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clinical evaluation

4

Methodological research
on RWE used in clinical
evaluation of medical
devices
— July 2019 to
December 2021

@dy on the key
technologies of real-world

database construction and
governance as well as RWD
supported clinical evaluation
of heart failure treatment
and management related
medical devices

— 2024-202

he policy of

using
Imported drugs and devices
In the Pilot zone provides

clinical data for the
registration of  related
products in China, which
enable the RWE research

in China.
- April 2018/

Methodological research
on the application of
RWE in  clinical
evaluation of innovative
and urgently needed
medical devices

— December 2021 to

December ZOZy




/—-

: . (e=
Il. Progresses in the methodological study on k?—‘“ Global Harmonization Working Party
RWE supporting medical devices clinical
evaluation

01 IMDRF MDCE WG/NG65FINAL:2021 Post-Market Clinical

n I;EMEEE!E I@ sEzgss O oEmn ()eEmar @ e Dassse: ) Follow-Up Studies

W Nosotal Madca Froucts Admiitin 02 Technical guideline for the Use of Real-World Data in the

Clinical Evaluation of Medical Devices

XA n R R BN T Y 03 Collection principle for the Clinical Use Data of Imported
e DEE0 Medical Devices for Clinical Urgently-needed in the Hainan
H19EURE Boao Lecheng International Medical Tourism Pilot Zone
BRAERARES. BHEAEE \ATELERSH tELsmaesiR 04 Research Report on Common Design and Statistical Analysis

AAERMESIETESEEARRS TG BY, 55 R, 6B, 95, AR, &7 18, g of Real-World Studies

SHENON  IWBERE) SRR EEE, BRARLETESR AR eRRss Eoa ()5  Research Report on Common Types, Sources, and Quality
BREENFH, ReHERRAEN I ARSI N SRR, Evaluation of Real-World Data of Medical Devices
i, UERERRAE T  BANRSTEASNE0F  SIREERAERENR, (BTAETA : : L :
B LIRS, ERRSSE _ P 06 Pilot Practice for the Application of Real-World Data in
Rk, BHEERAN , SU3-SENEN , S HRENE, SR, RERRTIRR RAREE A _ _ _ _ _
SR FE TENENEE TR E R B TR, Hainan Boao Lecheng International Medical Tourism (First

Batch)



/—

Ill. Progresses in the methodological research on (== gy Harmonization working party
RWE supporting the clinical evaluation of
iInnovative and clinical urgently-needed medical

devices

01

a
L (=1 oo
ﬂ EFRAnEEEER T
*'-:-‘ National Medical Products Administration G RITOQ
5 XZXK-2021-204 ESUbaES Torans
701 PEAREERF TR T ERRERT
bl =) 2021-06-28
FEARRERF TS —HERRE RH
8 OEO

VESRIR: AffdA): 2021-06-28

AEARMEL (ESROLTATSAMBAREEEIRIRNDEST) (E0k (2021) 165) B%, EFORRESERETEARRENHTaNIEH
ERRRLEERAEM L, WEFAT TR0 ERRE.

M ERRBAAATARRERIHHI RN RRERHIR, TARIERATTRTNHRRTER z BT,

EET RN, SERREMRARATT MR, WREANEY. EFERZStEIRR IR, Eﬁr_ﬂ%ﬂ%ﬁ? EMRFHA
RERNFEANCRRETSHINTR, FREMHLEEREINNR, CRiREEA SRR S mU SO IR &R, THESER, £
RS RN IR, FAERDERR, B, ETSHERRATTERR.

FHEATENTBERN h2F. EMEHERBRERXARES, EXERANKE, SRR HEETERERRRERFRRENERLIRE, ER
BEREREELAN, CEIERIEND. RUEQ. BUIH RERHIRN, MERRHERRLESR, BIERRt, BEMRBRIES, BLafrE
fi, MREFFRET R, REAnE, H—PRAGREEEITIKT, MAF-RLhSE EFRRANRETE.

FESREENFTHIIE019F4RE, BSRET B/ ERARRE. 242650, BlERNENEERAR, ERANEEERTIR. Mo &
10318, ER31REERS.

