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E6(R3)DI>tJ'b : Introduction

« ICH E8(R1) ERARERERD—AsdEET | (SRS NEEEZREIRICE D]

> mEBSALOEERK

> ERPREER R U EFEMOMFESTE(CEZRIEE(C/EDIAL (Quality by design)
> SERDEB(CBIIREERER (Critical to Quality Factor, CTQZER]) %4FTE

> BRIV TEFREORESZ155

> D YUAVICEDKFZTO-F (proportionate risk-based approach)

Introduction

This guideline builds on key concepts outlined in ICH E8 (R1) General Considerations for Clinical
Studies. This includes fostering a quality culture and proactively designing quality into clinical trials

and drug development planning, identifying factors critical to trial quality, and engaging interested

parties, as appropriate, using a proportionate risk-based approach.

Clinical trials vary widely in scale, complexity, and cost. Careful evaluation of critical to quality factors

involved in each trial and risks associated with the priorities will help ensure efficiency by focusing on

activities critical to achieving the trial objectives.
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« [RERERERDEBZBNADBE S (fitness for purpose) ELTEBZD
- CTQERZHSHUDIFET D
- SHIEDRE. SEFEROEREE - AR DI EEME . ABRIERICE D(ERBIREDIRAL
R2HERDE 4
o« SEROITOTR(E. SHERICHTET BURIEREET N BIROEE EICRERED
(proportionate) THANE
o DZHIC(F, SHERSINEDIEF - T2 - fBALCR T BURIEHERIE R DEFRME(C T T B
AINEEND

Principles
6.1 Quality of a clinical trial is considered in this guideline as fitness for purpose.
6.2 Factors critical to the quality of the trial should be identified prospectively. These factors are attributes of a

trial that are fundamental to the protection of participants, the reliability and interpretability of the trial
results and the decisions made based on those trial results.

7.1 Trial processes should be proportionate to the risks inherent in the trial and the importance of the
information collected. Risks in this context include risks to the rights, safety and well-being of trial
participants as well as risks to the reliability of the trial results.
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- FEREER CTIEANAIBTHROE - £(FENIGESL (fit for purpose) . #&ROEFE M=
ﬁﬁﬁbLt‘D RERERAEZZIEIDDICT D THAINE

o FT—HHEUE OD/ZTA JOtAFZBMISESL (fit for purpose) . EREETEIZE(CARES
N37—5ZBUSL. SHB (I TRURIEIREZNZ T —HDERMECREEAE
(proportlonate approach) TEIRINBNETHINE

« IDE1-PMESATAZBEMIGESEL (fit for purpose) | SRERTOFEAEZENELIZSX
FLADRET - ZBE(CBVT, CTQERN M IGENAINE

Principles
9.1 The quality and amount of the information generated in a clinical trial should be fit for purpose and sufficient to
provide confidence in the trial’s results and support good decision making.

9.2 Systems and processes that aid in data capture, management and analyses, as well as those that help ensure
the quality of the information generated from the trial, should be fit for purpose, should capture the data
required by the protocol and should be implemented in a way that is proportionate to the risks to participants
and the importance of acquired data.

9.3 Computerised systems used in clinical trials should be fit for purpose (e.g., through risk-based validation, if
appropriate), and factors critical to their quality should be addressed in their design or adaptation for clinical
trial purposes to ensure the integrity of relevant trial data.
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ZEO—EPELTEEN IS, BECRAI 2R EIARELRDIZENHD (2.3.3)

o EhEstEZH S50k (2.5.3)
« INTOEMZECER. B THEUVCEBRICINZ. BEOSINENUGHEROERRCEET SEMCDONTR
N —DBEASNIIGE &R ZLE1— EREFIBIENERBRCOVWTRASZEHRBAL. REICEUT
BFIERZEY)CEE

o SNENSOBRIEDHIE (2.8.2)

« ZINEOHREORERICRZE VS IHBIRGERF CSIMBECHSEIN, MEiOE B2 S HEHRININE
- BRASOEESHMHEMREIL. BERIZEE, cETSNHRAXECEVWTHHIERZIAMEL
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 GRERT —IDIERK. ECER. BRECBVT. BEOERETICHET —IDI>TIUT1ZRIEINE (2.12.1)

- BBOSET(CHIAMEBRENE (LRI DBUIRIRGCIRERT . MZRLREARIN T-IDEUSDTTE
ROMRF Sz R BRBIART (CE R .. FNERERCFIEZE 1D (2.12.2)

- SHIEOEARIE. AR, RE(CHEEZREITEEHEDOH MY —ANS0T -4 (FRRAIEDT —5%F)
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o HERTYA>
CTQERDHFFE. CTQERCEETDVRIDERICIDEHERT T U(CBZHEMAD (3.1.2)

o mEBEEH
- VZHICRE7I0-FzRAWVmEEE (QbDOEA. CTQEROFEEZSY) OXEHE (3.10)

o B
o EhI 5SRO ENMICEETIVAVICREEHETITD (3.11.2)

