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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-108

B. GCP matters (GCP D EE )

8. What are the pitfalls to be aware of regarding contractual arrangements with vendors for electronic

systems in connection with clinical trials? Rev. March 2022

(RN FEDIERIRDEF VAT AZHOVWTORN EDORY RD TEBL TR RE, BT

WRHRENIAT T 22?2 83T -20224E3 H)

Sponsors contract out an increasing number of tasks
in clinical trials. /""" According to Art 7(1) of
Directive 2005/28/EC and Art 71 of the Clinical

TBBRUIHA DSV ERE T DI DO X 2 7 [T X
T %, Directive 2005/28/EC @ Art 7(1) &
Clinical Trials Regulation (EU 536/2014) Art 71

Trials Regulation (EU 536/2014), any sponsor may
delegate any of his trial-related tasks/functions to an
individual, company, institution or organization.
Nevertheless, where tasks/functions are delegated to
third-party, the sponsor remains ultimately
responsible for ensuring that the conduct of the
trials and the final data generated by those trials
comply with the requirements of Regulation (EU)
536/2014 as well as with those of Directive
2001/83/EC in the case of a marketing authorization
application. This applies in particular to the safety
of the subjects and the reliability and robustness of
the data generated in the clinical trial.

[FREE] FHEEIZFSCTIEANA 28—V 7 TH
HOERPRREND, ARTIEZNEDOHGE
EFRIICRICE LD TIRLT,

Any trial-related tasks/functions that are delegated
to a third party should be specified in a written
contract and made clear between the sponsor, third
party and when relevant, with the investigator (e.g.
responsibilities regarding safety reporting, see Q&A
5.4 in Q&A for Clinical Trials regulation).

TIE, IEBKIEE 1L, IRBRICBET 2V e b ¥
27 MERE BN, Stk BERE. SUTMRkIC R
FETAZEMNTEDLELTND,

LML S, MAA OA, X A7 BERENE
SHIICEREENIZE LTH, IBRIKEE L. 1A
B D Ikt e OVARBRIZ & 0 AR ST ek ity 2T
— 4 73 Regulation (EU) 536/2014 % O Directive
2001/83/EC D EAFIZi# G Xt 5 e B L% FF
D, ZDT EITRITHIRE DL, KOIRERT
AR SN DT — & DFEEN - BEEICHOVWTE
25,

FEACERESNCIRBRICBE T 0 2 2 7 /i%hE
(T, BRGEICHIRE S, TRBRIKIE &5 =
FIGEIT & TUHIBEBRFTLLEAN O ] THfEIC
LTBESBE RS D, ( UnBrE{EEmZ S
T5) flE LTiE, gelttlE B 25/ER
& %, Q&A for Clinical Trials regulation ® Q&A
54 )
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

Sponsors typically lack sufficient internal
knowledge or resources to develop and/or manage
the electronic systems used in clinical trials, such as
systems used for randomisation and investigational
medicinal product (IMP) distribution

management/accountability (Interactive Response
Technology (IRT)) and/or clinical trial data capture
(eCRF and ePRO systems). Therefore, very often,
sponsors delegate related tasks to third parties. In
these cases, sponsors remain responsible to conduct
the trial in compliance with the protocol and with
principles of good clinical practice (Clinical Trials

Regulation Art 47, ICH E6(R2) section 5.2.1).

During good clinical practice (GCP) inspections of

commercial as well as academic trials, an increasing
amount of deviations from GCP standards have
been identified by the inspectors in view of sub-
standard contractual arrangements and related
procedures. The aim of this Q&A therefore is to
highlight aspects with increased frequency of
deviations during GCP inspections, which therefore
should be prevented by improved contracts between

sponsor and vendors of IT systems.

— T, TRBRIRIEE X, IEBRICH VD (HE(E
ZEFCIEEREE (IMP) Bl L (IRT), KO
(X1%) B8 7T —ZI4E (eCRF <° ePRO) %%

DEF VAT LB R CUT) BT 57
DOFL3 IRV Y — A NIRRT 7200,
o T, 12 AEDGE . TEBRIKEE 1XBE
HEAT L —FHIIEFETH LD, 2D
LR ETH-oTh, IMBRIKHEE L, 1RBE
fi 1 E KX OY GCP D JFE AN HE - Tk 2 S i
45 #E{E% 5> (Clinical Trials Regulation Art

47, ICH E6(R2) section 5.2.1),

P SER) R OVFEAIT 72 1R 5RO GCP A ZRIZH 0
T, BHIRRZK EORY kb<BHE FIED
GCP FEMEN LML L TV D E WO a3 5
TEMHATETWD, - T, K Q&A IE.
GCP B THEIZHERIN D L 91Tk o T
B ER D 2 LT, IRBRIKEE & 1T v
AT DXL E DI OYEEIZORT, £
ST E T A L EHET S,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

Special consideration should be given on relevant
training and quality systems. Experience suggests
that vendors accepting tasks regarding electronic
systems are frequently knowledgeable about IT
systems and sometimes data protection legislation,
but not necessarily on ICH E6(R2) requirements,
quality systems, etc. This Q&A should be read
together with Q&A #2, which contains more
general considerations on how contracting should
be addressed, and with the Notice to sponsors
regarding computerised systems, published on the
EMA website in the GCP Q&As section. The
examples of deviations are described as bullet
points under the following headings: status of
contracts, distribution of delegated tasks, standards
to be followed, audits and inspections, serious
breaches, compliance with the protocol, output and

exemptions.

B P L —= U TR ONE AT DI ET D
VERD D, BB, BV AT LURDH
AT EB|&ZIFHRCEDEL X, IT VAT

LZOWTEI L TRY, o7 — X {R#EEIC

OWTHERZFF %A1 H D DD, ICH

E6(R2), dE ¥ AT LEOEHZEES L knakns
bDEITMB R, A Q&A IE, —RAIRRK
DN THRR72 Q&A #2, JLOVEMA 7 = 7
A F® Q&As section TABH S 4L TWV B IRERIK

FEMITOay Ea—2 by AT LT 58

G WL L g gide & o,
IS LI RREES
o EKDAKRE

o TFELIX AT D
o fEH NI HYE

o R MOVEEE

o RAITNEK

o VRBRIFENEFHEE DA

UTosRHLD
EXTET D,

o 7URNT Yk
o [RIMEIH
[RiE] Efl MRS T O =20 B a—X

b A7 M2 T H@H ] OFIFRIZOWTIE
https://bunzen.co.jp/library/ SO = L

Status of contracts GEFI DIRER)

The following contract-related issues have been
identified by GCP inspectors in the context of

clinical trial inspections:

Missing contracts or only draft contracts in place.

o Contracts that were not in place at the time
when the delegated tasks were initiated.

e Contracts that were not maintained/updated.

o Contracts that were expired and had not been

renewed as appropriate.

{RBRICEE9 % GCP A% TR R S -5

THMEZ LTS,

TRFN N L

HD,

o FIMEVIRRET, FZEIESNTX A7 3B
mahiz,

o TRIEDPHER/ T STV o Tz,

o ZFFEOAMHMMAME - EE, WUNCHE
LTV T,

ZRIEFENRT 7 FOEET
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-108

Distribution of tasks (¥ X 7 M434H)

Due diligence should be exercised from the sponsor
to ensure that the distribution of tasks is clearly
documented and agreed by the vendor, and that each
party has the control and access to the data and

information that their legal responsibilities require.

