], B8 s K B ax it () CUiEH 45
FEFHDD

- if there are any discrepancies as to the above, are they identified in the
report’s conclusions? WA Z R, ML RELE U2

. Is conformity to each of the relevant Essential Requirements (AIMDD ER1,2,5/ MDD

ER1,3,6 ) clearly stated and are all discrepancies identified in the report’s conclusions?
et G5B RTG 7 BAH G I AR AR BT A 22 7 2

. Do the information materials supplied by the manufacturer correspond with the

contents of the report and are all discrepancies identified in the report’s conclusions?
Hil3E AR AL BUE BB Sl N BRIk S e PO T 2= /705 2

. Do the report’s conclusions identify all residual risks and uncertainties or unanswered
questions that should be addressed with PMS/ PMCF studies?

e AR R BT R AR XU, AR RE Y BOR (8135 1) 7] FLAEPMS/ PMCFT 5T Fp AR B I ?
. Is the report dated? #i54 H #im 2

. Is the qualification of the evaluators included in the report and correct?

W AN IE RS A SRR ?

. Does the manufacturer hold a CV and declaration of interests of each of the

evaluators and are these up-to-date?

HIE R R DA A FERICY (AP ) MAEAE I, JE&HTHGS?2

Al1. Information on declarations of interests |25 75 B35 &

Declarations of interests of the evaluators should be held by the manufacturer and cover

relevant financial interests outside the current work as an evaluator.

3% P R PR R s A B, B A RV TR AR R A

Declarations of interests should contain statements that clarify the extent of the declaration.
M 28 7 Y R 12 0, 5 VBT 7 T 1 S

For example: 11

- the time span included (e.g. grants, sources of revenue or benefits paid or promised

to be paid over the 36 months prior to the evaluation)



I 1) L B C(URAE PP AT36 BRI . W A RIS AR B SCAT 8K U SCAT))

- whether financial interests of family members are included or not (namely spouse or
partner living in the same residence as the evaluator, children and adults for whom the
evaluators is legally responsible)

e A SR R I BE R 2l (B) 5 VP05 2 AT AE — RIS . LRI, YRS RN AT
AR TIE)

Typical contents: #7525

- employment by the manufacturer #illi i 1) 72 1T

- participation as an investigator in clinical studies of the device, or in pre-clinical
testing of the deviceZ 5 W& Im R FLHIBE FU 38, BRAE I AR A Il 24

- ownership/ shareholding possibly affected by the outcome of the evaluation
A REFZ IR VF U 45 R X BT AU AL
- grants sponsored by the manufacturer ##ili& i 4% B

- benefits such as travelling or hospitality (if beyond what is reasonably necessary for
the work as an employee or external evaluator) A2, i ek o6 1 (St B AE A —A B
TERAMER VR 5 L B TAF)

- interests in connection with the manufacturing of the device or its constituents

554 R 2 BRI R 2

- interests in connection with intellectual property, such as patents, copyrights
and royalties (whether pending, issued or licensed) possibly affected by the outcome of the

evaluation
FRF=AOT R a8, W] Bes2 i PPN 45 RIS BAURIRRBL R LR FREE . AFFEIF )

- other interests or sources of revenues possibly affected by the result of the

evaluation
AT RESZIR PPN 45 SR 1 HAh R 25 BN SRR

The declaration of interests should be dated and signed by the evaluator and the

manufacturer.

) 2 7 D IS DAl 25 RV 1 3 e 2 B AT B 30



A12. Activities of notified bodies 2 5 HL4 35 3h
Al12.1. Notified body assessment of clinical evaluation by conformity assessment route
NB FAfilin PRI Aiti i o 1 S 46 1 E B A2

The notified body assessment of clinical Evaluation reports and the supporting data
presented by manufacturers is required for all medical devices. The timing and frequency of
the notified body reviews will vary according to the risk carried by the device, how well
established the device is (see Section 6.2.3) and the conformity assessment procedure that
is applied.

DN T LR PPA e P VP A0 1 o A0 1 e B ) SR 2 P A R e 2 BRI o A S LA VP B R
U ARYE B WS A BTN, A SE 41 58 e AN S A% PP 2 RE P (S 016.2.3)

This includes for medical devices in accordance with Directive 93/42/EEC:
93/42/EECHR % I £l 4

* An audit as part of a quality system approval procedure (Annex I, section 3):

VN B EAR & 8 AR F I 7 (Annex I, section 3)

- the notified body assesses the manufacturer’s procedure for clinical evaluation, PMS

plan and PMCF plan and (if applicable) results of PMCF.
NBALE T-Aili 1 3 B IR I PR VPN R /Y . PMSFIPMCFHRIFIPMCF4S 3

- as part of the representative sampling of devices?; for review of their
technical documentation the notified body assesses the clinical evaluation report presented

for class Ila* and llb devices as presented below for a design dossier.
WA JALHIFE AR 3, A E WUR RS 2 DAl I PR PP 41 75 A NaZS AT S % I BRSO, &t
=E SIS

