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1. Executive Summary

T8 IT 4 TY=)

Trial master file (TMF) plays a key role in the
successful management of a trial by the
investigator/institutions and sponsors. The essential
documents and data records stored in the TMF
enable the operational staff as well as monitors,
auditors and inspectors to evaluate compliance with
the protocol, the trial’s safe conduct and the quality
of the data obtained. This guideline is intended to
assist the sponsors and investigators/institutions in
complying with the requirements of the current
legislation (Directive 2001/20/EC and Directive
2005/28/EC), as well as ICH E6 Good Clinical
Practice (GCP) Guideline (‘ICH GCP guideline’),
regarding the structure, content, management and
archiving of the clinical trial master file (TMF). The
guidance also applies to the legal representatives
and contract research organisation (CROs), which
according to the ICH GCP guideline includes any
third party such as vendors and service providers to
the extent of their assumed sponsor trial-related
duties and functions. The ICH GCP guideline
provides information in relation to essential
documents to be collected during the conduct of a
clinical trial. The risk-based approach to quality
management also has an impact on the content of
the TMF. To ensure continued guidance once the
Clinical Trials Regulation (EU) No. 536/2014
(‘Regulation”) comes into application, this guidance
already prospectively considers the specific
requirements of the Regulation with respect to the

TMF.

1B~ 2% —7 7 4L (TMF) 1%, 155R&E(T
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2. Introduction

FF3C

A TMF is the collection of essential documents
that is used by sponsors, CROs and
investigators/institutions for the management of the
trial and by monitors, auditors and inspectors to
review and verify whether the sponsor and the
investigators/institutions have conducted the trial in
line with the applicable regulatory requirements
and the principles and standards of GCP. The
legislation does not differentiate between paper and
electronic TMFs (eTMFs). Therefore, all basic
requirements are the same for both formats or
when used in combination as a hybrid TMF.
Article 57 of the Clinical Trial Regulation states
“The clinical trial master file shall at all times
contain the essential documents relating to that
clinical trial”. Article 20 of Directive 2005/28/EC
and Article 58 of the Regulation also require that
after archiving “Any alteration to the content of the
trial master file shall be traceable.” The TMF
should provide for document identification, version
history, search and retrieval; also, as stated in both
Directive 2005/28/EC (Article 17) and the
Regulation (Articles 57 and 58) it shall be archived
in a way that ensures that it is readily available and
directly accessible upon request, to the competent

authorities of the Member States.
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D 20 45, K& Regulation &5 58 52 Cl, 7
— A THIT R~ A —7 7 A LORE
SOEFITBAEETH D] Z & ZROTW
%o TMF IZHWT, CEOMR], diUERE.
LERRE -BOH LN TED LT HHE
N2, Fio. Directive 2005/28/EC (55 17
Z5) & Regulation (5 57 & &5 58 5&) IZHL
HEINTWD LI, TMF iE, MEEOAELE
HORDIISTT, T <ICHRTE, £LE
BT 7 RATELLIICT—HA 7L TEL
BN D D,

! CPMP/ICH/135/95 8.1

% e

%23

BZLib-106 EMA_TMF r2.3.docx



EMA

Guideline on the content, management and archiving of the clinical trial master file (paper and/or

electronic)

No. BZLib-106

Article 47 of the Regulation states that sponsors
and investigator/institution shall take appropriate
account of the ICH GCP guideline and shall
conduct the trial in accordance with GCP
principles, two of which are:

e “All clinical trial information should be recorded,
handled, and stored in a way that allows its
accurate reporting, interpretation and
verification™?;

o “Systems with procedures that assure the quality
of every aspect of the trial should be
implemented. Aspects of the trial that are
essential to ensure human subject protection and
reliability of trial results should be the focus of

such systems.”>,

Regulation &5 47 &%, TRBRIKIEE K OVEBR R
2 Bl T 5 s = 9 B 23 ICH GCP 7 A R
T4 U EEBIZAIL, GCP FANIHE - TIEBR
EEMTHIEETEDHTND,
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HLOIEREYTHZ L, 3

Documents and records containing information and
data resultant from following the systems and
procedures that assure the quality of every aspect
of the trial and that, as per Article 16 of Directive
2005/28/EC and Article 57 of the Regulation,
enable verification of the conduct of the trial and
the quality of the data generated are considered to

be essential documents and should be retained.
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The sponsor’s and any CRO’s quality management
system should have procedures (e.g. standard
operating procedures (SOPs)) in place to manage
all aspects of the TMF to assure that the TMF is
complete, legible and accurate. The
investigator/institution should also ensure the TMF
is managed to achieve the same outcome. The TMF
documentation should be sufficient to adequately
reconstruct the activities undertaken in conducting
the trial, along with decisions and justifications

made concerning the trial.

TR e "CROD SVE & HL Y 2T
([ZIE, TMFAEAT, T, EMT
D EEMEIZTLL I, TMFOH
bW ZEET 572 OO FNE (FEHE
BEFIE (SOP) %5) NMETH D,
TRBR AT Al TR BR FE i R BRI Z B\ T
HTMFR R ORE R & 2T 5 L 5 E B
THMLENDH D, TMFIZE N5 EE%
FWT, IRBROERICHE S R8N E . 1Rk
BT DR E EZDRHE E & i, Y]
ICHBTELLIICTHT &,

Documents and records in the TMF should
collectively permit confirmation of compliance
with the protocol and GCP and the integrity of data
collected without the need for additional
explanation from the sponsor, CRO or

investigator/institution staff.

TMFDOILE & RegklL, b 2/l ab
BT, IRBRIKIES . CRO, XIXIRBRET
EERNARER FE M E BRI 0 X &~ 7 (2B
M ZERD D Z LA < TRBRSE M EE
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TITVT 4 R TEL LT HHLE
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This document provides guidance for
implementing and maintaining a TMF that

complies with the regulatory requirements.
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3. Trial master file structure and contents

BR~ ARSI =T 7 A NVOREELNE

3.1. Sponsor and investigator trial master file

BRIKRE R RREEEMOBRY A —T 7 (v

The TMF is usually composed of a sponsor TMF,
held by the sponsor organisation, and an
investigator TMF held by the
investigator/institution. The investigator TMF is
often referred to as the investigator site file (ISF).
The TMF for the trial, both of the sponsor and of
the investigator/institution, should be established at
the beginning of the trial. There should only be one
TMF for a clinical trial, comprising the sponsor
and investigator parts. In organising the TMF, it is
essential to segregate some documents that are
generated and/or held by the sponsor only, from
those that are generated and/or held by the
investigator/institution only (e.g. subject
identification code list filed in the investigator
TMF only and master randomisation list filed in

the sponsor TMF only).

TMF [ JIEBRKIEE MR D IR BRIk
TMF & T1RBRE T Al 5 52 e = i B 203
PREFT D IEBREATE A TMF CTHERR S LD 2
DL, TRERETERM TMF 1%, 15BRE(T
ERiA N7 7 A (ISF) &IN5 Z &
b D, IBERO TMF 1L, 1RBRKHEE TMF &
TRBREATEERT TMF O 7 & b, 1RERBIAARE
IZHESLS VTV DD B 5, 1RERD TMF
X1 OLDMFEELRWVWLOTHY . ZhULih
BRAKIEE B0 0 & IRBREARERTR /) TRERL S U
%o TMF OfERRE 5 2 % 9 2 Cld, IRBRIKHE
FRTORER - REFSNDIGEL 1RBRE
TRl 5 T i 5 A BRI C D B AR - fRdr
ENDHLEENTDLENEETHD (Flx
X, WA TR 2 — R U 2 N TR ETERR
TMF 27 7 A VS, v~ AZ—F 25k
A MIIEBRIKFESE TMF ORI T 7 A L&
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The investigator/institution is responsible for all
essential documents generated by the
investigator/institution and should therefore have
control of them at all times*. In cases in which the
investigator is employed by an institution that is
the trial sponsor, the sponsor may delegate the task
for maintaining all or part of the sponsor TMF to
the investigator. In this circumstance, it is possible
to combine the delegated part of the sponsor TMF
and investigator TMF for that
investigator/institution, which avoids the
duplication of documentation; however, the
responsibility for the sponsor TMF remains with
the sponsor. The same applies when the
investigator and the sponsor are the same person.
When there is co-sponsorship of a trial, there
should be arrangements in place for the
maintenance of the TMF based upon the
responsibilities that each cosponsor holds. Role-

based permissions should be established for

1RBR BT AT R B S i R RE 1T. TRBR R AT
2 Fili /1R B SNt P RS BE L & > TR S 7=
RTCOMELEICETHEMLEFD, 20l
DTN EEHTICB LERH D 4 14
B 5 AT 5 Bl DS TR BRI R % e 42 2 TR BR FE 0t =
RSB E SN TV DA, 1RBRIRIEE 1T,
RIS TMF 025, Xx—H 2 EHT 5
S A7 BIRBRBEAREMICEZEL TR, 2
DX DRI T, TS IR E
TMF & VR5R AT [ Bili /16 B S M P R B B O 1R
BREAEERN TMF 2 —##129 5 2 & T, BEo
HEREZERCE 5, 2720, InBRKEE
TMF OEITH < £ THIRRIKEEICH S,
TBBREATEAD L IEBKEE R R C A TH D
LA bR TH 5, RO LFENRBRIKEE 2
FIET D86, A ILENRRIKEE O BT K
SDWT, TMF ZHERFT 2720 OHY RO D
BCThHd, (T ba— FlRSNEE
HRRT —HED) T ANLE~DT 7k
A HIRRAE, AR DIHENT )T LT, & & N— A

activities being undertaken, such as restricted DFF A ML T DB D D,
access to files/documents (e.g. randomisation
codes and unblinded adverse event data).
4 CPMP/ICH/135/95/ 8.1
6 %23
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3.2. Contract research organisations

PAREBX MBS (CRO)

The sponsor may choose to outsource duties and
functions of the sponsor to a CRO. The sponsor
remains responsible for the trial and will need to
maintain oversight. Therefore, access to the CRO-
maintained part of the sponsor TMF (e.g. by
remote access to an eTMF) or at least regular

access to relevant documents from it will be

In conducting contracted duties and functions, the
CRO will be generating documentation that should
reside in the TMF. The clinical trial
contract/agreement and other documents and
procedures agreed between all parties should
outline the arrangements for the TMF in some

detail, such as:

necessary to fulfil these responsibilities effectively.