GCP inspectors have observed a lack of clarity with

regards to:

o which tasks were defined in the contract (tasks
are sometimes partially described or not
described at all);

e which party is responsible for carrying out
certain task(s) regarding generating, maintaining
and archiving the relevant sections of the Trial
Master File (TMF): emails, meeting minutes,
system documentation such as trial-specific
validation documents including documentation
for user acceptance testing, specific codings,
SOPs, etc.); Inspectors have seen incomplete
documentation provided to the sponsor or
documents that have been lost due to a lack of
clarity concerning the duty of document

retention;

e details concerning the retention and sponsor
access to non-trial-specific documentation; for
example, software/system validation documents,
vendor SOPs, training records, issues
log/resolutions in helpdesk/IT ticket system,

etc.;

e investigator’s control of their data and

ownership of the data;

BRI 1T, BEEEBICESE, #2700/
FEPREICSGE L, XRUFERETDHI L&,
Flo. BHFEENENELEEL R T TZOINE
BT —H AEFRICKTHT 7R - ar br—
N FEUEFIHEEDLEIICTH L,

GCP HEZ DR HFHT, BN AR TH -
TP 2 LU FICZT %,

o WHITERINDZ A (AW, (#
AT D—HOIHFEH I NIHGEDLHD L,
ALEHENLVWEELH D)

o TMF O LEr, T7RDOBLET A —
v, HEEE, BRER DN T =g 3
E (2—PZAT A NEE, a—F v
7. SOP EDXEEEZET) ZAFRk, #E
Ff, 7— WA TFTHEXZATIZONTELL
MFEfLT DBEALZFFODON (AR,
TERTROM S TBITIL, {RBRIKEE 1Tkt
L CAREEZERPH I TV, £
7o SCERE ROV TR ~ 7272
DIZLE R LTV,

o JRBREA TILAWITEERIORE . K ONA
BKFEF I L D URBREA T2 W&~
D) TR (BAYE), BlIX VT
N =T [VATANY F =g o xE, N
V' HZ D SOP, HE Sk, ~IVTT AINT
T NVAT LDA v am 7 VERE R
%,

o BBREEEMOT — X kT 5 IRBRELE

filckday he—nLeF—2D4—F
v 7 (DAEARE],
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-108

e location of data storage and control of this, for

example use of cloud solutions;

e addressing potential system “down-time” and

the preparation of contingency plans.

o The possibility of sub-contracting by the vendor
is not always defined, including how the
sponsor maintains oversight of contracted

activities.

o The clinical trial applications are frequently
incomplete regarding information on
contracting out electronic data capture and/or

randomisation.

o T—HIRWMBEATEEDay br—L (AR
e, (Bl : 770 RV U a2—v 3 OFf]
)

o EIVIBVATLIDE YL AADLETY
T4 Y VEHE O S ARIARE],

o NUHINLOBFEFLOAL, EIoHEET
L%, IRBRIKEEIXEDO X I8 S
TIEBN T D00, PDERSNTWVD
EVTR S 720,

o BROPETIEL OBA, BFT—FIN
ERO (LD FEREI &, RN LY
FRE LI LV AR ThH 5.

Standards to be followed (£ 9 X & i)

The following issues have been observed by GCP
inspectors regarding certain standards to be adhered

to by the vendor.

e It is unclear/not mentioned according to which
standard the vendor will conduct its delegated
sponsors’ tasks, e.g. current legislation, ICH

E6(R2), etc.

e Some vendors are more focused on data
protection legislation than ICH E6(R2), which is

reflected in standard contracts.

When the vendor fails to formally agree to comply
with the applicable national and EU legislation
related to the conduct of clinical trials, as well as with
ICH E6(R2) requirements, the sponsor should
consider whether the use of the vendor is appropriate

for the clinical trial.

NS PNEFI N EEEEITONT, AZEE DS
LRI LU IR,

o NUBNEFEINIZ NEBRIKESE DX A
7| & EOHENE (f : kA, ICH E6(R2)
) (P> THEMT D DD T2RU VR
#HEn T,

o XU DOHIZIET — X Ri#1k% ICH E6(R2)
LV EMAL, EHERICEO L HICRHEL
TWa,

RS, IBBROFEREIZET 2K E KO EU O
EHE,. K OVICH E6(R2)DEAEIZHE D Z & & 1E
AICAE LRWEE, JARIKEE I 3BRICZ2D
RUFEES ZENEHUNE X DNERD D,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-108

Audits and inspections (B2 &k N £%)

It is sometimes not stated that the sponsor should
have access to conduct audits at the vendor site and
that the vendor site could be subject to inspections
(by national and international authorities) and shall
accept these. In addition, it needs to be specified
that vendors shall provide necessary documentation
(e.g. qualification documentation prepared by the
vendor in relation to the system) when requested

during a GCP audit/inspection process.

FHNCLLTE AL SN TV nZ ERd 5,

o VEBRKIEE DNV Hlaik a5 2 &
T&EHZ &,

o NULNEED (ZDOE, KOS YD)
BEOMRBLERDZERDHY, XUFI%
NEZTFTANRTE R bRnT &,

S BT, GCP EA/ALEICERI NI & &,

NUHT (AT DT DN F DOk ERE

& RNE) MERER A TR LT 672

W2 ELHAR L TEBIMERD D,

Serious breaches (X 72&X)

Reporting of “serious breaches” of GCP/Trial
Protocol is a legal requirement in certain Member
States for clinical trials conducted under Directive
2001/20/EC, and is a legal requirement in all
Member States for clinical trials conducted under
the Regulation (EU) No 536/2014 (Clinical Trials
Regulation [CTR]) as provided for by Article 52 of
the CTR. The EU portal (Clinical Trials Information
System [CTIS]) has been set up to handle the
notification of serious breaches in accordance with

the CTR.

It is frequently not specified in the contract that the
vendor should report potential serious breaches to
the sponsor (for assessment and onward reporting)
and reporting timescales for such reports are

missing.

GCPAGBREMEt B E D> TTRAILIER ] 1220
THET 2 Z &1, Directive 2001/20/EC (25
SWTEM SN LEROGE, —HOMRET
ERETH D, F72. Regulation (EU)No
536/2014 ([CTR]) ArtS2 IZHE SN TWD LD
(2. CTRIZHAWTHENE SN DIRROGE
T ARTONEETENE L > T D, CTR
W2 L DIRANT2E NI DWW T OMEMET Y 5 7=
®|Z EU portal (Clinical Trials Information System
[CTIS]) 2kl T D,

NS, BEN R IR A, (TEAA
Y by KON (BNEZT CIRBRIKEES 21T 9 )
ZOBOMWE DT DIZ) IRRIKEF IR E T 5
MW DN, FDZ L ETKETED TR
ARG/ AN
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

Compliance with the protocol (JEBRFZHE 7 EIE DJEF)

The protocol is part of specification for IRT/eCRF
builds and therefore should be consistent with the

protocol approved by the regulatory authority and

given a favourable opinion by the independent
ethics committee. Some contracts reviewed had
inconsistencies between the protocol and the
wording of the contract. Examples have also been
seen where contracts referred to the version of the
protocol applicable when the contract was signed,
however there was no contractual requirement to
cover the vendor obtaining any subsequent changes.
There is a risk that the vendor could implement
changes to the electronic system based on protocol
amendments sent by the sponsor that have not been
approved by the CA and REC. The contract or the
vendor procedures should address how this would

be prevented.