. A design dossier (Annex Il, section 4) or type examination dossier (Annex Ill)
assessment: Pt it SCR% (Annex 11, section 4) k24 06 56 RS (Annex 1)

- the notified body assesses the data presented in the clinical evaluation report,

NB PPl AR PP i o 32 (1t i Kt

- assesses the validity of the conclusions drawn by the manufacturer, and

AL HIE R A9 A5 1 A R, A

- the conformity of the device to relevant essential requirements. & 3 A= 3K ) — # it

For active implantable medical devices in accordance with Directive 90/385/EEC:

90/385/EECHE 4 8 il .45«



* A design dossier (Annex 2, section 4) or type examination dossier (Annex 3) assessment:
PRGBSO (Annex 11, section 4) B0 7 S0 56 R4 (Annex 1I1)

- the notified body assesses the data presented in the clinical evaluation report,

NBPF A I AR PP 1 5 32 Bt i 2

- assesses the validity of the clinical evaluation report and the conclusions drawn by

the manufacturer, and

PRt G B A SR A R, A

- the conformity of the device to relevant essential requirements.
g LA BRI — Bk

The notified body should also have documented procedures to address the review of
updates to clinical evaluation reports during their scheduled surveillance activities and at
the time of changes to or extensions of EC design-examination/EC type-examination
certificates. The review should take into account aspects described in Section 6.2.3. This
arises from the obligation placed on the manufacturer to actively update the clinical

evaluation with data obtained from PMS e.g. PMCF and ongoing literature reviews/surveys.

OB HUR AR NEAT SO R P oR AL B BB PR PP AN i o, FEECBLTHH %/ EC R KAIER E
SO0 ) P B R R I o PRER N 6.2, 375 T B IR o ARHE PMSERAR SE Il PR PR A 2 1
RIS, BIAPMCFRIIEAE AT B SCHR VT 1R 2

In addition, notified bodies should refer to guidance, checklists and other documents
available on the assessment of clinical evaluations by notified bodies from the Notified
Body Operations Group (NBOG). These should be considered in addition to this
guidance. Any such checklists are intended only as an aide memoire for assessment and

should not replace the Clinical Evaluation Assessment Report (CEAR) outlined below.

F15h, NBRi%ZZHENBOGTE IR TR R . I B R AEAM S AN E R, AMUETER.
TR ER A H RS R B, AROZBURIR R L B UL & (CEAR).

Al12.2. Examination of a design dossier (Annex 11.4; Annex 2.4) or of a type examination
dossier (Annex Ill; Annex 3) it 3RS (Annex 11.4; Annex 2.4) i 74 A 56 SO 6 2

The notified body examines the clinical evaluation documentation submitted (relevant
documentation referenced in previous sections of this MEDDEV), assesses the
manufacturer’s identification, appraisal and analysis of that data, and validates the
conclusions drawn by the manufacturer. In order to do so, the notified body should possess
enough knowledge and experience in clinical evaluation as stated in previous sections of

this document.



DN HLR G 2 3 52 I R DYl SRS (MEDDEV R I 78 70 51 AR 5 SCHS), 1A il 3 7 A £ 4l 1R
Ay YRR, FRISIE TSR AR A 1. AL N B W I R VR R R AN
%, WASCHTE 2 Prid .

Al12.2.1. Decision-making by the notified body NBF#) ¥t

In reviewing the evaluation of clinical data submitted by the manufacturer, the notified body

verifies and concludes whether or not the manufacturer has adequately:

138 A $2 S I I PR AR VP At b, NBAIE S 7 PR 4598 72 5 7840

- supplied clinical evaluation documentation (as referenced in previous sections);
SERLH IR AL SCR (SR T &7

- followed relevant procedures (as addressed by previous sections);
RESFARSCAE R (HE AU T 39 AL 2D

- described and verified the intended characteristics and performances related to

clinical aspects;
3R AR S PR 7 T AH 5% ) TR 4A0E A1 1% g

- performed an appropriate risk analysis and estimated the undesirable side-effects

which are aligned with the clinical evaluation;

Silm RPN ORFE— B PERE . I = KUK 2 BT AT A AS R B E

- involved appropriate clinical expertise in the clinical evaluation and in the compilation
of the risk analysis to ensure risks and benefits associated with real clinical use are
adequately defined;

Vo T 2 I R PP R G 155 IR 23 BT 1 b i, i R S B s R AR P 1900 JRUG: AN 2 2 78 0 58
XK

- provided a solid justification as the basis for their estimations of benefits, risks,
undesirable side-effects, indications and contraindications of the device in question;
FRALATEEH RS VA A 2E . XK. AN RIVEIER . & NERIAE SOE TG

- justified the chosen route(s) of clinical data retrieval (according to previous sections);

