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4&%% INTRODUCTION

18 R R Ba AR %8 (Good
Clinical Practices, N7 GCP){&
BRAANEZHESE ZRK
5 - HAERERET - $17 - A08%
B E 7 RIEENERENE
BRAZZE - (RTB LR T IR IR S
A EREN - 2xsiEd -
R RN TEMEYEES
MIRRIAERT - WHERER PR S
FIENOEE -

Good Clinical Practice (GCP) is an
international ethical and scientific
quality standard for designing,
conducting, recording and
reporting trials that involve the
participation of human subjects.
Compliance with this standard
provides public assurance that the
rights, safety and well-being of
trial subjects are protected,
consistent with the principles that
have their origin in the Declaration
of Helsinki, and that the clinical
trial data are credible.

ICH GCP H &I HtEN
(EU) ~ HARKEEBE—HHEZ
¥ PUREZSRE 2ERE
EWEHOE R RE
% -

The objective of this ICH GCP
Guideline is to provide a unified
standard for the European Union
(EV), Japan and the United States
to facilitate the mutual acceptance
of clinical data by the regulatory
authorities in these jurisdictions.

KIg5|REZ®ME - HA =[-
BN~ =X~ Rt BRI X K
HREEAS (WHO ) ZIR1T
GCP FirlzE -

The guideline was developed with
consideration of the current good
clinical practices of the European
Union, Japan, and the United
States, as well as those of
Australia, Canada, the Nordic
countries and the World Health
Organization (WHO).
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AR E) =R 1R 2 2 B R AT AR
B - BBEAES| -

This guideline should be followed
when generating clinical trial data
that are intended to be submitted
to regulatory authorities.

IS5 PR ERAMRVIRAD - TR3E
REMB AR BB ESE
T EZERKRME

The principles established in this
guideline may also be applied to
other clinical investigations that
may have an impact on the safety
and well-being of human subjects.

B £

ADDENDUM

B#m1E ICHGCP 55|11 - &

PREERRUFRIE ~ BB A
B 21800 - B3 E bR EIER
B IBES RS
INBREMBERER 2T - 81
ICH E6 (RIS - EA -2
ARAENCiFRRaER RS
RAEfEELHENNRE B
H1th 01 J_\U__CZI_E - Bl -

th R BRI (Z 403 Im Ba Rl BE TR 14

FEELIEEARRIES -

Since the development of the ICH
GCP Guideline, the scale,
complexity, and cost of clinical
trials have increased. Evolutions in
technology and risk management
processes offer new opportunities
to increase efficiency and focus on
relevant activities. When the
original ICH E6(R1) text was
prepared, clinical trials were
performed in a largely paper-based
process. Advances in use of
electronic data recording and
reporting facilitate implementation
of other approaches. For example,
centralized monitoring can now
offer a greater advantage, to a
broader range of trials than is
suggested in the original text.
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HE - AZKIEET ICH E6 (R2)1A
RIRERACGEEEBNERN
FTVEITER IR B 2 55T - #
T-8BE K kHE - F

I - HEERSHEREND
Rt RO - BEETER
SERAEmETNVNERSEN
ZEFRERNEN 21

Therefore, this guideline has been
amended to encourage
implementation of improved and
more efficient approaches to
clinical trial design, conduct,
oversight, recording and reporting
while continuing to ensure human

subject protection and reliability of

2 IN—fFER - trial results. Standards regarding
electronic records and essential
documents intended to increase
clinical trial quality and efficiency
have also been updated.

SLBEAIESIE - EERESEHE | This guideline should be read in

fth B2 R PR B ABRERY ICH 1551
(BIE0 - E2A ( BRIRZEHEIE
B ) - B3 ( ZmbRRalEaiN
&) “E7(EBFERE) - ES

( ERPRaBR—ARMERE] ) ~ E9
(#sTEERRI ) A E1L (/]

SRR ) o

conjunction with other ICH
guidelines relevant to the conduct
of clinical trials (e.g., E2A
(clinical safety data management),
E3 (clinical study reporting), E7
(geriatric populations), E8 (general
considerations for clinical trials),
E9 (statistical principles), and E11
(pediatric populations)).

1551 1BET RPN SR A IR T ER
&=~ BA& - =B JIE A
T—BRMRVIRE - DUEEZ
FARETEHEEORRmA
A BRBUE - Y0R E6 (R1) A E6
(ROMISFZABBEEOUER -

This ICH GCP Guideline
Integrated Addendum provides a
unified standard for the European
Union, Japan, the United States,
Canada, and Switzerland to
facilitate the mutual acceptance of
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FEIBSTiE A E6 (R2)PER

data from clinical trials by the
regulatory authorities in these
jurisdictions. In the event of any
conflict between the E6(R1) text
and the E6(R2) addendum text, the
E6(R2) addendum text should take
priority.

£ 15 - BFt#EE (GLOSSARY)

11 EmARKIE

ERESEM A - [FRlEa
B S 0] gERiR IR Emh
AR RAER SR - PRARZERE
FTZEEHREIRE
EROEE N KR/ S%m
RBRE - HERARE - 181

£ SA
HiE 5

A

EARBHHAEREEIES
I olge R REA R - W0 ¢ iR
EHFREE R -

R E LEMA%Em . EIEEH

£ N - FARTERS - &2EEa
B SRUEEEINEE - Al
FHEERRTAHNRE - (2
B ICH BRRZ =M EUIBEEE
5| RIFBHIZERKNIRE)

1.1 Adverse Drug Reaction
(ADR)

In the pre-approval clinical
experience with a new medicinal
product or its new usages,
particularly as the therapeutic
dose(s) may not be established: all
noxious and unintended responses
to a medicinal product related to
any dose should be considered
adverse drug reactions. The phrase
responses to a medicinal product
means that a causal relationship
between a medicinal product and
an adverse event is at least a
reasonable possibility, i.e. the
relationship cannot be ruled out.
Regarding marketed medicinal
products: a response to a drug
which is noxious and unintended

and which occurs at doses

10
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normally used in man for
prophylaxis, diagnosis, or therapy
of diseases or for modification of
physiological function (see the
ICH Guideline for Clinical Safety
Data Management: Definitions
and Standards for Expedited
Reporting).

12 AREH

SREERERENTUAR
BN - EA—EHZaEER
K% - AILARSHORE

—4 ]
24 0n

2 (ABR%Em) FREERE

AN

I A RERFEIEE (BIFEER
EE) - ER SRR - BamE

EEHEER GEEEn) AR -

(28 ICH R KL= M EIEE
eS| | REBWMZER MR
4 )

1.2 Adverse Event (AE)

Any untoward medical occurrence
in a patient or clinical
investigation subject administered
a pharmaceutical product and
which does not necessarily have a
causal relationship with this
treatment. An adverse event (AE)
can therefore be any unfavourable
and unintended sign (including an
abnormal laboratory finding),
symptom, or disease temporally
associated with the use of a
medicinal (investigational)
product, whether or not related to
the medicinal (investigational)
product (see the ICH Guideline
for Clinical Safety Data
Management: Definitions and
Standards for Expedited
Reporting).

11
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3EE (HRERSRETE 1.3 Amendment (to the protocol)
% ) See Protocol Amendment.
SEERFTEEEFEREK -
1.4 HEEREK 1.4 Applicable Regulatory

(ERCIESIEAE e Al it
ERETHmS -

Requirement(s)
Any law(s) and regulation(s)
addressing the conduct of clinical

trials of investigational products.

1.5 H%ﬁ?ﬁﬁﬁ (R ARRRE
SVEUMEZES )
Eﬁ.}*pit...m ERANEARE
m\3%41ﬁi5§§§*§ﬁ5@ :
oA REZEEEEIIMIE
ZEE - BEE - GCP B

BEAMRE K METT

1.5Approval (in relation to
Institutional Review Boards)

The affirmative decision of the
IRB that the clinical trial has been
reviewed and may be conducted at
the institution site within the
constraints set forth by the IRB,
the institution, Good Clinical
Practice (GCP), and the applicable

regulatory requirements.

1.6 1&#%

F=EN ISR RvAk Y
MHEDESN A - LURTE IR
A RAEREEIRVETT - BBA
#% ~ DATEREEEIMREER
BEtEE - ARETENEE
TEZETRRE ~ GCP BRI ARA

1.6 Audit

A systematic and independent
examination of trial related
activities and documents to
determine whether the evaluated
trial related activities were
conducted, and the data were
recorded, analyzed and accurately
reported according to the protocol,

sponsor's standard operating
procedures (SOPs), Good Clinical

12
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Practice (GCP), and the applicable

regulatory requirement(s).

1.7 ®ZRE &
EZEERENTEZIE
HR -

1.7 Audit Certificate
A declaration of confirmation by
the auditor that an audit has taken

place.

18 iR
HAREFEELZERANT
MiERERBERE -

1.8 Audit Report
A written evaluation by the
sponsor's auditor of the results of

the audit.

1.9 TEAZ R 1E
O] BB -

1.9 Audit Trail
Documentation that allows
reconstruction of the course of

events.