TRBR NG E X, IRT/eCRF 253 5 D
RO —E & 72 D7, BHIRY R XV &R

NIIRBREMFEE S —B L WA UNERD

0. ML LT EE RO bAFERNRE R %
b O IVENRDD, W ONDRMELZ L E =
— L7z A, nBEREEF L ZNEDOLE
WCTEBENS R Oz, F72, BREIZBWT, i
M S5 TRBR S S Gl ORI B A RF DS —
aVESZBLTNDEHEDOD, XRUXNRZEDHD
BETIREATFT S &V ) BN EG R T

WL EWIOBIb RSN, (2oL REA)
TS E T R MR AR B SIC L VAR ENT
N ZRVNR BRI 5 T R 2 TR BRI A 3
VEIZEM L, RO DBEIITE SN TET
AT LEERLTLED VR RH D, 2BHHE
XIFIRCFDOFEIZE Y ZD LD 72T LAk E
BRNE I HIRTNETH D,

Output (77 b7 > 1)

In terms of output generated from the clinical trial,

BERICE DV AERESNDT D M7y MZET DU

the following observations have been made by GCP

inspectors:

T X5 2 EfFEHEN GCP BEE TR O T
WA,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

Information is often missing about agreed
output during and after the trial. Output that in
some cases has not been provided to the sponsor
includes: metadata, specific types of queries,
audit trails on CRF data, history and status of
changes to users and their access rights,
description of format for delivery of the
complete database to sponsors, delivery to
investigators, TMF delivery, etc. On several
occasions it has been seen during inspections
that pdf flat files have been delivered (e.g. the
audit trails), which did not facilitate the
production of a dataset that could be needed in

an inspection.

Arrangements about decommissioning of the
database are not always clear, including the
possibility to restore the database to its full
functionality for instance for inspection
purposes. This has resulted in a difference in
how the system can be inspected if it occurred
during the live phase of the trial compared to
when the trial ended (for example, obtain access

to the audit trial and exports of it as datasets).

Arrangements to ensure an independent
investigator copy of the data and to revoke
investigator access to data were frequently not

described.

Hﬁﬁofb\é%é’ﬁ#?ﬁﬁéﬁ\

BB R OB ICARB SNTZT U Ny
MZOWTDIERDRITTND Z ENE
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FEDOHED 7 =Y
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%‘%xﬂi\@f: RIS 2 Lo T —#
N2 %I T HED RD) DI 2>
TWRWNWI LB, HRBZTEBR IS I
X 72DD, BRSO ThbiEE =0
N ALYV RT AOBEEFIENED ST
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1 No. BZLib-108
Exemptions (B4} Z51E)

It is important to be aware of any exemptions in the | 7 — Z IVEE T AT LA DFRFE DFEREIZ OV T, #

contract regarding specific functionalities of the IO FEHITEET D2 Z L IFEHEETH D,

data collection system.

For example, contracts stating, that a data collection | 1 2|, GCP &L TR O - 7261 TiL, K

system cannot be used in the handling of e.g. ECT [F—=HINE AT MIERGEFROR

serious adverse events, although the same system DPDNZHND Z LT TERV EREHiENT
was actually used for exactly that purpose (i.e. Wb DD, FOT AT MIFEBRICE ZIZED
automatically generating emails to safety Hiy (T72bb, HEIWIZLZEMHHE~OE
departments, etc.) have also been noted by the GCP | A —/V &4 T 5, &) THH I TV,
inspectors.

Amendment - April 2020 (FT - 202054 H)

Qualification and validation particulars GERIEFEH/ XY T —3 3 2DV T O

On the basis of recent GCP inspection findings, FED GCP BB T DM FHE R 2,

inspectors would like to reiterate that sponsors TR E DBV T F 2RI T 5 &

should contractually ensure: 9 R L7200,

e That all tasks relating to a clinical trial and/or o IBBRITIRDTNTOX AT KLY (i)
tasks relating to the qualification and validation VAT LOBEREMHERT/ AN Y T — 2 3 TR
of a system are clearly described, including DAY RIS T H 2 &, DR,
which party holds documentation for which EH LA EOTEENC B 2 BB & e
activities. HMHED T Z &,

e That sponsor pre-qualification audits or other o JBRRIKIEFIC LD, IT N X ~DFHHE
on-site pre-qualification activities and later P AT s A S At o> S i A A AT TS
audits of the IT vendor can take place. It should KOEDHEDEEZFMTED L IITED
also be ensured that these audits and/or other T Z&, ZThboDEERDT (T A
on-site pre-qualification activities are performed A N OFERNEASERANTEEN X+ 72 lRs
with a sufficient amount of time and that &2 T, XX OmEEIEFL O & EE 2+
sufficiently in-depth review of the vendor FITELS L E 22— L, VAT AOBEMHERE
qualification documentation is performed in i/ NV F— g DO ERARIZ NRET S 2
order to establish the qualification and Es
validation status of a system.
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-108

That GCP inspections can take place at the
vendor in case the vendor is performing services
for the sponsor, when the sponsor has relied
fully or partly on the vendor to perform the
qualification activities and when it was
established during the inspection of the sponsor
that part of the documentation can only be

verified by inspection of the vendor.

That any qualification documentation prepared
by the vendor in relation to the system should be

available for inspection.

That the sponsor has access to the vendor’s
system requirement specifications, if the
sponsor chose to perform all qualification
activities themselves and/or if the vendor does
not agree to undertake qualification activities
for the sponsor. In case the sponsor retains the
full duty/function for the qualification and
validation of the software, the sponsor should
possess all the necessary information and
documentation upfront to be able to carry out

this task.

That the vendor should escalate any potential
serious breaches to the sponsor in a timely
manner, including security breaches that they
become aware of (e.g. by notification from other
sponsors using the same system), if they could
have any impact on the data integrity, reliability
and robustness and on the safety and rights of

the trial subjects.

RUFIZH LT GCP BEENETEH LD
I BT B TR, ZhuE, R
VEPIRBRIKEF I — A AR L
&AM RAMTG Bh 2 A i S s S v &
KT L TV D5 T, D OIRBRIKIEE ~
DAL TERO—H 53 A REET D 722~
VESOEZNPATREHWEND KD
BEIlMZ 572D Th b,

R Z DU LTS AT L O HEETAIE
Bla BRI R TE D L9 (BT
EHTELZ L,

TRBRKHEE DT C O FHnEE) & B
Db TETHZ LI LESmE. KO

(1T) Ao 23RBS O D (2
FEMERHMTEBY & S 2 = & A 4EA 725

A IBBRIKIEEF L, XA DOV AT AER
EREEIZT 7 BATEDL L OHIT (T

EDHTIL T &, RRIKIHE 2N Y%Y 7 b
7 = 7 O/ N T =2 a3 U EIT D
TB/MERE A 2HBICA > BE . IRRIEE
L. Z AT BZTT HIOICUERT T
DIE#RE BE B BRA L TR MNE
Nd 5,

W2 DIERI R ERIEN . TR T
—Z2DA T T IVT 4, fFHEME BN,
R ORRE D224, HFRNZD L TH B
b2 26D THIUL, N &0 BIRERIKHE
FIZHAA LV AL — R THLH1C

