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B. GCP matters (GCP D EEH:) 1

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 (<X % & OFFRREBRIIR D E TV AT DIHONWTOEK E

OV RDTEML THARE, YT WREIT M TT 20?2 G -2022 83 H) e 1
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Reference docUMENt (ZX75 SUEE)......ouiuivicceeeeeeeeeeee ettt sttt 11

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
(7B FIZ LD BREIETHIE DB AT LE2MMT 256, ARCYBRERT LN F—a
JEARMERR DO L NI ED LS R b D THLRE TN 2 BARICENTED L) REBZHEL TR

HELUDTT D3P BLET 22020 4 ) oo 11
Amendment - April 2020 (ZET- 2020 FE 4 ) oo 16
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12. What are the expectations for the inspection readiness of trial master file? New June 2023 (~ 7 A 7 /L~ A X

T 7 ANDOELEIZOWNTED L D 7252 L CERITIEI UV TT D P ) e 18

18. What are the expectations for productivity applications used in clinical trials? New June 2023 ([ AR a5 T H

SNDEFEEM ET TV = a Al EOX el EREFIFSNET N ? Bk 202346 H)......21
What are productivity applications? (ZEPEME L7 7V 7 — 2 U EI3ITT 02 ) e 21
Can productivity applications be used in clinical trials? (ZEREMER] 7 7V or— g ARG IR EER T T
B T Y 2 ) ARttt 21
What is expected to be disclosed in the clinical study report? (EfRFRERME EIZBWNT, ED L 5 2fEFHRO
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C. Expectations of European Union (EU) competent authorities on the use of electronic trial master files (&7
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1. What are the expectations of EU competent authorities concerning the use of electronic trial master files (e-TMFs)?

%5
A=t & BZLib-108 EMA_GCP_Q&A B8, B9, B12,
B18, C1_r5.docx




EMA
Q&A: Good clinical practice (GCP) B§, B9, B12, B18, C1 No. BZLib-108

(BTN TATNIRAZT 7 A) (e-TMF) OfFEHICBIL T, BEUEEYL[IEDOL > 2 L2 HFFL TV

T 700 2 ) oo ee oo 25
Additional considerations GENNOZE FEEETR)........oovivieieeieicieieieeee et 27
Future considerations (%714 DFRETIEIE) ...cvvuiviveieeeeceeie ettt sttt se s sanse s 28
AQVANTAZES (FUFL) oottt sttt 28
BB THTE D TETE cooevvoeeereeiresese s 28

%5
A=t & BZLib-108 EMA_GCP_Q&A B8, B9, B12,
B18, C1_r5.docx



EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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

RUF L OBRABRIRDIETF VAT AT OVWTORI EOR Y FDTEBL TEBIRE, Y

RT VBT T2 ? BET -202243 A)

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

AR Y BINHEZET D ERRER D Z 2 7 (318

Z T %, Directive 2005/28/EC @ Art 7(1) & T
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— 7 TH
HOERPRREND, ARTIEZN S DOHGE
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).

TiX, ARV, BRRRICET 200 e 5
Z 27 R B St BB, TR
BT HILENRTEDHEL TN,
LU S, MAA OA, X A7 BERENE
=HFICEREES N E LTH, ARHIE, BR
AR 0 St M ORI RRBRIC & 0 AR Rk & vio fefk
1727 — 4 73 Regulation (EU) 536/2014 % O}
Directive 2001/83/EC DEEAE | A &1 5 A&
HEAEFD, Z0OZ L IdfcE oL se, &
OERARRER CAER SN DT — & OfFHEM: - B
PEIZOWNWTEZ D,

BB RRES NIRRT 2 2 2 7/
PAEIT, BRFICHRL S, AR L=
F. EEGAICL > UFRBRERETE ORIT
HIEIZ L TR RERH D, ( RBRERET
FENREET2) flé LTE, ZetmEIcilT
HEALEN %, Q&A for Clinical Trials regulation
D Q&A 5.4 )
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Q&A: Good clinical practice (GCP) B8, B9, B12, B18, C1 No. BZLib-108
Sponsors typically lack sufficient internal —ENZ, AR L, BRRBRICHWD (i
knowledge or resources to develop and/or manage | 1EAHIFFCIRERZE (IMP) Bls/EEEL (IRT), &
the electronic systems used in clinical trials, such as | T8 (X Ii) ERRER T — Z IN4E  (eCRF X°
systems used for randomisation and investigational | ePRO) %DE T A7 L&A LT (L)
medicinal product (IMP) distribution BT D720 DF0 ke Y Y — A 2 FENIC
management/accountability (Interactive Response Flclawn, - T, BEAEDGE, AR
Technology (IRT)) and/or clinical trial data capture | (ZRHET 5% X7 28 —“FICLFTH T LITh
(eCRF and ePRO systems). Therefore, very often, e TEDOXINRGETH-TH, ARUHIZ
sponsors delegate related tasks to third parties. In 71 k3L N GCP D JFHINCHE - TR R SR
these cases, sponsors remain responsible to conduct | % JFZfii 9~ 2% E{T: % £F> (Clinical Trials
the trial in compliance with the protocol and with Regulation Art 47, ICH E6(R2) section 5.2.1),
principles of good clinical practice (Clinical Trials
Regulation Art 47, ICH E6(R2) section 5.2.1).

