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1. Executive Summary

TV IT 4 T

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.

168~ A% —7 7 4L (TMF) (. 1BBRET
[2% i/ Bk S i 122 R B R OB BRI AL 3 e )
HIERAEHT 5 9 2 CTHERER Z R
T, TMFIZIRIFEN TV DMELEL T —X
RLERIC KV | IRBRERGHEEONEST, 1RBROL
IR EN, B LT —Z OMEORE, 1R
BROBERICED DA X v 7721F TR, =4
—., AT ARELHET 2 LB TE D,
KIA BT A %, TR X OVEBRE =
M ARBR FEhE RS 2 . BITEDEM: (Directive
2001/20/EC & OF Directive 2005/28/ EC) K&
ICH E6 Good Clinical Practice (GCP) 4 A K7
A4 (LLF TICHGCP A R4 ] ) IZiE
WL, BB~ AZ—7 7 AL (TMF) O
L, N, BE, ROT — A 7T 5
ZIESFT 22 L2 3ETHHDOTHD, ZOH
A BF AT EEREEAKROERE GBS
FEHERI (CRO) ICh#EM =415, 723, ICH
GCP #1A FZ 4 Cl&, CROIZIL, 1RBRIKHE
FEEIRRICB W TR T BT L RO &
T, R —ERT oS T —EDOH D
LY — RX—=T 4 NEENDHELTND,
ICH GCP A R 7 A 1TiX, 1RBR I 12U
LT REMALFEICET 2 HFRI TR ST
%o, TMF ORNFIL, SWEEBDO Y X7 N—2R
T —F|2 LW B - T<L< A, Clinical Trials
Regulation (EU) No.536/2014 (LLF
Regulation] ) 23T IN72Z b AT/ D
X9, DA KX ATIX, Regulation ® TMF
AR D L TR LTV 5,
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2. Introduction

FF3C

A TMEF 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.

TMF [ INELEEZED LD TH D, IRERIK
FEE . CRO M ONRERIE AT EERN/R BRI H 255
BB TIRBRE O DIZ TMF ZFIH L, €
42— BEAR, AREIL. BRIEKEE R
BREATEE AT AR BRI h s B 3 i ) S 5 81
HlZEA; & GCP D JFHN « AT EES W TIRER
AERLIZNE I DELE 22—, RUOMGEET
L7202 TMF 2RI %, EFRETIER. o
TMF L& - TMF (eTMF) % XL Cu /2
W, o T, M BTWTHOEATH- T
b, XTI - BT EMAGDET AL T v
R TMF Toh->TbH, T X TOEKRN B
IR T 5, Regulation 55 57 Skik. 165
VYA —T 7 AT, TR OTRERIC B E
THUEALER G ENTORTIER SR
W EED HALTUW S, Directive 2005/28/EC
D 20 4.} O Regulation 5 58 42 Cld,
R~ A —T 7 A VONBE~DEE[TIA
BRrRECH D) Z & ZROTWDH, TMFIZE
WT, SCEOBD, SR EE, SCERR - B
DHLATEZDEHCTHHERHSL ! . £
7=. Directive 2005/28/EC (%5 17 5%) &
Regulation (5557 Zc & 55 58 5%) IZRt#is T
W5 XK D12, TMF X, MREOELE ORD
WL UT, I <IRTE, FEET 7
ATEDLEICT—HA T LTBLILERD
Do
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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”?;

e “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 Z&id. 1RBRIKIEE M ONRREH
FEERDAGER FEH =R R 28 ICH GCP A K
TA v EBFICAN., GCP FANZHE - TIHBR
EEMTHEETEDTND,
FDOIBLD2OFZFETHE

o [T RTOIRRIGHRIL, Efe/olts.
R, BRREEDS FTREZR A CRidk, R, fRAF
THMENRDH D] L

o [VATFTLAROFIHEIZLY, IRROH LD
L OMEZRFET DERHDH, VA
T LTI, BBROMED 5 B, #ERE O
L IRBRRS R OEHENEMEIR O 7o IR
LOIESEYTHZ 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.

Directive 2005/28/EC D% 16 5% &% Of Regulation
5557 RITHES T, TRBROD B B W 2 Al 0 i
BaRiET 5 v AT AR ONFIRICHE - TH D
NIZIER B NT — & 25T CE R OGHEE
WA Z LT, IBRICBWTEM L2 T4 %R
AETHZENTED, EFlAERISNZT—4
WZOWTOME (T 30E]) (TEERGHE
EEZLI, RSN DVERD D,

2 CPMP/ICH/135/95 2.10
3 CPMP/ICH/135/95 2.13
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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.

TRBRIKHEE K O'\CROD SWE LY AT I
IZiE, TMF235E2T, i T&, EMT
DL EEMERIZTDHE IR, TMFOH
LW ALMEZEET 570D FNE (FEHE
BEFNE (SOP) %) BMETH D,
TRBR AT EE RN TR I =R T I\ T
HTMF R OFE R & 2T 5 & 5 EH
THMLERD D, TMFIZE £ 5 &k %
FAWT, IRBROERICHE S R8N Z . 1R
BT REE FOEBE L &I, Y
ICHBTE L5195 &,

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.

TMFOLE & fegkld, b &2l bbo
T, JBRIKIES . CRO, XIXIABRET
122 Bl Bk S i R A BE D X & 71BN
M ZRD D Z L TRBRIEME G
RGCP~DHEYL, INE I NT2T —Z DA
TITVT AR TCEDLLIICT HME
N5,

This document provides guidance for
implementing and maintaining a TMF that

complies with the regulatory requirements.

ARSCET, BRI ZAHIZHEL S % TMF % 524&
L. HEFFT 270D A Z o Al 2,
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3.

3.

Trial master file structure and contents

BR<2AZ—T7 74 VOEELNE

1. Sponsor and investigator trial master file

BRIEKEE R CBREEEMORR~ R4 —T 7V

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
TMEF 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 (ZIRBRKIEE DM MRFF T D TR
TMF & RBREAT [ Rili/5 5 5 it = A% B 23
REFT D IRBREAT SR TMF CTHER S D 2
EMZ, TRBREAEEA TMF (X, 1RBRET
EffirA b7 7 AL (ISF) LIRS Z &
LD, 1RO TMF 1L, 1RBR{KIESE TMF &
TRBREATERT TMF O 5 & b, 1RBRBIAAEE
IZHENLS TV DR B D, TRERD TMF
F1OLMFELRNLDOTHY . ik
BRAKIEE B0 & IRBREARERTHR S TRERL S U
%, TMF Ok E%E 25 9 2 Tk, 1RBRIKIE
FHMTORER - fRFF ST D CEL | IRBE
T2 Rl B 92 e = R R BRI C D AR R - PREF
ENHLEENTHENEETHD (Flx
X, HEBREIRR 2 — R U X MMIIRBRE(TERAR
TMF L7 7 A VEH, v AZ—F 0 Z Lk
A MIIBEBRIKAEE TMF ORIZ7 7 A L &R
Do ) o
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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
activities being undertaken, such as restricted
access to files/documents (e.g. randomisation

codes and unblinded adverse event data).