R Bl PRACHE VPl RO P 2. ORI T 2719

- identified, appraised, analysed and assessed the clinical data (according to
previous sections) and demonstrated the relevance and any limitations of the clinical data
identified in demonstrating compliance with particular requirements of the Directive or cited

in particular aspects of the risk analysis;



WO PEAG AT R PEAG I PR e (R AT TR0 22 759), Rk S R 5 (100 R 2 AR A £ R i)
TEUESERF A48 A R e B R B 5| XU 23+ BT 145 7 T ;
- identified all clinical data, favourable and unfavourable, that is relevant to the device

and using an appropriately robust, reproducible and systematic search strategy;
PG REAE, AR ARIAARIR], FEHE SR, A= S R Gk 2R SRS

- provided sufficient clinical evidence relating to the safety, including benefits to the
patients, the clinical performance intended by the manufacturer (including any clinical
claims for the device the manufacturer intends to use), design characteristics and intended
purpose of the device, in order to demonstrate conformity with each of the relevant

essential requirements;

et BRI Z AR KImPKIEYE, B A G HGE U IR AR YR R i i U
AT IR ZER) , W HRAPE AR & I T H 1, DM R SERE AN AR BRI AT S 1k
- conducted and provided a critical evaluation of relevant scientific literature and data
relating to the safety, benefits, performance, design characteristics and intended purpose of
the device; B H AR LRI ECHR I KRBIEM AIE R B & e, e HeE. RitFraRER
EAET

- demonstrated the equivalence of the device under evaluation to the device to which
the data relates in all necessary areas, i.e. clinical, technical, biological and that the data
available adequately addresses conformity to each of the relevant essential requirements (if
a critical evaluation of relevant scientific literature is provided as the only source of clinical
data);

UEB PR B2 AN SRR B PP AR R X, s R . SR AW a] 78 70 Ab B AT & 2 A
SR B (A AR AR 27 STHR IR S B VP A0t A2 1R At i R HB U 1) ME— SRR

- designed appropriate clinical investigations, when necessary, to address specific

questions arising from the critical review of the scientific literature and address each of the

relevant essential requirements;

LB, B IE L AR A, AR SCER VI 51 A AR A (R R AR O A A SR

21 In accordance with NBOG BPG 2009-4 & NBOG BPG 2009-4

22 Alternatively Annex VII coupled with Annex 1V, V or VI could apply rather than Annex 1.3



- provided specific justification if a specific clinical investigation was not performed for

class Il or implantable devices;
X ISR FIAE N B 2% 3 HEA AT I AR T 25 1 2L AR 2

- provided evidence that clinical investigations presented are in compliance with
applicable regulatory and ethical requirements e.g. scientific validity, ethics committee
approval, competent authority approval;

S UL IR UE B IR PR A 245 60 F VAR R AR 1) R, b, R RA R, REZER
SLHERN 38 4 R e
- provided detail of the PMS plan in place for the particular device and justified

the appropriateness and adequacy of this plan;
EIE 24 B B IR BLRS E B FIPMSTHRI 4R, IEBI TR i & A PR 78 7 1

- clearly identified which areas in the clinical evaluation and related data need to be
further addressed and confirmed in the post-market phase, with specific alignment to the
PMCF;

Xof b T J5 7 S — 5 A AR DA I PR PPAN FOAH B H . #EAT I E L, I 5 PMCF—2
- justified the appropriateness of the planned PMCF;
HE BRI PMCFIIE 24

- justified and documented if PMCF is not planned as part of the PMS plan for the

device;
WRPMCFARE B A S FIPMSTHRI —&843, N PLIE R FE 5%

- identified the sources of clinical data which will be gathered from the manufacturer’s
PMS system and PMCF;

o 18 3 )3 7 T PMS 22 G2 ATPMC RIS 21 1l PR B8} SR IR BEAT 25 7€

- concluded that the contents of the IFU are supported by clinical evidence (description
of the intended purpose, handling instructions, type and frequency of risks, warnings,
precautions, contraindications, others) and are in line with the risk analysis and clinical

evaluation;

S EEIFUT A s RAESE SCHRF A A (Ol PRIESE 78 XS B0 H B, AERT U, SRBLRT XU A
B, B, ESHEU, BRUEFNERRED DU KR A R IR — B N A

- concluded on the basis of documented evidence:

FEA A IE FHIESR RO BEA B HEAT S 45

a. that the risks are acceptable when weighed against the intended benefits and are



compatible with a high level of protection of health and safety,
a. TEAAHET T 28 s XU A& T DA 32 16, T L XIS 5 v 7K P B8 R AT 22 4 B DR AP 25

b. that the intended clinical performances described by the manufacturer are achieved by

the device, and
b. 2% 1 SE Bl R 250 5 55 il 1k e 763 1 P I PR R — £

c. that any undesirable side-effect constitutes an acceptable risk when weighed against the

performances intended.
c. BT HUPRCRES, A BOAS BB A 8 0 XU, 2 7T 432 52 14

The assessment carried out by the notified body will in addition typically confirm the

following aspects of the manufacturer’s clinical evaluation:
A B VR 3 7 PR IR R PEAN TT R VP A B, 38 2 VP LR JLANJT 18I :