During good clinical practice (GCP) inspections of | FAFERY & OVFEI R 72 R R FRER O GCP 422
commercial as well as academic trials, an increasing | VT, JSHIAR 722K EO Y R DCBE FNEA
amount of deviations from GCP standards have GCP EHENL BB L TWD E W) fEfiiE 35
been identified by the inspectors in view of sub- ZEPHATETWS, o T, KQ&A I
standard contractual arrangements and related GCP AL CTHEIZHMEIND L O > T
procedures. The aim of this Q&A therefore is to TBEMICEBRTH5ZE T, ARSYLEIT VA
highlight aspects with increased frequency of T LN B L DRIOUGEIZORIT, £ 9o
deviations during GCP inspections, which therefore | 7= ZhIE+5 2 L 2B L35,
should be prevented by improved contracts between
sponsor and vendors of IT systems.
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Q&A: Good clinical practice (GCP) B8, B9, B12, B18, C1 No. BZLib-108
Special consideration should be given on relevant FRZ R L —=0 7 R OE Y AT LMCBET S
training and quality systems. Experience suggests VERH D, BRI, EF AT LIURDHZ
that vendors accepting tasks regarding electronic AP wG|EZT DX EADELL, IT VAT
systems are frequently knowledgeable about IT DZOWTHHMLTERY, £lo7 — X Ri#EIEIC
systems and sometimes data protection legislation, | DWW TCTHERZ FFOGE N HDHH DD, ICH
but not necessarily on ICH E6(R2) requirements, E6(R2), dbE ¥ AT LEOEHZEES L knakns
quality systems, etc. This Q&A should be read BDHEIFRLRN, AR Q&A IE, —XN72 K
together with Q&A #2, which contains more WZDOWNW TRz Q&A #2, K TNEMA ¥ = 7
general considerations on how contracting should A h®D Q&As section TABH I TWNDH AR
be addressed, and with the Notice to sponsors FTOa s Ea—2 b 27 MIEET 5 8%
regarding computerised systems, published on the D L g 3ite & Ly, LFOKRHELOT
EMA website in the GCP Q&As section. The WO B % S E & THT D,
examples of deviations are described as bullet o HKDAKRE
points under the following headings: status of o ZFLLTF AR DG
contracts, distribution of delegated tasks, standards o fEH X JLHUE
to be followed, audits and inspections, serious o I NOHEEE
breaches, compliance with the protocol, output and | o EZ723E X
exemptions. o 71 kaLDJESF

e TUNTwh
o [RAbEIH
[RiE] i AR oarva—24
VAT LZET DaEE] OFERIZOW T
https://bunzen.co.jp/library/ ZHD = &,
Status of contracts GEFI DIRER)
The following contract-related issues have been BRIREABRIZEE T 5 GCP A4 TR L S 7= 2249
identified by GCP inspectors in the context of BT A MEE UL TITRT,
clinical trial inspections:
Missing contracts or only draft contracts in place. ZRENEN IR ERNRT 7 FOEET
o Contracts that were not in place at the time HD,
when the delegated tasks were initiated. o FRINEEVVIRRE T, ZFESNLTZF A7 3B
e Contracts that were not maintained/updated. BT,
e Contracts that were expired and had not been o ERIENHERF/ BRI I T iRdo Tz,
renewed as appropriate. o TKEOHMWIMN WS- F F, WUNZHE
wENTWehoiz,
%5
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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;

ARFIL, BERBICESE, ¥R 7 DRy
I CE L, X EEETLHZ L, £
7o BUFEEDENELEZ R T I2DITNER
T—H AFRICHT DT /A s ay ba—L
. BYFEFICR-EL LT H 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 OBHT 5855, T7RDOHEF A —
v, EER, BRRRBREG O T =g
VNE (=Y AT A NG, a—T ¢
> 7. SOP EDLEERZ L) Z AR,
MeRR, 7= AT T HH2AZIZONTEDS
ONERT DELEFFODON (DA
fife) o
TETROMSTHITIE, ARzt L
TARERBRERD R ST, Fio,
LEREBBEIZOW TR > 727291
CEPH KL T,

o HRIRBBR[EA TILARWIIEERIORE ., K
AR LD ERRRBRE A Tlden
EEA~D) T e A DR, Bz
X VT MU T IV AT AN F— g
XE, XX O SOP, HEFRER, ~VTT
AINT FHy N AT LDA van ]
AL R RS

o RBRFENEALH DT — X T D kBRE N

EEHICLAar he— L F—FDF—
AV VARV N 3R
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Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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—HIRMEATEEDay br—L (AR
e, (Bl : 770 RV U a2—v 3 OFf]
)