° =E_9U/9
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o EfEstES
« CTQZER. B&EIBIRIRUENRRREZE MBS FIEEXEZ(CEEH (B.12.1)
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® T gtnaﬁ (3 16)
F-AEREY-IILIABENIGESL. EHESTEIE THREINZIEREZES TERLICTHI ENTWSI L
fR:E (3.16.1(d))

. ARH—[RREMSEEPSINENAAULT -2 BHOEE, EXMEENBVBIEEINETH
W (3.16.1()))

o EREMEEE/SINEORDIEUTT—IDEBIEZFETINETTHIN, HXEIEFATESNEEFEAD
[RECER(CIOTIEEMEENBARE (3.16.1(j))

- EBREMEEENERMETES RO TUNESNLT —FISBIF P JEATER L ZRIEINE
(3.16.1(k))

o HERTIDEI-MEIRTLMMEDNZIHZE . IR Y—DBLRLLES AT A, SHERE B EE/BRRGHERSE
MR BFELIZS AT A IRNTOIATLAENTNIC I ZEREIR (3.16.1(x))
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- BREIESEBOFIES SHBFILS (BIEOBE. fEsdERT>Y—. /1)L
ERI-yhE) THEREERER kb, JOMNILBREFIR) MMThns

o REOFIROEM, T—HDUNECET ABEEDLT ZINAILZEI (DHT) FZ2R0

BiEPETOPDENZS D
Step4 X& JNTXRR
Decentralised elements in a clinical trial are Decentralised elements in a clinical trial are

those trial-related activities conducted outside those trial-related activities conducted outside
the investigator’s location. These may include the investigator’s location (e.q., trial visit is
trial visits and/or protocol-related procedures conducted in the trial participant’s home, local
conducted at the trial participant’s home, local | healthcare centre or mobile medical units or
healthcare centres or mobile medical units. when data acquisition is performed remotely
They also encompass remote interactions, such | using digital health technologies (DHTSs)).

as video calls or the use of digital health
technologies (DHTs) to conduct visits, perform
procedures and collect data.
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Annex2: IS5V EZR

- BEZEZHRT Y1 - EHCEDANSEO

« GUBRTFIE - EREEICHBEZ R RRUICEM S TES
HEZEMEHINDIRE (kb BRERES Y- MDDES) ZRIR
HER/\ROT—IINE. BEZEOIIIDJ(CHDRIT—IINE
DHTYEF#RECHER (EHR) NMSOT—Y0OBEEEUSHFIFAENGES

Step4 X&E JNTOXRR
Pragmatic elements in clinical trials are those that integrate aspects of usual Pragmatic elements in clinical
clinical practice into the design and conduct of the trial. (B%) Such elements trials are those that integrate
may include protocols with trial processes and eligibility criteria that reflect aspects of clinical practice into
usual clinical practice in that patient population and reflect the settings where | the design and conduct of the
usual care is provided, such as in hospitals, in healthcare centres and by trial (e.q., simplified protocols

primary physicians and/or local healthcare providers. Pragmatic elements also | with streamlined data
include streamlined data collection, for example, capturing only the minimum collection).

necessary data by aligning with usual clinical practice or capturing data only at
the timing in routine care settings to minimise the complexity of trial conduct.
Technologies, such as DHTs, and automated data exports from electronic
health records (EHRS) can be used to help such streamlined data collection.
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o ITAZHIERRERICRWDZARAHAD (L, ERPRRERAIIMDOER 4 IREHRIRENSUNEES
NIZRBORFRIARRICEETZT -4 (EHR. LZAN, LEThT—%5) ZERIZL

« FHEIEEYLZIMA SMEBIRAL, SFSFRMGEIERILT

Step4 X& JVTIXRR

RWD incorporated in interventional clinical RWD incorporated in clinical trials include the
trials refers to the use of data relating to use of data relating to patient health status
patient health status collected from a variety of | collected from a variety of sources outside of
sources outside of clinical trials (e.g., EHRs, clinical trials (e.g., electronic health records
registries, claims databases). (EHRSs), registries, claims data). These data

(B) from RWD sources may be used in various
These data can serve various roles in a trial, ways, including, but not limited to, ascertaining
including but not limited to endpoint or endpoints or outcomes or serving as an
outcome data or serving as an external control. | external control.
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> oY - B EMSEE ORI SEZIASULL THE
> Ao —. EBREMSEE. Y- URMERTORERIS1=y —33> . BHICRESNEFIBOMHET

2.3.2 Where permitted by applicable regulatory requirements, the sponsor may arrange to send the

investigational product to the participant. In such cases:

(@) The investigator/institution retains responsibility for the safe and appropriate use of the investigational
product for participants under their care.