1.10 5 M4/4E ik
RS2 BN — % T A

|
\

BEABENERNDR - BRES
eRERAEBEBANELREDS
o] EEEHEXREE - aiRE
A~ BERERERLEENR

N BEBESWENABRAE
DA -

1.10Blinding/Masking

A procedure in which one or more
parties to the trial are kept
unaware of the treatment
assignment(s). Single-blinding
usually refers to the subject(s)
being unaware, and double-
blinding usually refers to the
subject(s), investigator(s),
monitor, and, in some cases, data
analyst(s) being unaware of the

treatment assignment(s).

L1 ERFEER
fixl RETEEPEKRNE
afl - EENI S El &R IER LD

1.11 Case Report Form (CRF)
A printed, optical, or electronic

document designed to record all

13
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fll ~ SRS EF AT TV

SfaaliREtE -

of the protocol required
information to be reported to the

sponsor on each trial subject.

1.12 BR IR Bg /At 55
TAEAS E#ITHHE - B

R E&IR Bl re AR ST 22 e ER

R~ ZE3R BB HLth 2230 21
A B\ RERR T ST ZE m Ay A
BKRIE ; B\ BRI % m
AOIRUT ~ o ffn ~ FOR8 - E25F
- DIEREZ 2 4\ &
R - b PRl BR ARG R A

1.12 Clinical Trial/Study

Any investigation in human
subjects intended to discover or
verify the clinical,
pharmacological and/or other
pharmacodynamic effects of an
investigational product(s), and/or
to identify any adverse reactions
to an investigational product(s),
and/or to study absorption,
distribution, metabolism, and
excretion of an investigational
product(s) with the object of
ascertaining its safety and/or
efficacy. The terms clinical trial
and clinical study are

Synonymous.

1.13 B R B/ RBR S

RAB LHARE - TER 2T
B 2 RARE SR EELEH
b AR R ETRIRM -
IREADHT - EBE B—05%E
WEE - ( 2B ICH 155| "%
RAREBRE 2B RA

1)

~

D} B0 & MO

1.13 Clinical Trial/Study Report
A written description of a
trial/study of any therapeutic,
prophylactic, or diagnostic agent
conducted in human subjects, in
which the clinical and statistical
description, presentations, and
analyses are fully integrated into a

single report (see the ICH

14
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Guideline for Structure and
Content of Clinical Study
Reports).

1 14 %j‘/\\\l\

( Zaz =

><HAA
BRSSP MRS E LB
mAi®Em - B EhEm

( BNEEIZEHI ) Sz B -

1.14 Comparator (Product)

An investigational or marketed
product (i.e., active control), or
placebo, used as a reference in a

clinical trial.

1.15 B¢ (iR EE )
BrRrA B RAEHREE - GCP &2
MEEEREK -

1.15 Compliance (in relation to
trials)

Adherence to all the trial-related
requirements, Good Clinical
Practice (GCP) requirements, and
the applicable regulatory

requirements.

1.16 3%

1.16 Confidentiality

Rl BB ER | Prevention of disclosure, to other

i BN B EELA RS | than authorized individuals, of a

ERAE - sponsor's proprietary information
or of a subject's identity.

1.17 &8 1.17 Contract

SEINEHWZHAE - 32¥ | A written, dated, and signed

EETEAEHBVE - 83 | agreement between two or more

TEABRARFEEZMHFIR
2 HE - BRI EEERZ
KIROERE

involved parties that sets out any
arrangements on delegation and
distribution of tasks and
obligations and, if appropriate, on
financial matters. The protocol

may serve as the basis of a

15
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contract.

118 HREES
ARBTEUNNEZEET - LY
177 R S B B IR A B AU T -

1.18 Coordinating Committee
A committee that a sponsor may
organize to coordinate the conduct

of a multicenter trial.

1.19 e i EFHA

B S FR R R R
BAZ—  FEEEHASHE
BiER R P AR REE
AEBERFA -

1.19 Coordinating Investigator
An investigator assigned the
responsibility for the coordination
of investigators at different
centres participating in a

multicentre trial.

1.20 LR

M B Z T AR E A S
B (B -~ Bl StEM) - W
TRt E O E L
RHEN TSRS -

AR

1.20 Contract Research
Organization (CRO)

A person or an organization
(commercial, academic, or other)
contracted by the sponsor to
perform one or more of a
sponsor's trial-related duties and

functions.

1.21 BEEER

A A B PR B 1 TR -
AT - BB BEEENAHK
B s - U BEEEENE
A2 (AW BAREEINEEEE
WE - e FEEEEX

8) W BEMHEBEARERIAR
ARG ERITERIIE T - R4
FalEB A RETER
MEREER M -

1.21Direct Access

Permission to examine, analyze,
verify, and reproduce any records
and reports that are important to
evaluation of a clinical trial. Any
party (e.g., domestic and foreign
regulatory authorities, sponsor's
monitors and auditors) with direct
access should take all reasonable

precautions within the constraints

16
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of the applicable regulatory
requirement(s) to maintain the
confidentiality of subjects'
identities and sponsor's

proprietary information.

1.22 7218

P B N A B sl s kil B
M73E ~ MATEN\S&ER
A BRI A ZEARENTE (O
REAEN - ARRER - &
FEINBLH ; 1B - XHHE
INEE)

E’ ?EB

1.22 Documentation

All records, in any form
(including, but not limited to,
written, electronic, magnetic, and
optical records, and scans, x-rays,
and electrocardiograms) that
describe or record the methods,
conduct, and/or results of a trial,
the factors affecting a trial, and

the actions taken.

1.23 BEER
o] A 2R ER M s BR RO BN AT B I
mBNEN ( 2/ ICHE6(R2)

% 8 ERTHRTROLNES
K-

1.23 Essential Documents
Documents which individually
and collectively permit evaluation
of the conduct of a study and the
quality of the data produced (see
8. Essential Documents for the

Conduct of a Clinical Trial).

1.24 B REF R Be R0

( GCP)

fa PR BmEg st ~ W4T ~ BRI -
iz~ Aotk > O - WE 2B
. ORREBEMR SN
REORoEHEIEE  SEHEN
R ~ STEM - BT

1.24 Good Clinical Practice
(GCP)

A standard for the design,
conduct, performance,
monitoring, auditing, recording,
analyses, and reporting of clinical

trials that provides assurance that

17
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WIRE - the data and reported results are
credible and accurate, and that the
rights, integrity, and
confidentiality of trial subjects are
protected.

1.25 B EIEEHZES (2 | 1.25 Independent Data-

BT ‘7EJ/J\ #H - BEflZ | Monitoring Committee (IDMC)

BEE - HEEANZEE ) 55 | (Data and Safety Monitoring

ER = AV LAV 73
SERRERAERER -
ZEHBBAEENEIE
T UEZaRETEEhE
g - BlEeiF b

&

Board, Monitoring Committee,
Data Monitoring Committee)

An independent data-monitoring
committee that may be established
by the sponsor to assess at
intervals the progress of a clinical
trial, the safety data, and the
critical efficacy endpoints, and to
recommend to the sponsor
whether to continue, modify, or

stop a trial.

1.26 ~FREA
HIFEBNEEERAS - B
AZZEHBABNAER

28R

Z REXEBARHELE
REATEHT  HE2HEZH
ZESERZRRELREZ
ZREERHEMREHRARHE
WEEER

1.26 Impartial Witness

A person, who is independent of
the trial, who cannot be unfairly
influenced by people involved
with the trial, who attends the
informed consent process if the
subject or the subject's legally
acceptable representative cannot
read, and who reads the informed

consent form and any other

18
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written information supplied to

the subject.

1.27 B REZEES
HEBE\REBSS 7HEAS
BJFEBEBJERES S /254

AR ERE (FE/\EHEEE
2 #HEN  BER - BXRHN
LX) HEERRER
A ERERN 22 HEREi - F
SakastEE - efEaikE
RANER - &fE - #&
ARSI o= L
X WZERDERER -
BEBUMEZEITHEEN
MR~ BIFELAREK -
BEB XK OBEARE - (BFEBEE
(ERVABE KERAFE 5|y

i m iR Ral B AR s E F

o 40 =
K%Dﬁ

e =
HE ~
7N

EEE

===

1.27 Independent Ethics
Committee (IEC)

An independent body (a review
board or a committee,
institutional, regional, national, or
supranational), constituted of
medical professionals and non-
medical members, whose
responsibility it is to ensure the
protection of the rights, safety and
well-being of human subjects
involved in a trial and to provide
public assurance of that
protection, by, among other
things, reviewing and approving /
providing favourable opinion on,
the trial protocol, the suitability of
the investigator(s), facilities, and
the methods and material to be
used in obtaining and
documenting informed consent of
the trial subjects.

The legal status, composition,
function, operations and
regulatory requirements pertaining
to Independent Ethics Committees

may differ among countries, but

19
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should allow the Independent
Ethics Committee to act in
agreement with GCP as described

in this guideline.