- appraisal to determine suitability and any limitations of the data presented to address
the essential requirements in particular relating to the safety, and performance of the device

as outlined in previous sections;

PP AR A TR, ICHR R R EIE & e AR &, PP BEEROR, B —mOfE
A SR o

- the validity of any justification given;

Pl BT A R R A R

- characterisation and evidence-based proof of the clinical performance of the

device intended by the manufacturer and the expected benefits for the defined patient
group(s);

DA )32 7 S B A VA% HO i PRASCR AR P R IR AR IE RS, PPAG 4 2 s NI B B 82 0 2

- the application of all relevant harmonised standards or appropriate justifications f not;
P R 48— BE =4 B e 82

- identified hazards to be addressed through analysis of clinical data as described in
Section 10;

i M R 105 Ptk Ml R B, IR 75 B S e

- the adequate estimation of the associated risks for each identified hazard by:
FRIA MR E SE R XU,

- characterising the severity of the hazard,;

ik fa s ™ A



- estimating and characterising the probability of occurrence of harm, impairment of
health or loss of benefit of the treatment (documented and discussed based on scientifically
valid clinical data);

flTH AR T R AR, (@RI B TT RIS 172k (FERFSE 201 I R B2k} 224tk
BEAT ISR 1)

- the adequate description and estimation of the current state of the art in the

corresponding medical field;

P03 1 AR ANVt o S ) 2 o S P R BOR BIR

- a justifiable and reasoned basis for estimation of risks and hazards.
DAt XU £ B DA AT HIE B A T8 2O 2Rtk

Where a device incorporates, as an integral part, a substance which, if used separately,
may be considered to be a medicinal product, the notified body is responsible for verifying
the usefulness of the medicinal substance as part of the device prior to the submission of
an application for scientific opinion from a medicines authority.

FRY A B g AN B — 807>, R R, 2T M . FEIRACH
i PSR 25 S BUBHLAG BRI R BT, A S I A sr ik iz 2 Y s h e s — i A
F P

For drug-device combination products and products incorporating stable human blood
derivatives, where a scientific opinion from a medicinal competent authority or from the
European Medicines Agency (EMA) has been sought, the notified body should
consider any comments or considerations raised in the medicinal clinical assessment
when making its final decision on the device. In the case of devices with a human blood
derivative the notified body may not deliver a positive decision to issue a certificate if the
EMA's scientific opinion is unfavourable.

X 2- W LA 7 N AR B NP IR AR 07, EL A B 24 3 31 T SR
ZifEHR (EMA) BIRFERIM S MIB T, & fm& e, NSNS EREEZ
I RPEAT H 32 0 AT e B S . R R & A MR MBRATAED RIS T, i REMARY
BHEAM AR, A S AT BEA S AUUE TS P g

A12.2.2. The report of the notified body

A12.2.2 A ENIRE

The notified body should write a Clinical Evaluation Assessment Report (CEAR) based on

its assessment of the submitted clinical evaluation report and supporting documentation.

Ox 55 BURE ISE 24 068 47 52 0 Wi R VP A 3 o A S S AR EEAT PRAL R R R P DR A 3R



(CEAR)

If a design dossier report is applicable to the device, the CEAR may be incorporated into
this report or referenced from it. The report should clearly identify the notified body’s

assessment, verification on each of the critical elements and overall conclusions.
WHRZEEA R RIRE, CEARFIRES A HRIIX Ak E BaiE 5l HX ARG . RN
PRAL RS B 2 B A 2 A S MUY, BGUERTA o R M ZE

The CEAR at a minimum should address the notified body’s assessment of manufacturer’s

application relating to the following:

CEARTVFAL 2 i HUAD A 13 7 i B2 FR G PRI, 2/ AR J LA I EAT
- device description and product specification

VA R it A

- intended purpose of the device

B Y H

- classification proposed for the device

B R

- pre-clinical evaluation data presented by the manufacturer
i) 3 P SR AL A I PR I DP (i £t

- risk analysis and risk management and alignment with the clinical evaluation report
RS Hr AR E B, H S IERITF RS — 2

- clinical evaluation process

Il PR PP I A2

- clinical evaluation report authors

I PRPEAN i 15 R

- equivalence assessment — if data from equivalent is used
s FH A5 R I BEAT S5 R VR

- clinical investigation plans and reports

ik PR 2 TR AR

- justification if no clinical investigation has been performed
B AT I PR A ) 3 e

- instructions for use, labelling and, when necessary, the training plan for users



PSR, ERH BRI

- justification if no PMCF is planned

A HATPMCF13

- PMS

e R

- PMCF

ETWREE

- planned frequency/ criteria for updates to the clinical evaluation
ik A T A BE 5T PR35 A )

- summary of review

PRI 47 2

- conclusion on clinical benefit/risk profile

e RYST 2/ PR [ S5 4

- conformance of the device to the relevant Essential Requirements
BT B ARSI I AE RN

The CEAR should also provide details relating to the submission and notified body
review (including staff and experts involved in the review and the aspects assessed by

each, signatures of responsible reviewers, etc.)
CEARW N i 52 LI SE MR A S WL PP A0S (B2 5 1% TEAN A TR, 4N
HST P T, ST NSRS

The notified body should justify and document each step of the decision making process

referred in section A12.2.1 above.
ISR N 2E B Hd R R R AP IR, S EAL12.2.1F 5.