TRBRIKIEE 13, E5 L HEfES CRO ~&RE L
TH WD, ERIKIEE X, IBROBEfEZ A
\ BB HNERD D, o T, IRBRIKIE
FERBEE AN RS-0, BBk
# TMF @ 5 © CRO WEELT 5553 ~DT 7
A (eTMF ~D VU ET— 77 R%) | X
ERIRIRE 212 H 5 B E~DEMR 2T
I EAZITRDEIITTHHENRHDH, CRO
X, FRICED DI BB & HREE i L.
TMF (T D REERZAERT 5, 7T
DU HEFM THEE SNTIRROB/EBELED
LEREOFINEICH VT, TMF DWW TORDY
R % B HIREFEANCEHE L TR BER D
%, BlzIX -

o which party holds the TMF (or which party holds
which parts of the TMF when this is divided);

o the structure and indexing of the TMF;

o the access arrangements for the involved parties;

o when an eTMF is being used, the details of the
system and change control management;

o lists of applicable procedures to be followed and
training requirements;

o type of documents that each party should retain;

¢ arrangements for managing correspondence;

¢ how the TMF would be made available to the

competent authorities;

o #fE2S TMF Z1RFi 3 272y (E TMF 23433
ENTHE. HED TMF O L Oy 2 4RF
%)

o TMF Dt & 38517
c[REDT 7 ADEY P
e eTMF MEH STV D55,
O FE L OFEH
eEIREZTTFIALE FL—=2 7 FED Y R
o K Y HEHDRFFT D CEHOHH

o HE L HAZEHT LD DI Rd
eTMF Z ED X S IZY /[~ R TEDL LD IT
SRS

AT LK
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e arrangements for when the trial is completed (the
CRO may archive the TMF [or parts thereof] on
behalf of the sponsor); if there is a contractual
arrangement for the CRO to transfer all essential
documents they have generated to the sponsor for
archiving, the arrangement should ensure the
sponsor retains the full set of documents and
makes it readily available and accessible for
inspections (including inspections related to the
CRO’s duties and functions);

e arrangements for oversight of the TMF
performed by the sponsor and how this would be
achieved (e.g. audit reports and/or monitoring);

e retention times;

e arrangements regarding the archiving of and
access to data/documents held in centralised
systems (such as central training documents and
central e-mail repository);

e procedures in case of an involved party closing

down its business for any reason.

o IERMNTE T LIz & TOWY #d (CRO A
BRikHEE (2 I - T TMF [XIEF D —i%
T—AA T LT INE), K EOEDY kR
OIZE D CRO A, 1B L2~ TOMH
XEE, T—hA T IR TRk
TLHGE. FOMYIRDIZEBNT, 1RERIK
FED, TXTOXFELRRFL, A%
(CRO M5 & HREIC B D A5
te) RRCT SIZIRRTE, WO T7 7 EAT
XHErlcLTLZ L,

o IBERIRIEE 1 X D TMF OB, KON
EoXolEmasngsn BEELVAR—,
KO (XiF) =42V 7%) O RD

o PRAFHAM

e P U AT MIRFF SN TN D T — /3
(central training documents X° central e-mail
repository %) DT — A T JNT & AT
B9 2 H D k>

o UHENUALNOHB CHRELIZGEDTF
foe &

If multiple CROs are involved, the sponsor should
clearly define expectations regarding the creation,
management, exchange or remote access and
retention of documentation amongst CROs. Specific
requirements may be put in place when CRO

interaction is required.

¥ CRO EAG-T 556 . 1RBRIKIEE
IX. CRO MOEEIOMERL, EHL, &/ €
— F T 7 A KU CRO IZBT 2 &R D
RFFIZONWT OB A R ICEFR T D MEN
HBb, CROFLDOSLY & BUERGA, B
R 72BN MBI D00 LIV,

The sponsor should provide CROs access to sponsor
essential documents of the TMF that are required by
the CRO to execute their delegated duties and

functions.

CRO NEFESNT- BB L HREE FAITT D720
(2, TRBRIKIEE X, TMF 125 5 IRBRIKIEE O
WIESLEA~DME 2T 7% A% CRO |42k
TOMERD D,
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When a CRO is used for the management of the
eTMF and/or for the digitisation/transfer of TMF
documents, appropriate pre-qualification checks
should be undertaken prior to contracting the CRO.
It should be verified during the clinical trial that the
CRO’s quality management measures are complied

with.

eTMF OEFE° TMF SLEDO T ¥ X )AL MRk
I\Z CRO ZfE I3 546, CRO &K 5l
(23 Y0 72 FRTEASNET = v 7 RS 2 05
N5, EIRBRFICIL, CRO O E R B
RMNASF SN TN D Z & EERT DMENRD
Do

3.3.

Third parties-contracted by investigator/institution

= - EEA GBS E R BRI X 5359

The investigator/institution may choose to delegate
duties and functions related to the conduct of the
trial to a third party (e.g. site management
organisation or external archive). In such
circumstances, the third party may generate/hold
essential documents relating to the contracted
duties. The applicable principles in section 3.2

should be considered.

TRBR BT LR R TR B St PR B 1, TRBR DR
Bl B 51 L HRRE A B = (JRBRMERR
KABMEBESOANER T — 1 A 7 (&) %) I &
AT LN TED, TOX O RYGE, B
FH MK TED DIV E B BEE S 2 ML
BT 2 RN B D, 3.2 EDH

B DRAE BT 2 2 L,
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3.4. Trial master file structure

BB~ R ¥ —7 7 4 VDS

When starting a clinical trial, the sponsor and the
investigator/institution should identify and
maintain a record of the location(s) of all the
potential documentation that is considered to form
the TMF, even if several locations, departments,
country organisations and systems are involved.
There should be a primary TMF system for holding
essential documents, which could be entirely
electronic, entirely on paper or a hybrid of both.
Other systems including central systems may exist
that hold essential documents (e.g. a central e-mail
repository, SOP-management system, central
training records, delegation logs, software
validation records and records concerning more
than one trial, e.g. investigator’s brochures (IB))
relevant to the trial and should therefore be part of
the TMF. The number of these other systems
should be minimised with the priority focussed on
placing documents in the primary TMF system.
Documents applicable to multiple trials do not

need to be duplicated in several TMFs.

TRBRBAAAIE I, IRBRIKIHE & IBBREEERR
BROChi R RS, TMF 2725 L& 25
NDHTXTOEROENN TV LS5 (T2&
B OGHT - T - BV AT ATERR
STWEELTY) WL, Tz
MEFF L CWS BN B 5, G L 7o ZH 3G
ZRFFTH72ODT T A~ U TMF v A7 A
DB LD, ik, &2 CET. 27T
#, INA 7V y FOWTFNTEHLTS
fv, [(FT7A4~VU TMF ¥ 27 LDAhIZ]
AT B D v AT A TIRERIC B
95 MZELE (central e-mail repository, SOP
BELL AT A central training records, Z{TH
7. V7 Ny =T AN T =2 a ek, B
OIEERIC B 2 inEEE (IB) ) %f&
F325808650, Zhbb TMF O—i
ELTERDMENRD D, [(LlTVi, ) X
FiX. H<ETHLT T4~ TMF v A7 A
CES Z &AL, o AT AdR/NR
MR _ETH D, HEOIBBRIZIHE T
IS5 XELEHD TMF THET 5 /%8
(ESAAN
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There should be a suitable overall index or table of
contents to enable the location of essential
documents in the TMF to be traced. Whether the
TMEF is paper or electronic, it is recommended that
this is implemented and standardised across the
investigator/institution, sponsor organisation or
CRO, if applicable. The documentation should be
filed in each appropriate section of the TMF in
chronological order. Consideration should be given
to defining the dates used for document filing; for
example, the date of receipt, the date of filing into

the (e)TMF, the date of approval or the date of

TMF (23T 2 WHSCEOG T 28 T& 5 &
INT, WU EEEN IR A Ty 7 AJHIRD
VETHD, TMF IR THLI0ETTH LM
2o B TRBREATE AN AEER FEh =
B, veBikEE . GENT25A) CRO WY
N AR—=F5 (T v 7 Z/HK) Z1ERk
L. 1EHE(LT 5 2 & 2T 5, ERHT,
TMF Ol 74t 7 > a VITHRIITT 7 A
NENDEINTT D, LEDOT 7 A NVITHKRD
AftoEsR (ZfEH, (e)TMFIZZ 7 AL L
TH. KR H. AHIRE) 2L Tk<
VERD D,

expiration.

3.5. Trial master file contents
BBR~AZ—7 74 VORAR

3.5.1. Essential documents

WIRHE

“Essential documents are those documents which
individually and collectively permit evaluation of
the conduct of a trial and the quality of the data
produced”.> Essential documents help assist the
investigator/institution and sponsor in the
successful management of the trial and
demonstrate adherence to the standards of GCP

and all other applicable regulatory requirements.

(WAZESCHE L d, B3 oo 30E & ff
T, {BBROFEM S OAERRT — Z O % 5l
TELEICTHXETHL] S, MHNE
(X, VRBRE AT AN AR ER S N R B K OB R
KIEE DI BITIER A E T 2 OIT&AL
H. GCP REROZEOMT X ToOEMIND
B~ DINEST 2 BT 5 BRI,

5 CPMP/ICH/135/95/ 8.1
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The TMF kept by the investigator/institution and
the one kept by the sponsor have a different
content, due to the different nature of the
responsibilities of the investigator/institution and
the sponsor®, and as defined in the ICH GCP

guideline.

TR B AT RN AR B E i =B R FF T 5

TMF &IRBRKIEE D3MRFFT 5 TMF 13, 1RBR
BATERN AR FEH AR & BRIk O R
ENEI2 D706, ICHGCP A KT A4 T
ERINTND LI, BEVORNFITR
Do

Article 57 of the Regulation states that the TMF
essential documents’ content shall take into
account “all characteristics of the clinical trial,
including in particular whether the clinical trial is a
low-intervention clinical trial”. Therefore, some
documentation specified in the ICH GCP guideline
may not be necessary due to the implementation of
a risk proportionate approach’. The justification
for reducing documentation should be documented
in the TMF. The documentation listed in the ICH
GCP guideline section 8 defines the documents
that are considered essential (as appropriate to the
trial) and which documents should be filed in the
investigator/institution or sponsor TMF, or both;
however, this list should not be used as a definitive
checklist for TMF content. It is not an exhaustive
list. Depending on the activities being carried out,
many trials require additional documents not
specifically mentioned, therefore the sponsor
and/or investigator/institution should include any
documentation that facilitates reconstructing and
evaluating the trial conduct, as part of the TMF.
Unnecessary duplication of documentation in the

TMF should be avoided.