(KT EHTRBLZE, (ALY AT
D Af o T D M OTEBRIK I 7> & i &
ZFTEICLY) BRI EXR 2 T o
EX b EEND,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-108

Reference document (3% 3 E)

Notice to sponsors on validation and qualification of

Notice to sponsors on validation and qualification of

computerised systems used in clinical trials

computerised systems used in clinical trials [#**]
[ERVE . EEEOFIERIZ W TIE

https://bunzen.co.jp/library/ Z: 8]

9. What is the level of validation/qualification needed to be performed by a sponsor when using an

electronic system previously qualified by a provider? What documentation is required to be available

for inspections? Rev. April 2020

(Furg FIZ L ERETEE DB AT 2:2FIAT 286, IBRIKEENERTEINY T
— g VBERBREFEDOLARIED X I BREDTHIRE TTN?2EEIZBWTED L 5 &R
EFRHELTRBIFIEEWTT 2 ? HKET -20204-4 A)

This Q&A should be read in conjunction with the

'Reflection paper on expectations for electronic

A Q&A 1% 'Reflection paper on expectations for

electronic source data and data transcribed to

source data and data transcribed to electronic data

electronic data collection tools in clinical trials

collection tools in clinical trials (superseded)' -

EMA/INS/GCP/454280/2010 and any further

updates of this guidance. The Q&A aims to address
the situation in which a sponsor is using a system
(as intended) from a vendor, including the built-in
possibilities for configuration. Further useful
guidance can be found also in the notice to sponsors
regarding computerised systems, published on the

EMA website in the GCP Q&As section.

The system in question may be a system validated
by the supplier, but installed at the sponsor, or a
system provided as software-as-a-service (SaaS or

cloud solution).

(superseded)' -EMA/INS/GCP/454280/2010 % O}
R A 2 ANTH T DEUGETHR & — B P wite
RETHDH, KQ&A I, IRBRIKIHE N, ~v
ZINBATLEVAT L% (BXK#@EYI12) FIA
T5 (A7 4FXal—varE2TOo8808
te) KPZHOWTEZEZRTHDTHD, o
R AAF AL LT, EMA DU =7 ¥ A b
D Q&As section TP STV HIRBRIKIHZ

DA Ea—2 b A7 M 28Hm b
ZHINTZ,

(FRiE] Efe NeBREKEE RO Ea—X
L AT BB 2% OFIRRIZ OV TR

https://bunzen.co.jp/library/ ZH.D = &,

ZIT, VAT LEEF, UTTAXBANYT—
Ta v ETO, MBRIKEEO L ZAHTA A K
— L ENDH VAT A, XU software-as-a-service
(SaaS X %27 77 KV Va—ar) LLT
LN D VAT AEERT D,
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https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/notice-sponsors-validation-and-qualification-computerised-systems-used-clinical-trials_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/notice-sponsors-validation-and-qualification-computerised-systems-used-clinical-trials_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/notice-sponsors-validation-and-qualification-computerised-systems-used-clinical-trials_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/notice-sponsors-validation-and-qualification-computerised-systems-used-clinical-trials_en.pdf
https://bunzen.co.jp/library/
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/reflection-paper-expectations-electronic-source-data-and-data-transcribed-electronic-data-collection-tools-clinical-trials-superseded_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/reflection-paper-expectations-electronic-source-data-and-data-transcribed-electronic-data-collection-tools-clinical-trials-superseded_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/reflection-paper-expectations-electronic-source-data-and-data-transcribed-electronic-data-collection-tools-clinical-trials-superseded_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/reflection-paper-expectations-electronic-source-data-and-data-transcribed-electronic-data-collection-tools-clinical-trials-superseded_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/reflection-paper-expectations-electronic-source-data-and-data-transcribed-electronic-data-collection-tools-clinical-trials-superseded_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/reflection-paper-expectations-electronic-source-data-and-data-transcribed-electronic-data-collection-tools-clinical-trials-superseded_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/reflection-paper-expectations-electronic-source-data-and-data-transcribed-electronic-data-collection-tools-clinical-trials-superseded_en.pdf
https://bunzen.co.jp/library/

EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

Different requirements will apply in cases when the
sponsor is changing/adding functionalities to the

system.

Today, in clinical trial settings, the use of electronic
systems, e.g. for data collection, data management,
safety data collection and evaluation, treatment
allocation and trial management has proved to be
more the standard than the exception. A
considerable number of electronic Case Report
Forms and applications for e.g. collecting Patient
Related Outcomes or Clinical Outcome
Assessments are provided by, or purchased from,
vendors and are customized to varying degrees.
GCP inspectors receive an increasing amount of
questions from sponsors and deviations are given
during GCP inspections regarding the level of
validation/qualification needed to be performed by a
sponsor when using a system that has already been
(or is supposed to have been) validated by the

supplier.

According to ICH E6(R2), sections 5.2.1 and
5.5.3.a, respectively, “the ultimate responsibility for
the quality and integrity of the trial data always
resides with the sponsor” and “the sponsor should
ensure and document that the electronic data
processing system(s) conforms to the sponsors
established requirements for completeness,
accuracy, reliability, and consistent intended

performance (i.e. validation).”

VAT BITHK U TCIRBR K SR RE 2 A LB
MT 557256, (KQ&A &ix) BloHE A,

%

WEH SN D,

BRIZBWNT, RBR) 7 —2INE, 77— 4%
HORZAEMET — 2 IR - B, EIE TRERE
BEDEF VAT DB NG T EIE, BTl
S L biEREL o TE TS, FEFIC
% < @ eCRF X° PRO X% COA & [NET HT
TV —a RN A S,
Bx RRBETCHAS A XINTWDH, 77
AXYPNY T —variitole UINYT—
varE{TollINTND) VAT AEHN
DERIIRRIKIEE N EfE T _REAN) T — a3 v
SERSPEREAR D L~ B LT, GCP &£ 2
IRBRIKIEE D2 5 EMO¥t . GCP #1%2

WBW TR SN DB OB B2 TETW

Do

ICH E6(R2)? section 5.2.1, section 5.5.3.a T

X, FnEN NEBRT — 2 ORELR A T 7
U7 4 1ZOW TORM BT F IR IEE I
b5 . NEBRKEEIXE T — XU 2T
DS, TR ORESL LTS8k, IERENE,
EHEME, —B LB LZEE (ThbbAY
T—va ) ZOWTOERFHITEST 5 Z
EERMERICT HMEND D, | L LTS,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

According to ICH E6(R2), section 1.65., validation
of computerised systems is “a process of
establishing and documenting that the specified
requirements of a computerised system can be
consistently fulfilled from design until
decommissioning of the system or transition to a

new system.”

Furthermore, it is specified that the approach to
validation should be based on a risk assessment that
takes into consideration the intended use of the
system and the potential of the system to affect
human subject protection and reliability of trial
results. This risk-based approach should be
informed by the following guidance given. The risk
assessment should be justified by the sponsor and

documented.

The sponsor is ultimately responsible for the
validation of the clinical trial processes, which is
supported by electronic systems and for
providing sufficiently documented evidence to
GCP inspectors on the validation process and the
qualification of the electronic systems. The
sponsor may rely on qualification documentation
provided by the vendor if the qualification activities
performed by the vendor have been assessed as
adequate. However, the sponsor may also have to
perform additional qualification/validation activities

based on a documented risk assessment.