The CEAR at a minimum should include a summary of the information provided by

the manufacturer relating to the following:
CEARZ /DN B FHHIAF i iR A5 B A, LA LA

- Record whether the clinical evaluation documentation is complete in accordance with
this document and adequate to demonstrate conformance to the Essential Requirements of

the relevant Directive.

R IRAR PN SR B e HASE 8, A REGIEN AT SR @ HIZEAZK



- Record the notified body's verification of each step of the clinical evaluation process,
from the planning of the clinical evaluation, choice of route(s), identification, appraisal,

analysis and overall assessment of the clinical data, to concluding and reporting
WO A ES IR R P S AR R A PRI EA, BT RIUT R IR R g, &
SE~ VRS 2 M A PREE 0 AT PP AL . S SRR

- Record the notified body’s assessment of the clinical investigation data and/or

literature review assembled, relevant procedures and compliance to relevant standards
TOIRA WU XTI PR R 2 0 A/ BOC RSB PPl . AHSRRRFR . A5 & AH b i

- Verify that the device has met the claimed performance/ intended purpose and

benefits, and that undesirable side-effects and risks have been properly evaluated
IO B AR B T H BT A AR B A, AN R EIE R A RS IR 2 1A 24

- Record the notified body’s assessment of the clinical safety, clinical performance and

benefit/risk profile
WA T ARSI R 22 4 I PR RE AN 2l / XU R 1At

- Record the notified body’s assessment of the overall conclusions drawn by the

manufacturer from the clinical data presented

O3RN T LA X 13 PR AR 3 i PR 54 A5 ) 2 AR 45 18 O PP

- Record the notified body’s assessment of the validity of the clinical evaluation and its
steps

CIR A WU XS i R PPN A LA BR A PP AG

- Record the notified body’s conclusions on the clinical evaluation, documenting each

step in the decision making process as per Section A12.2.1.
WA EIRIRS I R P PP AL 4518, KR SRR &AL B 5 P g & T, Bedn
Al12.2.1

Al12.2.3. Clinical data from an equivalent device and other products
A12.2.3 SRV AHA = it B i R A

a. Equivalent devices

a. L%

The notified body should clearly document its assessment of clinical data presented from
an equivalent device as part of a clinical evaluation. This should critically review and
conclude on the equivalence or not of the device under assessment to the devices

presented as equivalent in terms of their technical, biological and clinical characteristics.



The relevance of each dataset from an equivalent device should be clearly evident and

assessed by the notified body.

2N E HUR N 2 IR 1 ) 0T S5 308 4 I PR B IO PP Ak, R PP A AR D9 PR VPAN 1) — 39
P BRI PR 7 TR S5 RO B AT A% I PP LR & o A BILA B 24 56k
ANPPAN S5 RO % R 25 HE SR TR S

The notified body should also assess and document the level of access to the technical and
clinical data from an Equivalent device that the manufacturer has. Relevant information
may be commercially sensitive/ confidential and not available to the manufacturer. The
notified body should challenge the ability of the manufacturer to access information that are
relevant to the demonstration of equivalence. Demonstration of equivalence might be
difficult or impossible in case of limited access to the technical documentation of the
devices.

On TR IS 22 PP R 3 ) X 7o 3 %8 280 46 R AN 0 A i PR A8 RO 7K o AR AR 2 AT
BE AL Fe MV R R B (1, I R JEi R Bt o 2 5 ALY I 2k i ) 3 T R S5 S8 A P A 5%
BEMIRES . B BRI Z BRI, IR B S R R AR HE A Bl AN W] BE A o

P

b. Other products

For hazard identification and when assessing the benefit/risk profile of the device, the

notified body should consider current knowledge/ the state of the art.
XF TGRS PG 528 AUl UK, 2 T HLAS) I 24 25 FE B R R 22 K~

The notified body should assess the appropriateness of the use of data from benchmark

devices, other devices, and medical alternatives.