Regulation &5 57 & TlX, TMF O WELEDON
A (ZRETHE) 1T HES AR %
wie, b LR R ORI ZBEICA
D EHRDTND, E-T, URZITG
Cle7 7u—F 1280352 L1280, ICH
GCP A R A4V THREESNTWD —HDE
Bt R 5T 2 BT < 72 D, BREIRFFL
2 TH RV ET LB, TMF WIZ3CE(L
LTBILENRDHD, ICHGCP A K74
HETHEIT LN TWHHERNE., (EBICE
STC) MALZEZLNDXETHY, IFRE
TEERIAGER I ERAEE] TMF, SUTTRERIK
FEH TMF, XUXZ DM TT7 7 A NT DDE
F#INTW5, 7272L, Z® [ICHGCP A
RIALVESETHET LN TWVLXED] U
A MIEERZR SO TIE/R <, TMF ONE %k
ETHIODTF =y 7 YRR L THEATR
XTI, ESNAIEBICH LD, £
< DIEBRTIL, [ICHGCP A K74 48
BT EAINTORVBINCERLETSH
D TR TR B T B Al TR R I R
BEBAIE, TRBRI A BBl ROV OUT) BRI
THDDH B} HLEE TMF IZEH D D4
ERdHDH, TMF IZBWTCEE RLEIZEHE
LCHREFT D 2 LT D R&ETH D,

¢ Clinical Trials Regulation (EU) No 536/2014, Article 57
7 Risk proportionate approaches in clinical trials, EudraLex Vol. 10, Chapter V
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Examples of documents that are considered
essential when generated for a specific trial, but
not listed in section 8 of the ICH GCP guideline

include:

FrEDIBBRCARSNWWAEEEZEZ NS H D
D, ICHGCP 14 R7 A V8 EIZFIT b
TV W ICEOHIZLLTFIZRT

o completed forms, checklists and reports etc.
related to the trial, generated from following
quality system procedures of the sponsor,
investigator or any third-party performing trial
activities on their behalf;

o qualified person certification of the IMP;

e assay method validation report for analysis of
IMP or metabolite(s) in clinical samples;

¢ advanced therapy investigational medicinal
product (ATIMP) traceability documents;

o documentation to demonstrate validation of trial-
specific builds of computer systems (e.g.
electronic case report form (eCRF) and
interactive response technologies (IRT) and
electronic patient-reported outcomes);

¢ data management documentation, e.g. data
management plan, data validation plan and data-
review meeting minutes;

o statistics documentation, e.g. SAS program
validation, statistical analysis plan and sample
size estimations;

o delegation log as part of the
investigator/institution TMF.

o IRBRIKHEE . TEBREREERD, SUITEBRICTHE
FITDHE=FAOMEAT AT AFIHICHE T
TER S T, RBRICEEE T 5 e AW 4 Dk
X, Ty Z7 VAR LAR— M

e IMP @ qualified person D FEERIE

o IBERY L TV IMP, SUTARETEY D5y
MDD DT e AENY T —2 a Vi
+

e Advanced therapy investigational medicinal
product (ATIMP)®D k L—H# &Y 7 ¢ 0

e EBREA DI RIZET AL B a—H—
VA7 2 (B : eCRF, IRT, ¢PRO) DY
T —a U ESEREY D CEE R

o T — AT XY AL NOLEEE}
Bl . TR A NEHEE, TN
U7 —va URHEE, T —F L Ea—a%

o KFHE B

Bl : SAS 7 /T LNY F— g v HiEt
NTEHEL, BT YA XOHEE

o IRBR AT E AT/ R FE i P2 BB TMF o
ELCOEEnY
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Documents demonstrating software validation may
be retained by a CRO when the activity has been
contracted by the sponsor, but the sponsor should
ensure continued access to these documents in the
contractual arrangements with the CRO for the
required archiving period. Documents relating to
the trial-specific software configuration are part of
the TMF and it should be determined whether these
are maintained/archived by the sponsor or CRO
providing this service. Some documents from good
manufacturing practice activities should also be
defined as part of the TMF, for example, when these
relate to the assembly and packaging of the
investigational medicinal product (IMP) and
compliance with the

confirm, as applicable,

randomisation schedule and blinding of the trial.

BRI IC L » TEFES ., CROBY 7 |k
VTN T3 OEEEBAT 5 30E
ERFFT DG AN D50, IEBIKIEE X, &
P T — 14 7 HIHH, CRO & DEHK) EDHR
DRDIZED . 2D OLE~OHKEE 72T
7B RAEMRT DMERND D, TRBRER D Y
7 b= TSI BT 5 SCEIT TMF O— 56
ThVY, ZhoOLEEZRREESE,. I T
—ERERMT S CRO D EL b THERF/ T —
A TTHPRELTEBMERLDL, £

7=, —#® Good Manufacturing Practice {%H) D
E(BlAE, I BEBRIE (IMP) 7
LTV ERy =D TIIEELTED
EVELAL R Y 2— L & G DB~ DIE
AR TELHE) b TMFO—#E LT
ERTDHVEND S,

3.5.2. Superseded documents

XEDIRMK

During a document’s development (e.g. clinical trial
protocol development and release), the
sponsor’s/CRO’s procedures may require input and
review by various functions. The documentation to
demonstrate that the process was followed should

be retained.

TRBRKFEE/ CRO OFNEICIB T, TEEERK
T OB (B WRREREE I EOER E U Y —
) S F I E R O O R ATV |
LE2— KT D2 L2 EDDLIEENH D,
DX T v ARNERINTZZ L ERTE
B2 REFT 20 ER S 5,
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Superseded versions of final documents are
necessary to reconstruct the trial and should
therefore be retained in the TMF. Superseded
versions of sponsor-produced documents (e.g. trial
protocol, IB and eCRF) should be present in the
investigator/institution TMF in a manner to enable
reconstruction without the need to access the
sponsor TMF, with evidence of date of receipt,
review and/or approval (when necessary) and date

of implementation by the investigator/institution.

1BBRABHT 5123, RECELZ T TR A
ﬁ%%%?%@\mﬁmﬁﬁbfﬁ<%%ﬁ

o TRBRIKIEE DMERR L7 30E (BRI hiGF
ﬁ%\m\de%>®mmﬁ\ﬁ%§EE%/
TRBR i AR TMF ICE W TR &, JBBRIK
BEHE TMFICT 782452 &7 < | %fHA,
LEz—H, KO (T)  (LER) &G H .,
TR BR AT AN AR B FEh PR pE B d5 1) 5 it
HOB#RHHAWT, BETELXIICTH0E
Wb,

3.5.3. Correspondence

g LB

Relevant correspondence that is necessary for
reconstruction of key trial conduct activities and
decisions should be retained. This includes
correspondence with ethics committees, data safety
monitoring committee and regulatory authorities
(confirming sponsor approval of processes,
documents and decisions and the communication
regarding issues that arise in the trial conduct and
how they are dealt with). Similarly, electronic
correspondence (e-mails and associated
attachments between CROs, sponsor departments,
investigator/institution) should be readily available
and may be retained electronically. It should be
ensured that both sent and received correspondence
is filed in the TMF. One or more separate central
repository may be used (e.g. for e-mail), as long as
they are clearly defined as being part of the TMF
(see section 3.2). Care should be taken regarding e-
mail ‘chains’ and attachments to ensure that
relevant strands of conversations and their
associated documents are maintained. For

archiving of correspondence see section 6.3.

FEIRIGBROTEHCE R E L HHT 5720
(LB CE LR T2 2 8, 2R
(BB CTHRAET DRI & 2 OB B
L7mkv A 3, BEREOIEREEE O
A, kaia=r—Ta U ZHRTED
£o7%) WMEEZES, T4 LReENHER

. BROBIHRY R & OB SCERE END,
H%L\%%%ﬁLﬁii(am TRBR KA
FAIBM . TEBREATEE A ARER F i RS o
M TROENDEF ANV EORMNT 7 A
) E, TSI R TEDL LI L THRL &
ERHY BFAIRFFLTH LV, EEX
EBLEZEXEOWGT LS TMFIZ7 7 A LS
nN5E5CF52 L, TMF O—f L LCHIH
THZEERECED TBITIX, (ErA—
VE) (OBRFRZ) 1 SIS D central
repository ZfEH L TH Ly 3.2 BHM) |
%%XHw@F%:~VJk%H774WK
HEEZLV, EET L EoLY Lo EEh
BT A CEN MR S D K oI T 5,
WLEOT — A TIZHONWTIE, 63 HE2SH
B

W o
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3.5.4. Contemporariness of trial master file

B~ A ¥ —7 7 A4 VO RIFHE

The requirement “at all times” within Article 57 of
the Regulation means that the TMF should have all
documentation added in a timely manner during the
trial, as this greatly assists the successful
management of a trial by the investigator/institution,
the sponsor and CROs to whom the sponsor has
delegated its duties. The timelines for submission
and filing of all documents to the TMF in
procedural documents or TMF plans should be
defined. This is particularly important for more
complex TMF arrangements with multiple parties

involved.

Regulation % 57 55 Tlat all times (7 FF)| DEL
PRIX, IBBRPICT R TOERZ XA LI
TMF (BT 5 0ERHDH Z &2 BRI 5,
ZHUC LY | IRBRE TR AR SR S i e
B, TRBRKEE . RONERBRIKEE DN EB &~ &5t
L7z CRO 78, TRBRZ EVEITE BT 2 D2k
S, FIAER TMF FHEIZI W T, 77X TO
LERXA LV, 77D K
INCEDTEBLIMERN DD, ZOZ LITRHICHE
BOLEENEALGT 5, L0 EMER TMF O
DIRDIZEETH D,

4.

4.1.

Security and control of trial master file

BB RAFZ—T7ANDEX2Y T 1 LHIF

Access to trial master file
BR~RAZ—T 7 AN~DT 7 &R

The TMF should be managed securely at all times
to ensure completeness and to prevent accidental
or premature loss, unauthorised alteration or

destruction of documents. Access to the TMF

TMF 1%, WIZZRIER L, BRIk,
RAEHIEE P CoMmK, HROEWEIZL D
LEOYIARBELZ Lo TDH2 &,
TMF ~D7 7 & A%, IRBRIKIEE TR ST

should be based on a role and permission
description that is defined by the sponsor and/or

investigator/institution.

(= Rili A R S i EE PRI BALC & 0
L RO (UR) FFAICESS b D LT o4
BN D,

EFINT-%
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The sponsor TMF and investigator/institution TMF
may contain some information that could unblind
personnel who need to remain blinded during the
trial conduct. This should be appropriately
controlled, e.g. storage of the documentation in
another system or repository and/or by a role and
permission description that is defined by the

sponsor and/or investigator/institution.

TEBRAEF TMF S ONABR AT Rl B %R 52 it
PEIRHERI TMF 121X, Bk Z1T> T\ 2R
BRIEMHIZ, blind XfGORKEIZK LT
unblind L CLE 9 L5 RIFRPFENTND
BAENH DN, ZHITEEYNE BT 5 MLE MR
HD, BlzIE, BIOY AT LR Y RY Y
ICEBHE R LT | IR IR ST
2 Fili/ TR 5 SERE R B IC L > TED D&
# KO (UF) FFANE U TRET D,

4.1.1. Storage areas for trial master file

BBR~ X % —7 7 A VORAGEET

At all times the storage area for the TMF
documents (such as paper or electronic media
archives and server rooms) should be appropriate
to maintain the documents in a manner that they
remain complete and legible throughout the trial
conduct and the required period of retention and
can be made available to the competent authorities
of the Member States, upon request. Adequate and
suitable space should be provided for the storage of
all essential documents from completed studies.
The facilities should be secure, with appropriate
environmental controls and adequate protection
from physical damage. The factors to be
considered when assessing a suitable storage
facility, should take into consideration certain
factors such as security, location (e.g.

environmental risk factors) and size.