1R BR AT EE AT R B S i = R B 1. TR AT
= Rl R Bk S e R B I K > TIER S 7=
NTOMALEIHET 2 BEE2RF>, £07
DEFICENGEEHTICBMLERH D 4 15
BT AR 2 Bl DS TR BRI & 342 2 TR B FE i =
BB SN TV D56, TRBRIKIESE 1T,
TRBRIKHHE TMF O425, XX =BT 5
B AT ERRBEEEMICEZELTH L, 2
DX DRI T, FiES N TIBRIKESE
TMF & 135 5T 2 Rifi/ 1 5 52 0t 2 R BE o 1R
BREEEERD TMF 2 —F8I129 5 2 & T, BEo
HHERELERCE 5, 272 L, 1BBRKEE
TMF OFETIEH < £ THIRRIKEE I2H 5,
TBEREAEERD S IBBKEE R C A TH D
Ba bk TH D, 18RO L FEIEBRHEH 2
FIET D56, A LETRBRIKIEE O BT K
DWT, TMF ZHERFT 572D DI Y D30
EHThbdH, (FrFufba— FORINTAH
EHLEFT —HED) Ty ANV LE~DT Ik
AR, FAET DIHENIC KT LT, &FIN— A
DFF A Z LT DMEDR D D,
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3.2. Contract research organisations

ZRLHTSEREBE (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.

IRBRIEE X, B L HRER CRO ~&REL
THRWA, BRI 1L, IO BEEEZ A
BT AINEND D, Ho T, IRBRIKE
FENELEZ DR R =TI, 1RBRIKE
# TMF @ 5 5 CRO BWEET D5 ~DT 7
A (eTMF ~DVE— 7 7 ER%E) | X
TRARIRZ 212 H 2 BECE O EHIR 2T
JRAEITZDEICTHUENRH D, CRO
X, BRICED DN BB L HREE FEHE L.
TMF [ZEDIL D NEEBZERT D, T
DEHEEM THE SNIRBROZN/AEELED
LEROFINEIZIBNT, TMF IZDOWTOIRY
W% HREICTE L TR BERD
%, BlzIE

e 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;

e 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;

e arrangements for managing correspondence;

¢ how the TMF would be made available to the

competent authorities;

o 77 TMF Z1&F59 57 (XX TMF 2343
ENTHA. HED TMF O L Oy & R
%7

o TMF DOt & 541

eREDT 7 ADEY P

e cTMF MEH STV D55,
OB DOFEAR

e EIREFIAE FL—=2 7 FEHEDY 2

o F M EHMRFFT 5 FEOFIE

o HE L HA IS D7D DI D

eTMF Z LD X S ITH/{~RRTE D LI
T 50

AT MK

% g

w22

BZLib-106 EMA_TMF r2.2.docx



EMA

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

electronic)

No. BZLib-106

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);

¢ procedures in case of an involved party closing

down its business for any reason.

o IRERMNSE T L7z & WY kD (CRO MA
BRikfEE 1A > T TMF [XUEZE O —i%
T—AATLTHENE), B EORD
DIZE D CRO D, ERL LT T X TOMA
XEz, T—hA 7 HITIRBRIKIEE (i
56, TOWMYRDIZENT, IRBRIK
FEN, TXTOXLFEEMRRFL, A%
(CRO DF5# L M REICBIE T 5 AR 25
tp) FRCF IR TE, D7 7 EAT
EHLolLL TRz,

o IRBRIKAEE 1 L D TMF O, R OVENH
EDXolEm L) BEELVR— .
LY (%) =4V 7%) ORY D

o RAFHAH

eI AT MMRE SN TV LT — &/ E
(central training documents X° central e-mail
repository %) DT —I A T KOT 7RI
B2 Y D

o UEENMONDOHB THEELEGEGDOF
ot &

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.

B3 CRO 3G T 5556, 1RBIKIES
I%. CRO FEIOEEIOIER, &H., 2261V &
— h7 7 ®A, KUO% CRO 2B HEED
TREFICOWC O 2 RIS EFRT DTN
H5, CROFELORLY &Y Bt E, A
R 7R BN BT 72 270 LR,

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 NEREE NI L e A FATT D720
(2, RBRIERIEA L. TMF 125 5 1RBRIKIES O
WIASLES~OMERT 77 A% CRO (21t
TLONEND 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 SLEOT ¥ X )AL /HRik
IZ CRO i 132 %%, CRO & &KIT 5l
Y A FRNEASNET = v 7 R D M
Db, ETIRBRFITIL. CRO OMEE BExf
RNNESFENTND Z L ZERT DHNEN D
Do

3.3.

Third parties-contracted by investigator/institution

B -TRBREUEE T AR BR M E FRPEER I X 5 569

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.

TRBRTAT: R AT B R S R A B 1, TRBR D -
fil BT 5 358 L HRE A B = (TRBRfiRR
KA T — A 7)) I EFETH
ENTE D, TOLHIRYGE. BN
TED BT B BT 2 M CE & (B
REFT D RREMED B D, 3.2 EOFXY T DR
HlZmatd 22 &,
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3.4. Trial master file structure

BB~ R ¥ —7 7 A4 )V O¥EE

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.

TRERBAAAIE I, TRBRIKIEE L IBBREEE AR
B S it R AR B, TMF 2842 & 52 5
NLHTRXTOEROENNTNDEHT (&
RO « T - BV AT ATELN
STWELTH) WL, £0REk%
HMEFFL CWEDR B 5, G Lo b CE
ZRFET D10 DT T A4~ TMF V27 A
MULE L2 B08, Ziud, & CET. &7

W, XINA 7Yy FOWTRTERALTYH
X, (774 ~<V TMF v A7 ADhiZ]

AT 2 O v AT A TIRERIC B
T 5 MZECE (central e-mail repository, SOP
BB AT A central training records, Z{T-1
7. V7 TN T g sk, B
OIRERIZBE S 2 i 2 (IB) ) Zfx
FT25607H250, Znb b TMF O—E
ELTEZDMERDD, [(EiTVx, ) X
EiX, HCETHLTTA <Y TMF VAT A
WCELS Z LB L, oy 2T AMTE/NR
IR D RETH D, FEEOIGHRICILIE Tl
&N D 30EEED TMF THEILY 2 %5
ESA AN
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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

expiration.

TMF (Z8F 2 WESCEDOSGT 2B T& 5 X
T, WEIOWFENRA T v 7 ATHIRDR
VETHDH, TMF D CTHLNETTH D0
AR BT, TRBR BT Rl/R R I 5 A
B, BBk E . (Z4T5%6) CROWT
NbANR—=F2 (T w7 Z/BR) Z1EK
L. BT 5 2 &2 /T2, &EHT,
TMF OJ@Et 7%t 7 v a NIRRT 7 4
NENDEIICT D, EDT 7 A IVITERD
HftoEsR (ZM#H, e)TMFIZZ7 7 AL L
B, KR HE, AR ZHE L Tk<
VERDH D,

3.5. Trial master file contents

BR~RAZ—T7 A VOAR

3.5.1. Essential documents

WIRSCE

“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.