02

03

04

05
06

Technical Guideline for Real-World Study Design and Statistical
Analysis of Medical Devices. (Draft)

Key Points for Technical Evaluation of Real-World Data as External
Control Arms in Clinical Trials of Medical Devices. (Draft)

Key Points for Technical Evaluation of Real-World Data in Post-
Marketing Clinical Follow-up Studies for Innovative and Clinical
Urgently-needed Medical Devices. (Draft)

Methodological Research Report on Setting Single-arm Target Values

for Innovative and Clinical Urgently-needed Medical Devices Using
Real-World Data.

Methodological Research Report on Using Real-World Data to Support
Medical Device Evaluation for Clinical Rare Situations.

Pilot Practice for the Application of Real-World Data in Hainan Boao
Lecheng International Medical Tourism (Second Batch, Normalization)
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IV. FIrSt tO IntrOduce RWD IntO IMDRF gHwp Towards Medical Device Harmonization
harmonization documents

f;ﬂ“ IMDREF [z e RWD was introduced for post-marketing
T clinical follow-up (PMCF) studies
FINAL DOCUNENT
Considerations for RWS
Title: Post-Market Clinical Follow-Up Smdies
Anthoring Groap:  Medical Device Clinical Evalustdon Womking Group p—
RWD sources for PMCF
" n. Pel
P &2 — -
S — Potential bias and control methods of
e e b LT RWS B

IMDRF MDCE WG/NG65FINAL:2021 Post-Market Clinical Follow-Up Studies



V. Integration of RWE into the Clinical Evidence @SﬂmhalHarmpnizatinpWnrkinglParty
System of Medical Devices

Exempt from Clinical Evaluation Clinical Evaluation Exempt from Clinical Trials (IVD)
(Medical Devices)

 Technical Guidelines for Clinical Evaluation

« Technical Guidelines for Product of Medical Devices N .
* Technical Guidelines for Writing Clinical

» Technical Guidelines for Product
Comparison Explanations in the List

Com.parlson. SPIETEHOS the.Ll.St ot Evaluation Reports of Medical Devices of Medical Devices Exempt from

Medical Devices Exempt from Clinical « Guidelines for the Use of Real World Data in Clinical Evaluation

Evaluation the Clinical Evaluation of Medical Devices » Technical Guidelines for the Clinical
» List of Medical Devices Exempt from + Guidelines for the Registration Review of Evaluation of In Vitro Diagnostic

Clinical Evaluation Study Design and Statistical Analysis of

_ . _ Reagents Exempt from Clinical Trials
Real World Studies for Medical Devices

Clinical Trials Urgently- Needed Clinical Practice

& Rare Diseases

* Technical Guidelines for Decision-Making on the
Conduct of Clinical Trials for Medical Devices

* Guidelines for the Design of Clinical Trials for PR el SV 1 01 (Coralliiiel Afpprael

Medical Devices - > of Urgently Needed Medical Devices in

« Guidelines for Clinical Trials of In Vitro Diagnostic Clinical Practice _ _ _
Reagents « Guidelines for the Registration Review of

» Technical Guidelines for Accepting Overseas Comparison with predicate medical Medical Devices for Prevention and
Clinical Trial Data of Medical Devices device (Medical Device) Treatment of Rare Disease

* Technical Guidelines for Data Submission « Notice on Matters Concerning the
Requirements on Clinical Trials for Medical * Technical Guidelines for the Registration Declaration of Urgently Needed
DEEEe . .y Substantial Equivalence Medical Devices in Clinical Practice

* Technical Guidelines for Data Submission Demonstration of Medical Devices

Requirements on Clinical Trials for In Vitro
Diagnostic Reagents



V. Integration of RWE into the clinical evidence K\%lj:glﬂ:la;mi}aigpcyﬂglmilz’:li':g
system of medical devices

,ﬂ Conduct regulatory scientific research on utilizing RWE to support clinical

evaluations and establish relevant technical review standards:

v Research methodologies for transforming RWD into RWE, Propose methods and
standards for assessing the quality of RWD, methods and standards for designing,
implementing and analyzing RWE to generate clinical evidence that can be used
for product safety and efficacy ;

v' study the methodologies for the clinical evaluation of RWE-assisted products as
valid scientific evidence for regulatory decision-making.