1.28 ZEBEEEE
EEMNZAHEWRE 7 #EES
A7 B IRE BRI ERE N S - B
SRIE E/AJNWWEF%
% HBEFEERMEEE
Mﬂ%%h&°ﬁﬁ%ﬁai
BEAEERN  TEEER
HEEHH -

\\

1.28 Informed Consent

A process by which a subject
voluntarily confirms his or her
willingness to participate in a
particular trial, after having been
informed of all aspects of the trial
that are relevant to the subject's
decision to participate. Informed
consent 1s documented by means
of a written, signed and dated

informed consent form.

1.29 &%

EE I ENRRER R R
Eﬁaﬁ..ua-zﬁ%%ﬁma% CEE A
% - BAE M O] BEfE AR B AE

nit,%MztnwE%,Li\_JZEEEEﬁn7anT%
ZER S HEMEEEERR
BAPR Rl ER AR 2 ER -

1.29Inspection

The act by a regulatory
authority(ies) of conducting an
official review of documents,
facilities, records, and any other
resources that are deemed by the
authority(ies) to be related to the
clinical trial and that may be
located at the site of the trial, at
the sponsor's and/or contract
research organization's (CRO's)
facilities, or at other
establishments deemed

appropriate by the regulatory

20
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authority(ies).

1.30 B
] 01T B PR AT BB Y A 3231 Fh
R BTRBEY T B -

1.30 Institution (medical)

Any public or private entity or
agency or medical or dental
facility where clinical trials are

conducted.

131 ARl ZEE
HEEBREBEREEAE
HIFBBERNEBEERyE8H
REEIIERE  HEERRE
S BN - L BnEt
=2aAdkstEE  aBmaRE
FARNER - &F - BELS
HERESHEREE 2
Xt TZAEREERER -

1.31

Institutional Review Board (IRB)
An independent body constituted
of medical, scientific, and non-
scientific members, whose
responsibility is to ensure the
protection of the rights, safety and
well-being of human subjects
involved in a trial by, among other
things, reviewing, approving, and
providing continuing review of
trial protocol and amendments and
of the methods and material to be
used in obtaining and
documenting informed consent of

the trial subjects.

1.32 ER R B/ U ER R R &
HATER R ERERRE - PRETTAY
DITERAFTEWS -

1.32 Interim Clinical Trial/Study
Report

A report of intermediate results
and their evaluation based on
analyses performed during the

course of a trial.

A EA S
1.33 &3 B2 o

1.33 Investigational Product

21
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B PR AT BR O 2R B 2 2 qn =

I:I

RMB2E ZE N R =%
B SR LhERERAR

/\ET EE R ARR AR E
Ao(Bc 77 s B2 Sl fE R il AR 4%
ERERIES ARESERZ
ERRERNE—TER -

A pharmaceutical form of an
active ingredient or placebo being
tested or used as a reference in a
clinical trial, including a product
with a marketing authorization
when used or assembled
(formulated or packaged) in a way
different from the approved form,
or when used for an unapproved
indication, or when used to gain
further information about an

approved use.

1.34 sBREIF A

Ea kBT RNE
BA - B iRiEs o DIEKR
KT - AZEBENE
BEARABEISA - NaES
MEFA - T 2REFEHR bR
EFA -

1.34 Investigator

A person responsible for the
conduct of the clinical trial at a
trial site. If a trial is conducted by
a team of individuals at a trial site,
the investigator is the responsible
leader of the team and may be
called the principal investigator.

See also Subinvestigator.

1.35 s BRE 5 A/HB
ERMEEAEERNERER
AN\ BRI -

1.35 Investigator/Institution

An expression meaning "the
investigator and/or institution,
where required by the applicable

regulatory requirements".

1.36 FHAFM
BEARAS TWAHERERFE
AT B8 28 o 7 i PR EA T B PR 201

9 482 O

1.36 Investigator's Brochure
A compilation of the clinical and

nonclinical data on the

22
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HUAREEY) -
(2RIF7TE "EHAF
fa)e

investigational product(s) which is
relevant to the study of the
investigational product(s) in
human subjects (see 7.

Investigator's Brochure).

1.37 REEA
AERENIRNEREZRR
SERREERREA  JAAR
s HE RIS B

1.37 Legally Acceptable
Representative

An individual or juridical or other
body authorized under applicable
law to consent, on behalf of a
prospective subject, to the
subject's participation in the

clinical trial.

1.38 B3I

BO B b PRER B S B T AR R IR
A RARREARAETEE -
1REEEE R - GCP BHAHRE
BREZTR -

1.38 Monitoring

The act of overseeing the progress
of a clinical trial, and of ensuring
that it 1s conducted, recorded, and
reported in accordance with the
protocol, Standard Operating
Procedures (SOPs), Good Clinical
Practice (GCP), and the applicable

regulatory requirement(s).

1.39 BEHIER S
EBRKBHBEZTEF T
MARAEEZEIZ - AR R Btk
B E\ay B E B BR AR R Y
F15%  SRENERMHEAS
RETENEARS -

1.39 Monitoring Report

A written report from the monitor
to the sponsor after each site visit
and/or other trial-related
communication according to the

sponsor's SOPs.
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1.40 ZHE1EERIK EitA
B—akEstEE - BAZEH
BRtkigiiz ﬁinfEE FRALE
WATHIRR PR 5 -

1.40 Multicentre Trial

A clinical trial conducted
according to a single protocol but
at more than one site, and
therefore, carried out by more

than one investigator.

1.41 FEBRIREL B8
AEANBES T RITHEYEES
wsE -

1.41 Nonclinical Study
Biomedical studies not performed

on human subjects.

1.2 BR (BEImEEEE

EED
B REEERAIE 1R

EA\Sl ZE5% -

1.42 Opinion (in relation to
Independent Ethics Committee)
The judgement and/or the advice
provided by an Independent
Ethics Committee (IEC).

1.43 [RGB EL %
SRR -

1.43 Original Medical Record

See Source Documents.

1.44 EEETEE

R R R BRI B R © 825
7305~ HETEE - BRHINX
% - EEARFTEE N REMHA
SR tERE S S EIEA - thOlRE
AEMSEEREMH - £ ICH
GCP #5519 - EBRET=EEU—
LR EHEEEEE -

1.44 Protocol

A document that describes the
objective(s), design, methodology,
statistical considerations, and
organization of a trial. The
protocol usually also gives the
background and rationale for the
trial, but these could be provided
in other protocol referenced
documents. Throughout the ICH
GCP Guideline the term protocol
refers to protocol and protocol

amendments.
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1.45 nitn 2R D-I_%%ggﬁ}izﬁ
=l B D-I—%%gEE‘ZIEEEE
BT 4 -

1.45 Protocol Amendment
A written description of a
change(s) to or formal

clarification of a protocol.

1.46 mnBE RS

R RER IR R TR R E
BHESL - L% - REHEFTS
GCP BHES AR E KT Y
SIEMMAAREED -

1.46 Quality Assurance (QA)

All those planned and systematic
actions that are established to
ensure that the trial is performed
and the data are generated,
documented (recorded), and
reported in compliance with Good
Clinical Practice (GCP) and the
applicable regulatory

requirement(s).

1.47 B EH|
EmBIREZRANA - FZ2RER
AR R mBIIEREE
SKAIR(E R g B RS -

1.47 Quality Control (QC)

The operational techniques and
activities undertaken within the
quality assurance system to verify
that the requirements for quality

of the trial-related activities have
been fulfilled.

1.48 Bt D EC

FERR D IR A B ER BE
2 ol SRR 22 B LURL D MR
=HEE -

1.48 Randomization

The process of assigning trial
subjects to treatment or control
groups using an element of chance
to determine the assignments in

order to reduce bias.
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1.49 EEHKE
BEEENRHEE - EXIES]
b TEREESEEmAE
BERTEZ (2RE_KF)
HEEE -

1.49 Regulatory Authorities
Bodies having the power to
regulate. In the ICH GCP
guideline the expression
Regulatory Authorities includes
the authorities that review
submitted clinical data and those
that conduct inspections (see
1.29). These bodies are sometimes
referred to as competent

authorities.

1.50 ZREAREH

IR BREmEAE SRS
ZAESH  BEXT B
G ERRAFRSERE
B ~ IERCKAMRE - 5t
KU - ( 28 ICH KL ZE
HEIBERIES| . RRBH
TERMIZAE )

1.50 Serious Adverse Event
(SAE) or Serious Adverse Drug
Reaction (Serious ADR)

Any untoward medical occurrence

that at any dose:

- results in death,

- 1s life-threatening,

- requires inpatient hospitalization
or prolongation of existing
hospitalization,

- results in persistent or significant
disability/incapacity,

or

- 1s a congenital anomaly/birth

defect

(see the ICH Guideline for

Clinical Safety Data Management:

Definitions and Standards for
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Expedited Reporting).