[WAZESCE &, BRI S0 & ff
T, BB e OAERR T — & O L8 % 5
TELEHTT2LETHD) °, MHEE
(X, TRBRIE A AR R S i A B K OB R
(RIS IR & 35 D DITAL
H. GCP EER OZEOMT X TOHEH E D
BUI A~ DNESE 2 9~ 5 BRI A& ST,

5 CPMP/ICH/135/95/ 8.1

% g

11

w22

BZLib-106 EMA_TMF r2.2.docx



EMA

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

electronic)

No. BZLib-106

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 BR AT Al /16 5 I i e A B 3 R FF 9~ 5

TMF & IRBRIKIEE DMAFF T 5 TMF 1, 1RER
BT Rl AR ER F2 0 o R BE & IR BRIKIEE O &
ENRI2 57286 ICHGCP A K74 T
ERINTND LT, BEVORNFIZE
5,

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 4 Tl&. TMF OWZHLFEOW
x (BRETDHER) id MR ABRR R E
B, HOWLFHELFIOIRER] 2B EICA
N5 ExERDTND, $E-T, VAZITG
Cler 7e—F T8+ 5 2 L1k b, ICH
GCP A T4 U THRESNTND —HOE
BERFFT 20T < 70D, EEIERFFL
R TH I ETHE B, TMF NIZCE(k
LCBMERHDH, ICHGCP T4 KT A
HEYETHEITOLNTWAEENE, (RRICE
SC) MALBEZLNDLETHY, RRE
EEERT AR ER FE i BB TMF, SURTRBRIK
A TMF, XUXZ DM TT 7 A VT D E
#INTNWD, =L, Z® [ICHGCP #A
RIAVHEBETHEIT LN TNWDLLEFED] Y
A MIFERR O TIER <, TMF ONE %k
ETHEODOF 2y 7 ) ARE L THEHATAR
XTIER, ESNDIFEICH LD, £
< DIRBRTIL., UCHGCP A KT A 4558
BET) EAESNTORVWEBMCENLETH
D BB TR R B Bl /1R B FE M R R
BEBAIX, TRBREE A FEL. KO (UE) FEAM
T2720DH B HLFEEZ TMF I3 D 5 4
ERHDH, TMF IZB N TXEL RLEICEE
LTHRETAZ EITHET O RETH S,

¢ 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:

K E DR CAERSINMAELEZ LD HD
D, ICHGCP A KT A V5 8 FEIZEIT b
TV WSCEOHI ZLLTICRT

e 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;

e qualified person certification of the IMP;

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

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

e 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);

e 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;

e delegation log as part of the

investigator/institution TMF.

o IRBRIKIEE . IMBRE(RERM, XIITBBRICHE
FILHE=HOME Y AT LFNEICHES T
TERC S 7z, TRBRIC BT D RE A B A~ DK
H, Fxv 7 U AP, LR— &

e IMP @ qualified person DFEEIE

18R 7L IMP, SUTAEFED D 53
HDIZDDT B AEN) T — a il
£

=

Advanced therapy investigational medicinal
product (ATIMP)D ks L—H% U 7 ¢ 303
BREAFOENL FICET2arBa—2—
A7 I (B : eCRF, IRT, ePRO) D/
T—va Y ERAT 2O 0EE

T RY A NEE

Bl . T—HwRx A MEHEE, TN
UF— g VEEE, T—F LB a—2E%
o

MRt B

Bl : SAS T 0 75 LAY F—a v #iEk
SNTREE, Yo T A ROHEE

o [RER BT AR ER FE M 2 JE B TMF oD —HR
ELTOEMERT

KA X&E
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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
product (IMP) and

investigational medicinal

confirm, as applicable, compliance with the

randomisation schedule and blinding of the trial.

BB IC K > TEFEES N, CRONRY 7 |k
U7 NY T =3 v OFENEE BT S 0E
REFT DA NS 03, IBBRIEE 1L, &
PR T — A4 7 WHF . CRO & DZFK) DI
DIRDIZEY . 2D DOLE~OHKRE 2T
7R ALRERT HDHEND D, IREREA D Y
7 MU = TR BT % SCEIL TMF O —H#f
ThY., ZThoDOXHELIRREKEE, I
—E A &HRMT 5 CRO O EH & THER 7 —
AT HNRELTEBMLERDHD, F

72, —#B? Good Manufacturing Practice {5 D
XE B, ZnHBERE IMP) o7
TV Ry =V TICEE L TR Y,

ENEL AL A Y 2— L & SR D B~ D]
SEMRETE H%E) b TMF O—#iL LT
ERTHULERD D,

3.5.2. Superseded documents

XEDIRIK

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.

TRBRIKIEF/ CRO O FINAIZIBWN T, SCEEERK
T LB (B IRRESEFEEOER E U U —
) S FE I ERHEREMERR O OB REHFTZY |
LR —KiHT 52 L EDDHEAEND DM,
ZDOEY T ARE I NI LERTE
B2 REFT 20 E RS 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.

BB A BT 21203, fELT TR H
L METH Y, TMF (R L TR < LER

b5, IRBREHESE DMER L7 30E (RBRFEHMF
H#, 1B, eCRF %) OIFRIE, 15 E(LEERT/
1558 F2h R R TMF ICEW TR &, 155K
FEHE TMFICT 782352 &72<, ZfHH,

LE=o—H, KOV () (LEERE) ARRH,
16 BR BT Al AR BR S hi = R B L 35 1 2 FE i
HOEHRH AT, HBLTELLOICTHHE
wh b,
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3.5.3. Correspondence

L B

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.

FERIRBROTEE B IR E Z BT 5720
(OB EAS L E L RFFT 5 2 &, ThITiE
(RBRCRAET HMBE L £ o5t iEIZBE T
L7 mt A, XE BEREOBBRUEE O
A, ROaa=lr—va b EERTED
Lo mEERS, T LEENER
2. KOBIHPY R & OEAESTENE END,
[FERIC, E RIS 3CE (CRO, TRBRIHE
FAEM . IRBREATEEATIR R S s R o
MTRbENDE S A VLU 7 A
), TSI R TEDL LI L THELL &
ERHY, BFANRF LTS v, EEX
HLEZEXEOW G L H TMFIZT7 7 AL S
nNo5E 12352 &, TMFO—HE LTHIA
THZIEEREICED TRBITIE, (BTA—
IVE)  [(DOERFFIZ] 1 D XUTHEELD central
repository ZfEH L TH Ly 3.2 BHMH) |
%%%~wwf%:~yjkﬁﬁ774wm
HEEZHL, HET L —#Ho) &0 L2
(ZRHE T D CES MR END K D ICT 5,
"Lz OT —HA TIZHONTIE, 63 EEH
i
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3.5.4. Contemporariness of trial master file

BB~ R ¥ —7 7 4 VOFKHE

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 5@ Tat all times ()] OFE
TR, BRI R TOERE X A4 AV I
TMF (BT 20BN H D 2 L2 BT 5,
ZHUCT X0 IRBREAT AT/ TR 5 S R R
B, TRBRIIEE . R ONRBRIKIEE 035 & &5t
L7z CRO 73, VEBRZ R EICE T 5 DIk
VLD, FNEER TMF FHEZHB W T, §XTO
SCENLZA LV IRESN, 77ALEN5 &
INCED TBLLENDHD, 20D LITFHIIHE
BOLFEENELGT L, L EHEZR TMF O
DIRDIZCEETH 5,

4.

4.1.