TMF CEOMSGTT (UXEF AT 47 O
T —HA TR — == 1) (XY
D& U, 1B I & OB 7 R A7 3
L CCENERT, HETE b oIk
Frai, MLERHIMEEOY /IR TE 5
EolTrZenkdonsg, ET LIRR
DT R TOUEALELFENT D12+,
DO EMINZE S T2 A=A % HE T 2 M)
5D,

FEiERR 13224 C BREED OIS E B S 4,
YRS DU R S D LER S

%, FEABERR DS E D D FHIT B BRI
I, BXF =2V T 0, G RIEY X7 EHK

%), REFOHERNELERETLDLERD D,
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Sponsors should make a documented assessment of
the conditions at the investigator site/institution for
storage of the investigator/institution TMF during
the clinical trial and for archiving. The sponsor
should be notified, if the agreed arrangements are

changed (e.g. sub-contracting of storage).

TBBREIEA 1L, IRBRERWIRE T R T — A
7 TR S TR BR AR Bl 1R R S e R R B B

TMF Z##04 5 (RREMEERMO) 1GR3
Jt A AR R S PR BE MR LI S T ICEAR
SR 24T 5 BN S D, AE ST
DIROPEE (B : O FEZE) S
Bl IBBREEE BT 2 UER S D,

4.1.2. Sponsor/CRO electronic trial master file
TRBKHRTE/ CRO

BEFBRBR~AZ—T 7 AV

Electronic TMFs should enable appropriate security
and reliability, ensuring that no loss, alteration or
corruption of data and documents occur. The
primary eTMF is a system for managing documents

that should contain the controls listed below:

eTMF 1%, WU tX =2l 7 1 LEEEL A2
2L, 7= LCEOEK, BE, MENEE
LBRWESICTHRERDD, 74~
eTMF |3 HEZEHT L72DD VAT ATH
. UTFIZrRTary he—LzgtenEmnbd
5
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e user accounts;

e secure passwords for users;

e a system in place locking/protecting individual
documents or the entire eTMF (e.g. at time of
archiving) to prevent changes to documents;

o regular backup;

e periodic test retrieval or restores to confirm the
on-going availability and integrity of the data;

e an audit trail in place to identify date/time/user
details for creation and/or uploading deletion of
and changes to a document (explanation of the
deletion or modification, if necessary);® °

e role-based permissions for activities being
undertaken, such as restricted access to
files/documents (e.g. randomisation codes and
unblinded adverse event data);

o the suitability of the system for archiving purposes

should be appropriate;

o1 —HVT H 7k

o 1 —WDEEN/IRAT— K
o il x DE, XX eTMF &K% (7F—hA~7
BRAEIZ) by V7 MRE L CTCEOEFE LB

oy R

o BTN 7T T

o T — X DRk ZR AL A T TV T 4 &
BT 27D DOEM I L - HxT A
b

o LEDER, KO (R 7y Tr—F - Hl
B« Z2F D B AL 2 — OFE & R e
L7120 OEEAZEYS (MBS U CTHIBR XTI
BICBT oz &) &0

o 7 7 A NWIXLE~OHIR & T 77 2%, Ff
SN DIEI T D EEIN—Z2DFF] (T~
Zofba— FRERMR SN A EESRT —
4 5%)

¢ VAT LET — AT HMIHATS 9 AT
DY) E

The above principles also should apply to any
electronic systems defined as part of the TMF
(e.g. SOP- management system, e-mail central

repository).

FEOFHNZ, TMF O—E& L TEZRSINT
WATRTOEFAT A (SOPEH X
WZhmEMAaT 5

2\, e-mail central repository %)

VERD D,

The eTMF systems should be validated to
demonstrate that the functionality is fit for
purpose, with formal procedures in place to

manage this process.'°

eTMF v A7 A%, HERENHIZE>TWH Z
ExaRTwic, EXARFIEICESEAAY ST
— NTBMERH B I,

All staff members involved in the conduct of the
trial and using the system should receive

appropriate training.

EBROEKICEESE L, VAT AR+ 51
RTCOAZ v 7%, @i v —= 7 %%
Ué%gif)%éo

8 Directive 2005/28/EC, Article 20
° Clinical Trials Regulation (EU) No 536/2014, Article 58
10 CPMP/ICH/135/95 5.5.3
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When different TMF systems are linked to
facilitate the trial conduct, e.g. when the CRO
eTMF system uploads documents into the
sponsor e TMF system (possibly by an
intermediate system), the process for
transferring documents should be robust and
should be validated to prevent any loss. Any
electronic system that holds trial data and
metadata (e.g. audit trails) required for
reconstruction should be archived so that the
contained trial data and metadata can be

retrieved as usable datasets.

IR Z BT HBRICR 2D TMF VAT L% Y
YT DA, BIZIESCEE CRO O eTMF v~
2T DG (BAIT L - TIPS 27 8%
HC) JRBRIKIEE eTMF 3 AT AZT v 71
— R 254, ImERHIEA LWL 5, XX
EEERET L u b AFRELRLOLE L, A
V7 —hFLTBIMERDH D, HEICKE
BBRT — 2 L A 2T —5 (BAEE) 1R
T 29T _RCOEBLFVAT AL, BshT
WHIRBRT — & L A X T — % ZR A ATRER T
— &y hE LTV HELZSICT—HA
TLTBLRLERH D,

Metadata are structured data that describe the
context, content, and structure of a file. They
facilitate management, identification,
accessibility and retrieval of files. Metadata may
include information such as creator or author,
time and date of creation, archiving date,
location in the eTMF, file title or keywords,
version, file type, file size, and other file

properties.

ABT—=HF, T7ANDarTHFAR N
B M O % ik 3~ 2 s T — 2 Th Y |
77 AIVOEB FAl. T 'A, REEA
BEIZT D, AXT—XITIE, TERE X3
#F. VERRBRE, 7—H A 7 HAF, eTMF N
Ai. 77 ANVEA BAXIEF—T— R, N—
Vayv, TrANEA T Ty AP A RE
D77 ANT T A HERPEEND,

Metadata applied to documents should be
formally defined to ensure consistency across all
documents. This should include the predefined
document date (e.g. date of creation) and when
appropriate, time, based on standard time zone,
so that the files can be displayed in
chronological order. For documents subject to
version control, the use of file names should not
replace version details being visible on displays

and printouts.

XHEICHEPENDAZT—=21F, TXTDOX
ZEO—EMaikT o720z, ERITERL

THELZE, AZT—HLLT, 774 /V%E
RERINCF R TXH L HIC, LEICETSH
it (ERL A %) & REICIR U CIEREX 1 A
=NV L H O UDE
W, XETDH, MEBRINDLFEITONT
L. T AT RoRRHIBITIHIREND
WBEROMRDVIZT 5 Z LT TE R,
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Any migration of data and documents to new
media or a new format should be verified to
ensure long- term readability and to maintain

integrity.

TERNEE, ILWAT 4T, T L
WERANBATT 25813, BRE2ITW RN
RRFEERER L, AT 7 U T 1 MR
52 &,

The appropriateness of the storage system
should be evaluated based on the file format
used, e.g. whether the eTMF-document-
management system is appropriate for the
storage of dynamic data files (e.g. Excel files
and SAS datasets), where needed and does not
require such files to be rendered as a PDF.
Within the eTMF-document-management
system, PDF files generated from dynamic data
files in other systems (e.g. IMP shipping reports
generated from IRT datasets and monitoring
visit reports generated from the clinical-trial-
management system (CTMS) datasets) might be
uploaded to the primary TMF system; if so, the
original dynamic file should be retained in the

original system.

AN AT 2owgIEX, EHT 27 7 A0
R A CRHMET 2 MR H D, Bl 21X,
eTMF CEE BV AT ARET —X 7 7 A )L
(Excel 7 7 A WL SAS T — Xt v M) @
AT E D D, TRbHMERGEI
TENSD7 7 A V%EPDF ELCL U HY
T LUIRWEIRDTEE0E DD,

eTMF SCEEFL L AT ANT, e 2T AI2H
WTHEINT — 4% 7 7 A W) B S ul- PDF
TrAN BZIE, IRTTF—F®y bbb Ad
&7 IMP Hfif L AR — k. CTMS 57— 4 &
v R BAEKRENTZMVR) 277 A4~
TMF VAT W7 v 7 a— KR35 LidnsE
DRV, TOBENT 7 A MITLD T 2T I
IZBW TR L T LERDH D,

4.1.3. Investigator electronic trial master file
BREEEMOEBETFIRR~ A —T7 74V

The investigator/institution TMF (hereinafter

TRER AL A/ TR R A EHRFERS TMF (DL

IRBREILEERT TMF) 13, A P

XiIAA TV FEROWTHTHENEDR

W, TRERFAEEEATARER F 5 AR e TMF %
T 2561, ROBMFEZEETLLERD
Do

referred to as Investigator TMF) may be electronic,
paper or hybrid format. When an investigator/
institution eTMF is used the following requirements

should be taken into consideration:
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e A complete investigator TMF should be available
before, during and after the trial, and accessible
under the control of the investigator/institution,

independent from the sponsor.