(b) The investigator should be aware of the arrangements for shipping the investigational product to participants
from the sponsor and remain informed of the investigational product receipt, use and any participant-
reported issues and their resolution.

(c) There should be clear documentation of the roles and responsibilities of the sponsor and the investigator.

(d) There should be clear communication and predefined procedures between the sponsor, the investigator and
any service provider involved in the shipping of the investigational product.
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« IRESNZT —HDEEE SHEDER -T2 Bl T —IDERHEICITFTEIRIIC

=oEE
o BIREEBOLANIIGREROME (GRERTH1> . WREMSE) BEDcontextlcdd

. BEOREE. EEOLEE~LIEPNTAVES HERLER | AER
DLE1—DHETEN®HS

2.4 The investigator should maintain appropriate and proportionate oversight of trial-related activities to
ensure the rights, safety and well-being of the trial participants and the reliability of trial data. The level of
investigator oversight should depend on the nature of the trial-related activities and should be proportionate
to the importance of the data being collected and the risk to trial participant rights, safety and well-being
and data reliability.

An appropriate level of oversight is context-dependent (e.g., depending on trial characteristics, such as trial
design, trial population, investigational product and data sources). An appropriate level of oversight may
range from direct supervision to less intensive oversight, whether in person or via remote communication
methods (e.g., video, telephone or email), to only the review of essential records (including source records).
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- EEEFEENEEZERO—IRLLGRERBERBCESI35E. EhtstEE(C5eEk

- EFORMICEMETEEFON NI ERSE . BUIREURDZE{E
«  HURS(CFERERERESEBNRIROKFZF A TEIHDTEZZ5HD

« FBOFRCEMSTESFONEN R ERSS ., BUICGEIREN ., EESNLENE

- EEMFENECIOT GREEMBEE/ANY-) FRINHCLST, MEEMBEECLD
proportionateRBSE(C LD, SRIRNEIEETEE OB eimlc g L. SERERDERME. SMBE0LRE.
B R R EREZARLE

2.4.1 Healthcare professionals may be involved in performing trial-related activities that are part of usual clinical practice. In
such cases, the protocol should describe these trial-related activities to be performed by these healthcare professionals (see
Annex 2, section 3.2.2).

For trial-related activities that are part of usual clinical practice, conducted by healthcare professionals, and which do not require
knowledge about the protocol, investigator’s brochure or other trial-related documents (e.g., manuals describing trial-specific
procedures), appropriate arrangements should be in place. Such arrangements should address plans for making relevant
information and records on the performed trial-related activities available to the investigator.

Where trial-related activities are part of usual clinical practice and knowledge of the protocol, investigator’s brochure or other
trial-related document is required, delegated healthcare professionals who have been appropriately trained should perform these
activities (see Annex 1, section 2.3.1).

In either case mentioned above, the level of investigator oversight should be proportionate to the criticality of data to participant
protection and the reliability of the trial results. Regardless of whether healthcare professionals involved in the trial are arranged
by the sponsor or investigator, such oversight should ensure that the resulting records meet the relevant requirements of the
protocol and thereby ensure reliable trial results, trial participant protection and appropriate decision making.

4
[Zrumoutaras 2 ~-veor [T Y "e




Annex2: 7—4%(CB8933&EEI" (RWD)

o ZRH—(FRWDOBEMIADBES M ZIRIEINE
« S5 (reliability) : IEWEME. T2 KE. NL—HEUF7
« BEM (relevance) : RERORIVCEXZHOEERT—IEZROFIFHOIEEMN
o BUIRNXE. T-5EE. REEIEOROOFIEZEETZEEE(C. RWDILHRRY - CBWTHEIE. UNEE
it BIESENERZRZERING
- RWDY—X (EHR. LZANZFE) OEHNAOEEHZFHiIIAE
o BE. RERREROIN TEMINDET —ITHRIED. EOLSICYNE - SLFRENTEN AR T —DOEB T (LR
« RWDY—-ZDEE(ICHIOT, T-ANRERDI > RiRA > N B 1FI 20(GEY) THhahiHiT I 3(cdhizoTD
ZEEETREM
- EEFIEZRERETE. EEETEEZE0:%ET. BEBOTOTRAICKRINE

3.5.1 RWD Considerations

(a) The sponsor should ensure the fitness for purpose of RWD, which can be described by their reliability and relevance. The term reliability includes
accuracy, completeness, provenance and traceability; the term relevance includes the availability of key data elements (e.g., exposure, outcomes,
covariates) to answer the specific trial question with the specific method. Attention should be given to the variability in data source, potential bias,
generalisability and traceability of RWD. The sponsor should implement procedures that support adequate documentation, data linkage and quality control,
while accounting for differences in how RWD are structured, collected and managed across various sources. In selecting RWD sources, sponsors should
assess whether the data are appropriate to support the specific trial endpoints and objectives and should weigh the potential benefits against limitations,
taking into account the considerations described in 3.5.1(b) below. These considerations should be reflected in trial planning, protocol design and oversight
processes.