Security and control of trial master file
BRYRAZ—T7ANDEX2 YT 1 LHIE

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

The TMF should be managed securely at all times

to ensure completeness and to prevent accidental

TMF I, WIZZE2EHE L, B0k,
RAAHIMET CoOMmI, HEOBWEIZLD

or premature loss, unauthorised alteration or
destruction of documents. Access to the TMF
should be based on a role and permission
description that is defined by the sponsor and/or

investigator/institution.

HEOH S ARBEL L HIITTDHI L,

TMF ~O7 7 & 2%, 1BREKEE CIEBRE AT
EATARER TR AR L BRI

FLORO GUL) FAICES b0 LT D
R D,
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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.

TEBRHEF TMF J ONEBR I AT EE i A5 5% 52 it
EREER TMF (213, EfMfb&a1T-> TV aiR
Bk SEHE 12, blind IR OB I3 LT
u@hdbfbi5i5k%ﬁﬁ@ihf“é

BANRH LR, ZAIULEENE T D MLER
&5o%zﬁ\ﬁ®yx?A%%U$ybv
ICERHZ R A LTV | IGBRIRIEE IR ST
R AR ER IR AR L - TE® b
1o RO (L) FFANs UTRFET 5,

4.1.1. Storage areas for trial master file

BR~ R Z —7 7 A VORIEHT

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 SCEDEMGET (MUTE AT 47O
TRAE SO — N — L— L5 [T b D &
. TRBR SR T M QWA B 2 R AT % 3
LTXENRTERET, HHTED L0 ITHRS
., HERICNBEEOY /IR TE S LD
2T 52 EnROBLND, BT LICIRBROT
NTCOUHALECRET L7205, o
HINZ G 2T AR—2 2 HETHXLE N H
Do
FEAIBERR (X224 C, BRBEDNEYNCEH S,
%ﬁ%h%@%LﬂK%ﬁéﬂé%%ﬁ%
%o FEABERR SN E D D3R FHET D BRI
W, BX=2 VT 0, B GREY X7 EHRE
%), REFOHENAZETLILEND 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).

TEBRIHEFE 1L, BRI P L O — A
=7 1 ] AP TR R BT 1 il VR T S it [ AR
TMF Z k&7 2 (RBREEERMO) 1R
it 55 /TR S R R B B DR D D T EAL
SNTZFHIZAT O MBERH DH, AR I
DRONEL (B : IO FEZE) S
AlE, IEBREEE CEATOLERD D,

4.1.2. Sponsor/CRO electronic trial master file

BBRIKHEE/ CRO BFIEBR~RAF—T7 7V

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 %, #YI7tX= U7 ¢ LML A%
2L, T—Z LEOEK, BE, BENEAE
LBRWEIICTDRERDD, 774~
eTMF I XEEZEHT H1-DDV AT LA TH
. UFIRTay be— L2 gt E8nh
5
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® user accounts;

e secure passwords for users;

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

e 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;

e —YT hHy Lk

o L — Y DERL/I /AT — R

ol %2 DXE, XL eTMF &% (7T —hA 7
FFSEIC) By 7 /M#E L CCEOEHE IR
% fAE 72

o B2 Ny 2T T

o T — X DO IR AT AL A T T T 4 &

BT 27D OEHH I L - HiT A
K

o SEDOER, KO (X)) 7y 7 r—F - Hl
B - B O B AL 2 — O A R E
L7 DEERFEYS (MEITIR U CHIBRUIZE
RIZRET A A5 Te) &9

o 7 7 ANILESOHIRSL & T 7 v 2%, FEhi
SN DTEI S D EEIAN—ZDFFA (T
Z ol a— FREMMR SN A HEFRT —
X 5)

¢ VAT AET —HA T HWIFIMHTSH 92T
DY) S

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).

EEOFEANL, TMF O—§ & L TEFRINT
WAHTRTOEBEF AT L (SOPEFH Y 2T
2, e-mail central repository %) (252

%‘giﬁ Zb) 60

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 AlX, HENEMIZE>TWVWDH Z
LaRT o, EXARTFEICESE Y T
— N T AMENS D 0,

All staff members involved in the conduct of the

BROFEBEE L, AT 2&2HHT 5T

trial and using the system should receive NTORAL y 7%, WU —=0 7 %%
appropriate training. T OMEND D,
8 Directive 2005/28/EC, Article 20
° Clinical Trials Regulation (EU) No 536/2014, Article 58
10 CPMP/ICH/135/95 5.5.3
2.2
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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 eTMF 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.

1RBR A Fi T HBRC 725 TMF v A7 L%
Y7356, HlZIEEEL CRO O eTMF &~
AT AN E BEIZE > TEFR AT A%
HC) JRBRIKIES eTMF v AT AIZT v 71
— K286, BERHICIELLZRVWE S, X
RS S T o R FRERLDE L, A
U7 — ML TBLERD D, FHHIZHKLER
BT — 2 & AT —4 (BAIE) %2R
24 _XCOEFV AT AF, BHESHT
WHIRBRT — 4% & A X T — 2 R ReRT
—#ty e LTMYHEL LT —HA
TLTHELIMERD 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.

ART—HE, T7ANDALTHFAN KN
BN O % ik 3~ 2 kT — 2 TH v |
Ty ANVOER, WA, T EA KA
BEICT 2, A ¥ T —2ITiE, 1ERE XILE
F. 1EECHEE, 77— A4 7 HAF, eTMF NDY;
gr. Z7ANEA MLV XIEF—TU— R, —
Tar, TrANFAT Ty ANY A XE
DT FANTaRNT A TERPNEGEND,

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.

LEIZHEASIND A X T —21E, TXTOX
EO—EMEMET DD, ERICESEL
Tk, A7 —42L LT, 774 V%
FERINCR R TEH L HIC, LEICETAH
£ (FERCA %) &, MBI U CTHEREY 1 A
=N ESWIERAL, FHH LN TOE
W, ET S, REH IS CEIZOWNT
X, 77 AN E, FoOHIRICH RS NLS
WIEHRORDIZT 2 Z LIXTE 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.

TARXEE, HLWAT 47 XITHL
WERA~BATT 25613, BEREZITORBK
RRGEE R L, AT 7 )T 4 MR
HZ &,

The appropriateness of the storage system
should be evaluated based on the file format
used, e.g. whether the e TMF-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 LO@EINEX, EHT 57 7 A0
FERICE A TR 2 R H 5, Bl 2L,

eTMF CEEH S X T ARENT —Z 7 7 A )b
(Excel 7 7 A LR SAS T — Xt v &) @

AN E 9 D, TROBUBELRGAIZ
IXENHDO7 7 AV EPDF ELTCLUHY
T LRWEIRNTE L0 E 9 ),

eTMF CEFH L 2T ANT, i 27 AI2E
WCENT — & 7 7 A A B AL E L7 PDF
77 AN WX, IRTT—Z ¥y binbAE
B S A7 IMP i L AR — K, CTMS 7 — 4% &
v EDBAEK ST MVR) 27T A4~

TMF VAT AT v 7 a—RK$T5Z LidnE
DRV TTOEBT 7 A MITLD T AT L
WCBWTHREFFLTBLERH D,
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4.1.3. Investigator electronic trial master file