1.51 [RIGENIE

B R EE3R - BRES ~ SR HEMthAERR
B R RNLRYRIG AR AL HE
wlEIRER - [RIGEIEES

1.51 Source Data
All information in original records
and certified copies of original

records of clinical findings,

IR ([RIBACERS A MERD | observations, or other activities in

ERREIZR)P - a clinical trial necessary for the
reconstruction and evaluation of
the trial. Source data are contained
in source documents (original
records or certified copies).

1.52 JREHF 1.52 Source Documents

B I ~ BUBEIACE (B | Original documents, data, and

W BRRE - BRRERAE
e = R T s 2
BET ik - BEMEERFTAC
XRVEUE - AERERRRER TR
MEIARER - SBER - 18
TIER ~ MB AR - X
7 R~ BEER  REREE
B BREHASHEMGKRER L
BRI ERFIRVACER)

e

AR

records (e.g., hospital records,
clinical and office charts,
laboratory notes, memoranda,
subjects' diaries or evaluation
checklists, pharmacy dispensing
records, recorded data from
automated instruments, copies or
transcriptions certified after
verification as being accurate
copies, microfiches, photographic
negatives, microfilm or magnetic
media, x-rays, subject files, and
records kept at the pharmacy, at
the laboratories and at medico-
technical departments involved in

the clinical trial).
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1.53 s a=atE&
B ERRERRORME - E1EH
S EEREIA ~ AT - HEiEEL

1.53 Sponsor

An individual, company,
institution, or organization which
takes responsibility for the
initiation, management, and/or

financing of a clinical trial.

1.54 s BRRTE - ABERFA
B A H M AR RBER
TERARAERRVEIA - EEEE
BN N - I AEE A ol E

R H AR AR - BliRE
At -l B 15 A LA EREEE
JEEMEERE (AU . FAEHEEZE
S HFHE) - EUARIKRE
ARt ENERESANS
(=l

1.54 Sponsor-Investigator

An individual who both initiates
and conducts, alone or with
others, a clinical trial, and under
whose immediate direction the
investigational product is
administered to, dispensed to, or
used by a subject. The term does
not include any person other than
an individual (e.g., it does not
include a corporation or an
agency). The obligations of a
sponsor-investigator include both

those of a sponsor and those of an

investigator.
1.55 R EFERER 1.55 Standard Operating
AEESTEINEE BRI | Procedures (SOPs)

ZaFAIEmERA

Detailed, written instructions to
achieve uniformity of the
performance of a specific

function.

1.56 EIEEEERFA

EREESABRES AEIKE

1.56 Subinvestigator

Any individual member of the
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EEEZNTAREEERSR
B BRHRR EORR ZEA
(Bl - B8 - EhERD - 2l
Eﬁ%%) - MB 2 RIHRER
A e

clinical trial team designated and
supervised by the investigator at a
trial site to perform critical trial-
related procedures and/or to make
important trial-related decisions
(e.g., associates, residents,
research fellows). See also

Investigator.

1.57 2 A/HBEHE
SN PR A BR T 132 2 5ol BR 2 o

1.57 Subject/Trial Subject

An individual who participates in

S IR ZEmAIE A - a clinical trial, either as a recipient
of the investigational product(s) or
as a control.

1.58 ZHEZ RS 1.58 Subject Identification Code

AR EFAREABNURHEE
RIE RS - H o] FARIRE
RuBNSD - BRBESA
BIREAREHE S E MR
HENEER - JHRNER

=

% ]

A unique identifier assigned by
the investigator to each trial
subject to protect the subject's
identity and used in lieu of the
subject's name when the
investigator reports adverse events

and/or other trial related data.

1.59 s E@ith 2L
ERERITEG BRHEE SR E it
B

1.59Trial Site
The location(s) where trial-related

activities are actually conducted.

1.60 RIFH E M A B R IE

AERERE RS
mEsf (Bl %tﬁinﬁﬁ
mZEFAFMEE L o
IR/ RS MEIRE ) Z %00

»‘f

1.60 Unexpected Adverse Drug
Reaction

An adverse reaction, the nature or
severity of which is not consistent

with the applicable product
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ARRIE (28 ICH lRRZ 2
MEUBEIEES|  REBWM L
EFRMIRE )

information (e.g., Investigator's
Brochure for an unapproved
investigational product or package
insert/summary of product
characteristics for an approved
product) (see the ICH Guideline
for Clinical Safety Data
Management: Definitions and
Standards for Expedited
Reporting).

1.61Vulnerable Subjects
Individuals whose willingness to
volunteer in a clinical trial may be
unduly influenced by the
expectation, whether justified or
not, of benefits associated with
participation, or of a retaliatory
response from senior members of
a hierarchy in case of refusal to
participate. Examples are
members of a group with a
hierarchical structure, such as
medical, pharmacy, dental, and
nursing students, subordinate
hospital and laboratory personnel,
employees of the pharmaceutical
industry, members of the armed
forces, and persons kept in

detention. Other vulnerable
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subjects include patients with
incurable diseases, persons in
nursing homes, unemployed or
impoverished persons, patients in
emergency situations, ethnic
minority groups, homeless
persons, nomads, refugees,
minors, and those incapable of

giving consent.

1.62 2R EFRITEAL

HEGARERZZHEESER

BOEZEE -

1.62 Well-being (of the trial
subjects)

The physical and mental integrity
of the subjects participating in a

clinical trial.

Bfi &5 ADDENDUM
1.63 #EEBFEMEIK 1.63Certified Copy
ZIEREE (BIEMEEHEEZ | A copy (irrespective of the type of

ZRABERERERF ) NREA
#OEREIAS (AP A RVACER
R A ) WEHRRIAE
HEINEN - EFERER - A
BRRE -

media used) of the original record
that has been verified (i.e., by a
dated signature or by generation
through a validated process) to
have the same information,
including data that describe the
context, content, and structure, as

the original.

1.64 ESIFTE

ZIe i b R BR ES ) 2 2R
B~ 505 s EEREKRHX
{a

1.64 Monitoring Plan
A document that describes the
strategy, methods, responsibilities,

and requirements for monitoring
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the trial.

1.65 ElE 2 AAVERE

GIEEMER I ERAMNEEEK
HETEEMACRIBRE - K&
MR ETEFE s E R R A
HEEFEERE - EEE
RERT L - BEEXRFITRE
R KRE Mo EZHER

& MalBRER I EENEER

AN
oo o
AN

= “'7"<

1.65Validation of Computerized
Systems

A process of establishing and
documenting that the specified
requirements of a computerized
system can be consistently
fulfilled from design until
decommissioning of the system or
transition to a new system. The
approach to validation should be
based on a risk assessment that
takes into consideration the
intended use of the system and the
potential of the system to affect
human subject protection and

reliability of trial results.

%2 & - EXJEAI (THE PRINCIPLES)

2.1 R B 2 AT SR
FEE=MMIERA - W
GCP RMHBEERERK— -

2.1Clinical trials should be
conducted in accordance with the
ethical principles that have their
origin in the Declaration of
Helsinki, and that are consistent
with GCP and the applicable

regulatory requirement(s).

2.2 Al EEF R AT - FEEEEE
Rl 7 2 B EE IS L B PTIE A
o] FEEAR Bk ~ ANEETERAY
SATRIANEEEE R

/\

2.2 Before a trial 1s initiated,
foreseeable risks and
inconveniences should be

weighed against the anticipated
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5 - 7 FERIYA N5 4R LA B -

benefit for the individual trial

subject and society. A trial should
be initiated and continued only if
the anticipated benefits justify the

risks.

23 REBZERN ~ ZE MEt
ERERVES - WEELR
BEBRTEZE

N2
= o
I

2.3 The rights, safety, and well-
being of the trial subjects are the
most important considerations and
should prevail over interests of

science and society.

2.4 HRISH B REEm 2 IF
B R S BR AR E R - FEAEE = i
S FF P RO B PR AL B -

2.4 The available nonclinical and
clinical information on an

investigational product should be
adequate to support the proposed

clinical trial.

2.5 RRAEREARIBERE - R

2.5 Clinical trials should be

RilERstEERBERE NFFEMN | scientifically sound, and described
gt - in a clear, detailed protocol.
2.6 ERERER A E 4 EAS A | 2.6 A trial should be conducted in

BB EZEE\ B MEERE

compliance with the protocol that

ZEBEER ZAERETEE M | has received prior institutional

17 review board (IRB)/independent
ethics committee (IEC)
approval/favourable opinion.

27 /PRl EBE ZEBEIREINS | 2.7 The medical care given to, and

ERORARBD OB T B
WEE -

medical decisions made on behalf
of, subjects should always be the
responsibility of a qualified

physician or, when appropriate, of
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a qualified dentist.

28 B—USHERATZA
- BAETELEFERZH
* AIBR R AR -

AU I

2.8 Each individual involved in
conducting a trial should be
qualified by education, training,
and experience to perform his or

her respective task(s).

29 R B2 HHRAT - BER

HERGATZROZRRE

2.9

Freely given informed consent
should be obtained from every
subject prior to clinical trial

participation.