The conditions for a sponsor to use the vendor’s
qualification documentation include, but are not

limited to, the following:

ICH E6(R2)® section 1.65 TlX a2 =2—#
{bo AT LN F— 3 ) 1,
HALT AT DMZOWTED DB %2, A
T LD IEN D . 1B TH T AT LK
T95FT, B2 bo TR T 52 & &
SNL, XETH ok R] ELTWD,

= e

Fo. NV F—v a7 Fu—FIUT 2%
EIZANT, VAT ERARA L MIHESIRE
ThdEpmilINnTND,

o VAT ADOBEMINIFIAGE, KO

o FBE DR L IBRFE R OEFEMEICHT 22 A
T L DOIFTER 7o 2
UTFIZRTHA XL ATHIDY AT R—RT
Ta—FEEE X TWD, IRREEE L. U A
I T AR MERNEYTH D Z L AR
L. CECRHETRETH D,

IBRIKIEE X, BT VAT ATHWEIERS
BERADNY F— g VICEKREEEZE,
FINYF—v g ARREFVRT
L DB IZ >V TR XE L E iz
fE#l %7 GCP EEE IR T T 25K BEL
D, WK K D EEMERIEE) A E T 5
LRIl L TV DA, IRBKIEE 1T 200
Rt SN OB R ZFIH L TH &
W, 727U, IRBRIKEE T, SCEfkES Y R
7T /AR MIHES T, BINRY 2R EASPEREAT
[N) T =g SR E ET D LERH D)
H L7y,

TR 3 & ORERE PR EER A R 5

LDV TITNEEND (LLFICRE
ENDHHITTIERWD)

g%%; KRt XFE

13

% 4

ZLib-108_EMA_GCP_Q&A B8, B9, B12,
Cl_rd.docx



EMA
Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-108

the sponsor has a thorough knowledge about the
vendor’s quality system and qualification
activities, which will usually be obtained

through an in-depth assessment/audit;

an assessment/audit has been performed by
qualified staff, with sufficient time spent on the

activities and with cooperation from the vendor;

an assessment/audit has gone sufficiently deep
into the activities and that a suitable number of
examples for relevant activities have been

looked at (and documented);

the assessment/audit report determined the
vendor’s qualification documentation to be
satisfactory or that shortcomings can be
mitigated by the sponsor- e.g. that the sponsor is

performing part of the qualification;

the sponsor, or when applicable the clinical
research organization (CRO) performing these
activities for the sponsor, has detailed
knowledge about the qualification
documentation and can navigate in it and
explain the activities as if they had performed

the activities themselves;

when required during a GCP inspection, the
qualification documentation is made available to
the inspectors in a timely manner irrespective of
whether it is provided by the sponsor, CRO or

the vendor.

TEBRIEE DR X OB AT A KON
FAEFEAIRENC DUV T OV (20
W, PR T B A AL MEAICLVEDS
nd) #HELTNDZ L&,

THEARX L NEERIT, WS AL v T RE
L., +oREE A Y XU O &
BTnWbp L,

T AA L MNERIZBWT, KIGEIOZEM
IR FOIEENZ O W Tt 7e 5k
DFEHIZ R TWD GEskLTWd) =
&

TEARA L MEAEORE T, LT

SFoNTNDHZ &,

> N F ORI E B AN E TE D
HLOTHD, XiE

> IRBREEENMEAE D A—TED (R
BRI S AL RTAT D — 0 & S Jita 9~
5%),

BRI, UISEICL>TEzhso
BB 2 BB EFE Db v I FE i35 CRO
. ERPERE BHT S T O FEHI 2 ik
D, RO AEE L, H-hb A
ST HTHEM L7 LS IIEB AT 5
oL T,

GCP A2 RFI MRS PERTAT B & Bk S hv 7
&R, ENNIEBKIEE . CRO, N ¥
DWTHICK VRSN b D THI, &
BEIZAA LI TR TEDLELOICLTE
<z,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

e Dboth the sponsor and the vendor establish full
configuration management for qualification and
production environments as well as establish
that the sponsor can fully account for any
differences between the vendor’s validation
environment and the sponsor’s production
environment; subsequently, the sponsor should
justify any differences that are considered
insignificant. If not, the qualification effort

potentially does not justify the use of the

system.

the sponsor performed an Installation
Qualification (IQ)/Performance Qualification

(PQ) of a system that depends on trained users.

Sponsors and vendors should be aware that if the
electronic systems are used for generating/handling
relevant clinical trial data or to maintain control and
oversight of clinical trial processes, documentation
regarding the qualification process and any other
relevant documentation on the electronic system
maintained at the sponsor level, as well as on the
vendor level, and it is the sponsor’s responsibility to
ensure that these documents are available for

inspections by Member States GCP inspectors.

BBRUHES L O O T TT A N BREE
EARBBRIR DFER TR B A L LT
HZ L, FRIRBRKEE L. XU ONY
T a VIERREE & TR O AR
BHOERIZOVWTRAICHHATEL LI
LT ZE, BEETRWVWEEZ AT
HoTH, MATELEIICL TS LE
DD, IHLRTIUX, Z OB
;L. VAT LEHMMT L 2R MNTD
ZENTED LTV AR,

TRBRIKIEE S IQ/PQ A FEM L TV H Z &,
AR EE SN A= RBETH D,

BRI E L XU 21T, DITZER L Tl
R D,

o BTIVAT L%, BRICEKRT LT —4 %
ER/ERT D20, XFEBROa > ha—
Vo BB EHERFT DO T 20 Th
AU, BRI 2 e A R OE VAT
LIZEET &R IRBRIKIEE O LUL
FTORED UL THREFFEBR I ND Z
&

IS DOCENMBEEO GCP HEE ICHUR
TX 2 L9127 2 2 LI3RBIkEE D&M
ThsrZ k,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

Documentation regarding the validation of
processes and qualification of systems is considered
essential by GCP inspectors and it is likely to be
requested during inspections. This is irrespective of
whether the sponsor has contracted out activities
related to electronic systems and whether the
sponsor choses to consider as an audit the above-
mentioned assessment of vendor
systems/processes/documentation. GCP inspectors
do not consider the documentation/report of these
activities as an audit report that falls under ICH

E6(R2), section 5.19.3d.

GCP HEZEHIT, 7ut 2N F—i gk

OV AT L OBEFEMERAGIZ B3 2 &R DS, 2H
XETHHEBZTEBY, BEPIZERT LA
REMEDSEVY, ZHUd, BV AT AT 5HE
A IMBICRFE L2008 9 Dy, R OVRBRZ Rt
DR ZEERFRFZ LR TR~ AT L/ 7 m

T R/EREERICL DI L7222 E 50, 1k
BAfR72\, GCP AZEEIX, O DIFEIDE

Bl # 28 ICH E6(R2)D section 5.19.3d Tk~
TWDEARETFITHEY T D LITBEZL TV

W,

Amendment - April 2020 (ZZET- 2020554 H)

What should a sponsor do if the sponsor intends to
submit an MAA without being able to provide
documentation of qualification activities for
clinical trial computerised data collection
tools/software and access for inspectors is not

ensured contractually?