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

o NUXMNLOHEFEDOAL, FLHEET
HEE. ARCPIIEDOL Y ICBENT
EINZEET 200 BERSNLTND L
VEBR & 720,

o FRERRBROHFETIIZ OHE, EF7—

RN (XT) EAEREIT 2, R
FOVEFELIZE VI IFRNRTEETH D,

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 RUXNEIHEINT AR YDOHE R
Z EOHEYE (] - EME. ICH E6(R2)%) (12
B> TIHEHET D O D TIV/GFEE S
TR,

o XU DOHIZIET — X i1k % ICH E6(R2)
LV EMAL, EHERICEO L HICRHEL
TWa,

NRUER, BRRBRO FERICE T A EEKD)
EU DM, KOV ICH E6(R2)DEEIZHED Z &
Z ERUTHE LW, AR ISR EER
\ZZEDRUF 5D 2 LN UNE 2 D MEEN
b,
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Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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.

FHNLL TR EN TN 2R H D,

o ARUH MR EERT HZ LN T
52 L,

o NUHNERN (ZOE, KON Y FD)
BEOMNGLRDIERDHY, XU FTE
NEZIF AT R bRnZ &,

S BT, GCP EA/ALETICERI NI & &,

RUFNE (VAT LDIZET X F OmEREERE

& RNE) MERER AR LT 67

WZELHAR 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.

GCP/Z'a k2 d WRAZRMER ] 1[Z2W Tk
%95 Z L1, Directive 2001/20/EC [ZH-30
THEE S 5 EIRRBROSE . — oI ET
ERETH D, F7-. Regulation (EU)No
536/2014 ([CTR]) ArtS2 IZHE SN TWDH LD
(2, CTRIZHAWTHEN S D FRIR SR D 55
B TRTOMBETENEMGL 2> T D,
CTR (T K D IRANZER AT DU T O @R 2 HL Y
# 9 72 ¥1Z EU portal (Clinical Trials Information
System [CTIS]) 23X} HHL TV 5D,

NS, BEN R IR A, (T 'R A
YRR (ENEZTTARCR™MTI) £
DHBDOWEDT-DIZ) ARG T 5 B
MWHDHN, TDZ L ERKETEDTWVRNT
LR,
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Q&A: Good clinical practice (GCP) B8, B9, B12, B18, C1

No. BZLib-

108

Compliance with the protocol (72 k 2 /LDJEF)

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

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.

cover the vendor obtaining any subsequent changes.

7'v k 2UL, IRT/eCRF ZHEE3 B RO A%
D—fRE 57, Bl EIC X VAR I
Ta hart—ELTHWHIRERDHY, ML
TMBLZEENO b ENRERZ S 9 ME
Wb, W ONOEKEFELZ L Ea—Ltb D
A, 7a b an LEREOLEITTHENR R S
oo Fo. BREBIZBWTC, WHESNE T2 b
AN DEIBLEEDNR—D g L EBRLTWD
HLOD, RUENEDHRDOUGETIE AFT D L
WO ELEREEN TR, EWHBIH A6
oo [(ZOXDREGHE) PEE T R OMmEE A
FERTE VARSI T T\ b avekET
JRZ& AR PR ZITERM L, XUFREN
WCESWTEF VAT LEZEFRLTLES Y R
TN D, BREXNINCFAOFIEICELY Z 0
ko Z ENEEARNEIIGTRETH D,

Output (77 b7 > 1)

In terms of output generated from the clinical trial,

AR LD ARSI D T b7y MIET

the following observations have been made by GCP

inspectors:

HLLNT D X 9 705 EEN GCP B TH )
S TW5,

%%;9 KRt XFE

% s

ZLib-108_EMA_GCP_Q&A B8, B9, B12,
B18, C1_r5.docx



EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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.