2.10

PR iR R el BR E R T RC 8% -
BEAITE  DIftEERS
2 IR KHER -

Bt %
IEIRRIE R RIS S|P Z4C
i% - RREFERZENS
fa]

2.10

All clinical trial information
should be recorded, handled, and
stored in a way that allows its
accurate reporting, interpretation
and verification.

ADDENDUM

This principle applies to all
records referenced in this
guideline, irrespective of the type

of media used.

2.11
BREUJHRZEEST D ZLC
A EN - FEEREARY
BRRIER ZIRE -

2.11

The confidentiality of records that
could identify subjects should be
protected, respecting the privacy
and confidentiality rules in
accordance with the applicable

regulatory requirement(s).
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2.12

aRZEmIRE « BRERITE
ERE GMP - sl BREE mAyfE A
REBREZEZABIES -

2.12

Investigational products should be
manufactured, handled, and stored
in accordance with applicable
good manufacturing practice
(GMP). They should be used in
accordance with the approved

protocol.

2.13

AR AEERAREmE
RS RERE -

B %
ELEAFEEENERZHE
RENDBAERIEEZEH
] -

2.13

Systems with procedures that
assure the quality of every aspect
of the trial should be
implemented.

ADDENDUM

Aspects of the trial that are
essential to ensure human subject
protection and reliability of trial
results should be the focus of such

systems.

EF3E - NBEBHREEST/HIMEZFE S ANSTITUTIONAL
REVIEW BOARD/INDEPENDENT ETHICS COMMITTEE

(IRB/IEC))
31 Eff 3.1 Responsibilities
3.1.1 3.1.1

IRB/IEC EMER s EHRIRER -
ZEPURIBASZERE - o]
PBEERSREBENSTHE 2

RESHIER -

An IRB/IEC should safeguard the
rights, safety, and well-being of all
trial subjects. Special attention
should be paid to trials that may

include vulnerable subjects.
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3.1.2
IRB/IEC B M3
IR ERETEE BB IERA - =
AEEEREREBEREK - SHE
WELER (AW : BS ) =4
RHEENSEER - ETHAFM-
RAZEHEN - KA B0
PUEERR - AR EFARIE
s EHM O mIBEERNER
MUEEMARBHERZEE\EIL
MEZEE RAZTERMWE

Kl -

AN BEETBUMBERS
ZREESERB AT AR AR
NWEE HZaARELEERR -
R ARMERL AR iR 2t -« PR E
BRI NIERZHE

- ZEERRR
- ZERFBMEBLERR
- AERBER

RIS EELIZEERRER

3.1.2

The IRB/IEC should obtain the
following documents:

trial protocol(s)/amendment(s),
written informed consent form(s)
and consent form updates that the
investigator proposes for use in
the trial, subject recruitment
procedures (e.g. advertisements),
written information to be provided
to subjects, Investigator's
Brochure (IB), available safety
information, information about
payments and compensation
available to subjects, the
investigator's current curriculum
vitae and/or other documentation
evidencing qualifications, and any
other documents that the IRB/IEC
may need to fulfil its
responsibilities.

The IRB/IEC should review a
proposed clinical trial within a
reasonable time and document its
views in writing, clearly
identifying the trial, the
documents

reviewed and the dates for the

following:
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- approval/favourable opinion;

- modifications required prior to
its approval/favourable opinion;

- disapproval / negative opinion;

and

- termination/suspension of any

prior approval/favourable

opinion.
3.1.3 3.1.3
AEdmEZEZVEYMIEZE | The IRB/IEC should consider the

Eﬁiéﬁnﬁ%ﬁﬁﬁ/\ﬂ’] 515
B R EMAEREER -

qualifications of the investigator
for the proposed trial, as
documented by a current
curriculum vitae and/or by any

other relevant documentation the

IRB/IEC requests.
3.14 3.14
ANigit i ZE2VE I MIEZEE | The IRB/IEC should conduct

ﬁ%’fﬁ?@%%ﬁt%ﬁﬁﬁﬁ%’z}ﬁﬁﬁ

continuing review of each

EHFHE E TRV RS - ongoing trial at intervals

2hEF—: appropriate to the degree of risk to
human subjects, but at least once
per year.

3.1.5 3.1.5

= IRB/IEC HIERrFRINERIER
PIRIRESEE ZEN - 22

PURAEHE -

/B Hh <
5=

SKiR R AIE5]

4.8.10 FHESNE ZFRINEHY -

ANiei BB MIEEE

The IRB/IEC may request more
information than is outlined in
paragraph 4.8.10 be given to
subjects when, in the judgement
of the IRB/IEC, the additional
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SNAERZEINERI BN (RE
S ENER - 22 PIKRTR
Ak - OIESKATE5] 4.8.10 FHZE
RN 7 ER -

information would add
meaningfully to the protection of
the rights, safety and/or well-
being of the subjects.

3.1.6
ESXHERHEEREBEARRE
TIEAEMARE ( 2/
4812~ 48.14) AEEHBZES
BB MEEEEFREEDR
SFEEREMNHER TSR
EEEZREEE  THFES
MHEEREK -

3.1.6

When a non-therapeutic trial is to
be carried out with the consent of
the subject's legally acceptable
representative (see 4.8.12, 4.8.14),
the IRB/IEC should determine
that the proposed protocol and/or
other document(s) adequately
addresses relevant ethical
concerns and meets applicable
regulatory requirements for such

trials.

3.1.7

Rt = 2SRRI E
SRAEBIHZERNEARR
(2R 4.8.15) AfSaligEE&
SVEMIEEZEEREEZA
BEtEE REMXXHEERNT D
REEEZHEES  WAR
SHEEEREK (Al Bz

E W
ARBER ) °

3.1.7

Where the protocol indicates that
prior consent of the trial subject or
the subject's legally acceptable
representative is not possible (see
4.8.15), the IRB/IEC should
determine that the proposed
protocol and/or other document(s)
adequately addresses relevant
ethical concerns and meets
applicable regulatory
requirements for such trials (i.e. in

emergency situations).

38




109 & 77w (¥ %)

3.1.8
NSl E VB MEERE
EHEEEARRAEUERSY
W AR RTTE - DU IR R
BN AERERHENE

- Rl BRI EE Bl 9
EE mAE2EH BT ET
WS -

3.1.8

The IRB/IEC should review both
the amount and method of
payment to subjects to assure that
neither presents problems of
coercion or undue influence on
the trial subjects. Payments to a
subject should be prorated and not
wholly contingent on completion

of the trial by the subject.

3.1.9

ANl E BB MIEEE
ZEERBRAXHE B S W
WER - SRERS - 258
REUTERE - LR = &R
REAEMGARHEZ ZER

3.1.9

The IRB/IEC should ensure that
information regarding payment to
subjects, including the methods,
amounts, and schedule of payment

to trial subjects, is set forth in the

EH - IIREEHI D ECI Y | written informed consent form

7TV EEFARR AR and any other written information
to be provided to subjects. The
way payment will be prorated
should be specified.

3.2 #AR%  ThEE R E(E 3.2 Composition, Functions and
Operations

3.2.1 3.2.1

ANigilBRZE 8\ MIEZE | The IRB/IEC should consist of a

ZERESEABAEN - HHE
EEEEE N ha R 2R

2 BEERmAmREZERA
Khe - BRARABREEDVE

reasonable number of members,
who collectively have the
qualifications and experience to

review and evaluate the science,

39




109 & 77w (¥ %)

BEEEHMABRRE
ZVhNUmME
UEERIFRBE=R

/Iy —

3

(T
OHED
AL
(=) 2D —UBEEE i
BINNT
NSl E VB MEERE
ZREPESIEEREF AL
AREEEE DEBENBDHER
RYRLEBEESEZR

medical aspects, and ethics of the

proposed trial. It is recommended

that the IRB/IEC should include:

(a) At least five members.

(b) At least one member whose
primary area of interest is in a
nonscientific area.

(c) At least one member who is
independent of the

institution/trial site.

& Only those IRB/IEC members
A BZEEEIMIEZE | who are independent of the
SERRERERHEER ZE investigator and the sponsor of the
B o trial should vote/provide opinion
on a trial-related matter.
A list of IRB/IEC members and
their qualifications should be
maintained.
3.2.2 322

AN REZEEEIUMEEZE
ERKBRERFERERNTHE
IhgE - WHRBEHHEEA

fri,hiﬁﬁ S EEAHK - /\ﬁﬂnit
BEEEVEUMEEZETES

F GCP X EM4H E%%%E;dz °

The IRB/IEC should perform its
functions according to written
operating procedures, should
maintain written records of its
activities and minutes of its
meetings, and should comply with
GCP and with the applicable

regulatory requirement(s).

3.23

323
An IRB/IEC should make its
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ZERAEZEABNEEIEER
FEBAENABHLERSEME
FR B RE -

decisions at announced meetings
at which at least a quorum, as
stipulated in its written operating

procedures, is present.