In case a sponsor has relied fully or partly on
vendor qualification efforts and documentation for
any system function, the sponsor should make sure
that such documentation is readily available for
inspection if requested. Failure to provide access to
the documentation is likely to result in critical
findings that will impact the acceptability of the

clinical trial data.

MAA FFEL L 5 & LT BIEBRILIEZ D, =
Sz — LIRS — SR~ T P
= 7 DBEIEFFIHEFI E B TE T, 7 oH
FUNEBNDTOEEEN T 7 EXTESL I
BoTHRVWEE, EIFTHITL D2

AT BEREIZ DWW TR U F O kR 00 5
it s SR R OB 2 B S BB A3 OISR TE L C
WAHEA, TRBRIKEE X, T L5 RERNE
CBHFZER SN 6T IR TEDL LI ITL
THBILERDHD, BEHZT 7 EATE RO
Thiud, ERREMFHLE Y| IBRT —#
DEZF AN ELEZ2 DL LD,

-
—
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-108

A sponsor should amend any contract with vendors
to ensure availability of qualification
documentation. If a vendor is not willing to amend
the contract, the sponsor is responsible to
demonstrate that the system concerned is in a
validated and qualified state. In case a sponsor
cannot rely on a vendor to provide documentation,
the sponsor has to requalify the system on the basis
of their own and of the vendor’s system requirement
specifications. In case the trial is ongoing, this
should be done without delay; if the trial is
completed, this should be undertaken prior to the
submission of the MAA. A documented risk
assessment is required to assess integrity risks to
data captured and held by a computer system that
was not in a confirmed qualified/validated state
following the retrospective qualification/validation

activity.

Depending on the outcome of the requalification,
the sponsor may need to change to a new
vendor/system. The required migration of
previously captured clinical trial data should be
validated. Findings that are the responsibility of the
sponsor are still likely to be issued for the lack of
documentation and inadequate vendor assessment

prior to trial initiation.

TRBRIKIEE X, U X L O ESET L, ks
PEEHHERI 2 R CED LD ICT DHEN D

Do NULPEKIOUGETITIE LR 9 & L
BAThHoTH, BRI, BE AT LN
NYF—=a U T, WA S 7ok
ThDZeaRnTHEITLERD, EEZHRAT
% 9 2 TRULITHEN 2 ONGE . 1RBRIKIEE 1T
BT bHR R E DY AT AERMAREEZ S &
\ZV AT L Etg R LT B R H 5,
BBRPETH THL5E,  (FEE )
B BT 2LERH 5, BRBET LT
WAHYE,  [FHEEMEREM 2 ) MAA HEERIIC
TS 2N D D, BRI/ S Y

T a IR ER%G, CEkIhE ) 2o
BARA MRV, B NY T =g

VENTRIETH D Z ERHER SN TR
AL Ba—& o 27 MKV IUE S, 15
ENTWeT—2DA T 7 VT 4 LDV R
ZRHd B MR B B,

BB MEREM ORE RIS L - TiE, Blo~xr %/
VAT LIERBTHUENH L LILRV,
LRNCIE S NIRRT — & 28173 256
L. BITIZOWTONY T —2 3 URKETH
%, [EFRAaiz s 537 1EBRIKHEE O &
fEIZOWTOEMFELE LT, BERES, *
TARBRBALART DR X T2 A A F AN T2
Do e Z LT DR EI AT I D ATHE
PRdH 5,

Reference document (3% X&)

Notice to sponsors on validation and qualification of

Notice to sponsors on validation and qualification of

computerised systems used in clinical trials

computerised systems used in clinical trials [#**]
[FRF : FEROFIERIZ DWW TIE

https://bunzen.co.jp/library/ Z: 8]
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https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/notice-sponsors-validation-and-qualification-computerised-systems-used-clinical-trials_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/notice-sponsors-validation-and-qualification-computerised-systems-used-clinical-trials_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/notice-sponsors-validation-and-qualification-computerised-systems-used-clinical-trials_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/notice-sponsors-validation-and-qualification-computerised-systems-used-clinical-trials_en.pdf
https://bunzen.co.jp/library/

EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

12. What are the expectations for the inspection readiness of trial master file?
(RFATNTRE T 7 A NVDELRIZOWVWTED L S R¥EfFZ L TBIFIELIWTTN?)

Sponsors and investigators/institutions should keep
the TMF up to date and ensure that it is complete at
the end of the trial. The TMF should be readily
available and directly accessible, upon request, to

the competent authorities of the Member States.

Prior to the inspection, the inspector will usually
discuss with the sponsor and investigator/ institution
the logistics of making the TMF available to the
inspectors. A paper TMF (or eTMF stored on media
archived elsewhere) or certified copies thereof
(paper or electronic) created for and relevant to the
inspection should be available for the inspection
upon reasonable notice. Access to existing eTMFs
(live and archived on servers) would be expected by
inspectors to be given promptly (minimal / limited
time only required to set up inspector access to the
trials requested by the inspectors for the duration of
the inspection procedure). The overall TMF index
should be provided (in print-out) to inspectors to

assist them in locating documents in the TMF.

TRBRIKHEE K ONABR I (T2 Al A R 5 it [ e i
BIE. TMF ZEcfi OIRBBIZOR D TRBRHAE T i
IZSERTHDH I L HERTHINENRD D,
TMF (X, HINRREOEEE Y 528 2R L 72K
TRt L b, BEET /AT
HEDNTTLDMENRD D,

BWEEITET, TMF Z2FHTES L9127 5
7o DB Y A IRBRKIEE K OV (T AT/
TRBR T BRI & FRNCFT b A bE 2, a8
B e @M &2 2 6, WEENFICER L, X
IR S, O TMF (I th OB
KA S TIND AT 4 TSN S 4u72 € TMF)
BT (OUTE T 0) J8REfF & 5 2 /LRI
FIRAREICT A MENR S H, BECHFEELTWD
(i%&wﬁ~ﬂz%ﬁéMKRMWm@77
A%, BWEEICK L GREIZ (EwEYIFIC
WTHERTHIRRET 7 A TEH LI ﬁﬁ
T2 T2 DB 72 B/ NRDBR B AU 72 IRE N C)
252 LSS, TMF NOCELZHE
LT <T5E9, ALREIC TMF O2R) 72
#ol% (HIRILC) kT2 0 R s 5,
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Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-108

Direct access to the TMF is required. In case of
eTMFs, the inspectors should have read-only access
to all documents in the eTMF, without any
restriction. The inspectors should have access to the
entire TMF, which means to the same TMF as used
by the staff conducting the trial and be able to see
all documents that are in the TMF. Direct access
includes all the systems that comprise the TMF as
defined by the sponsor; however, the nature of some
of these systems, for example those containing data
rather than documents and systems that contain
centrally held documents (such as SOPs, training
records and computer software validation), may
require the direct access to be assisted by a
representative of the sponsor familiar with the
system. The inspectors may decide to request
documentation (e.g. reprints, (electronic) copies,

screenshots or photos) from the system.

Organisations should be aware that GCP inspectors
may have the right based on national regulations to
seize original trial documentation (e.g. where there
is a suspected criminal offence). GCP inspectors
can always request copies or print outs and can
retain some or all of these. The GCP inspectors’
expectation is that an eTMF system should at least
adequately replicate the functionalities of a paper-
based TMF system and provide for suitable
document identification, search, prompt retrieval

and marking for future reference/copying.