ERBEEEMOEFRBR~ A —T 7 AV

The investigator/institution TMF (hereinafter TR BT E AR BRI =A% B TMF (LT,

referred to as Investigator TMF) may be electronic, | IGBRIA(TZERT TMF) X, BB, #IE

paper or hybrid format. When an investigator/ XiINAT Uy FEROWTHTHENEDAR

institution eTMF is used the following requirements | V., TRBRE AT A/RER TR e TMF %

should be taken into consideration: AT 255G, ROBEHEZERT HLERH
Do
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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.

e 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 SEARIMIRBREALERT TMF 28, TRBRAT, 1A5R
L IRBRICFIARTEECTH U . 1RBRE TR/
TR E =R OEH T T, 1RBRIKEE &
TN LT, 77 B AARE TR L 67
[

TR AT R AT TMF OB EHZIL, #RE 4 H
BRECTEDL LT AT —% (0F
D WERE OESERR ) 2 ETRERNE
EFNTWD, Bz, gBEOHEN=—RY
A b, BRI BE T D AR, BT D
AEENDHD, Zhbix, 7—%7 741
— B D 7 O IR BR BT R Al 1 B 5 i 125 %
B OHMER FICEIPNDLERDH D, —i%
FZ, TRBRIKIEE/ CRO & S b 1
(F—2/303E) . XUTIRBRIKHEAE/ CRO M
BIL7 ==, XF77 A4V TV A
TAIT v T a— RERDE®R (T —X/X
) ICEENLIHEHET — 2%, EALLE
LODHRETHZ L, WRFDEFRT 7 A
b, il — R AR AT —LFarv
T T L5, R OB R
ZE e SCEIL, TRBRE AT TR R 5 i =
BIDEB T CHMEICE T 20BN H 5,
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¢ 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.

¢ 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 IRBREATIE RN/ TR BRI M R RE AN ERK L 72 4
AL EZRBRIKIESE/ CRO OEHLT 5 eTMF
VAT AT v a— RT 554, IGBRET
RN ZEOXELEHCTE P, MnicT 2
TATERNWEWVWI VRN ELD, DX
D 7R CEIC RBRIKIEE) eTMF ZfiH4 5%
B, VAT LT —HDERAT 4 TITD
WTOHEK LY oo T, IRBRE(LERAR
BRI =R N b O XED A —F—T
HY ., BLEFOZ LA T 2LEND
R

o IRBRFAEERN/ IR I M BRI TR
FEAl TMF 2388 CTh 5 Z L ICETEZ A D,
eTMF ([ZDOWT O kDL, £ ED K
IRBDTH-TH, TOEENRIZIN,
TRBRE AR AR BR S i =R S 7 7 A v K
O HD T b DOILENEGHINZT 7 B ATE,
BHCTEHZLEZMIEIITHLOTHDLHZ L
MDRDBID, — K/N—F 1 D eTMF % ff
M 256, TRBRE AT R/R 505 it 2= % B
NELEZRIZTZENTE DL LWV I RIEN L
TThD,
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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.

e 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 IRBRETIEHT TMF N %< o3CE (F : 1R
BREMEFIEE, 1B, FIEES) 1L, HBRIIKHE
FHIZLoTRESNDI B DO TH D, THEIKIE
FHEeTMFIZH D ZNDDILE~DT 77 A
X, TRBRE AT Al AR ER S i R R 7Y Web
R—BIL~T 7 ALY IRBRIKEEE MR
B 551 2 Bl 5 5 T it (= PR 3] e TMF (B T
v Fa— RT3 LIz iThbng, 20k
DR E . TRBRIE AT Al B 5 it (2= e B
%, FIE - BEART, EOXFED E DR
WORIHTTREIC Ze o T2y, (Bl Z0E, BEAdiE
BRCE D) WoT st ALz, WoEfEE
WRLTZDy, ZFICHATES L 212 L THL
VENRS D,
e TRTOHEMITIL, ERROHEFEEZONT LN
WBERET D56 DR, MOWERT —A
7 W 208 U CIRBRE AR = AT TMF 4K A
YTV T 4 T AEMEERFT D 1A
THREEZDDLMERD D,
o IRBRIKIEFE X CRO 43512 K D IRBREAT
FHTMF ~D VY E— T 7 &A1k, WRET
— X EEERETELWAT—% (DFV,
PR OEERAT) BIEE LRV, T
EALS I TVDLEICH L TOAARETH
Do
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4.2. Quality of trial master file

BB~ AF—T 7 A NVDRE

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 §:iCi%, R~ A ¥ —7 7
A M, BRLAXENRZENTVND Z
L) EEOLNTND, InBRkEE, KO
(L) TRBREAT: = Aifi/ 15 5 S = B 1
YR R=ADWET =7 (QC), XiTl
Ea—7rm®A%%HM LT, TMF % H#HIZk
F9 25 & & blz, X TOMHEILEN TMF
~HEENZ T A VIND LT HT L, QC
KEOVE 2 —TEETREFHHELLTIOR
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;

e documents correctly indexed;

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

o review of the audit trail (for e TMF).

o TMF THER SN DT X TOMEALEN AT
AIREZ)>

o SUENEYIRIGINC T 7 A LI TWV DD

o LEDTMF ~Z A LA VIZEME TN DD

o EIZIEE LSRG TSN TN D0

o SLENEID Y THI I EHERIZHES T
DT 7 & AA[HEN

o (eTMF O¥;8) BEEAFEMIO L E =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.

RO TMF UL QC 12T, 5.1 &ED
R EEEFE TSN TS Loz, U XA
TSN LEL~ULOTET) R QC N LE
ThD,

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

management processes.

IRBRIKIEE 1, TMF EB T a8 AD VAT A
B D X ) 2B 72 QA R b FHE 4 5 %
ERD B,

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

purposes.

7

S5, IBBRIKEE L. BREDZDIC,
TMF # WO TCTHEoRA[REIC L, YN ERET
JEHATEHEHITTHZ L,
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5. Scanning or transfers to other media

AF % MU AT 4 T ~Dlni%k

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 4TIk, THR TMF ONE % T — 1A
TTHOIERT D AT ¢ TIXREHIN %
WUT, NEOEEMEROHFE MR T
L2bDTRITNIRLRWV] EEDTND,
B, BRI, e, thoBRoEE
X ARBIR AT 4 T E R T 25613,
FRZEEDBBETH DL, 0 &5 G513
B ATV, TN DOIGENTERTH

D B 7R ERR & LA RERR A~ DRLER R LIZAE
HTHZENTERWVWEIICTHI 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 R4 0%, WEHTZAT ¢
TICBfR72<) eIMF IZBIF 54 VL%
RuWiflc@EExHz 5 ae— 3. U oF L
DR EHTTHH Z L2 ROTND,
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5.1. Certified copies

REEAT X BE

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.