EF2EAREAREEE\EI
% \6255&*1 AV Y

3.24
Only members who participate in
the IRB/IEC review and

8 FTEERARNIEEERSE | discussion should vote/provide
& their opinion and/or advise.
3.2.5 3.2.5

AR A O DR (R0 AR

The investigator may provide

AEBNER - BAE28 AR | information on any aspect of the

AR ZEEVEMIEZEEM | trial, but should not participate in

BE /31 REERINE the deliberations of the IRB/IEC

& or in the vote/opinion of the
IRB/IEC.

3.2.6 3.2.6

AN BZEE\EUMIEZE | An IRB/IEC may invite

TLXLma?FEJZE\E’\J%%.n%
RESXELRIHE -

nonmembers with expertise in

special areas for assistance.

3.3 FEER

3.3 Procedures

IRB/IEC B2 WEBFEEZE | The IRB/IEC should establish,

EXER - 815 . document in writing, and follow
its procedures, which should
include:

3.3.1 3.3.1

REHAK(ENYRZEIE) | Determining its composition

NEBIIES - (names and qualifications of the

members) and the authority under
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which it is established.

332
HERZRER - BRIAER

BRBHES -

332
Scheduling, notifying its members

of, and conducting its meetings.

3.33
AT BRI R EES -

333
Conducting initial and continuing

review of trials.

334
REREBEEEZE

INPS

e
ik
#

]

334
Determining the frequency of

continuing review, as appropriate.

3.35

BMHERAEER - HESA
erlREEEBUmMERES
ZHEBERRR ZE TP El R
MAORBEEFFES - =RHE
HESNEERR -

335

Providing, according to the
applicable regulatory
requirements, expedited review
and approval/favourable opinion
of minor change(s) in ongoing
trials that have the
approval/favourable opinion of

the IRB/IEC.

3.3.6

ARR] ARl =8 2 Va1 i
ZEgHhTZEERSRA -
R EAS AR -

3.3.6

Specifying that no subject should
be admitted to a trial before the
IRB/IEC issues its written
approval/favourable opinion of

the trial.

3.3.7

BRI 1E IRB/IEC % E\ERIER
Bl - REE A g aEE =G
UREZESEZEEBERRER

3.3.7
Specifying that no deviations
from, or changes of, the protocol

should be initiated without prior
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A—‘-
/\AI:'

E

- AEREE S E B E
iﬁ’ﬁﬂ - ETEHIRE = E
VEINEE 71%7,% TE T ER
g (BN - BSRIEME - &
FEIRASAYCEE) - (2R 452 )o

|||||||

nnnnnnn

written IRB/IEC
approval/favourable opinion of an
appropriate amendment, except
when necessary to eliminate
immediate hazards to the subjects
or when the change(s) involves
only logistical or administrative
aspects of the trial (e.g., change of
monitor(s), telephone number(s))
(see 4.5.2).

3.3.8
A MBI EER - aliEE
BAEBIZDAREHEEZER
BIUREZEETH .
(M) RBIREZAHEBEUNNES
MRS E BTS20
T (2% 337-452-454)-
(_)i%ﬂm%ﬁ%ﬂﬁw\\%ﬂé
T EGBIITHNESE - (£
B 4.102)-
(OFEBREBXRTBH ZZpA
RKIE -
(MFEZHBEL T ARET
AT E#L -

3.3.8

Specifying that the investigator

should promptly report to the

IRB/IEC:

(a) Deviations from, or changes
of, the protocol to eliminate
immediate hazards to the trial
subjects (see 3.3.7,4.5.2,
4.5.4).

(b) Changes increasing the risk to
subjects and/or affecting
significantly the conduct of
the trial (see 4.10.2).

(c) All adverse drug reactions
(ADRs) that are both serious
and unexpected.

(d) New information that may
affect adversely the safety of

the subjects or the conduct of
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the trial.

3.3.9

f&{R IRB/IEC BORFE E BN
BERFANMEBEEE .
(—)EEBERE I RE/ER -
(ORE/BRZIEN -
(DRE/BRZPERR -

3.3.9

Ensuring that the IRB/IEC
promptly notify in writing the
investigator/institution
concerning:

(a) Its trial-related
decisions/opinions.

(b) The reasons for its
decisions/opinions.

(c) Procedures for appeal of its

decisions/opinions.

3.4 4%

IRB/IEC BIRFZPFTBHEEER
Bl - EEER - KERE
RERNBEBEEE  EEX
% FELEEEH) 2R
BEERERV=F  HUE
BEFERBEZKERRAR -
ABERA - EREEENE
B IS0 IRB/IEC EKI2 M
EHEFERNKRERE -

3.4 Records

The IRB/IEC should retain all
relevant records (e.g., written
procedures, membership lists, lists
of occupations/affiliations of
members, submitted documents,
minutes of meetings, and
correspondence) for a period of at
least 3 years after completion of
the trial and make them available
upon request from the regulatory
authority(ies).

The IRB/IEC may be asked by
investigators, sponsors or
regulatory authorities to provide
its written procedures and

membership lists.
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45 -

1 8 EF AINVESTIGATOR)

4.1 SBEFAZERERE

4.1 Investigator's Qualifications

and Agreements

4.1.1
AR ERASRESRERI
B AlERERTE - MEREEW
TR PR A BR RV AR BR AR A E - BR
IENaMBAREETERRER
ERERMEET - WEFRHE
afeRitE  ARaREET
MEEETEHERMNB2LRE
BRI E MRS - LIRERR
HEaalB T ARNER -

4.1.1

The investigator(s) should be
qualified by education, training,
and experience to assume
responsibility for the proper
conduct of the trial, should meet
all the qualifications specified by
the applicable regulatory
requirement(s), and should
provide evidence of such
qualifications through up-to-date
curriculum vitae and/or other
relevant documentation requested

by the sponsor, the IRB/IEC,

and/or the regulatory
authority(ies).
4.1.2 412
AlBE ERFAE Ei\; KWL | The investigator should be
Tt albest= B £3F | thoroughly familiar with the
AFH - ZmE Eﬂ&ﬂf@ F&l | appropriate use of the
BMETERUENWEREMNTIE | investigational product(s), as

TBERTTA -

described in the protocol, in the
current Investigator's Brochure, in
the product information and in
other information sources

provided by the sponsor.
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4.1.3

Al B 5 A FRRRRE L B <P 2 o
BRI ERRFEABEEE
FERBREREK -

4.1.3

The investigator should be aware
of, and should comply with, GCP
and the applicable regulatory

requirements.

4.1.4
nitn /\Ajzj:__rA&ﬁit" M*FL‘,*%}_‘_
AR ERTE RV EDRIEEARERZ Ll

4.1.4
The investigator/institution should

permit monitoring and auditing by

KAEREERENSNHZFEWIE | the sponsor, and inspection by the

Z2E - appropriate regulatory
authority(ies).

4.1.5 4.1.5

SR ER A ERE— HEEE
GRS BENETZARAS
2 -

The investigator should maintain a
list of appropriately qualified
persons to whom the investigator
has delegated significant trial-

related duties.

42 BEWNER

4.2 Adequate Resources

4.2.1

B E1I5 A BBE(BI - iE ]
HMER)E IR EBEE REA
BASEI EHNZEE -

4.2.1

The investigator should be able to
demonstrate (e.g., based on
retrospective data) a potential for
recruiting the required number of
suitable subjects within the agreed

recruitment period.

4.2.2

Al Be EFR AT RERE B HAE
A BAASNREBESNT
A5 ER -

4.2.2
The investigator should have
sufficient time to properly conduct

and complete the trial within the
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agreed trial period.

423

anBe £ 15 ARl BRRV TR HA IS
N BAERHTSHEIIAEK
ret - DUE E W0 % 2 s 1T AL

4.2.3
The investigator should have
available an adequate number of

qualified staff and adequate

B o facilities for the foreseen duration
of the trial to conduct the trial
properly and safely.

4.2.4 4.2.4

B 5 AR BN ER
Rl BV B HEE A B FT
ST EE MR EER -
VUK EERER Ral B H R
EAIAE -

The investigator should ensure
that all persons assisting with the
trial are adequately informed
about the protocol, the
investigational product(s), and

their trial-related duties and

functions.
B £ ADDENDUM
425 425

Al B E 5 AR R EER TP /O
AT BRI B E R INRE
ERASEE—7 - BEEE
Z8 -

The investigator is responsible for
supervising any individual or
party to whom the investigator
delegates trial-related duties and
functions conducted at the trial

site.

4.2.6

bR E 15 A K BRI E B i
ABLth 77 S 3017 2 5l B AH
B RINBEZ RS - EBRESS
A B B A R R (R 1t A B fith

4.2.6

If the investigator/institution
retains the services of any
individual or party to perform

trial-related duties and functions,
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HEBEATZEENINEE

15 - WHEREN—EfEht - DUk

REAG R EENINEZE
TRBBEEZTEG -

the investigator/institution should
ensure this individual or party is
qualified to perform those trial-
related duties and functions and
should implement procedures to
ensure the integrity of the trial-
related duties and functions

performed and any data generated.