BRI P R ORI G R ST
7 Ry MZOWTOREHRNKRITTND Z
EMB, ARSI o T
U Ry FOBNITRO L DONRH D,

> AET—H

> FFEOFEEDO 7

< CRF 7 —ZZP9¥ % B A AEmR

S 2=V ROT 72 AMEOLETIERE - R

~b
£

t

S SERIRT — A N— A D AR P ~DE
£, R EE =LA ~DER, TMF O
B, BB L7+ —~v v FOFR

TEMFC, G /2 ES PDF 7 7 A V&%
T > TV Bl Z Bt /523, PDF 7 7 A /v
TIIESERINE R T — X'y M 2EKT 5
ZEMTERN,

T = ZR_N—=2AOBRICET I kD (&
EHR DT DI R RITHERET D L H T — 4
NR—2AZEITT HI RD) MR-
TUVWRWTZ ENE, FG BRI I
FICRL & 7o D)y, BERRBR Do T b
BHE =DM, I2ED VAT LOBEEGEN
EoolZ tnbotz, WzxIX, BEARE
BHCT 7 AT DT —4kty e L
TZJAKR—HFLTHDH HE)

BRMEHER 11 DR LTz 7 — 5 a v
—OBRFE, K UT — 5 ~ ORI
DT 7 AT LB 580 Jed (48
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Q&A: Good clinical practice (GCP) B8, B9, B12, B18, C1 No. BZLib-108
Exemptions (B4} Z51E)
It is important to be aware of any exemptions in the | 7 — Z IVEE T AT LADFRFE DFEREIZ OV T, #

contract regarding specific functionalities of the

data collection system.

For example, contracts stating, that a data collection
system cannot be used in the handling of e.g.
serious adverse events, although the same system
was actually used for exactly that purpose (i.e.
automatically generating emails to safety
departments, etc.) have also been noted by the GCP

inspectors.

KIDOBRSNEHICIER T2 Z LITHEETH D,

B 21, GCP &L TH DM > 76Tk, 24
BT [F—HIES AT MIEREEFESDOR
DWNTHNWD Z LT TERy) Li#EasnT
WEbOD, TOVAT MIFEEICE SITED
HiY (T72bb, BEIMICLZ SRS ~DE
A—=NEAERT D, F) THHASATWE,

Amendment - April 2020 (XFT - 202054 H)

Qualification and validation particulars GERIEFEH/ XY 77— 3 22V T O

On the basis of recent GCP inspection findings,
inspectors would like to reiterate that sponsors

should contractually ensure:

o That all tasks relating to a clinical trial and/or
tasks relating to the qualification and validation
of a system are clearly described, including
which party holds documentation for which

activities.

o That sponsor pre-qualification audits or other
on-site pre-qualification activities and later
audits of the IT vendor can take place. It should
also be ensured that these audits and/or other
on-site pre-qualification activities are performed
with a sufficient amount of time and that
sufficiently in-depth review of the vendor
qualification documentation is performed in
order to establish the qualification and

validation status of a system.

BITD GCP &I I S M EFHEA R E %,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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.
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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

(TaA L FI & BEAEEEADBEF VAT 22T EE. ARVYNEMTHY) F—
Va VAEBEFMEDO L NVEED L I RBDTHERE TTR?2BEBIIBWVWTED L 5 gkl %
AEBRLTBITFIEIVTT? %ET -20204F 4 A)

This Q&A should be read in conjunction with the

'Reflection paper on expectations for electronic

K 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, KAQ&A X, ARV N, X4
MOAF LI AT a (BEMEYIZ) FAHT
5 (274 Xalb—varEZTOo8808
te) KPZHOWTEZEZRTHDTHD, o
GRBZHAZ AL LT, EMA DU =7 %A |k
D Q&As section TAR I TWD AR W]
Foara—2 L A7 AT 28Mmb 2
Ehzuy,

[FRiE)] B2 TRRUHidoa s va—41k
VAT LT D@ OFFIZ OV T
https://bunzen.co.jp/library/ ZH.D = &,

ZIT, VAT AL, BT TAYRNYT—
TarEITV, ARCYDEZATA A b—
NEND VAT I, X software-as-a-service

(SaaS X% 27 77 KV Va—ar) LLT
I IND VAT LEEW®RT 5,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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).”

AT BITKE U TC AR Y ERE 2 2 BN

T 25X E. (KQ&A LX) BIDEMEMN
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RS HEDE AT L EHANDZ &
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LENETDLIT TV = a VRN AN B R
it A S, BRABRBETHAZ~A XAZN
TWo, Y774 ¥R TFT—TarzfioT
(IR TF—var&fTol b ST 5)
AT LEANLERC AR Y NERT R E AN
U7 —3 g U O L~ LB LT
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ICH E6(R2)? section 5.2.1, section 5.5.3.a C
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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)®D section 1.65 TlX a2 =2—#
{bo AT LN F— 3 ) 1,
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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.
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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.
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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 HEZEHIL, 7ut 20N F—i gk
OV AT L OGN B3 2 & RS, 228
XETHDLIEEBEZX TR, EEFICERT LA
REMEDSEV, ZHUd, BV AT AT LHE
A IMBICRFE L2089 0, R OMRR R Z
FEHE DR FERRIC LR TRV AT A
Tt A/EREEEICI DML E D
2, XBIRZR V), GCP BEE I, b DiE
B OB R HEEA ICH E6(R2)?D section 5.19.3d
TR TV DEAREFITEYLT D LITHERT
|AVAQAR

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.
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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.
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Notice to sponsors on validation and qualification of

computerised systems used in clinical trials
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EMA

Q&A: Good clinical practice (GCP) B8, B9, B12, B18, C1

No. BZLib-

108

12. What are the expectations for the inspection readiness of trial master file? New June 2023
(RFATNTRET 7 A NVDELRIZOWVWTED L S R¥EfFEZ L TBIFIELIWTTH?)