REEFF S B, AV DA CEORK, T
Bfav—Tbhbbh, (AfF - BAEIZLD)
BREESN=b o, x4 Y UF vk E CE#
(A THFRADM, NE, BEERTT—4%
Gle) AFOEMER A —% R TELH I L
BARYF—hEhiz7atERck v EREn
72D ThbH, ICHGCP A R7A4 1%,
(EHT2 AT 1 7TICBR72<) eTMF 123
FHAY T NNERAWICES#RZ 5
—ix, AV TR EEGTTHLZ L
RO TWD, PRI EEEOFEAEL - S
RNERRE, T (T U X ERHIRE D) &
e lcksae—] X, FVVFLTr A0
EEHLZ I3 LT,

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:

JFARZIHET D861, FANCRib i S5
WXL T, VAZIZE SN QCF =y 7
A& LT HMERD D,

QC F = v 7IliX, WOWERMEEZEZDDHZ
& T 5,
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e 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;

o 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);

e approval of the certification process (when

applicable);

o 4 U VI ERGET EEBITE D
N—ET % H

o (ZUTLHLE) LHEDRAZT —HWNIEHM
Vo)

o 7 7 A NAITIERED ; LEDOBGETRIE, &
ST E DD LI TW D, &

e BB DIE (FV VI L RO TR A
FIRBIC T 2 W G0 e g B . CHIREE R DY (&
BN D D5E) OB, TEEE
AR, FEHEEEROHZME G412
%))

o SCHEICHH T % e TMF OEAFENF (%244
H95E)

o (RAEFF B D) RFET 17 A DK
F4T555)
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5.2. Other copies

Z 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

TMF IR FF SNDCEDOa v—I2iE, VY
FTNICGEZBEEZIRZ 5 O TIER W DIRGE
EMLEELEVWEOLH D, (BIxIX, 1R
IRAEE S ONRBR AT PRI/ 50 5 e = e B o
EBHMANRFEEEBAINAY VT DR
MEZRFFL TR Y | IBBRIKHEHE TMF KO
TR BR AT Al E B I i 2 R HE B TMF 122 0
A E—=NRFFSNDHEE. UTTRREA(TE/
TRER K i R TMF (24 ) Y L OFE
12 7 MR S AL, TRBIKEEHE TMF (22 D =
E—nMrR S D56 .) TMF FIIZZD X9
7 —EERT 5 FIEIL, FIEETED T

purpose.
BAMERDH D, TOFETIE, a—NE
LA LTHa2mETho 2 L%
WERIZTLHDTHDLZ L,

5.3. Scanning or transfer to other media

RFx U IIMD AT 4 T ~DERE

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

for the nature of the file in question:

IR, e —, iz, 7%k (i o
WEAZZAX Y LTPDFICTA) 13, BV
I T 7 ANDONEEBBT HVLEND 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.

¢ 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.

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

e The eTMF system should not be limited to static

files only, if dynamic files need to be included.

o 47 7 A L (PDF A v %)  [H /R
fE S, NEZEES L L9 iEz3F vl
L2 « 77— % &8>, PDF & LCT
VLSRR DE, B AF xS
AT B E)
e W7 7 A /L (HEVEHHEEREST & Excel 27
Uy Fo— )« BEYLBEZ1T S, KD
(%) 22—V REIEIC L Y N (eCRF
%) AERTE D, BRI EHE
i, AV PRSI R 2E T A
NMEAXTHRELTH LW, AU UF it
Gk &L AEOBNME X ET—2 %5
te) ZRFFTO2MEND D,
e 754~V TMF ¥ AT MR 5 72012
I T 7 A N BER T 7 A NV EERRT D
Ba. AV T NLOET 7 AT Y Y
TN AT ATRFFLTEBLLERH D,
e B 7 7 A N BBIOEN T 7 A VB~
DT, PRFEAEEHE L LTHR Y 2 &M
TE D,
e EN T 7 A NEAEINT DB D DA
eTMF v A7 Lid, 87 7 A4 VIZRET 5
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).

TV E A SATERE R I B A T 5 2 &
X, CHIFE R ESEDHEAICORTRESN
L5HDTHY, BB EHIRLEZYIE
Mmizvd5z& (Fl: 777 AED~y
' —OHIBRIUTEM, AU A SCE~OY)
7y TEIVAEY | 3T MEIERK ) A7
TE) 1375 R&ETiEAeuy,
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54.

Validation of the digitisation and transfer process

FOENMLEEE O RADONY F— g

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 R°&E 17— A 7 ZFHT 572901,
WCEE2T XN LT BT SCEERIRE L
720 L CLEDEFa—2AERT 2550
b5, ZOLEFRNKDONIZVERINT
DLRNEDIT, TUXMMERERED T 1t
AEINY T — R L TRBLIMERD D,

5.5.

Destruction of original documents after digitisation and transfer

TV ZNMEREBER D F Y VTNV XEOHE

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 S ONRBREE (T = Al /16 Bk 5 i 2 7 i
B, MEERRAFHIM AN T 2 AN 2213
ENBEIRRNE T &, 2L,
5.1 B CBERL U 7c B A3 72 3 K O 2R RGIEAT &
BG 2 (RBEIMT, XX7 —0 A 7 HifH
I1Z) eTMF UARY M UITHERRT 5 Z &I &
D, AV UFVERYICHEEE TS0 L
7200

D Y 2 7 DR SCEOH]

o 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).

o 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.

e B AV TFNANILEOMO I —X, AV
CFIIVIN TMF (2> TV DRV IFFETE 5
(TMF (2 S TV B HIRI S vz MVR
%o

o IEHITRD B D FHEFEL DRV D T
TV MEENT A=Y 3 U TMF O
IV PF IO —Y g v OFEA & EE
LLTHZ D,
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6.

Archiving and retention of trial master file

BBV RAZ—T 7 ANDT —HhA 7 LIE

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 §c &85 58 Sk, Wil & b

NEBR TMF ONAIL, 3 <ICRRTES 2

EERFET D & O mFETCRE S TERIT
JE U CTHBRENERET 78 ATE5] EED
TU 5%, Regulation D 58 5} O Directive

2005/28/EC D 20 skid, AR~ A X —7 7
A NVONEDEFLITT X TEBATRE TR T
TR B720 ) LEDTND,

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 @) BEA&REWRZ 5T TMF 1%, THBRK
THOEEZAREICT D7 DIZEuN 7 —7
A TENDERETHDH, 4T 2HA6. B
AEEF ORI 2 R FFT D ER D D, T —
A A7 DFERIE, TEBRTE I R/ARER 5 i 25 5
PSR K VBB 23, & S 47z TMF &
BINEETHDZ L MR LIE%ET S
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—=HA T INT —F/LE~DT 7 A

X, == T —H A THEEA~DL—HFT
JRALANLR (B XIIRD) AT 47 H
REF SN ABMB T ~DT 7 & A EHIC L -
THENZHIR T 2 LB D D,

EDIT, T—IA T INTEBFLEST—H
X, BIEMEEZHERT 22O RERERND
RESNDILERD 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 —HA TR > T, XEXROT
— BT I REATELLIICHERF T2 &0
HETHD, ZOEHITIE,

o T—HATENTFI T ILDT—HIT
TIEATDHEZDDOVAT A (OhN—FRy
=T VT MU ET) RHERERELTY
<L X

e HLWIATATHENWY 7 by =T &
Rab—FrT5, HDHWZ

o T—HEHFHLWEXIIBITLTH LW
7 b =7 THERIICT 7 EATE D &
2T D,

FARRIZ 31T 2 AL SN FIET Z ORI

EIRNTT HNED THBLLERH 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 ERBMALTEB AT 471, el
., FIHCTE R0 T HAEEERSH DT