(b) A variety of RWD sources may be used in clinical trials, including EHRs, administrative claims data, and registries. Since these data are typically
generated outside the clinical trial, sponsors generally do not have control over how the data were originally collected, recorded, or curated.

Sponsors should assess whether the RWD source is fit for purpose for the intended use in the trial. In doing so, sponsors should also apply a risk-
proportionate approach to the measures used to ensure appropriate data quality, integrity, and governance for the RWD incorporated into the trial. This
approach should consider the importance of the data to the trial objectives and the potential impact of data limitations on trial results.

The considerations that may inform the determination of whether a given RWD source is fit for purpose include, but are not limited to, the foIIowliml:

—
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Ao —(F, SHERCEAINZ2RWDABEMIGESL. SERIEROIEFaME 1T I D EZIRET
IIELZED

AM>HY—(3, individual-level dataé, MEBICGURRHIEZLF(CREL, [RECERODT —FCTIER
I HBEFEROENTHRHEIEA(CHEVindividual-level datatlﬁnﬂﬁdﬁ*‘ ANTIER
SR CERAIARWDH RN Y —BINISHO TR - BIZEN TUL\3I5E . TNS0OEELERDZ
BEL. AR —DHREICREVRERIE - mEBEEIE (QAQC) D, MRHIHB/HERDEH
individual-level data®dLUVREEEFRDT - T ITATERLICLTHL

3.4.1. Access to RWD

Sponsors are responsible for ensuring that RWD used in a clinical trial are fit for purpose (i.e., they are relevant and reliable; see
Annex 2, section 3.5.1) and ultimately support the reliability of the trial results. To fulfil this responsibility, sponsors should have
the ability to access individual-level data, whether generated by themselves or by other entities (including service providers),
and data in source records as necessary in accordance with applicable regulatory requirements. Sponsor access to such data
may be necessary, for example, to implement quality assurance and control. For regulatory inspection purposes, regulatory
authorities may require access to individual-level data and data in source records in accordance with applicable regulatory
requirements.

RWD used in a clinical trial may be owned and controlled by entities other than the sponsor (e.g., healthcare institutions, registry
holders, insurers). In such cases, the sponsor should ensure appropriate arrangements are in place with these entities to enable
access and use of the data for trial purposes. This should include access to data in source records by the sponsor for the

purpose of quality assurance and quality control in accordance with applicable regulatory requirements. The arrangements
should also allow regulatory authorities to access individual-level data and source records to support regulatory inspections.
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3.4.1. Access to RWD

Individual-level data (pseudonymised for trial use) are datasets or listings capturing data for each individual,
usually extracted from source records and structured for statistical analysis and reporting. Pseudonymised data
are processed such that a specific individual cannot be identified without collating the data with additional
information. Data in source records refer to the data in the original records, such as patient medical records,
laboratory reports, imaging files and physician notes, from which individual-level data are derived (see the
glossary term “source records”). Source records are typically not pseudonymised and contain patient-
identifying information as well as other information subject to data privacy and protection requirements.
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3.4.1. Access to RWD

The extent of sponsor access to individual-level data and data in source records should be proportionate to the criticality of the data
(see Annex 1, section 3.16.1(b)). For RWD use cases of higher criticality (e.g., when RWD are used to support key efficacy and
safety endpoints), simply assessing the fitness for purpose of the RWD source to be utilised (see Annex 2, section 3.5.1(b)) may be
insufficient to ensure reliability of the data. Therefore, it may be necessary for the sponsors for example to confirm whether a clinical
event occurred, was assessed, or was documented. In such cases, sponsors should ensure access to source records to support their
quality assurance and quality control activities. Where such access is not feasible due to constraints set by entities who own and/or
control the RWD, sponsors should consult relevant regulatory authorities. For RWD use cases of lower criticality (e.g., for exploratory
endpoints), it may be sufficient for sponsors to use system- and process-level assessments. In this case, the protocol or protocol-
related documents should describe the fitness for purpose of the RWD, including any relevant limitations and justification of the
assessment approach.

Regardless of which entity owns and/or controls data or undertakes data processing steps, sponsors remain responsible for oversight

of these steps, including extraction, linkage and transformation, and for implementing quality assurance and quality control measures
to ensure data are of appropriate quality.
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