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.

AN 2 R ORI I i BT 2 /R BR St fi
I, TMF % 5o OARIEICR G| BRI T
RRCFERTH D Z LR T HLERD D,
TMF (%, HnRREOZEE Y J5 8 2R L7 RFIT
FTCICRtan s L L bl BHET 7 EATE
HEINCTIRNERD D,

BEEITET, TMF Z2FHTE5 L9127 %
7O DB % AR W F OB I hii J AT/
BRI f R & FRTCFT DAL, BB
WHAZZ T2, BERITICER LZ, XI3HE
L CEIE T 5 . #R0D TMF (I3 D35 AT IS
SINTWD AT o TITHEAN Zd7z eTMF) 8L
X (REUTE T 0) R & 5 2 A ZRITHH
AREICT DR H D, BEUTAHELTWD (E
B OV — IR S S4L72) eTMF ~D 7 7 &
A, BEEICH LGRS (LMW
TERTIHERRBRE T 7 A TEDL L) IR
TET D 1o OB i/ MR O /TR & 4L 7 RERET N
T) 5252 LMD, TMF RO SCE
2RI T 5L 9. AEEIC TMF O2f
W7e 51 % (FIRILC) #2863 2081 H 5,
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Q&A: Good clinical practice (GCP) B8, B9, B12, B18, 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 §
TOXLFEITHT DHEHAI 0 HEHT 7 & 2 &R
L B2 20BN D, BEEN TMF O3~
TIT 7 BATEDLLIITTHDHMERDH D, D
FU . BRRBRAEFEmT 2 AL v 73MER LT
WD TMFIZT 7 EATE, TOTMFIZH D
TRTCOLELXWETELH L, HET 7 ER
TELHRBRITIT, AR OEFHET S TMF %
T DTN TOVRAT ARG END, 277
L., BIZIELETIT RS T —Z 2ELV AT A
R (KT PRI S b 3CE (SOP,
kL—= 7Rk, CSV %) Z&ies AT A
VAT AIE-o L, BHET 7B ADREIC
VAT KEBENVENTZ AR OREFICLD
XA RT D000 LR, BEEEIL, VA
T LD (FEIR, (FBF) 26—, A7 U —r
vav b, BHS) LB EZERT IS
N5,

FAEMEIT. GCP EZE R, EOBHNZESH
T, NEFAIROENRH 5 H5A%) FHLEsE
DIFEAREFU S DR EHT 250852 L
WCHEETDHZ L, GCPEEEIX, WO Tha
=R RT U R ERERTE, LD
AT TR 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

e[H LA A TDOXLE~DT 7 AT XTCO
R/ 2 E 7203 - THRELT DR, 70 b
CRO BNELEINLLGEIT, ARUY (2
D8 o THfd 2 HRE)

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

to access/view the documents.

eTMF (OELRICKEE L T) EREIIXEEZT 7
T AMET Do OmEG et 2T 544
ERHY . THUTHHMIC L VRS h o &
Th D,

18. What are the expectations for productivity applications used in clinical trials? New June 2023

FERARRR CHEH SN IAERR LT Y F—va VTR EDR I R LRI NETHI?

Brak -20234E6 A)

What are productivity applications? ((EPEMEFM E7 7Y Fr—a VLT TN ?)

Productivity applications are software used for
producing information (e.g. documents,
presentations, worksheets, databases, charts).
Usually they are operated locally and allow the
processing of texts and tables, the extraction and
combination of information from different sources
and the graphical presentation of results. The most
widespread applications are universal solutions, not
adapted to the specific requirements of clinical
trials. Generally, suppliers of these universal
solutions are not considered service providers in the

context of a clinical trial.

EPEMEM BT ) r—ra v ik, TEH (B
XE, STV ary, U—Tv— ]k, T
—HRX—=2 Fr— N ZAERT DO
ENHY 7 =T ThD, ZbidEE e —
HVTEIES L, TF A ROROMEE, B s
THEHWIE O OF RO - HAE D KO
RDT T T 4 ANIREEREARRICT D, bR
CERLTWLT U r—a SRR Y
Ja—tarThh, KRR FREDEIRIZ
BOELZLOTIERY, —KAIZ, 2 b0l
MYV a—va o, AR R
IZBWTH—E AT m g F L3RS

VY,

Can productivity applications be used in clinical trials?
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EEER LT 7Y r—va VIBRRRRTERATEE T2 ?)