The documentation in the investigator TMF
includes some source documents containing
personal data that enable the data subjects to be
directly identified (i.e. direct identifiers of trial
subjects); for example, subject identification code
list, subject-related source documents and signed
consent forms, which should remain under the
sole control of the investigator/institution due to
data privacy requirements. In general, information
(data/documents) shared with the sponsor/CRO or
uploaded into a database or filing system that is
managed by the sponsor/CRO, should only
contain data of trial subjects, which has been
pseudonymised. The documents containing direct
identifiers of trial subjects, such as the subject
medical files, the identification code list and
informed consent forms, should be maintained
separately by and under the control of the

investigator/institution.

o SEARTMIRBREATERAT TMF 728, {RBRAT. 1AB5R
L IRBRRICRIARTRECH U . TRBRE(TEERAT/
TRBR FEH R BB O BE T CL TRBRIKIEE &
TN LT, 77 B ARBETRITIER S 2
VY,
IGBREATEAT TMF OB BHIIL, #BRE 4 E
BEETEXA LT AMAT—% (oF
D, WEERE OB T) A ETRERNE
EFNTWD, Bz IE, #BE ORI =2 — Y
A b, BRI T D RE R B A D
AREENDD, ZNDIX, T—F 7741
— B D 72 DI TIRBREE (T Al /TR R 52 i = % i
B OHEMER FICEINDLERH D, —i
M, 1RBRIKFES/ CRO & EF S5 1EH
(F—%/30FE) . UTIBBRIKHES/ CRO 3E
BIL7—4 "= XI7 74V TR
TUIT v T u— RFInbEHR (F—F/3
&+ ICEENLHEE T — 2%, AL
bODHRETDHI &, BWREDEFRT 74
b, il — R A AT =L Fav
T b T — 25 B OB 220
ZETe3UEIR, TRBRETE Al AR S e
BIOBEH T CHEIZEH T 20BN D 5,
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o The uploading of any investigator/institution-
generated essential documents onto a
sponsor/CRO- maintained eTMF system bears the
risk that the investigator has no control of and no
continuous access to its documents. If an eTMF is
to be used for such documents, the contractual
arrangements for the system and the hosting of the
data should identify the investigator/institution, as
owner of/responsible party for these documents.

o The investigator/institution is responsible for the
suitability of the investigator TMF. Regardless of
what arrangements are put in place for an eTMF,
these should ensure that this responsibility can be
fulfilled and that the investigator/institution
maintains continuous access to and control of the
files and their documents. When a third party
eTMF is used, there should be assurance that the
investigator/institution can fulfil their

responsibility.

o

TRBR BT AN TG B I R AR B MRk L 72 4%
AL E A IR E/ CRO OE LT 2 eTMF
VAT AT v a— KT 554, IRRET
ERIAEOLELEFIHCTE T, MenicT 7
BEATERNWENWI VRIBEL D, DX
D IR3EIC (IRBRIKIEE ) eTMF 245
Bt, VAT LET—HDERAT 4 TITD
WTOHEK EOEY YT, IRBRELER/R
B ISR IR Z D O LEDO A —F—T
B, BTAEROZ L ZWMHICT 2LER S
Do

o IR EAT IR BR S M R B B X . TRBR AT
PERf TMF 3@ T 5 Z L ICETRE R D,

eTMF ([ZDOWT O RDIZ, £ ED X
IRBDTH-TH, ZOHRMENRIZSH,
1RBRE T EEAT G BR I E R 7 7 A 1V K
O AR b DOILERGENNZT 7 B ATE,
BHTEDLZLEEEITHHOTHDL L
BROBINLD, — K/X—F 1 D eTMF % fifi
M 256 IRBRE T EE R/ R 55 i 2= % B
DELZRETZENTE D L0 RFEN Y
BCTHD,

/
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e Many documents within the investigator TMF are
those provided by the sponsor (e.g. protocol, IB,
procedural manuals, etc.). Access to these
documents in a part of the sponsor eTMF could be
undertaken by investigator’s/institution’s access to
a web portal, or by the sponsor uploading these in
the investigator/institution eTMF directly. In this
situation there should be procedures and controls
in place that demonstrate at all times when
versions of documents were made available to the
investigator/institution and when these documents
were accessed (e.g. through an audit trail) and

implemented by the investigator/institution.

All agreements should include provisions for the
situation that any of the parties mentioned above
are going out of business and how the integrity
and accessibility of the complete investigator
TMF will be maintained throughout the required

archiving period.

Remote access by sponsor or CRO personnel to
the investigator TMF should only be possible to
the documents where personal data that enable the
data subjects to be directly identified (i.e. direct
identifiers of trial subjects) is not present or has

been pseudonymised.

o IRBRE(TERT TMF WD %< O3CE (B - 1R
BROEhmE I, 1B, FMEESE) 1. BRI
FlIZLo TSN b DO TH D, IRHRIKIE
FHeTMFIZLH D N O DOXLESDT 7R

X, TRBRER AT AN AR ER S S R R 1S Web

R— BT 72 A LTZ0 | IRBRIKEEE MR
R T AT 2 BT 5 B T it = B e TMF I i HE T
v 77— RT5Z L2 0iThbhvd, 20X
O e IR E RN /TR B S R p B

X, FIE - FEART, EOED EORN
WORIHRREIZ 22 o T2y, WOT 7R LT
2, & (BlxE, BAEIERNC L) I
TEXDHE VT RETHY | IRRELERR
B S hE B (Z o TIE - FEEA) FEhE
TOHMERD D,

o TRTOEMITIL, ERRDOLBHEEHEDOWT N
MBEET DB DR, MOWEERT — A
7 Wiz 18 U CIRBREAEE AT TMF 2K A

VTN T 4 LT U R BT S VEICE
THFREEZZODLNEND D,

o IRBRIKIEH LT CRO 4352 L D IRBR BT
R TMF ~D U £— b7 7 © 21X, #5rE
T A EREEFETCELEAT—F (OF

0. BEERE OEEERR ) DIEE LW,

IR STV S 3BT R LT A ATHE
Th b,
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4.2. Quality of trial master file

BR~REZ—T7 7 A NVDME

Article 57 of the Regulation states “The clinical
trial master file shall at all times contain the
essential documents”. The sponsor and/or
investigator/institution should implement risk-
based quality checks (QC) or review processes to
ensure the TMF is being maintained up-to-date and
that all essential documents are appropriately filed
in the TMF. Areas to consider during QC and

review include the following:

Regulation 5 57 §:121%, WRBR~A X —7 7
AT, WRELALERGEN TS Z
L] EEDLNTWD, RERKEE. KO
(%) 1RBR AT Al TR R S 2 e B
VA XR—=2ADOMEF =7 (QC), XiFv
Ba—7 k2% % LT, TMF % 5HniiE
FF92o & lbla, X TOMELEN TMF
NHENZ T 7 AN INDHEIICTHI L, QC
KOV E 2 —TEETREFHEL L FIOR
ERE

e all essential documents generated available in the
TMF;

o documents filed in the appropriate locations;

e documents added to the TMF in a timely manner;

o documents correctly indexed;

e documents only accessible according to the
assigned roles and permissions;

o review of the audit trail (for eTMF).

o TMF THR EN DT X TOMALEFENAF
ATRED

o SUENHUIRIGANCT 7 A L SN TN D)

o LENTMF ~& A L U ITBEBIEN TN D)

o SGEIZIE L HFEIfHT & T

o SCFENNEID YT H - &E L HERRIZHE S T
DIT 7 & A ATRED

o (eTMF D¥55) BEEAFEHIO L B 2—

In addition to TMF-level QC above, there
should be an adequate risk-based document-
level QC, as described in section 5.1 for

certified copies.

EFLO TMF L~ULd QC Iz T, 5.1 D
AL EEECHP S TS Loz, VR
JIZHASNWEFHF L~V O e QC DN EE
Th b,

The sponsor should also undertake routine QA
measures, €.g. system audits of TMF-

management processes.

IRBRIKIEH 1, TMF BB a8 2DV AT A
A O X ) 7 THIN 7 QA X b FH 4 5 %
ENRH D,

In addition, the sponsor should ensure the TMF
is readily available and directly accessible to
the competent authority, e.g. for inspection

purposes.

S5, IBRKEE L. BEREDODIC,
TMF Z# WO THhEoRAfREIC L, MRNERET
JHEATEDIHICTHZ L,
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5. Scanning or transfers to other media

RAF % MU A T 4 T ~Dlnik

According to Article 58 “the media used to archive
the content of the clinical TMF shall be such that
the content remains complete and legible”
throughout the retention period. Particular attention
should be paid when documents are stored on
electronic, magnetic, optical or other non-indelible
media. In such cases suitable controls should be
implemented to ensure that these documents are
complete and cannot be altered without appropriate

authorisation and the creation of an audit trail.

% 58 2 TlE. [H§IE TMF ONRE T —H A
T DIERT D AT ¢ TIERFHIM %
WU T, NEDEEMER KT &R T
HHOTRITNTR G720 EEDTND,
B, WA, PR, oo E X #
ZFREIR AT 4 T EE AT D513,
FICHEERLETH D, 20O XD Ak
BIZ2EHZITV, TRHDOLENRELTH

. U2 HERR & BEARERI A~ DR LITAE
HEHZENTERNVEDICTDH L,

The ICH GCP guideline requires that copies
(irrespective of the media used) in the eTMF that
irreversibly replace originals should be certified

copies of the original.

ICHGCP A RIA i, WEHTEAT 4
TIZBRZ2<) eTIMF IZBIT 524U Ui
AAWHICEE 2 5 a e —x, 4V UL
DIRFIFEEETHDH Z L 2RDTND,

5.1. Certified copies

REET & EE

A certified copy is a paper or electronic copy of the
original document that has been verified (e.g. by a
dated signature) or has been generated through a
validated process to produce an exact copy having
all the same information, including data that
describe the context, content and structure, as the
original. The ICH GCP guideline requires that
copies (irrespective of the media used) in the
e¢TMF that irreversibly replace originals should be
certified copies of the original. Any transfer or
conversion (e.g. digitisation or printing), which
does not fulfil the criteria for a certified copy, is

not suitable to replace an original file.

PRAEMT E B, AV UL EORK, T
BErae—Thvy, (Aff - BLAEIZED)
BFEEN/= b0, XA Y VL L [E UE#R
(27X AN, WA, BEEsRTT—4%
ate) HFFOFEMa Y —%2 AR TEL &
BN F—hEN=7 ek A2k ARk
72t DOTHDH, ICHGCP TA N7 A 3,
(FEHT 2 AT ¢ 7TICBfR7e <) eTMF IZH
FOA VTN EARHRICESHEZ D3
—X. AV VT NLVOREES EEETH L &
ZROTNWD, PRI EEEOIERE LG T- S
TRWEEDE N (T VX IALCHIRE D) 28
e Xz —]) X, AV TrA0
B EHLZ DI LU R,
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A process should be in place for risk-based QC
checks of certified copies, before destruction of the
originals.

It is recommended that the QC checks include the

following quality features:

JRARZIET H5E1E. FANCIRAE S5
WKL T, VAZIZESWE-QC TF v o7
nt A& FET HMER D D,

QC F = v Z7ITiL, WOMWEFMEAZZD D Z
& RS 5,

o congruency of the information contained between
original and certified copy;

e accuracy of the metadata attributed to the
document (when applicable);

e accuracy of file name; including that it is marked
as an updated version of an already existing
document;

e quality of the image (suitable resolution to allow
readability as per the original, legibility and
reproduction of colour — when the colour gives
meaning and legibility of wet-ink signatures or
annotations and handwriting in general etc.
(when applicable));

o the eTMF audit trail associated with the
document (when applicable);

¢ approval of the certification process (when

applicable);

o AV VI LR EEBICE ENDHE R
MW—ET 50

o (ZUTDHE) LEDAZT—Z PN IEK
o)

o 7 7 A VAITIEMED ; LEOSGETHUL, &k

AR ESND LT Tn D, %

W OME (U DT & RI%EO G %

AIREIC T 2 U 2R MR . HIFME RO (&

ICEWR S Y5E) AOFbiE, FEXE

HRER, FEEEROHHME X415

%a))

o EIZESE# T D eTMF OEEAZENF (%247
L%8)

o [RFEFFEHE D] RFET 1 & A DGR
4T 2558)
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5.2. Other copies
DD 3 B —

Some copies of documents in the TMF do not
replace the original and therefore do not require
certification (e.g. original wet-ink signed contracts
held at the legal departments of the sponsor and the
investigator/institutions and copies in the sponsor
and investigator/institution TMF; original
delegation log in investigator/institution TMF and
copy in sponsor TMF). The creation of such copies
for a TMF should be defined in a written
procedure. The procedure should ensure that the

copy is of sufficient quality for the intended
purpose.