4.3 ZHBENEERE

4.3 Medical Care of Trial
Subjects

4.3.1
SRENBEEERABREIF A
aBEmEIERA - BREMA
B Rl AR AH B RV B BORTE -

4.3.1

A qualified physician (or dentist,
when appropriate), who is an
investigator or a sub-investigator
for the trial, should be responsible
for all trial-related medical (or

dental) decisions.

432
ERAE SN REREERNT
HAR - alBR 5 A K BRikiE
MR B TR ERRAER Z A
RRIE  BfEERAERZRE
REES  BREIEERD
BERE - SnRESAREE
aRAESAEEERTERE

BIRER - BSAREE -

4.3.2

During and following a subject's
participation in a trial, the
investigator/institution should
ensure that adequate medical care
1s provided to a subject for any
adverse events, including
clinically significant laboratory
values, related to the trial. The
investigator/institution should
inform a subject when medical

care is needed for intercurrent
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illness(es) of which the

investigator becomes aware.

433 433

EXAEBATERERMBA | Itis recommended that the

SHBEER - AT IFAES | investigator inform the subject's

%ﬂHIstm EEMZXAES | primary physician about the

Ren B o subject's participation in the trial

if the subject has a primary
physician and if the subject agrees
to the primary physician being
informed.

434 4.3.4

R B EANIEERBERRLER
L B R AILER

AR ETARBETTEEERA
BZENRRBRZIRET
SEFRERLHBZIREA -

\\\

Although a subject is not obliged
to give his/her reason(s) for
withdrawing prematurely from a
trial, the investigator should make
a reasonable effort to ascertain the
reason(s), while fully respecting

the subject's rights.

44 BAABEHBEEES\EIIH |44 Communication with
HEEEVHME IRB/IEC
441 441

Al EeBEYeRE] - AR E IS ARG
Hz’f%ﬂ:f”a AN BREES

%J‘nit RaTEE - XAl BEEESE
EEE%H&ZK - RAESERE
@I - ES) - REEEAS

TRABNEMER ZEAH
HZEEEE -

Before initiating a trial, the
investigator/institution should
have written and dated
approval/favourable opinion from
the IRB/IEC for the trial protocol,
written informed consent form,

consent form updates, subject
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recruitment procedures (e.g.,
advertisements), and any other
written information to be provided

to subjects.

4.4.2

Al B E I A Ml BB IR R
%A—ier}E’JE-%H&ZIK,.u L5
- HEHPBZERN
%ﬁz— - MREFAFME
B R B HA B B RT - AR TS
ARG ER S s B E BN IR (R B

=

442

As part of the
investigator's/institution's written
application to the IRB/IEC, the
investigator/institution should
provide the IRB/IEC with a

current copy of the Investigator's

HEFAFMEEALEFERZE | Brochure. If the Investigator's

° Brochure is updated during the
trial, the investigator/institution
should supply a copy of the
updated Investigator's Brochure to
the IRB/IEC.

443 443

Al ERHAEE SR IS A K | During the trial the

BEREHMABLENHER - investigator/institution should

P NSl EeZ B - provide to the IRB/IEC all
documents subject to review.

4.5 AEBEIEE 2Bt 4.5 Compliance with Protocol

4.5.1

AlER F AR BRIEEREIIR
n:l:nitmﬁégfd‘é&Aﬂﬂnitl% KE\
EEENERFIEENTRRK

SR BERLETERERE
Z KSR - RS RREE

4.5.1

The investigator/institution should
conduct the trial in compliance
with the protocol agreed to by the
sponsor and, if required, by the

regulatory authority(ies) and
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TEHRE - aiREITA KGR
HEEAmRRTEXERE
ARt EE N R TR S EE

A DIERERZEE -

which was given
approval/favourable opinion by
the IRB/IEC. The
investigator/institution and the
sponsor should sign the protocol,
or an alternative contract, to

confirm agreement.

4.5.2

AR ERARNGHBRETE
ERMANEHBREEEZE
Al - AEREESE EHlERETE
SHRT - BERARERRHE
ZEREBENERTHEERZ

4.5.2

The investigator should not
implement any deviation from, or
changes of the protocol without
agreement by the sponsor and

prior review and documented

WEE AR - (B0 : 85 | approval/favourable opinion from

BIERIRE ~ BEETRBRAIN the IRB/IEC of an amendment,

&) - except where necessary to
eliminate an immediate hazard(s)
to trial subjects, or when the
change(s) involves only logistical
or administrative aspects of the
trial (e.g., change in monitor(s),
change of telephone number(s)).

4.5.3 4.5.3

AR ERASKHEEBEEZA The investigator, or person

8 B KNREN T RS designated by the investigator,

EEZR=E -

should document and explain any
deviation from the approved

protocol.

4.5.4

4.5.4
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BEFRBERAEEBREBEMN
RZRMNEE - SBREFA
RERKRENEEZAST N
HIRRA - sEZEmERETES
[BIER  RRAEROREES

KuliREits | KEEHEZ

The investigator may implement a
deviation from, or a change of, the
protocol to eliminate an
immediate hazard(s) to trial
subjects without prior IRB/IEC

approval/favourable opinion. As

EETZERRER - FEEIRFIE | soon as possible, the implemented
REEWKREA - deviation or change, the reasons
for it, and, if appropriate, the
proposed protocol amendment(s)
should be submitted:
(a) to the IRB/IEC for review and
approval/favourable opinion,
(b) to the sponsor for agreement
and, if required,
(c) to the regulatory authority(ies).
4.6 FHEEZEm 4.6 Investigational Product(s)
4.6.1 4.6.1
ABEFARBREE SR | Responsibility for investigational
fEal B EE mRI R U EAfE AT product(s) accountability at the

B o trial site(s) rests with the
investigator/institution.
4.6.2 4.6.2

AR ERFAVRER\ o EKER
ZEEMak E Al BR £ 55 A\ 18 EL
EMBEAERSHMNEE

B0 B A 4 Sl BR 2 om Y RA L B2

ERACER -

Where allowed/required, the
investigator/institution
may/should assign some or all of
the investigator's/institution's
duties for investigational

product(s) accountability at the
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trial site(s) to an appropriate
pharmacist or another appropriate
individual who is under the
supervision of the

investigator/institution.

4.6.3
Al B 5 A SIS AR RAY
SEEMEMAVEE ANE
@1%:55 all B 2% B X 2 ail B
BREFICE - IEE—
= &R RER - K
R RERREARETE
NBINEERACEE - BLEAHE
FEEIEHE - 818 - #HiF9% -
BMHE (EA) - KalinE
mAIR N EZRIRAS - ST
NBRE X H4CiE - E"EHHT%
M2 ENEENGERETS
REMR Eﬁﬁwunfﬁmﬁlc\:ﬂ%ﬂ
SEMHEABEZTEWRIINEE
HPE -

4.6.3

The investigator/institution and/or
a pharmacist or other appropriate
individual, who is designated by
the investigator/institution, should
maintain records of the product's
delivery to the trial site, the
inventory at the site, the use by
each subject, and the return to the
sponsor or alternative disposition
of unused product(s). These
records should include dates,
quantities, batch/serial numbers,
expiration dates (if applicable),
and the unique code numbers
assigned to the investigational
product(s) and trial subjects.
Investigators should maintain
records that document adequately
that the subjects were provided
the doses specified by the protocol
and reconcile all investigational
product(s) received from the

Sponsor.
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4.6.4
ZHIEE (B/F5132
5143 ) WERFEMHEEERZ

4.6.4

The investigational product(s)
should be stored as specified by
the sponsor (see 5.13.2 and
5.14.3) and in accordance with
applicable regulatory

requirement(s).

4.6.5
Al Be E 15 A\ B REL R ZE mE
SERR&ZAEZ BRIREERE

4.6.5
The investigator should ensure

that the investigational product(s)

= - are used only in accordance with
the approved protocol.
4.6.6 4.6.6

anl B = 15 A Bk FH Al BR = 55 A\
BIEKOAE - EOE8—UX
Al & AR AN {o] IERERY 152 AR B
Zifn - WERER KGR PSR
—KRBEERE  BEXIES
HETERRR -

The investigator, or a person
designated by the
investigator/institution, should
explain the correct use of the
investigational product(s) to each
subject and should check, at
intervals appropriate for the trial,
that each subject is following the

instructions properly.
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4.7 He D ECIBIE RS S

/N\

Al AR 5 A BB L BR R AL AR AU
MEik D ECRE R - Mol ERES - FERE
RIKIEA BRI E SR E RN - W
RER R ER IR S 1ERLET - Al kR
2B TR RS R B

- BNV - BREARSH
RUERES ) - ElBREI5 AFBRDAS 2

AREXERE  LFRAL

4.7 Randomization Procedures
and Unblinding

The investigator should follow the
trial's randomization procedures,
if any, and should ensure that the
code is broken only in accordance
with the protocol. If the trial is
blinded, the investigator should
promptly document and explain to
the sponsor any premature
unblinding (e.g., accidental
unblinding, unblinding due to a
serious adverse event) of the

investigational product(s).