Clinical trials have specific requirements for
collecting, recording, sorting, storing, adapting,
modifying, reading, using, sharing, comparing,
linking, analysing, and deleting or destroying data
and essential documents. Whether productivity
applications are suitable for use in clinical trials

depends on the use case.

Productivity applications are known to be used to
support operational processes and to record, track
and evaluate events from the clinical trial. The
results of the applications can be essential
documents with corresponding archiving

obligations.

Commonly used applications for this are
spreadsheet programs for oversight or tracking of
relevant trial-related decisions (e.g. deviation
management, data monitoring committee notes).
Such use requires robust documentation and
ongoing storage processes, €.g. storing of new
versions of the spreadsheet after each decision
process in a TMF fulfilling data integrity

requirements.

BRI, 7 — & RO AL E UL,

B
Gk, oL PRAE. TREE. B, HELY . AL
Hh g U fijiT. ROHIER RS
D 12D DR OBENRNFET D, ApENER =7
TV =g U EERRER T D ol L
TWNENE I L, HEHBEMICK Y ER D,

EREMEM BT Y = a iR, EH T rEXR
O, R OEBEERBRICEIT 2 HELOTE - B
B FHIICHON SR TWD Z EiFmbh T

e TNHOT TV r—varn [F7]) R
IIMELEL D AREERH D T DT —
A TEBEDRET D,

2OV o HTHEMICER NS T U
— g LTI, BT D REIRERER o>y
(B . AR, T—HE=F ) T REED
R AEESUTBHNCHVWLND AT Ly R
= NTRTITARDD, ZOXIIHEHT D
Sk, R ST R Ok R e R 7 et
AMBE L2 5, BIZIX, T—F%A T 70T
o B9 TMF CRIEIREZ1T 9 #E I
ATy Ro—h [EFHE TR OFLVWIR
L LTIRAFET %,
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A common shortcoming in productivity applications
is the lack of an audit-trail or similar feature that
ensures traceability and attributability of entries and
changes. The use of productivity applications in
areas where data integrity principles (such as the
ALCOA++ principles) apply therefore requires a risk
evaluation and, where applicable, effective
mitigation measures. If such an application is used, a
justification is required and measures should be taken
to ensure attributability and traceability, and to make
non-traceable changes more difficult or prevent

them.

For instance, the specific measures could include:

e additional programs or customisations that
compensate for application deficiencies;

e restrictions in the use of the software itself;

o additional controls in the application
environment;

e transfer to protected formats.

Whenever non-traceable changes are or can be made
to data and documents that impact data integrity and
credibility, or the safety, well-being, rights, and
dignity of trial participants, the risk-benefit balance

of the clinical trial may be affected.

When pre-qualifying sites, the sponsor should assess

the sites” use of productivity applications. The
assessment should consider their importance for the
credibility and integrity of the data and safety, well-

being, rights and dignity of the trial participants.

APEME BT Y =g BT B A 2
KiFE LT, AINFERLEREANED L —HE
U7 ¢ ROYREME A IR 2 BEARER ST 2
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ZA T 7V T ¢ OFRIEH S35 Mk CA
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—H VT o ZHEEICL, BMIRARERAEE &
TN LK T UIBLIET Db o EEi#E L
HRETHD,
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Fhbd,

o TV —a rDRERMD TZHODEN
T T LI AE <A X

o V7 MU =T BIEDOMERIZKT S HIBR

o TV r—vay [(EHEHTDH) BREICE
T BB R

o RiEINTHR~DEH

IO EH 72 b 0N E

T HRIEITH L CBHR AIREAR A T
. TNRT =2 AT 70T 0 ROFHEME. X
TRBRS NG DR A - (R - HEF - BRkIZ e
e RIET, IFKIF LD 56, BIREERO Y
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Q&A: Good clinical practice (GCP) B8, B9, B12, B18, C1

No. BZLib-

108

Facilities whose computerised systems do not meet
the sponsor's requirements and the requirements of a
clinical trial should only be selected, if justified and

the risk of the deficiency is mitigated.

Some productivity applications allow the user to
configure and to customise the functionality of the
software itself. This includes the possibility to
combine certain commands, create automatic scripts
or add new functions. Configurations and
customisations should be validated before use. The
thoroughness of the validation depends on the use

case and the risk for the corresponding process.