TMF IZIRFFEN D LFEOa E—ITiE, AU
FAEEBEBEEZ D SO TN OLRGE
EREELZNEDOL D, (Bl 1B
IRHEE S ONRBR AT [ Al /1R 50 5 e e B o
EEHRANTFEESBLINEA Y O LD
KEZREFL TR, IBBRIIKEE TMF KO
TR BR AT R AN AR R FEhi P RS TMF 122 0
A —=RFF SN DR, XITTRBREEEAN/
TRBR IEhE SR TMF (24 Y v DOFE(T:
1 7 D3RR S AL, TEBRIKIEE TMF (22 0 =
=R SN 5%G,) TMF HicED X 9
7 —%ERRT 5 FlEIZ, FlEETED T
BMERH D, TOFIATIE, a2 —D0E
ML L THA R EThD L%
WRITHHLOTHDLZ b,

5.3. Scanning or transfer to other media

2% % XD AT 4 T ~Dlsik

Printing, copying, transferring or digitisation (e.g.
scanning paper document to PDF) should account

for the nature of the file in question:

FUR), 22—, Baes, 7 ¥ ub (B : o
NEAZZAXY L LTPDFICT D) 1%, BV
YT 7 ANDNEEEEBET HLERND D,
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o Static files (e.g. PDF scan) containing
information or data that are fixed/frozen and
allow no interaction to change the content. Paper
document digitised as pdf, e.g. scanned ethics
approval letter.

e Dynamic files (e.g. Excel-spreadsheet with
automatic calculation) include automatic
processing and/or enable an interactive
relationship with the user to change content (e.g.
eCRF). A certified electronic copy may be
retained in different electronic file formats to the
original record, but the equivalent dynamic
nature (including metadata) of the original record
should be retained.

e When static files are created from dynamic files
for storage in the primary TMF system, the
original dynamic file should be retained in the
original system.

o A conversion from a dynamic file into another
dynamic file format can serve as a certified copy.

o The eTMF system should not be limited to static

files only, if dynamic files need to be included.

o 517 7 A /L (PDF A %) : [EHE/
fi S, WEEZERT D XD e EL2 7
L7eVME® « 7 — ¥ %8>, PDF & LCT
CHE LI NTEOCE, (Bl A¥y S
T B E)
e H) T 7 AL (HENGHEMREST X Excel X7
Ly Fo— ME) - BRI Z1TH . KO
(XiT) 2=V REAEIZ LV NE (eCRF
&) ZEHETEDH, BRI EEHE
X, AV TN E TR R BT T 7 A
NERTHREELTH KWvad, U UFuid
Fk & RO 2ME (A X T —X %5
t2) ZRFFTO2MLERD D,
e 75 4~ U TMF ¥ AT LI 5 72612
T 7 A NDDET 7 A VEERT S
e, VT LOEBT 7 A T A Y ¥
TNV AT LTRFFL TELBER D D,
e HI) T 7 A NI BRIOENR 7 7 A WA~
DML, PRI EETE LTHR D 2 &n
TZ %,
e T T ANEZDDLUEND DD THIL
X, eTMF ¥ 27 L& FHIN T 7 A JVIZIRET
NI TR,

Digitisation or transfer adjustments to an image
are acceptable only in the context of increasing
legibility and should not be used to remove or
add material to the image (e.g removing or
adding the header of a fax machine, or
undertaking physical ‘cut and paste’ or
‘correction fluid’ activities on the original

document).

T VB AL SUTHR AR B 2 T 5 2 L
X, CHEEE A E SR ICORTFREN
HHDTHY . BN EZHIF LY B
ML= E Bl 77 v AED~y
2 —OHIBRUTEM, AU A EA~OY)
e TEI0 ALY | % MEIERR) 197k
TE) 13T 5 R&ETIERYY,
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5.4. Validation of the digitisation and transfer process
FOH ML EET BB RADNY F—v g v

The use of eTMFs and electronic archiving may
require the digitisation of paper documents or the
transfer of electronic documents to generate
electronic copies of the documents. The process of
digitisation or transfer should be validated to

ensure that no information is lost or altered.

eTMF &7 — WA 7 &5FHT 572 9DI,
MUEET AL LT B CEERERE L
20 LTEDOEFa—2ERT 2560
bbb, ZOLEFHFRP KON EE ST
D LWL oL, TUFMEREIRED T vt
AFIANY T =R L TBLMERD S,

5.5. Destruction of original documents after digitisation and transfer

T I EMEREBER DAY TN EOMZE

Sponsors and investigators/institutions should
ensure that essential documents are not destroyed
before the end of the required retention; however,
creation of certified copies, meeting the
requirements outlined in section 5.1 to an eTMF
repository (either during the trial or for archiving)
could enable earlier destruction of the originals.
Examples of documents that have a low risk from

destruction:

TRBRKIEE K ONABR I AT 2 Al AR R 5 it [ e
BIE, EEZRRAFHA AN T 2 B AT
EPWIEINBRNEDICTH L, 72720,
5.1 B CHERL L 7o B 20 729 K O 7R IRGENT &
5%z GRBIMY., X7 — A 7HIHE+
1Z) €TMF URY M UITHERRLT 5 Z &1 &
D, VT NLERMNHEZETE 52006 LU
AAN

WEED Y 27 HMENLEFOH

e A paper copy of an electronic original can be
destroyed, as long as the original remains in the
TMF (e.g. a printout of a monitoring visit report
placed in a TMF).

e Paper documents that do not have legally
required wet-ink signatures; the digitised version

can serve as a certified copy of the paper version

of the original in the TMF.

o BFAY T NEOMO = E—iE, AV
UV TME 128> TV AR AFETE 5
(TMF 2R STV B FEIRI S 4u7z MVR
£

o EHITRD BN D FEEZFLHL DIRWKD L
£ FUMEENTZ A=Y 3 V) TMF O
IV PFIDOHAN— g o OGER & 5
LTz D,
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6. Archiving and retention of trial master file

BB~ AZ—T 7 ANDT — A 7 Li5E

Articles 58 and 57 of the Regulation, both state
that “the content of the clinical TMF shall be
archived in a way that ensures that it is readily

99 ¢

available” “and directly accessible, upon request,
to the Member States.” Article 58 of the
Regulation and Article 20 of Directive
2005/28/EC, also state that “any alteration to the
content of the clinical trial master file shall be

traceable”.

Regulation D 57 & & 5 58 SRlE, Wi & b
RS TMF ONZEIX, 3 <ICRRTED D
LERFET D KD RFIETT — A 7 &
MRS COMBENEHEY 7 8 XA TE

5] LEDHTUVD, Regulation D 58 554 Y
Directive 2005/28/EC D 20 5:i%., EER~ A
B —T 7 A NVONFEDOEEITT TR A §E
TRITNER 5720 EED TV,

The TMF including the audit trail (for eTMF)
should be archived appropriately to enable
supervision after the clinical trial has ended. The
dynamic character of the audit trail should be
preserved, when applicable. Archiving should be
undertaken after the investigator/institution and
sponsor have reviewed that their filed TMF

documentation is complete.

(eTMF @) BEEFERF 25 Te TMF 13, TR
THOER A TRRICT 272 DIT@Eyc 7T —7
AT INHERETHDH, ZUTLH56, BE
AL OE R 2 R T T D BN D D, T —
A 7 DFRL, IREREEERG 5 I E R
BB K OB 28, f2i S 472 TMF &
BINEETHDLZ LR LI%RETHE
L

Access to archived data/documents should be
suitably restricted either by user access levels to
the archive area of a server and/or by access
controls to the storage location where the
(electronic or paper) media are retained.
Additionally, the electronic documents or data that
have been archived should be protected from

unauthorised changes to maintain authenticity.

T=NA T INT = H/LEFE~DT 7 A

X, V= —DT7 = A THEA~D =TT
AL, (BT XUTRD) AT 4T
TRFF SN DI T ~DT 7 & ZEEIT L -
THUNZHIRT D2 LENR D S,

SHIZ, 7=, T SNIZEFLEST X
13, HEMZHERT D12 IEREE N
IR SN DMENDH D,
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It is important that access to documents and data is
maintained for the entire archiving period. This
could include maintaining the system (hardware
and software) to access the data in its original
archived format, or the use of a new system to
emulate the old software or migration of the data
into a new format to ensure continual access with
new software. This issue should be addressed by

the organisation by written procedures.

T —A THREEIC b > T, XEKOT
— BT I RATEDLLICHERFT A Z LN
HETHD, TDDITIE.

o T—IATENTAYTFNLDT—HZIZ
TIHATHEZDDU AT (WN—F7
2T VT MU T) EHEREREL T
<V XiZ

e LW AT ATHNWY 7 by =T %=
Ralb—FT5, HBDHWIE

o T—HEHLWERIZBITLTH LY
7 b =7 THRERIIC T 7 EATE D &
INTT D,

FRRIZ I 1T 2 B L SN FIET Z oIS

EIXMLT HDED TEMLERDH D,

Media used to store the data may potentially
deteriorate or become obsolete, thus transfer to an
alternative media would need to be considered.
The media should be stored under appropriate
conditions. Any transfer or migration needs to be
validated to ensure that migrated data have the
same information as the original, including
metadata. The transfer of data to new media as
technology advances would need to be considered

by the organisation.

TR ERMLTB AT 4 TIE, Skl
V. FHATERL o0 $ D AREM DR H 5
2, REAT 4 7 ~DEEkERET 5 0
Wb, AT 4 TILMEE 25T TS
LVEND D, HIEPBT (07t R] &
NYF—hLTEBLZET, Bifr&hizT—
ANRFY T NERUER (AZT—2 %8
te) BFFOLIICTHZ L, HTOHESHICA
PET, HLWAT 4 7 ~O7 — FiRik Al
WM D 0NERD D,
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An external archive providing retention of paper
documents or electronic media or electronic
storage (e.g. cloud data centre) may be used for
archiving of the TMF. When an external archive is
used by the sponsor or investigator/institution, they
should undertake an assessment of the suitability
of the facility prior to use and continue quality
assurance measures once the organisation has been
contracted. There should be a formal agreement in
place between the sponsor/investigator/institution
and the external archive. In cases the external
archive has several storage locations, the sponsor
and/or investigator/institution should ensure they
are informed about the actual storage location of
their TMF and notified if this changes. The
agreement is recommended to include provisions
for the situation of the sponsor or external archive

going out of business.