The system of general guiding principles for clinical evaluation of medical

| devices has been preliminarily completed, covering 8 guiding principles issued in
the form of department notices and 3 recommended clinical evaluation paths
issued in the form of CMDE notices. Comprehensive coverage of various key

issues in the field of clinical evaluation, including the application of RWD in the
clinical evaluation of medical devices, a rapidly evolving issue of great interest in
the industry
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02 Chinese Practice of RWD for
Medical Devices Clinical Evaluation
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|. Role of RWE in Product Evaluation

/ T? va'd? supplement To provide supplement _ \
> 01. clinical evidence for 02. evidence for registration RWE generated during
S substantial equivalent domestic use of imported
v Demostration (3. devices in clinical
= To provide clinical data urgently-needed can be
& As the external control 05 for setting single-arm used as supplement

arm of single-arm trials

target values evidence for registration

/

To support the To support the To support post-marketing\
o . modification of the (2. modification of the 03. clinical follow-up study

= intended use labelling / instuction for with conditional approval
2 Qo use
O é To be used for long-term

safety and effectiveness To be used for clinical : :

) . : : - Post-marketing surveillance
" evaluation of medical devices 05. evaluation of medical 06. g
such as high-risk implants devices for rare diseases

/




Il Explore the use of Boao RWD for product
registration

¥ |
— ] =\ afc
“ EZRAmESEEIRE IS
=4 nNational Medical Products Administration 6% LD S
=315 XZXK-2020-1061 FESE TFan&
FRER EXNRBEETER SEEAREFH—SMRET (bitd ST iHEaemaEt i ENHRNESEN) 1855488
VoLl sE ] 2018-04-25

ERAREEEER SEaE ARBBMA—FTHRESL (b4 ESREX TSRl aEFN
FESEN) HBEXEE
e O0ED

FEAnAdial: 2018-04-25

48240, EBFmAKEEERFEASELIATEBI CERTSmESE S KI0BE At smEERIERET IRt EE R NERNEEN, &R
BEEARBRARSRM (hidd ESHEA TSR MERAMNESEL) , HRiRHESETER.

fH, ERBHREEEERZRE (ESx T HsmEERIERET R TR ESIE (ErtmESERAl) FXERREY (CUTER GRE) ) |,
FEXEBEINENE, SIET (sHEERNEREFRETSRIERESHOETEMSEDTNE) | Bl eRaFETRRitEHNIToE. A%, HE

BEREXEEE, § (E) BiEL. SiAR, ERafSEEERRHIRRSTXETTMREIRaFRO 24 R0EE, FLABER. J

WH—EIA R, EEGRETEE, BTH SRRER, MTRNEERD. B OTFREETESENESRHSEFESWFNER) (TF (2017)
425) YHEREERY. SiTRKEEEFIMERRERERHIDHE. EFEREEERFARZEISTNER, soEXr-SrRETMRRIaRE. 5K
ERFREER. ITSEAFLABrFafiEn, Ei—5akiss, BLSh=t, REEVIERERIME, IBEEIRR, ™SR "I e WEKR. T
¥, BRHZEESERESREEE ARG ETReTXEXEE, 808, RIS, TENE, BEmIIEERst.
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BHAARR BRI
Exhmk MR R

RREA (2019) 24 %

Ui

==

HEEARBUFDIAT ERGREE SR AT
R BV v A SRR B bR R e
SEATIXIG PR LS M5 B R AR
TSI S5 =405 Ry

J The document issued in April, 2018 stated that

designated medical institutions in the pilot zone,
while using imported drugs and medical devices
to meet the clinical urgent needs of certain
populations, can provide clinical data for the
registration of the said medical products in
China

In September 2019, the General Office of the
Hainan Provincial People’s Government and the
Department of Comprehensive Affairs of
National Medical Products Administration
issued the Implementation Plan for the Pilot of
Clinical Real-World Data Application in the Boao
Lecheng International Medical Tourism Pilot
Zone
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Il Explore the use of RWD for product
registration