A common use is the calculation of derived values
using spreadsheet applications. Depending on the
risk of the derived value (e.g. dose calculation), an
appropriate level of validation is required. In addition
to the validation of the formulas used for calculation,
the should be

unwarranted modification.

formulas protected against

Further modification of productivity applications

usually requires expertise in the relevant

programming languages and should only be

performed by qualified and trained personnel. The
qualification and training is a risk factor, which
should be taken into account before the
corresponding modification is considered or carried

out.

MERZIZBIT DAL B a—F LT AT LN, AR
Y OEREIE, K ORI 0 BRI 2 il
e S WA FolEaklE, SRR &
D, ZORMIZE DY AT PEUNAIH T
WOGEEIZDORRET RETH D,

—EOAEMNR LT Y r—a TR, 22—
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D, WAZSAXLTZDTED, ZHITIE,
EDa~vy FeflhtbEiz, AEhxs V7
NEMERR L0 . B LWEREZBINL=Y 15
TEMNEEND, TV THERERESCH A X
~A RIERAFNIANT T — b R&ETHY | A
U7 —a vk 8T E TRUERICR 2 3 A
HROEORE Y ot 212345 Y A7 10H 0T
REIND,

i@y FoO—o2 L LT, A7 Ly Ryv—
N7 7V r—va e L CRHEMREZES
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Q&A: Good clinical practice (GCP) B8, B9, B12, B18, C1

No. BZLib-108

Configurations and customisations should be
considered in the archiving strategy, especially if
essential decisions or events in the clinical trial
cannot be reconstructed otherwise. Archiving the
application file or the template of the application file

as a dynamic file is recommended.

T = A THEIIZ BT, FRICERREER I B 1T
2 BB HE R A O T ETITHER TE 2R
WIGE . B ESCT A Y ~ A R Bitd 24
ERHD, 7TV r—varyTZr AN, LT
TV =y a DT T L— AT 7 AL
ELTT—AATTHZenHERIND,

What is expected to be disclosed in the clinical study report?

(ERBBFEEICBNT, FOXI REROBERBRD SN TVETHN?)

In order for the authorities to be able to assess
whether the measures taken are appropriate, the use
of productivity applications requiring specific
measures and the measures taken, if any, are
expected to be detailed and justified in the clinical

study report (section on quality assurance).

L ONTHEBENSHEYTH DN E I DE YN
Pl CE B L DT, ERRBREWEE (BRI
DE) IZBWT, BRI RbIG &2 B4 5 A sl m)
b7V r—va oL EEOXR
NZIZ DN T OFEM &L VA EEAY 72 3P % 9
5 EnNHIrEEND,

Reference document (3% (&)

Guideline on computerised systems and electronic

Guideline on computerised systems and electronic

data in clinical trials

data in clinical trials {77!
[FRiE . ERRofFRIcSW T

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

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

files

BF FIFATNASRE T 7 A VOERICHETHRMNES (EU) BEEY T OB

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

files (e-TMFs)?

EF I IFATATRET 7A)V (e-TMF) OEMICEL T, EUFBLRIILED X 522 L 2 HifF
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No. BZLib-108

LTWETHN?)

e-TMFs 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. ( [7%2]
Efficient, straightforward navigation and
opening of documents permitting searching and
browsing (analogous to leafing through a paper
file).
[FR7E 1] analagous i3 analogous MFAY & >
No,
[RRIE 2] JRSCTIERNET % B TR 220,
ARCIIERRINZ AR L7,

o 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.

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

of the original documents.

e 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.

Directive2005/28/EC K OWKINH & D35 12D
WTOHLAIE 10 EOBIET A 2 AZFEH S
LTV D TMF ZEZ 72 LTV, B
JlX e-TMF #3895 Th A H, GCP &L (K
OBid) OBRTIE, ROBENEHRSNLS:

e eTMF O Lt =2—Ti, KD TMF CTTZ
52N e-TMF THTX D X )T, 2N
HETLEa—TEOMERD D, e-
TMF O L E=2—Z, DO TMF LV &7 7
T AR DR NE T H T L,
HFEOZ7 7 ANEDLHOERL L) K
RBLIZVEE LY TED X5 RN T
D RT N B a ROSCERE,

e eTMF & e-TMF IZIRES I TN D IE (=
E—Tld IA TV AT L) ~DOHEET
7B A BERE/EETICE A, E#ERET
XH X0 THZ L,

e o TMF (27T 5 CEIL. O MIZEE
T, AT, 1oAY P L EOH A
BERa B —ThHINEND S,

e eTMF ¥ 27 AIZIE, TMF XLE~OEH %
i3 27200 F—3 3 UiIEHRD IR
ERITOVLERDDH, ZHITIE, TDOAT
AT NOETAT 4T ~RET L7k
bEEND,
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No. BZLib-108

e 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 ).