TMF O7 — 54 7IZEE LT, BCEORE
BFAT4T7ORE, XX (V70 FF—%
v H D) AN —VEREMET 55
T —J A 7 EFHALTH L, RERIKEE

F XATIBBR AT R TR 5 e 22 P BE 73 44
W7 —0A 7T EFAT 2856, FANHERO
HAEPEDOFTHl ATV, ¥E & ORI FiHE &
NI b B RAEHE R A ke 2 LEN B

%o TRBRUCHETE AR TS AR Al TR R 5 i [ 4
BRI LT — A 7 EE) ORI, E
X BERRETH D, INRT — 04 7 HHE
BOBMSGIT &2 R oG A, RBRkEE . KO
(UE) VRSB 5 Fili 7150 S = A B 1 X
FEED TMF G S\ COEHZ 5% 1
WaELblc, BEREINZHEGLEEEZ LD
DEITT DL, ZORKITIE, BRIk
BN T — A 7 (FEE) DEELISS
DEREEEDD Z L RHEREIND,
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6.1. Archiving of sponsor trial master file

IBRIKEEIRBR~ A S —T 7 ANDT —HIA T

With respect to the sponsor TMF, Article 58 of the
Regulation states that “the sponsor shall appoint
individuals within its organisation to be
responsible for archives. Access to archives shall
be restricted to those individuals”. The
appointment and appropriate training of these
individuals should be documented!!. These
individuals should be employed within the
organisation of the sponsor or the organisation
contracted by the sponsor. Withdrawal of and/or
access to essential documents from archives
should be under the control of the named
individuals responsible for archiving. An archive
index/log should be maintained by the
sponsor/CROs to record all TMFs that have been
entered into the archive. For paper-based archived
TMFs, an index/log should be used to track when
the TMF is retrieved, accessed and returned. For
electronically archived TMFs, tracking can
alternatively be ensured by the audit trail. The
individual responsible for the archived documents
should ensure that any documents removed from
the TMF are reconciled without unauthorised
alterations on return. For an archived eTMF in a
suitably restricted area the individual responsible
should grant read-only access to those wishing to
access the content of the eTMF with an audit trail

to record this activity.

TBBRIKIRE TMF [ZB8 LT, Regulation 25 58
ZlTiE, NABKHEE 1L, N TT—h A 7
DELZFOEANEZEmTL2bDET D, 7
—NAT~OT 7' AL, FH5OME AR
ET D] LD, T DOEANDHEA & E D)
RhL—=0 7 E L TR LERD D
U, 2o O ANIE, 1EBEEE M. U
BRI E NN LM CEA SN TV D
FETHHZE, T—HATHEDOMEILED
WmoL, kO (D) 77 EBAF, B84 S
nic, 7= A TIZELERHOEANOER T
TITOND BN H D, IRBRIKIEH/ CRO 1X
T—hA T a TR L, T —hA
T ENTZTNTO TMF &tk 5 LER H
%o T —HA T ST TMF DR — R D
A, —E/m T EHEALT, WO TMF 23D
Hah, 77283, REAIENT-DONEB
bz &, 7—HA 7 &kl TMF 3
HThrHEae, (—Emr7o) bz, B
TR K> TEM T2 & TE 5, 7T—
NA T ENTLFECHEEZFFOFE AL, TMF
DHEEHH SN SCER, REREEEZ S
HTZERSIEAEND XOICTHZ L, T—
B A T Eiz eTMF Mz HIfR & 31 7- fE ik
DA, (T—0A4712) BEEFMEA
%, eTMF ONE~DT 7 ¥ A% 7B+ 5H
X L CRAIRY T 7 B AR G525 &
E BT, BAEATEERT D70 O 2 F
HTsZ L,

11 CPMP/ICH/135/95 5.5.3
tion (EU) No 536/2014, Article 49
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In the case that a sponsor has subcontracted a CRO
for certain duties, the sponsor is responsible for
ensuring the archiving of the documentation
generated by the CRO from following its internal
procedures. The contract between the sponsor and
CRO should specify whether the CRO wants to
retain original documents of their part of the TMF
or certified copies thereof, after the certified copies
or the original documents respectively were
handed over to the sponsor for archiving, in order
to retain evidence of compliance with their (CRO)
internal procedures. The sponsor's TMF may be
transferred to a CRO for archiving (e.g. an external
archive), but the ultimate responsibility for the
quality, integrity, confidentiality and retrieval of

the documents resides with the sponsor.

TRBRIKFEE S, —HOEH & CRO ICEFE L
TV o %5E. R 21X, CRO AT
NEWZGE > TR LT &R A W FEC T — A 7
X LEMENH D, CRO A= HD TMF
WZEEND AV DT NSCE, TE OLRERT
TEEET — A 7 HICIEBRIKES TR L
72#. CRO CT% (CROMID) W TFIENEST
DFFLE LTAY DFAE, TF OIREE
MHEEGE2EOEERFLTHE ZLEFYE
TOHGEND L0, BRI E & CRO MO
ZHNZHBNT (ZORIEE) BfEIZ L TH<
VERD D, T—HA T D7 DITIRBRIKIEH
TMF % CRO (Z#a% OMB7T — A4 7%) L
e LThH, ZCEORE, A7 7T 1,
e e, B H LICEE ¥ 2 IR &R R BB RITR
BRiIKEE 1T D,
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6.2.

Archiving of investigator/institution trial master file

BREEEMIEREMERBEDIERY A —T 7 ANDT—UA 7

The investigator/institution should make the sponsor
aware of the storage arrangements for their essential
documents and conversely the sponsor should
inform the investigator/institution in writing of the
need for document archiving. The ultimate
responsibility for the documents to be retained by
the investigator/institution resides with the
investigator/institution. If the investigator/institution
becomes unable to be responsible for their essential
documents (e.g. relocation, retirement, closure of
institution, etc.) the sponsor’s agreement with the
investigator/institution should stipulate that the
sponsor is notified (preferably upfront) in writing of
this change and informed to whom the
responsibility will be/has been transferred. The new
individual/institution responsible should be
independent of the sponsor and should be free of

any conflict of interest.

1GBR AT E R ARBR S =BT, B o7e b
DIESLE DA ITE ZTBRIKEE I B E D
VRS Y | ETIRBRUEE 13 CED T — A
7 O WM A i CIRBR BT B AN AG B I fi 1=
PERERIC BT A LER D D, IRBREA(TEER/
TRBR S R B D MR FF T~ 5 CE O FME R 7R &
RIE, IRBREATEATARER S i = R I &
%o TRBEEEMACR I ERERE D (B
fis, JRRE, FERXPASHSICLY) BT LONAE
LEICETZAY N TE R oA,
TRBRIKFEE & IRE T R/ Bk 5 2= R % B
EDOBERIZRBWT, IRBRKIEE I (TEITH]
HboT) TOZEaEmMmTEIMTDH L LBHIT,
BALDHEIC B SN D /B E BN TN 5
HOHZELEHEL TBLLERDH D, HLZ5
Ak B LV TR B AT 52 Al A R S it = A R
X, TRBRHEE 2> HISE U, FRSF S22 2
Lo

The documents to be retained by the
investigator/institution including source data may be
stored in external archives, but the ultimate
responsibility for the quality, integrity,
confidentiality and retrieval of the documents
resides with the investigator/institution. The
investigator/institution should maintain a list of all
trials being conducted and the archiving

arrangements for the respective TMFs.

JEUT— 4 555 D VRIR AT [ Bl T 5 5 it [ g
DMRFFT D CEIT, SMIBT — A TITHE L T
b IV XEORE, AT 7T 4 B
PE Y H UICBIT 2 SRR e BRI VR BRE T
PR i B R SR PR B I b B, TRERIE TR Rifi/
TRBR I R R 1L, FEE SN TV DT RTD
1REBR & FKIRBRICEET 2 TMF O 7 —h A 7 ik
RE LY R M EMEFET DM ER D D,

Storage of personal data is subject to applicable
elements of the general data protection regulation,

Regulation (EU) 2016/679.

EH N7 — % OFARIL. GDPR Regulation (EU)
2016/679 D%+ HH OxIG LD,
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If the sponsor arranges the external archiving of the
investigator TMF on behalf of the
investigator/institution, (who should retain control
of their part of the TMF), consideration should be
given to personal data protection and confidentiality

from an unauthorised access, so:

(IEBRFTER TMF 2B~ &) JRBRE(T
= Bifi TR IR FE A R BE I R - T TRBRIKIE
H OB E(TLERT TMF OIMNET —H A 7% F
g 2501%. MAT—2ORELE RET 7 &
AD OB REEBET DUBERD D,

o the archiving arrangements including location of
the (electronic) archive should be formally agreed
and documented between the sponsor and
investigator/institution;

e a formal procedure should be in place such that
the documents are only released from the external
archive or (remotely) accessed with the approval
of the investigator/institution;

o the documents should be physically or
electronically transferred directly between the
investigator site/institution and the archive facility
independent of the sponsor, thereby ensuring that
the sponsor/CRO does not have access to the

investigator TMF.

o (BT T—IATOEMEEGLT —hAT
(BT 2 H0 ROId, 1RBRKIEE & InBETE
=Rl AR ER S R B o M CIERUCAEE L.
EAR L TBLMERD D,

o SCEE, TRBREAT I Al AR R 5 e [ A B oD 7K
AR H B DIR, INBT — A 7 BHY
HE5, Xk (VE—FT) 77EBATES
LT HERRFIREZEZ HUERH D,
o SCEIT. TRBRIEATE A 0D Ji % AR 5 it [ i
B &7 — A Tlitisk & ORI CHER - 1
ICHEEE (RBRIKEE & ITMNLD) ks
VBN %, TR/ CRO MR EEE
ffi TMF (2 BTIC) 727 BATERNED
3%,
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6.3. Retention times of trial master file

B8R~ 27 —7 7 A4 VORFHH

The sponsor should determine which
requirements apply to the respective clinical trial
in relation to the start and end dates and whether
the trial is used, or intended to be used, to
support a marketing authorisation, as the
retention requirements are dependent on these

factors, as follows.

1RERBAMG R IR T R, IRFEKERZ1TH 12
DITTEBRAZFIHT 570, JUIFIHT 2 FER
HDHM, Lo TR ERNT Ko TRE SR
E LD, IRBRIEKEE L. 2D OER Z
F . BRI EOBEN Y TITE D IRE
T 5,

For trials conducted under Directive 2001/20/EC
the retention time is at least five years after
completion (Directive 2005/28/EC).

(RBRIZFR 5 FE45) Directive 2001/20/ECIZ J
DUWTEME SNIIEBROGE ., AL
THDIR EH5FETH S (Directive
2005/28/EC) .

For all trials in which the clinical trial data are
used to support a marketing authorisation
(including Paediatric Use Marketing
Authorisations under Regulation 1901/2006),
Directive 2003/63/EC (amending Directive
2001/83/EC) states that essential documents
should be retained for at least 15 years after
completion or discontinuation of the trial or at
least two years after the granting of the last
marketing authorisation in the European Union
(when there are no pending or contemplated
marketing applications in the EU) or for at least
two years after formal discontinuation of clinical
development of the investigational product,

whatever is the longest.