TMF [ZEHBET 7 B ATE L2 ERROBN
%, eTMF O, BEE 2L eTMF WD §
TOILEITH T D5 A 0 HHT 7 & 2 2 filR
L B2 20BN D, BEEN TMF O3~
TIT 7 BATEDLLIITTHDHMERDH D, D
FO., BREFEMTLAZ Yy 7BMEM LTS
TMF |27 7 A TE, TOTMF IZH 5T T
OXELXZMETCEDIZ L, HET /7 EATES
RGUZIE, RIS OEFRT 5 TMF 2 Hak
THTRTOVATLNEEND, 127251,
RIFCETEHRLT—E 2LV AT L% (|1
) BT RRES D CE (SOP, kL—
=V Uk, CSVE) G v AT L% VA
T AR TUL, EEET 7 B ADERIZT AT A
2 MEAL T BRI IS ORERFIC L DX %E
BRI 200 LRV, BEEIX, VAT L0
o (FFEIR), (EF) 28—, A7 U—riay
b BESE) ICE2ERZERT L5608 H
Do

FAEMEIT. GCP EZE R, EOBHNZESH
T, NEFAIEDOENRH 5 H5A%) FFLEsE
DIFEARZEFU S DR EH/T 250852 L
WCHEETDHZ L, GCPELEEIX, WO Tha
=7 M7 U R ERERTE, LD —
HUTT R CEMIRTE D,

GCP HEZH D eTMF ¥ AT LA~DOHIFIT, %
ETHHAN—AD TMF TTE TV Z L3
PR TEHZ L THY, LEOWI, W
R, ORERRS, b TEE/ar—T 5720
D~ —F T a@EiciEtsns 2 & Th b,
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No. BZLib-108

The eTMF should enable review in an efficient
manner and should not take longer to be undertaken
than for a paper-based TMF and should enable
straightforward navigation and opening of
documents permitting searching and browsing
(analogous to leafing through a paper-based file).
Particular attention should be paid to the following

aspects:

e a folder-display structure in addition to searchable
metadata to enable easy identification of TMF

sections;

¢ a self-evident naming convention that readily
identifies what each folder/file/document is, so
inspectors do not have to open numerous

documents to locate those they need;

o the ability to open more than one document at a

time to enable comparison;

o the ability to provide access to the same type of
document across all studies/product and in case of

a CRO being inspected, also across sponsors;

o the system should have a reliable and fast

response time;

e access to the audit trail of the eTMF systems and

the ability to obtain exports of the audit trail.

Any training required by the inspectors in order to
use of the system, should be available, if the
inspectors request training, and should be brief

(taking no more than an hour).

eTMF |%, Zh#EMe L Ea—Z ARl L, #i
— D TMF ORF L0 & L B 2 —(TRERIDN )3
SRk oz L, fHICSCEZRLTCHT S X
LT (WHER—2ADT 7 AL EDHL DD LA
CEo) M -HETEDLELIICTHHEN
b5, FRCROMEICEET D2 &,

e TMF OXH) V) #fiHIZFBITE 5 L 912T 5
720D, BRBARERA X T —H . M7 )V
VTN

o HEFNMNERLELRT DIIEHOLEE
B THHEL LT D200, K7+
WH]T 7 ANV SCEDATd D D3 5 ik
BITED XD RFHHOWS I vin 4 #iHI

o LI 2 WHEIZ T 2 7o Il —EITEEB D EE
Pr < #aE

A LHATDOLE~DT 7 A% T XTDIR
Br/Sd i & F 7o TR 2 HERE. 7ok
CRO B EL SN LG, IBBRIKEE (£ F
7o B8 o THefd 2 Hne

o [SHEMENN ) < 1 2 A R,

e ¢cTMF v A7 LADERFE~DT 7 & R L
IR DO 7 2R — b & 59 5 HRE

VAT AEMRAT DI DICEEENZIT D&
FL—=U 7%, EEENER LSS, 2t
ENDHMENH Y | FEEERE (1 RN &9
HMENRD D,
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Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

The eTMF will need the use of suitable equipment,
to be provided by the organisation, for the inspector

to access/view the documents.

eTMF (DOELRICKEE L T) EREIIXEEZT 7

T AMET Do OmEG et 2T 544

ERH Y, TR L v Rtah s &
Th D,

C. Expectations of European Union (EU) competent authorities on the use of electronic trial master

files

EBFIITATNYRE T 7 A NVOFERICET 2RMNES (EU) FEEY RO

1. What are the expectations of EU competent authorities concerning the use of electronic trial master

files (e-TMFs)?

ETFIFTATNATRET 7 A (e-TMF) OFERICEAL T, EUBBYRBIIEDOL > R L2k

LTWETH?)

e-TMF's can be acceptable to regulatory authorities
if they meet the requirements for TMFs that are
described in Directive 2005/28/EC and the related
guidance in volume 10 of the rules governing

medicinal products in the European Union. For the

purposes of GCP inspection (and audit), the
following attributes apply:

e The e-TMF should allow review in an efficient

manner, analagous [ ! to that possible with

paper TMFs. Such a review should not take
longer to access than for a paper TMF. ( [#+2]
Efficient, straightforward navigation and
opening of documents permitting searching and
browsing (analogous to leafing through a paper
file).
[FR7E 1] analagous |3 analogous MFE Y & i
ns,
[RRE 2] JRSCTIEsa g 2 B TR 22 v,
RCITEREINZERE L7,

e Inspectors/auditors should have direct access to
the e-TMF and the documents held in the e-
TMF (the live system, not a copy) to allow

direct searching.

Directive2005/28/EC K ORI HG D EEHE A 12D
W T OHLAIEE 10 BOBIE T A X 0 AZFeH &
LTV D TMF B2 72 LTV, B
JilX e-TMF 2385 TH A9, GCPHE (&
OB OBFMTIE, ROBMENEHN S1L5:

e ¢-TMF ® L E = —TlE, #&dD TMF TTZ
HZ LN eTMF CTHTED L DI, Zh¥EM
RHETLE2—TCTEHLERDH D, e-
TMF O L E=2—{E, #D TMF LV &7 7
T RTREED DB RNE I ITT DT &,
FEOT7 7 ANEDLDDOERIL L) B
KLIZOVHE L2 T&E 5 L9 eh3 i<
I RT N B = 3 R SCERE,

e ¢-TMF & e-TMF IZfRfF STV A FE (=
E—Tli7 A TV AT L) ~DOHEHPET
A BERE/EAEEICE A, EH#ERET
XL X2t TH L,
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Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-108

e Documents held on an e-TMF should be
evidently authentic, complete and legible copies

of the original documents.

The e-TMF system should have validated
methods for preventing any changes being made
to the TMF documents, this includes the process
of transferring from original media to the

electronic medium.