The first batch

e SRS i |

Q EREmEEHEERER T
E=4 National Medical Products Administration P : :
Product name Approval time Evaluation pathway
=55 XZXK-2020-1401 FESE
0 FES MR RS R R S5 AR £ Glaucoma drainage March 2020 Clinical trial
HIEAH 2020-03-26 Implant tube +RWE
BREEMERRRNESL T REUENET ssM=miktt Lh c . ith
omparison wi
+& OE0 Femtosecond laser for 'P .
HABS: 2020.03-26 January 2021 predicate device +
cataract surgery L i
3260, EREURERE, T SETEAT SIS . clinical trial +RWE
FEHBEET B ETE S ENE, RREIERESSHRIEATE TS REN, 2019F68, BRUKE SEREBIERAEH T SElnRE R IR
AT ZrREEaNE— R, EifeER T EEEEE RN K ENIERE St FIHEMT ARMESEN, AERE N BRI, C ompar | son wW | t h
1 REs IRE RS ER, SRS R RS, HTETISEA, BRTRNHERUA TN EENFAESAIR: 1.5AANDRE, 284 . . p .
BAREAERAER, 3EAMEATAITHREHE, IEHINMAETRILEARSAEEET, 4ERRSEFAREA LA HEmE.
Cochlear implant October 2023 predicate device +
BREESEN BIREZTR LHEYE, IXRrEEPREE. RW E

( March 2020 marked a milestone for
using RWD for medical device clinical
evaluation: the first medical device
using domestic RWD was approved for
marketing in China.
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for product registration

Single-use water vapour therapy

device March 2022 Clinical trial +RWE
@ Up to now, a total of 9 products in _ Comparison with
7 varieties have been registered gl lichl June, July 2022 e dicate device + RWE
and approved for marketing using , :
. i : Comparison with
RWE generated in Boao Scleral contact lens (Capricornia) June 2023 oredicate device + RWE
.« g . . Comparison with
J RWE supplements existing clinical Scleral contact lens October 2023 predicate device +

evidence in the clinical evaluation (Valley Contax)

of medical devices

clinical trial +RWE

Spacer hydrogel Technical review Clinical trial +RWE
@ RWE has played an important Renal artery ablation system Technical review Clinical trial +RWE
role in clinical evaluation of Scleral contact lens
n.ledlum-rlsk pro-ducts and high- (Menicon) RWS
risk products design change.
Artificial iris RWS
Growth differentiation factor -15 Voluntary
- A: assay kit withdrawal
N (,,;@,)
S Electronic duodenal imaging
Voluntary
catheter :
withdrawal

Digital imaging controller



V. Policy support - More communication

and exchanges
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First meeting

The working group of the Center for Medical
Device Evaluation (CMDE), NMPA and the
taskforce of the Hainan Provincial Medical
Products Administration participate in the first
meeting and discuss the reports and
presentations of the applicant

Complex issues

For complex issues, the Provincial Medical
Products Administration escalates them to
CMDE, and CMDE will promptly dwell on the
Issues and provide its opinions on reply to the
Provincial Medical Products Administration.
Upon receiving the opinions, the Provincial
Medical Products Administration will timely
give its reply to the applicant

‘—

/—

kE—-“ Global Harmonization Working Party

gHwp Towards Medical Device Harmonization

Simple issues

For simple issues or issues that have already been
addressed in previous communications, the
Provincial Medical Products Administration may
directly respond to the applicant

Last meeting

Before the submission, the Provincial Medical
Products Administration organizes a final meeting.
The CMDE working group and the taskforce of the
Provincial Medical Products Administration will
attend the meeting and provide opinions and
suggestions on key issues. Based on the opinions
and suggestions, the applicant may improve the
registration application materials and then submit
them
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V Explore the normalization of RWD

application
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A standardized system, smooth operational mechanisms, and
communication platforms have been put in place through pilot
programs. the application of real-world data is now being carried out
on a regular basis

In April 2023, the Implementation Measures for Early Communication
Concerning the Application of Clinical Real-World Data of Medical
Devices in the Hainan Boao Lecheng International Medical Tourism
Pilot Zone (Trial) was issued