(Regulation 1901/20061Z 7% < Paediatric Use
Marketing Authorisationsz & ¢¢) ARFEAGRIC
BT —2 A L25E.  URGEARRITHR
5 ¥845]) Directive 2003/63/EC  (Directive
2001/83/ECOEIE) T,

o JBBROSET. XUFH BRI L H 154
fil. U

o (EU T, I FPEIN TV DHERFE
A2 WEA) EU TR ICIRGE KR S
Nietkh7e &b 24ERM, XX

o TRBRIKD KRB O IEX e kD72 < &
& 2 R,

D) b b EWHIM CHAESEEREFT DY

ERbDHEEDTND,
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Directive 2003/63/EC (amending Directive
2001/83/EC) also states that “the sponsor or
other owner of the data shall retain some of the
documentation pertaining to the trial for as long
as the product is authorised. This documentation
shall include the protocol (...), standard
operating procedures, all written opinions on the
protocol and procedures, the investigator’s
brochure, case report forms on each trial subject,
final report and audit certificate(s), if available.
The final report shall also be retained by the
sponsor or subsequent owner, for five years after

the medicinal product is no longer authorised.”

Directive 2003/63/EC (Directive 2001/83/ECD
EIE) 1%, NRBKEE UTZ oo 7 —2
F—F =1, WEPKRINTWDHREIE, 18
BT 28R O—HERFET 20D & T
5] EEDTNWD, ZOERHIIL, 1BBREM
R E () ARIERRETFIRE. TRBRSEM G
B E & FNEIST DTN TOHFmMILLHE
S, TR EEE . A HERE OCRF, #afER
HE BEERAENTEND, BEREE
I BRI NIRER KD o> T
SR, TRBRIKEE Tz ol Efk<HTra
FiLoTRFFEND b D LT D, | EED
TV,

The Regulation provides in Article 98 for
transitional provisions for trials authorised on
the basis of Directive 2001/20/EC. For guidance
on these provisions see the ‘Clinical Trial
Regulation Questions and Answers’ (Eudral.ex
Vol. 10) on transitory period for the application
of the Regulation.

Regulation/d, Directive 2001/20/ECIZ3ES0>
TR ST IRBRIC BT D R 1 & H5985%
CHELTWD, ZHbDRECET DT A
Z o A%, BaEnEEMIFIZ 31T % Regulation
O M IZB39 % [Clinical Trial Regulation
Questions and Answers]  (EudraLex Vol.10)

o Jice

For trials not transferred to the Regulation and
conducted under Directive 2001/20/EC that have
an end of trial notification submitted according
to Article 10 in the transition period, the
archiving requirements of the Directive
2001/20/EC will apply.

RegulationD i H % 521 F 3, Directive
2001/20/ECIZFEDUVNTHHE I 4L, H105:I2HE
o TRk E I P ISR BRAE Tl A #2 i L
T2 IRBRIZOUW T, Directive 2001/20/ECD T
— A TEENEA SN D,
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As per Article 58 of the Regulation “unless other
Union law requires archiving for a longer
period, the sponsor and the investigator shall
archive the content of the clinical TMF for at
least 25 years after the end of the clinical trial.
However, the medical files of subjects shall be

archived in accordance with national law.”

Regulation #5585 Clx MLOEUIER, XV

BHIMOT =0 A4 7HBRLROIRY | IRER
RHEH K OVRBRE L =R, TR T %72
< & H2SHER], IBRTMFONRET — A7
THLDET D, 7 LREDER T 7 A
M, FEOENIEIZESTT — A4 7 &1
5] LEDTND,

Retention times, as laid down in Article 58 of
the Regulation, Directive 2005/28/EC and
Directive 2003/63/EC for sponsors’ documents
also apply to the documents retained by CROs
or other agents of the sponsor under agreement

with the sponsor.

Regulation #5585%, Directive 2005/28/EC & T}
Directive 2003/63/ECIZJE % 5 41TV 5 IR K
T O SCE ORI, CROJUIMDOTARR
KIEE ORBEADBRIKEE & OREDOTT
T o XEICbHEHAIND,

Digitisation of the subject’s medical files is
acceptable provided the process is validated
such that the institution can demonstrate that
these are certified copies of the originals, which
are kept in a format that ensures that the data can

be retrieved in the future (see section 5).

WERE DER T 7 A NV aT X MLt 5545
X, Z07a AR’ TFT— I, [TV
ZIALENT b DNR]) AV DTV OGRS &
BETHY, FERICbIz> T —% 20 H
FTZENTEHRATHDLZ LEEFHTED
EolcTaz e, (SEZMR)

In addition to these retention times for the trial
documentation, documents relating to the full
traceability of the ATIMP have longer retention
periods'>"3. These are 30 years after the expiry
date of the product or longer if required by the
clinical trial authorisation. This will include the
relevant documentation contained in the sponsor
and investigator TMF as well as the trial

subjects’ medical files.

TREBRE RO Z 6 ORFE-IRITNZ <,
ATIMPDOFER7: N L—H B U 7 ¢ |[ZBHE
LERHTIE. EHICRVWREHIFSH ST
WHRE 2 b iE, B O RHIRO304
%, UTBROEREIFIC > TENLY
S DEANHD, T, WBRE DERY
7 A VT2 TR < IR E TMF X OYEHR
FALEMTMEICE £ 5B CEICH A S
o,

12 Directive 2004/23/EC, Article 8
3 Directive 2006/86/EC, Article 9
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It is important that when an organisation has
centralised documents that may be relevant to a
number of trials (e.g. software validation, SOPs,
staff training records or maintenance and
calibration records for equipment used in the
trial at a Phase 1 unit/hospital clinical research
unit), the retention time of these is also
considered in relation to the defined retention

period for the specific trial documents.

BHOIRBRICBEEST 230E (Fl: V7 by
THRREE, SOP, A% w7 kL —=1 7 5ok,
72— R TR = NRBEEE R SE
= v N THEH SN BEERO RS R OIER
&%) ERRS e B E L TV DA5E, :zh%
DRI 2 D BRI, FIRBRCSCEIC
@%hk%ﬁ%%%%@#é;k#%%ﬁ%
%o

Retention requirements for the documentation
and medical files held by the
investigator/institution should be formalised, for
example, in an agreement between the sponsor,
the investigator and the institution. It is the
responsibility of the sponsor to inform the
investigator/institution in writing, as to when

trial documents no longer need to be retained.

TRBR AT R Rl /75 B 9 it X A B MR 37
ER N NEE T 7 A VO EITERR b
O (Bl ZIX, IRERIKES . IRBRE(TEM, 15

@%%@%&%%®uf)k?é%%ﬁ%
o TRBRIKIHAE 13, TRBRSCEDOREF S LE 2

< iﬁ25&¥Eﬁ%E#“%ﬁf?fﬁ[iﬁﬁ/#ﬁ%%éé i [
BlCE I CEind 2 5ENH 5,

6.4. Archiving, retention and change of ownership/responsibility

T—HA 7, RE. FTARREOER

As stated in Article 58 of the Regulation “any
transfer of ownership of the content of the clinical
trial master file shall be documented. The new
owner shall assume the responsibilities set out in
this Article”. It is recommended to check the
contents of the TMF before transfer to ensure all
the originally archived documents remain present.
Any change in the location of the stored

documentation should be recorded to enable

tracking.

Regulation D 58 5L TED HILTIND L DT
Ve~ A X —7 7 A VONKEDA—F—
Y T OFFBEIT I TLEHLTBSbD LT
Lo LA —F—X, AFIZEDLNT-H
xR bDOLT D, | ZENNZ TMF O
ReFxzy7 LT, 7T—IA4T73INHITTO
LENTXTFHET D LR T %
B b, 7 INT-EROBFTOEEIX
BFCEx DL OISR T 20ENRH D,
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When the responsibility for the TMF is transferred,
the agreements between the sponsor and the
investigator/institution or CRO should cover such
eventualities and should require the
investigator/institution or CRO to notify the
sponsor in such circumstances. The sponsor should
take appropriate actions in such circumstances to
ensure that the TMF remains available for
inspection for the required archiving time and that
patient-related source documents have not been in
the sole custody of the sponsor at any time (refer to

section 3.1).

TMF \[ZBET 2 BN BE SN & & JRBRIK
AL, IRBREATERT AR S i kR, X
I CRO L D TR DL EINT-AREITBNT,
ZOXEI RIS HED L HEDT
BE . IRRELEMARR I MR, U
CROMNZEDFZBMT D Z & %KD 5 MBS
HDH, ZOLD RPN T HIRBRIKIESE
X, 7T —h A 7% E U TELRFZ TMF
ERRTDHIENTELZ L, KEEITR
2 B B2 IR KIEE O H D3RO &0 9 R
EAEGIRNT LA fMEFEITT D X 5 it e T
JrarvERHT L,
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manufacturing or importation of such products

e Directive 2006/86/EC on traceability requirements, notification of serious adverse reactions and events and
certain technical requirements for the coding, processing, preservation, storage and distribution of human
tissues and cells

e FEudralex Vol. 10, Chapter V, Risk proportionate approaches in clinical trials (found under set of documents
applicable to clinical trials that will be authorised under Regulation EU No 536/2014, once it becomes
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e Regulation (EC) No 1901/2006 on medicinal products for paediatric use and amending Regulation (EEC) No
1768/92, Directive 2001/20/EC, Directive 2001/83/EC and Regulation (EC) No 726/2004

e Regulation (EU) 2016/679 on the protection of natural persons with regard to the processing of personal data
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%23
N =
HARA J0E 43 BZLib-106_ EMA_TMF_r2.3.docx



	1. Executive Summary
	2. Introduction
	3. Trial master file structure and contents
	3.1. Sponsor and investigator trial master file
	3.2. Contract research organisations
	3.3. Third parties-contracted by investigator/institution
	3.4. Trial master file structure
	3.5. Trial master file contents
	3.5.1. Essential documents
	3.5.2. Superseded documents
	3.5.3. Correspondence
	3.5.4. Contemporariness of trial master file


	4. Security and control of trial master file
	4.1. Access to trial master file
	4.1.1. Storage areas for trial master file
	4.1.2. Sponsor/CRO electronic trial master file
	4.1.3. Investigator electronic trial master file

	4.2. Quality of trial master file

	5. Scanning or transfers to other media
	5.1. Certified copies
	5.2. Other copies
	5.3. Scanning or transfer to other media
	5.4. Validation of the digitisation and transfer process
	5.5. Destruction of original documents after digitisation and transfer

	6. Archiving and retention of trial master file
	6.1. Archiving of sponsor trial master file
	6.2. Archiving of investigator/institution trial master file
	6.3. Retention times of trial master file
	6.4. Archiving, retention and change of ownership/responsibility

	7. References