D, REAT 4 T ~DOHREZ TS 5 BN
bD, AT 4 TIXHEY RS T CRET D4
ELRDH D, WHWERBAT (07 mtvX] 2
T—hLTEBLZET, BITShT—4N0
FYV TN ERUIER (A 2T —2%5T)
EFFOLOITT D2 L, HIFBERICE DY
T, FLWAT 4 T ~OF — X iRk /T
Bt 2 0ERH 5,
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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 —H3 A 7TIZEE LT, BESCEORE
BIATATORE, XX (V79 RT—4
v —ED) BFANL— U RMET 54
W7 = A 7HEEZFH LTS L, 15K
FEE . SUTTRBR AT = Al TR R 5 e [ A R 73
SN T — T A TEFEFINT 5856, Fllc
MEEE DA PEDOFHI 21TV, ¥EH & DZKIN
il S AL t4 b S PRAERE SR A ke 2 L B
WD, TEBRUTEE TR AT = MR K e
RS & AN T — A T EF ORI, IE
KRB EPLETH D, INBT — A 7 ¥E
WER DR EG T & R o6, IRBRIKIES
T v (%) TRBRE AT A/ 1R 5 S i 2 e i B
1%, FZEEO TMF (RE ST OW T O %
TS &L bIT, BRENTHE KL
HH I EIICTHI &, ZoEMITIL, BB
IKIEE SOOI T — A THEEDREEL-HE
DEREEEZD D ERHELREEIN S,
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6.1. Archiving of sponsor trial master file

BREEERBR A —T 7 ANVDT—HAT

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

TRBRIKIEE TMF (ZB8 LT, Regulation 25 58
FlTix, NABRIKIEE X, N CTT—h 147
DELEZFOEANZTmTL2bDET D, T
— A T~DT 7k RIL, FNSOME AR
ET D LD, 2D OO A &)
== T XE L TBLERH D
U, 2o o N, RBRKEE AR, T
RBRIKEE NP LM cEA ST 5
HTHDHZ L, T—NAThHEDUFEILED
WL, kO (UL 778RE fFL S
nic, 7= A TIZEELZFROEANOERT
TITONDMEND D, 1RERIKIEE/ CRO X
T—AA T a T EERRE L, T — A
T ENTZTRTO TMF Z5iekd 5 LB N H
Do T —HAT I TMF DR — R D
a. —E/m T EMEH LT, WO TMF 23R D
M, 77vASH, BREISNTZONEBE
M52 &, 7—AA 7 &7 TMF 238
HThHrEAE., (—E/mr70) ffbvic, B
BREMNC L > TR T2 2N TED, 7—
NA T ENTLEICEELFOME AL TMF
DOFEHLH IR SCGEN, REREHEZ SN
5HZE70< ﬂéhéio ITHIE, T—
T4 7 &7z eTMF 255 Y2 il PR & 7= fE ik
%5ﬁm{7~ﬁ47zléﬁ%%oﬁk
X, eTMF ONE~DT 7 ¥ A&7 LT HH
’ifb'(u)u%‘ﬁ&@gﬁﬁTﬁ“sz*@%giék

to record this activity. BT, BELFLET D 70O OB AREY 2 F
%?5:ko
' CPMP/ICH/135/95 5.5.3
tion (EU) No 536/2014, Article 49
17 2.2
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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.

TRERIKHEE Y, — DO EH % CRO ICEFEL
TV 556, IBBRIKIEE 121X, CRO 2ANEF
NEWZHE > THERL LI E B 2 MR T — A 7
EELEENDH D, CRODHSTZHD TMF
WCEEND AN DFLE, XITZ O
TG ET — A 7 RICIRBRIFEE (TR L
72#%. CRO Tt (CRO D) W FIENEST
DFFILE LTAY PF30E, TF OREE
MEEGFZZTOEERFLTB 2L 2MmE
TLHGENH L, 1RERIKEE & CRO M D
ZHNZFBNWT (ZOxIS%E) BIfEIC L TE<
WEND D, T—hA 7 DO OITIRRIKIEE
TMF % CRO IZHAi% UMNIT — A 7%) L
e LTh, 3CEOWE, A7 27T 1,
Bk, B H LSBT 2 R &R B3R
BRIKIEE 125 D
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6.2.

Archiving of investigator/institution trial master file

BREEEMIRRERERBEDIERY A I —T 7 A NDT —H A7

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.

TRBR AT AT AR S B L. B 72 H
DAL EH ORI TIE L IRBRIKEE b 5
VERH Y . ETIRBRIEE I CEDT — 1 A
7 OB A F T CIRBR B AT S BR I M 1=
TR AT D NE N B S, TRBRELIEA/
TRBR S Hte R B A MR FF 3 5 SUE O R 70
LI, TRBREEATE Ml AR SR S e A R I &
%o 1RBRIEATERT GRS E R 2y (B
5, 1Bk, MERXPASHEIC L) BN bONA
LEICEEEZA D) ZENTERL oA,
TRBRIKTEE & 1RBR T R /1R 5 S 22 e B
EDEEITHNT, IFBKIEE I (TEAUIAT
HoT) TOZEaEHmTEMTDHE L BHIT,
BEAEMHEC B E MDD /5] S MBI F S
LI EZHEL TEMERDH D, BT
Xk BT LV TR T 15 Rl T S e 15 A B
X, TRBRIKIEE 2> DS L, FIZMR A 20 2
&

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.

Ji T — & 2 OVRER T AT [ A /1 59 S it = 1 B
DRFFT D 3CFHIT, SMBT — T A TS L T
IV XEOWE, AT VT 4, HE
PR HD LIRS 2 i iRy e BRI TR R E T
Rl ARER FERE R & 5, 1AL AT/
1RBR IR REB X, SN THDHTRTO
TRER & KIEBRICEE4 5 TMF O 7 —h A 7 51k
Rtk L7 U A NEMERF T AMERH D,

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

Regulation (EU) 2016/679.

EANT — % O#1IX. GDPR Regulation (EU)
2016/679 D% 4T HEGDORGR L 12D,
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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:

(RBAFTEERT TMF 2B B3~ &) JRBRE(T
2= Fifi /1 R S i PR BRI Ao - T TR BRIKTE
FH OB E(LERM TMF O T —h A 7 % F
BT 23551, AT —XOR#E L RIET 7 &
ADD OIEFIRE L ZET DULEND D,

e 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 BEF) 7T—WATOEMEELT—hAT
BT 2B PO iE, TRBRIKIEE 1B ET
PR AR ER IS R o T ERICARE L,
XE L TBLLERDH D,

o SUEIE. TRBRE AT AN/ TR BR 5 i 122 e i B oD 7K
REBFIGEDI, INRT — A THHED
Hes, Xix (VE—RT) 77&8ATES
LT HERRFIEZEZ HDLERH D,
o SUEI. TRBRTE AT Al 0D i 3% TR 5 Hite [ g
B &7 — A Tk & O THERY - BT
ZHEBE (RS & ITMNC) imkEind
VBN 2, IRBRIKEEE/ CRO 2NRBETE
ffi TMF 12 (B FIZ) 727 8ATERWVWE D
27 %,
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6.3. Retention times of trial master file

BB~ 2 ¥ —7 7 4 )VORFHIM

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.