NP N 28 F e g A B AN B 22 B A VP U B 18 A & B



A12.3. Evaluation as part of quality system related procedures®®
A12.3 P TR B RAH SRR JF I — 3 4

Al12.3.1. Review of the manufacturer’s procedures
A12.3.1 & Al R

The notified body shall, as part of the review of the manufacturer’s quality system, assess
the establishment, maintenance and application of the manufacturer's documented

procedures for the evaluation of clinical data. This should cover:

VB D936 R B B AR AR T — 820, O i LA S50k 1) 3 e D PR PP A i B SCPR AR e 1 i
S Y RA K B BEAT VAL . AUEE:

a. the proper assignment of responsibilities to suitably qualified persons involved in the
clinical evaluation (e.g. clinical evaluator(s), information retrieval expert(s), expert(s) in
clinical research);

a. IRARIEM I FE, XA BT N AT S B ER S R4y (betn, IRARVPN . BERR T
F. R AREZO

b. the integration of clinical evaluation into the quality system as a continuous process, to

be specifically inter-related to, and informed by, pre clinical evaluation and risk

management;
b. Rl PR IFA 38 5 2 o ik R b e — R IR, I AR HT P4 A UG B 38 DI AR 5%

c. standard operating procedures to assure proper planning, conduct, evaluation, control
and documentation planning of the clinical evaluation, identification of clinical data
(previous section), literature searching (previous section), collection of clinical experience
(previous section), clinical investigation (previous section and EN ISO 14155), appraisal of
clinical data (previous section), analysis of clinical data (previous section), concluding,
reporting (previous section) and update of clinical evaluation, procedures, reporting and
updating based on data from the PMS system and from PMCF (MEDDEYV 2.12/2 rev.2);

c. ARMERRAEREF, DABAORIGE M IORIRI, SEi, VPAh, IEPRVPON I BRI SCRIRIR, BRI R
BOE (AT 1), SO R (AT =), WURIRIRE R (AT E5), kPR I8 2 (AT 0 & 5 FIEN
ISO 14155), PPOIGIREIE (AU = 49), A HrimREEE (BT &y), B4, ME E0m =)
PAK FET-PMS £ i IPMCF(MEDDEV 2.12 / 2 rev.2) (3 55 AR BRA R AR A

d. document control as part of overall documentation of procedures, reporting, qualifications

and technical documentation/design dossier(s);
d. XCEHERIME O GREF . i BEARIE MBS o) 1 —&6 7>

e. identification and evaluation of undesirable side-effects and of clinical performance(s).



This involves identification of known or reasonably foreseeable hazards and verification of
unfavourable and favourable outcome(s), qualification of their severity/magnitude and of
their probability of occurrence. (It is part of the manufacturer's documented risk analysis
based on both favourable and unfavourable data identified as relevant in order to give a

balanced view).

e. BEMPEN A RENEHFIGRRCR . XALHE R R0 B0r] TR fa R, 460k AR A1
HE WE B AN 5 SR 1) 7 R 1R AN R AR MR O ) 3k s ) XU 20 Fr SO — 80 1%
TR T A MMAFEIE, AT LE, £ T a8 H-FERW R .

Al2.3.2. Review of the technical documentation of representative samples
A12.3.2 H AR VERE G A HOR SO

The notified body is required to assess the technical documentation for class lla and class
IIb devices on a representative basis. The clinical evaluation report should be assessed by
the notified body for at least one representative sample for each device subcategory for
class lla devices and at least one representative sample for each generic device group for
class llb devices. Further representative samples have to be assessed as part of the

annual surveillance assessment cycle.

HORA EHE — A ARIERE MR L, PEAENaSEMNbIR B & I HR TR . A d LA xS
I R VE O i 35 BEAT VAL, NNad8 e B9 — D& 2R 2D TE M — DA ARMERIRE L, b3
H A — B R H 2D VPl — A AGRYERIRE S o AR MV R — 865, AR
RAEFEA DI TEAR o

Regarding the choice of representative sample(s) the notified body will consider the novelty
of the technology, similarities in design, technology, manufacturing and sterilisation
methods, the intended purpose, and the results of previous relevant assessments.
Assessment of representative samples includes assessment of the clinical evaluation report
and available clinical data in accordance with the review procedure in this document rather
than solely confirming that the manufacturer has a clinical evaluation procedure in place or
that the clinical evaluation report is available.
AR, A SV R BRI AU, Bk rAHBINE, BOR. HlEAE 5
%, WURMH AR, JeriHSC PPl OSSR . PRALARTR AR ol B4 Xt PR DA e o AN s PR Hdfm
FIVPAL, B2 5 A SO T RIE I PPN A — 3, T AR A S 7 A I PR PP I A
PRPPO 5 7T o

The criteria for the technical documentation assessment on a representative basis outlined
in NBOG BPG 2009-4 should be applied

i FAINBOG BPG 2009h-4##idk I3 A AR M B i EAT AR SCRS PG AR v



When performing the assessment on samples of a manufacturer’s clinical evaluation, the

notified body will follow the steps indicated in previous sections of this document.
AGHUPRIZ IR AT SCERBIRD IR, R I B I PR PPN FE i AT VP A

A clinical evaluation assessment report should be completed and available for each
device sampled and assessed.