The process for transferring original TMF
documents to e-TMF (or other media) should be
robust and have been validated to prevent
failure of transfer the entire content of the
original TMFwithout loss ( i.e. there should be a
demonstrablel:1 mapping between the content

of the original TMF and the e-TMF ).

e-TMF IZfR179 5 3CEIT, Bl G ICEE
T AT, BoA Y VA SCHEOHFE
A E—CHOLERD D,

e-TMF ¥ 27 AZiX, TMF XE~DEHE %
Bilk 3 27200 57— a3 UEFHO IR
ERITOMERD D, THIZIE, TTDAT
AT MOEFAT 4T ~EET H 7 aEA
bEEND,

D TMF D = 2T 2 RO D M
Hik (DFEY, LD TMF & e-TMF O
T Y OINTIEFERERTREZR 1 %) 1 DXL A
WEETHD) BRBLRNE ST, JTd

TMF (#E% e-TMF (CUIfthd 27 1 77) 1T
LT A7 a2 EBERLOL L, N
T—varEEELTBLERDD,

Additional considerations GE/N D Z EEIE)

Documents on e-TMF should remain complete and
legible in all aspects giving information about the
way the document was prepared. This holds
especially for contracts and forms completed by
hand. Transfer to e-TMF should not (be used to)
conceal any physical change to the document such
as physical cut & paste to remove or add items, use

of correction fluid etc.

It is helpful if the e-TMF has:

o A folder structure to allow easy identification of

TMF sections.

e-TMF EDOSCEIX, ZTOLENRED L HITE
ENTZDNENIFERPFOND L OIZ, &
B LT, SERN DY AT RE IR B & HERF T
LZMENDL, TOZ X, FEXTRAIN
TeRKIER T A — DTFFICY T E D, e-TMF
SNOBEBIZEE LT, W 2 WHENAEE (HE
DHIERIBIMD T2 DY P 7281 0 B ) K Ok
D AT, BEEROMNE) 12OV TH (e-TMF
~OEHIZFE L C) Bk 5 b D Th-> TR
572V,

e-TMF ([ZIR DIREED & B & BRI TH 5

TMF &7 > a V& HRIZHEI TE 5 7 4+ /v
KIS,
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Q&A: Good clinical practice (GCP) B8, B9, B12, C1

No. BZLib-

108

¢ A folder/file naming convention that readily
identifies what each file/document is, so
inspectors/auditors do not have to open

numerous documents to locate those they need.

The ability to open more than one document at a
time to allow comparison (so size of screens or

double screens important).

The ability to provide access to the same type of
document across all studies/sponsors/product
etc (i.e. if inspector needs to review documents

for all/some selected studies/sites).

KT 7 A IV/SLEIMT B 25 0% i EIS G
TEXD 73 NWH|7 7 A NOmeHAlL 2
IZRY, EREEEENLERCELE RO
J 5720 HDCELZ B BN 72
D

T x 25 K5I EICHBOLEZH <
FERE (B A X, T2 SO (&
METHZ L) NEE),

XA TDOLEZONT, TXTOMIE
TR I EE B> CT 7 EAT
L EOICT oMk (Thhbb, ARE
D, T ARTTBIRS LW < D OHF5E/
IR O CEE L E 2 —F H MR
b DY),

Future considerations (5% DORFHEIH)

For the future, it would help if e-TMFs were
available through secure internet links. This would
help to avoid some unnecessary travel when
accessing the TMF. This approach has advantages
over supplying e-TMFs by e-mail, DVD etc., in that
only one version of the e-TMF needs to exist, which

can be continually updated for ongoing trials.

FFRADIZIZ, e TMF N7 A v 2 —F v b

Vo 7RBRHATHHTES L1225 L ENTH
bHe ZAUTEV, TMFIZT 7B AT HERICTA
EBi#E L Tb i< s, ZOHEF,
e-TMF % &+ A —/LX° DVD % CRMkT 2 ik
\ZHRT, e-TMF ON—2 g U R 1 27210 H

AUT L < EITHOIRBRIZI W THESERI I 8T

inspections.
¢ Improving the efficiency of the inspection
process (and lowering the carbon footprint of

trial management, inspection and audit).

TELEVONEND D,
Advantages (FI| /)
e Assisting the development of virtual o RABALZZDBAFE S HE

HERT 0 A0S E (BREHE, &
Bl L0 P &5 TR bR OH

o
2N

k)
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Q&A: Good clinical practice (GCP) B8, B9, B12, C1 No. BZLib-108

BEHEOES

adverse event
An untoward medical occurrence after exposure to a
medicine, which is not necessarily caused by that

medicine.

AEER

AN ~OBEBEHITHE Z D47 F L AW EE S
B Thd, LT LHZOEANC L - THIEEZ
D HOTIEARN,

clinical trial
A study performed to investigate the safety or
efficacy of a medicine. For human medicines, these

studies are carried out in human volunteers.

BB

P DL EMECH IR RE T DD Th
no%E, NEHOERLOEA, s Off
TIIANBIORT T 4 T /B EE S b,

competent authority

A medicines regulatory authority in the European

BELR
BN 0D 2 A AR 1 4 S0,

Union.

ICH ICH

The International Council for Harmonisation of | International Council for Harmonisation of
Technical Requirements for Registration of | Technical Requirements for Registration of
Pharmaceuticals for Human Use (ICH) brings | Pharmaceuticals for Human Use (ICH) (%, #iifi|*4
together  regulatory  authorities and  the | Jij & BUSEER A FEOMFTIT TR0 | BB

pharmaceutical industry. It makes recommendations
towards achieving greater harmonisation in the

interpretation and application of technical guidelines

BT AEM A R A > L BOMIR &5 o
57 B OTERK DT~ I HELEFHIE 2 1ERE L
TWa,

and requirements for pharmaceutical product
registration.
Investigational medicinal product TRBR3E

A medicine being studied in a clinical trial.

IRER THITE S LT D RN,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, C1

. BZLib-108

good clinical practice
A code of international standards concerning the
design, conduct, performance, monitoring, auditing,
recording, analysis and reporting of clinical trials.
Good clinical practice provides assurance that a
study’s results are credible and accurate and that the
rights and confidentiality of the study subjects are
protected. Abbreviated as GCP.
More information can be found under Good clinical
practice [7/F]

[FR7E] Good clinical practice 7> 5
https://www.ema.europa.eu/node/14417
(ZV 7 SPTOETA, ARGHER R TlEx
T—IZ7 0 7,

good clinical practice
BBRORREE, £, 1T, B, B RoEk.
ST, I BT 5 EREMERIS, good clinical
practice (Z &V | IRBRRERNEHTE | EMETH
. BB SRE ORI EEMENMRESND 2
EDPRFES LD, GCP &S D,

FEHMI Good clinical practice Z#ZMD Z L,

medicinal product

A substance or combination of substances that is
intended to treat, prevent or diagnose a disease, or to
restore, correct or modify physiological functions by
exerting a pharmacological, immunological or

metabolic action.

=35

FEPRFHY, SR UTREHIER 238 L
T, WREIEH. PRI LTk L7zn, A8
FHMSRE A [E, EE, IHMEELEYV T 52
EEERNE LT E I3 OMAE b,

regulatory authority

A body that carries out regulatory activities relating
to medicines, including the processing of marketing
authorisations, the monitoring of side -effects,

inspections, quality testing and monitoring the use of

YD)

3K S D IR FEAGR DAL, BVER OREHL, A%E,
o ERUER, EEKS O OB & R
B4 2 MR Bh 2 AT 3 D BRI,

medicines.
Trial Protocol R AT &
An agreed plan issued by the sponsor of a clinical | {GER DIRERIKEEE 238179 5. WFSEO I, 7%
trial giving details of the objectives, design and | . FHKOFEMZ R~ G E S 72 FHE],
organisation of the study.
th 4
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