JEOD TMF O =1 7 2 RO L D
Hik (OF Y. LD TMF & e-TMF O =
7Y ORNCITERE R BEZR 1 5% 1 OXFIEA
METH D) BDRIELRNE D2, LD

TMF XX #E% e-TMF (CUIfthd 27 1 7)) 12
kT 57 ae AEWERLOLE L, N
T—varEEL TBMLERD D,

Additional considerations GE/N D% EEIH)

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.

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).

e-TMF EDOSCEIL, ZTOLENED L HITE
ENTZDNENIFERBHFONDL LI, &
B HHE T, FEROHHE AT RE AR RE & MR
HZVENRH L, ZOZLiX, FEXTRAIN
TeRKIERL T +— DRI Y T E D, e-TMF
NOZEHITEE LT, W D WEIZE R (THH
DHIERBIMD 7= DY ERY 7281 0 B K OMRE
AP BEROESE) 1250 Th (e-TMF
~OEHITFE L TC) Bk 5 b0 ThH-> TR
SYANAN

e-TMF [ZIRDBEREN & D EHR]TH 5

TMF &7 > a v & RISGHEITE 57 4+ v
XK,

KT 7 A IWVISLEMAITH D H % IR
TEDL 73 NWHE7 7 A NOmeHAlL 2
2RV, AEREMEAENLERLEL RO
T D7D ICFELZ R BN 72
Do

B TE D X9 —EIZEEOLEEL
FEEE (B OV A X, X2 >OMim (%
AETHZ L) NEHE),
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No. BZLib-
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o 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).

WU %A TDLEIZONT, T TOMF
AR/ S F N> TT 7 BATE
D EOICT oMk (Tbb, BEEN.

FATC LRI L 720 < O OB 78R BR 5
iR O LEE L E 2 —T 3LEND LY

o

Future considerations (5% DRFHEIH)

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.

FFRAIIZIZ, e TMF N7 A v % —F v k
U 7RRHATRIATE L9175 LR TH
bHe ZAUTEV, TMFIZT 7B AT HERITA
BeBEhZ2 L Chb < kd, ZOHEIL,
e-TMF % &1 A —/LX° DVD %5 Tt 32 ik
\ZHERT, e-TMF O X—2 g U3 1 2720 H
AUT L < BT ORFIREBR I IV TRlkRE I
FHTEDLEWHIFERD B,

Advantages (FI| /%)

o Assisting the development of virtual
inspections.

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

trial management, inspection and audit).

(AR Z2 DB SR

BT 1w ADOREYE (R P
5, BEAICL VIS D “LERFED
Fill780)

SEREDOESR

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

medicine.

FEFS

R ~OREFBRIIL Z DM F L RWVEZNE
LThbH, BTLLZOEANCL-THl&ERD
SNDHLOTIEHAR,

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.

R AR ARBR

EIGOL BT NEE AT D701 7D
NHM5E, NFHOEIRLOSGE, 2 b O
FINH DR T T 4 T oG L SN 5,

28

%%;9 KRt XFE

% s

ZLib-108_EMA_GCP_Q&A B8, B9, B12,
B18, C1_r5.docx



EMA
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competent authority Y
A medicines regulatory authority in the European | KM E A oD [ 25 B 24 ),
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) (%, |24
together  regulatory  authorities and  the | J§j & BEER ZFHEOHT TR Y | EFELBEKIZ
pharmaceutical industry. It makes recommendations | B4 28T T A N F A & B OMEIR & 56 FH
towards achieving greater harmonisation in the | & & 72 21D EERK D 7= I HESEFIH 2 ERk L
interpretation and application of technical guidelines | TV %,
and requirements for pharmaceutical product
registration.
Investigational medicinal product TRBR3E
A medicine being studied in a clinical trial. B REREBR THFE S LTV D R 3E AL,
good clinical practice good clinical practice
A code of international standards concerning the | FRARFREROFLE;, Fhn, 47, Efl, BEA, i
design, conduct, performance, monitoring, auditing, | %, 34T, HEIZE T 2 [EEEE MR, good
recording, analysis and reporting of clinical trials. | clinical practice (2L ¥, FRARFERGE RAMEHET
Good clinical practice provides assurance that a | %, IEfETH V| ERKRBRXIGE OMHEF| &
study’s results are credible and accurate and that the | PEDMRFE SN D Z L DMRFES LD, GCP &g S
rights and confidentiality of the study subjects are | 115,
protected. Abbreviated as GCP. FEAMIE Good clinical practice &M Z &,
More information can be found under Good clinical
practice 7%

[FR7F] Good clinical practice 7> &

https://www.ema.europa.eu/node/14417
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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.
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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

medicines.
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Trial Protocol
An agreed plan issued by the sponsor of a clinical
trial giving details of the objectives, design and

organisation of the study.
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