I RPN VPG 0 T N 24 R SE B, IR i T B R A TR A

Al12.4. Notified body specific procedures and expertise

A12.4 N HUE ) BAR R AN E b 1R

A notified body should have formal procedures in place controlled by their quality system
relating to the assessment of clinical evaluation reports and associated data provided by
medical device manufacturers. These procedures should also cover the review of updates
to the clinical evaluation report during their scheduled surveillance activities and at the time
of changes to or extensions of EC design-examination/EC type-examination certificates.

NENI N A Z AR RA R IR, RLERE 702 50 T I PR PP 4R o PRS0 B2 2 e 4
1132 P B AR A RE S B HE  o X LB P 0 N 2 B S 30 M DS Bl 391 ) A Sk EC e THIEC R AYAIE
FHREAT S sy R, X S I R PPN T A

Notified bodies should establish and implement internal policies and procedures for

the assessment of clinical evaluation reports and associated data in order to:

X T W PR VP A 4 75 RAR DG B0 VP Al 20 35 ALR) IO 25 S ST M S A A K BUR ANAR /7, H Y

S|
rE:

a. Ensure that suitable resources, especially clinical competence necessary for such
assessment, are available within24 the notified body to conduct and manage assessments

of clinical evaluations for the notified body, normally a qualified medical doctor.

a. HRA GERBIR, Frnl X RPPl I & Ilm R TAERE ST, A S AL 51 A8 BT I PR VE
WrtAT PP, B R A BIEREA

Such expertise should be sufficient to conduct a complete review of the clinical data and
clinical evaluation presented for a particular device, to identify and estimate the risks and
benefits associated with the use of the medical devices and to identify what, if any, specific
clinical expertise is required for the full assessment of the device.

X 4 53 8 24 e AT X s 7 T HA) i PR A Al PRPEAN BEAT e BB s A, PRI AP Al 5 R Y
A S A QB RS RS 2, 4 SRAT A, AT DA 0 50 2 R 474 TR VR A P 75 1) B AA R i IR
kiR

The assessment team should be able to assess a risk analysis, the risk management



strategy performed by the manufacturer, and the scientific validity of clinical investigations
and publications.

DAL /NN =4 BE 05 PG PR 70 A7, 13 T PO XS B SRS, I DA TR A AT H R O R 2 v

23 According to Article 11 MDD (Annex 1.3 MDD, or Annex Il MDD coupled with Annex
IV, V or VI), and Article 9 AIMDD.



The assessment team should have sufficient expertise in the device technology as the

associated medical procedures.
DAL /N R 2 B AR A% A% BT S R S 2 A B b SRR AR SR B BRI T AR

Such an assessment requires input from a qualified medical practitioner (for example
physician, dentist, nurse, etc.), as appropriate for the particular device, who has clinical
experience in using the device or similar devices, the pathology of the condition being
treated, the usual treatment, other medical alternatives, etc.

XPREE WA I TEAL, RIFESIAN AL E M IEA (i, WRHEA, FREA, P05
B AE B HL A A P B & BRI B & IR IR 256, B3I 9T BB AR, WYY, HARERSTY
k=

The notified body clinical assessor may work with external clinical experts. The notified
body clinical assessor should ensure that any experts are appropriately aware of the

relevant legislation, guidance and standards and to identify specific aspects of the

clinical data evaluation for their specific review.

2 E AU I R PPAfT 53 F] BE 5 A B IR R B K — A2 AR . A S AU I PR PPl 53 SR ORI & 5K
VI ReEmfth BEARAR OGN SLIE . FR PAIBRUE, DURRIR e A s R EEE VPN IR R T T
Notified bodies should have robust procedures around the recruitment, selection, training,
conflict of interest and interaction with external clinical experts including clear procedures
around how the expert opinion is documented and integrated with the notified body
assessment and considered as part of the overall certificate decision.

AENMI N EAERA IR, BSREHRS, &8, %, RamRULSIMTIER X E
3, WHEHER, BESMRTRxENL, WEESEXE NS A GRS,
e 15 AR UE A5 DR SR 5T A2 A 455 18 )

When examining the results of clinical investigations, the assessment team shall
have knowledge in planning, conduct and interpretation of clinical investigations. All
assessors should be appropriately trained and qualified.

LIy AR A B 45 SR, PRAL /N 2 BRI AT IR AR A R AR . BT PR
P28 T 2 RIS

Particular attention should be drawn to training of external experts on the conformity
assessment procedure(s), relevant guidance, standards and the context of the assessment

they are providing. The notified body should be responsible for reviewing the opinion of

these experts, taking account of their level of knowledge of the provisions of the Directives.

LEAA IR K BN, BIFEEHEIEERSF, MRHME, FrdEm ] R4 AL N



Bo NENRIN ST ER L HKAE N, HEMATENE TS T RIRAK

The opinion of an external clinical expert may form part of the assessment conducted by
the notified body. The opinion and conclusions of the notified body, in part based on this
external opinion, should be clearly documented.

MRS R oK B e W FT RE RN A B LA PPA B — 800 o A AR S8, £ —ERE
EETRXAMREN, NMAFICR.