1RERBHAG B E1RBRIEC T B, BRGEAE AT O 72
DITTEREZFIHT 50>, UIFIHT 2 FERN
HDHD, LWV TmHERIC Ko TRE R
EHTD, IRBRIKEF L. 26 OER Z B
F A, BIRBRIZ E OB Y TITE DR E
T2,

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

(1RBRIZHR 5 4545) Directive 2001/20/ECIZ 4
DSWTEE INTIBBROGE, AL
THDVe L5 TH 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 1901/2006(Z %55 < Paediatric Use
Marketing Authorisations% & 7¢) IRFEAFRIZ
BT — 2 2 LIcsa.  BRGEARITHR
%¥547) Directive 2003/63/EC  (Directive
2001/83/ECOIEIE) Tid,

o JRBROTET, IPIEZRDRIE D 154
. X%

o (EBU TP, I FESHTWDHRIE
HFEN 72V 5A) EU Tk IZ IR ARE
Nl &b 24, XX

o IRBEKDERKBARE D IER e R0 &
b 2 4R,

D) BLix b EWHIM CHECELREFT o4

RN DHEEDTND,
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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/EC D
%E)&\T%%%ﬁﬁﬂi%®m®?—§
F—F =1, WHEPKRINTWDHREIE, 18
ﬁﬂ%?é%ﬂ®*%%%%ﬁé%@k?

5] EEDTND, ZOERHIIE, 185 EE
RPEE (W) ARERETFIAE. 1RBR I G
BE L FNEICHT 2T X TOEFERICEDLIE

. GBI EE ., S HURE DOCRF, %Eﬁ
. BEARERES T EN D, BRI

X, EELPAGR S ke ﬁ%bofﬂ%
S, RBIKEE TN E S| Sk ETE
FIZL o TRFFSNDAbDET S, | LED
Tn5,

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’ (Eudralex
Vol. 10) on transitory period for the application
of the Regulation.

Regulation/d, Directive 2001/20/ECIZ &S0
TR SN IRBRIC B DRt hs & 2 H5985%
CHELTWD, ZhbOKREICET 57 A
Z oA L, PRl TE HIHIZ 31T D Regulation
D1 2B 3% [Clinical Trial Regulation

Questions and Answers|  (EudraLex Vol.10)

e JicH

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.

Regulation? i H &5z 179", Directive
2001/20/BCIZEAWTHEM S 41, FH105RITHE
S CRREFEE I IR BRE T a2 g2 L
72188z >V T, Directive 2001/20/ECO T
— A TEMENEA S D,

w22
BZLib-106 EMA TMF r2.2.docx

é%%% HWR&StE (&E 42



EMA
Guideline on the content, management and archiving of the clinical trial master file (paper and/or
electronic) No. BZLib-106

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 Tl MBLOEULD, XV

FEWIOT — A 7HERL2VIRD | 18R
{RHEE e ONRBREAT =R, TRBRIE TR 72
< & H254E/M, IBBRTMFONEZ T — A 7
TH5LDOET D, 2 LR EDERT 74
MiE, FEOEWNIEICES TT—h A4 7S
L] EEDTND,

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 #5855, Directive 2005/28/EC & TN
Directive 2003/63/ECIZE ¥ 5L TV 5 IRBRIK
T OSCEORAAHIRNIL, CROSUIMOIEER
KA ORBEANDPTERIKEE L OB EDO T T
RFFT L XFICbE SN D,

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).

WREDOER T 7 A VT VX MET 255
X, 078 ARANYTFT—rEh, [TV
A IALE NI b DR AV DT OGRS &
BETHY, FRiCblsTTF—4 %20 H
FTIENTELREATHDZ LEMATE D
EoricdTarze, (GEZRR)

In addition to these retention times for the trial
documentation, documents relating to the full
traceability of the ATIMP have longer retention
periods'*"*. 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.

TRBRE RO 2 b ORI 2 T,
ATIMPDSE472 F L—H U 7 ¢ [ZBE T
HERHTIE. EBICEWVRESR SRS T
WHPE Zb ik, R OFHIRO304:
%, UIRROAREMHFIZ L > TENL Y E
I BEERDH DL, ZUE, HREOER >
7 A NVTZT TR TR TMF X ONRER
ELEMTMFICE £ 5 BIESCE I S
o,

12 Directive 2004/23/EC, Article 8
13 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.

BEOIRBRICE T 5 30E Bl V7 oo

TREEE, SOP, A& v 7 kL —=1 73k,
72— X {2 = > NREBEER R T
= MO SN TR ORST X O IER
§k) AR U EE L TV DA

Do

nb
DERAFIIE 2 RO D BRI, BIRBRSCEIE
OONTRFME EZERET L ENEETH

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.

BB AR R AR BR M AR B DS R A%

BRI fi IR BRI DB B & T D MEDR B

< 72 5 WEHA 2 TR BR S AT [ Rl /16 B 92 i 2 75 Ak
Bl Em CEMT H2EERH D,

EEL R OER 7 7 A L OREEMFITIER2 b
O (Bl BBREERE ., IGBEIEER, R

o IRBRIKIEA L. IBBRSCE ORI LE R

6.4.
T—AA T, RFF TEHREEOEER

Archiving, retention and change of ownership/responsibility

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 L TEH HAILTND KL 9 IZ
R~ AL —T 7 A VORNEDA—F v
TOEFRIT TN TLENLTBbD LT

Do FMLWA—F—1F, AFIEDLNT-H
EEBI> bDO LT D, | ZRERNZ TMF OW
KeT v LT, T—hIAT7EIN=IETO
LERTXCHEET L E2ERTLI L%
B 5, MESNTEROGFTOERIL, B
BRcx L5 T 2 0ERDH 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 ([CBT 2 BRI & & 15BRIK
FEE T, TR T ERT IR BR S M R . X
IZ CRO L D TR ENT-AEITHNT,

ZOXI RN IR o TG ED Z EEED T
B, IBBREEEMAGRIEMERERE, SUX
CRO N ZDFZIBEMT D Z & &K 5B
HDH, TOXIIRRMITIEBN T HIRRIKIEE
£, 7= A 7 M A8 U TAELZRFZ TMF

RIERTHIENMTEDLZ L, RUYEF TR
% UGB 2 IR RHEE O A3 FF2 & R
AELIRNT & A EICT D K ) it e T
svarelib ok,
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e CPMP/ICH/135/95 Guideline for good clinical practice E6 (R2)

e Detailed guidelines on good clinical practice specific to advanced therapy medicinal products 03/12/2009
ENTR/F/2/SF/dn D(2009) 35810

e Directive 2001/20/EC on the approximation of the laws, regulations and administrative provisions of the
Member States relating to the implementation of good clinical practice in the conduct of clinical trials on
medicinal products for human use

e Directive 2001/83/EC on the Community code relating to medicinal products for human use

e Directive 2003/63/EC amending Directive 2001/83/EC of the European Parliament and of the Council on the
Community code relating to medicinal products for human use

e Directive 2004/23/EC on setting standards of quality and safety for the donation, procurement, testing,
processing, preservation, storage and distribution of human tissues and cells

e Directive 2005/28/EC on laying down principles and detailed guidelines for good clinical practice as regards
investigational medicinal products for human use, as well as the requirements for authorisation of the
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
applicable)

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
and on the free movement of such data, and repealing Directive 95/46/EC (General Data Protection
Regulation)

e Regulation (EU) No 536/2014 on clinical trials on medicinal products for human use, and repelling Directive
2001/20/EC
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