The above-mentioned document was jointly formulated by the Center
for Medical Device Evaluation, NMPA, the Hainan Provincial Medical
Products Administration and the Administration Bureau of the
Lecheng Pilot Zone
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First meeting

Early intervention, whole-
01 ® For applicants that qualify for preliminary y :

process guidance and timely

A last meeting for communication will be
organized before the applicant’s registration
submission

making with RWE on a regular
basis

communication, a first meeting will be o
4 ) organized to have exchanges with them face to communication
« CMDE, NMPA face
« Hainan Provincial Medical Mid-term guidance
Products Administration )2 ® Upon application filed by the applicant and < A mlnlsterlal-provmma!
response of the Hainan Provincial Medical coordinated work mechanism
 The I__e_cheng Products Administration, CMDE will
Administration accordingly offer guidance and review
\ ) - Institutional arrangements for
Last meeting <|nform|ng registration decision-
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03 Prospect of RWE in modern
medical device review system
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I. RWE |S an |mp0rtant part Of mOdern eiwp Towards Medical Device Harmonization
medical device review systems

® . .
Modern review system 1.0 il Modern review system 2.0
— Established the principles of scientific review, built a guidance system, —— Ensuring leading or sufficient
clarified evidence standards for safety and effectiveness evaluation, pioneered technological mastery in all fields of

electronic submission, optimized the evaluation process, established smooth
communication, and took the lead in implementing an effective quality management
system for evaluations

regulatory science
® Promoting the utilization of real-world

—— Coordinated and planned the establishment of two sub-centers, established data

two innovation cooperation platforms, set up nine provincial-level innovation ® Making efforts to bring into play
service stations, promoted research in regulatory science, supported the research-oriented clinical institutions
establishment of a regulatory science research base and a key laboratory, and —— Embarking on the construction of a
conducted multidimensional cooperation; accelerated the marketing process of a clinical-oriented evaluation system

ber of internationally advanced medical devices that fill domestic gaps and

—— Making efforts to improve inform
meet clin

services for the public
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Il. Improve the role of RWE in the evaluation

of medical devices

1. Current situation

At the current stage of development,
real-world evidence is more of a
supplement to existing clinical
evidence than a complete
replacement of existing clinical
evaluation pathways in the clinical
evaluation of medical devices

--- Interpretation of the Technical
Guidelines of Using Real-world Data
for Clinical Evaluation of Medical
Devices (Trial)

High-risk products

Clinical trial (primary evidence) +RWE
(complementary evidence)

Medium and low risk products

Same-variety comparison/non-clinical (primary
evidence) +RWE (complementary evidence)

Product iteration
Non-clinical +RWE
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medical devices

Bolster the role of RWE in

2. In the Future high-risk and/or new Improve RWS
SR product evaluation e
sources design
Improve the strength of
Data security RWE Improve RWS
o— —0 .
and ethics Implementation
Improve
EnséluuraeI :?;ND RWS
alit
b w Improve RWS
*— i
Data relevancy analysis
Reduce confounding and bias
in RWS and enhance the
reliability of causal inferences
Improve RWS
Data reliability *— —

reporting



|l Bolster the role of RWE In the evaluation of

medical devices

3. Suggestions

Identify the clinical evidence e
required for design

confirmation based on the
compliance with fundamental
principles of product safety
and performance, product risk-
benefit analysis and
evaluation.

Design Development

o

Plan the overall clinical evaluation
and identify the ways to generate
clinical evidence. The cumulative
clinical evidence generated through
RWE and other ways shall meet the
clinical evidence requirements for
design confirmation.
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Determine the research objective of
RWS based on the issues to be
addressed with RWE and develop
RWS protocols following the relevant
technical guidelines.
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With an international perspective and a
scientific attitude, we aim to expand the
application scenarios of RWE under the
prerequisite of compliance. This helps
satisfy the need for diverse forms of
evidence in reviews of new technologies,
ultimately ensuring patients’ early access to
safe and effective medical devices and
contributing more to public health

Thank you!
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