24  Annex XI.3 of Directive 93/42/EEC. This presupposes the availability of sufficient
scientific staff within the organisation who possess experience and knowledge sufficient to
assess the medical functionality and performance of devices for which it has been notified,
having regard to the requirements of this Directive and, in particular, those set out in Annex
l.



The impartiality and the potential for conflict of interest of an external expert reviewer should
be assessed and documented by the notified body.

A E VR L2555 S0 SEPPA 570 PR 2 TE PN A2 R 2 o 8 7 DAVP Al A 5

b. Review the clinical evaluation report and clinical data provided by the manufacturer. The
notified body should verify the validity of key statements made in the clinical evaluation
report. The notified body should consider

b. VP IRV 4 5 A1 i PSR A W PR . 055 WU T2 P I PRV A4 5 o B e e
RS G N IR AV ¥

- statements based on published literature using the full text version of publications;
T ORRCERNRE, A R 423

- statements based on clinical data generated from PMS systems in particular PMCF

and source verification of such data;
FTPMS ARG ERIG AR B IRIA, K57 & PMCFERIZHE (1) 5600 KR

- statements regarding equivalence to other devices using the original full text version

of pre-market study reports assessing parameters of interest.
5 HAM B SR MRE L T RTBI ok i B R A B RS A, PRI ER I S 4.

- statements regarding results of own clinical investigations of the manufacturer using
the original full text version of the clinical investigation plan and the clinical investigation

report.
A8 FH s RAIF 58 T RIS PRATF 5 i 1 B3 400 110 4 SCRRCA o 1) 36 T s AR A 8 285 SR AT Rk

The review of the notified body should consider the scientific validity of the clinical data set
presented as part of the clinical evaluation and decide as to whether it provides evidence

that the clinical benefit outweighs all associated risks.

T UL B PP 5 225 FEAE il PR A PR 4L BRGS0 F) i PR S SR RO R 2B 25, IR oo 2 53R
AT Wl Rt A I BT A A 5 XU R 4

The data presented by the manufacturer should be scientifically robust and well presented,
it should be complete and clear in its reasoning and should be of sufficient quality and
validity to demonstrate the conclusions which are being drawn.

H 1) 36 7Rt Bt B R R A e i, NS e BIS M IZ R, B2 0 BT A AR
1, AR AT 0



All clinical data relevant to the device in question, both favourable and unfavourable, should
be considered, appraised and assessed by the manufacturer and likewise by the notified
body. An absence of unfavourable data relating to a medical device should be carefully

examined.
N2 BT R RS A R I T B IR IR SR, T BRI AFIHT . A B filE i A S AL
BT . N AT AR A A AR I BT 1 &

Clinical evaluation reports which are based on incomplete, unclear or uncertain datasets

should not be accepted.
AR EE T AT ANTE HE BN 8 28 2R I PRIE A i o

Clinical Evaluation reports which are based on incomplete clinical investigations or clinical
investigations which were halted or terminated earlier than their intended duration should be
carefully examined and a robust justification for halting or termination should be sought. The
original endpoints, objectives and statistical basis for the manufacturer's clinical
investigation are unlikely to remain valid in circumstances when an investigation is
completed prior to its original planned duration and so it is unlikely that scientific

conclusions can be drawn.

S22 A A 7 T A e B A PR P e PR ) A 15 L B 6 T L ) B 1) S e PR
KSR e sl B S D B T 12 OO o Vi i< 1 = 7 T 7o P B
TR R R a6 A BRI GETH LR A K AT BE R FFA R I AASK AT REAS B 22 4518

c. Document the opinion with rationale of all experts involved.

C. ILFHTA L Z M s K

d. Document the result of their assessment. This is achieved through a specific clinical
evaluation assessment report which may be part of, or may be referenced, in the overall
audit report, design / type examination report (as per A12.2.2 of this document) or the report
on the assessment of representative samples’ documentation.

d. SCEPERE AR o Xl — MR E IR R PPN PEAS IR S A3 2 8, FERA S TR E S, A
AJ RS A BT R ARG B R 2 (A SCIAL2.2.2) BRACEMEREA PSR & SCRY i — 364, H
AR G H

e. Preserve confidentiality of the information and data received from the manufacturer,

especially within the terms for contracting external experts.
PRIP i e 15 BB AL, R R MR L K& [F) 2K

f. Clearly identify how data from PMS conducted by manufacturers vigilance

and market sur /eillance information from competent authorities PMCF data and data from



other relevant sources (e.g. clinical literature) is identified and reviewed by the notified
body. This should clearly describe how when and what criteria are used by the notified

body to judge when a re-assessment of the benefit risk profile of a paticular device is
deemed necessary.

f. EEHICK A SRS 1. HlE R EEPMSIERNBE: 2: 18 LR/IRHAITIT
BURMER: 3: PMCREURAMFMRITHISBAE C(Etn, WmPRSCHRD o FIWrA 2 I o B3 PP Ay
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