48 ABENRHEREE

4.8 Informed Consent of Trial

Subjects

4.8.1
AR E T ABBICHEEARE

K~ B p B RER AR BR 2R -
B ¥ EE SR MIERAIE

S EER - WA ERRIG
Al AEEFARIE AR
ZEEHXHERRENR
HAaaEBENEUEMERE
Bl 7 EEAZAE -

4.8.1

In obtaining and documenting
informed consent, the investigator
should comply with the applicable
regulatory requirement(s), and
should adhere to GCP and to the
ethical principles that have their
origin in the Declaration of
Helsinki. Prior to the beginning of
the trial, the investigator should
have the IRB/IEC's written
approval/favourable opinion of

the written informed consent form

55




109 & 77w (¥ %)

and any other written information

to be provided to subjects.

4.8.2
SEEMEMUSETERAE
HEER - BEFIZHEBRR
ERAEZHENTAEMER
B - BRI ENZEERRE
RaSEENEUEMERE
RELBAAEAREZEEN
2 - IRMEMNERER
AEBEESHEGRERIE

FE - PR SR &S EE
EREA - IEEANEIERER
NEELEE -

4.8.2

The written informed consent
form and any other written
information to be provided to
subjects should be revised
whenever important new
information becomes available
that may be relevant to the
subject's consent. Any revised
written informed consent form,
and written information should
receive the IRB/IEC's
approval/favourable opinion in
advance of use. The subject or the
subject's legally acceptable
representative should be informed
in a timely manner if new
information becomes available
that may be relevant to the
subject's willingness to continue
participation in the trial. The
communication of this

information should be

documented.
4.8.3 4.8.3
B F I ASEMEBEAEAR | Neither the investigator, nor the
fErR B A EE MR ESZFZE | trial staff, should coerce or unduly
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SZHS B S BEGERIERE | influence a subject to participate

Fa - or to continue to participate in a
trial.

4.8.4 4.8.4

BRARRIEEETEOEENRSE | None of the oral and written

HER - SFEZHERERS - information concerning the trial,

#HAEZAEOETENZZE | including the written informed

s EUAENEANEZER A ER

consent form, should contain any

M - SR EREIFA - B | language that causes the subject or
g - ABREZTESNENER | the subject's legally acceptable
MABEENEY - representative to waive or to

appear to waive any legal rights,
or that releases or appears to
release the investigator, the
institution, the sponsor, or their
agents from liability for
negligence.

4.8.5 4.8.5

AR ERA - SHEBEER A | The investigator, or a person

BEIRNAER  BEEH=E | designated by the investigator,

BURHERITR/EEAISEMIE | should fully inform the subject or,

B SMAEREAMBLA
B Rl BRH R B A RSl BR
SEZENEEER -

if the subject is unable to provide
informed consent, the subject's
legally acceptable representative,
of all pertinent aspects of the trial
including the written information
and the approval/favourable
opinion by the IRB/IEC.
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4.8.6
AREERETEZOBAERE
1 ERREEREE  BE
R OB MIERITERIRE
= BAREEAEEAENE
AR BZEANTLIRER -

4.8.6

The language used in the oral and
written information about the trial,
including the written informed
consent form, should be as non-
technical as practical and should
be understandable to the subject
or the subject's legally acceptable
representative and the impartial

witness, where applicable.

4.8.7

ERNEZHERER - fRE
AR EEFAERBA
8 BHYZHEEREEIEN
}EA?E YREEMEE - LA
iR B HE IR E R RS
EAE B - ARG ERETENFA
EE - #ELATEBEREE
EREBARENEE -

4.8.7

Before informed consent may be
obtained, the investigator, or a
person designated by the
investigator, should provide the
subject or the subject's legally
acceptable representative ample
time and opportunity to inquire
about details of the trial and to
decide whether or not to
participate in the trial. All
questions about the trial should be
answered to the satisfaction of the
subject or the subject's legally

acceptable representative.

4.8.8
SINERARAERRT - REEHE
EENEA - 2ENZRHEED

HREMNE AR wAVs Ba1H R

4.8.8
Prior to a subject's participation in
the trial, the written informed

consent form should be signed
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AERFREREROUZRRE
WEAREHA -

and personally dated by the
subject or by the subject's legally
acceptable representative, and by
the person who conducted the

informed consent discussion.

4.8.9
ERABNEEAENIEAR
i - REAEREZEEE
RENWAEREES - 2EK
RRRE L B Rl BRI S EMIE
HaeXAENEUEMERE
PR BN EEAENEA -
BRaEHEAENEASO
PR S BER - BEETIFR
k- EREREIGNEREE
WERAHE - REATNERE
Rl BERESWHAEHE - &
HREROARRE - BEA
XA ERSEMEHRGER
AENEOEAEmERZA
A CEUMEBE S REE
HEAEREBEAUSE 7% - H
HEEZHREBHSRE -

4.8.9

If a subject is unable to read or if
a legally acceptable representative
is unable to read, an impartial
witness should be present during
the entire informed consent
discussion. After the written
informed consent form and any
other written information to be
provided to subjects, is read and
explained to the subject or the
subject's legally acceptable
representative, and after the
subject or the subject's legally
acceptable representative has
orally consented to the subject's
participation in the trial and, if
capable of doing so, has signed
and personally dated the informed
consent form, the witness should
sign and personally date the
consent form. By signing the
consent form, the witness attests

that the information in the consent

59




109 & 77w (¥ %)

form and any other written
information was accurately
explained to, and apparently
understood by, the subject or the
subject's legally acceptable
representative, and that informed
consent was freely given by the
subject or the subject's legally

acceptable representative.

4.8.10
REZAHAEBDEZFWARE
Rl BRERENTETEMER
gl - EEHUFRE

(_) Eﬁ KEKII"ﬁﬁ_*EE%% °
(D) SERER

(=) aaEkEEREZE
EoBCHE -

(M) ‘aEZERF - B2AR
AMTR -

() ZEEBNEE -

(70) ERPRELER P i Sl BRAVER

AN o
7]

(t) HRGEHEHMR - B
sMEFL P R IR EA R B B
I NED-A

(J\) ol aEFaHRVER K= -
NiRFEHAROER KA & - RSN

(1) HEESASERE - X

4.8.10

Both the informed consent

discussion and the written

informed consent form and any
other written information to be
provided to subjects should
include

explanations of the following:

(a) That the trial involves
research.

(b) The purpose of the trial.

(c) The trial treatment(s) and the
probability for random
assignment to each treatment.

(d) The trial procedures to be
followed, including all
invasive procedures.

(e) The subject's responsibilities.

(f) Those aspects of the trial that

are experimental.
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HoJgENE R R E R -
(1) AR HEEEERER
Al & oS EIRUMEE R\SUa R
(t—) WMBEFRPIRIEAHERS
RUBNSS - S A0S EARR KA ER
R

(t) MBEFRIBINER -
FE S HE R R BRI 2 5
% .

(=) RuBERBERMES
IEIENCE GBS
Rk - MARR|ES=IE
RERBSZAE -

(TH) KEZEZEEER
Z XAl EZEEHERGER
RO EERENE - B
2 NEuREEGNEEE
EREIRE - DR R
BREKRBBETSHEEAR R
MEBK - BAERZREEE D
BN -

(thH) MRRAHEE D Z4i%
BRE - BEMEEERKER
ZR MREARE - WRERA
BRAER - RABEBNEDIDER
(7% WMRHEMIBERER
Al & AR 2 BAER REL BRIV =
fR - REBSEEEREAS

KK

(g) The reasonably foreseeable
risks or inconveniences to the
subject and, when applicable,
to an embryo, fetus, or nursing
infant.

(h) The reasonably expected
benefits. When there is no
intended clinical benefit to the
subject, the subject should be
made aware of this.

(1) The alternative procedure(s) or
course(s) of treatment that
may be available to the
subject, and their important
potential benefits and risks.

(j) The compensation and/or
treatment available to the
subject in the event of trial-
related injury.

(k) The anticipated prorated
payment, if any, to the subject
for participating in the trial.

(1) The anticipated expenses, if
any, to the subject for
participating in the trial.

(m) That the subject's
participation in the trial is
voluntary and that the subject

may refuse to participate or
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WENE A0 -

(t1) E—TENSRERREY
BNl B R AV R AS

% B B AH R 18 = S8 L IR RV B

&

() SRELIESHARY
o] FEEARY B E IR -
() SRETEFTSHE
BRI

(—1+) RANWZHEALY -

PR

withdraw from the trial, at any
time, without penalty or loss
of benefits to which the
subject 1s otherwise entitled.

(n) That the monitor(s), the
auditor(s), the IRB/IEC, and
the regulatory authority(ies)
will be granted direct access
to the subject's original
medical records for
verification of clinical trial
procedures and/or data,
without violating the
confidentiality of the subject,
to the extent permitted by the
applicable laws and
regulations and that, by
signing a written informed
consent form, the subject or
the subject's legally acceptable
representative is authorizing
such access.

(o) That records identifying the
subject will be kept
confidential and, to the extent
permitted by the applicable
laws and/or regulations, will
not be made publicly
available. If the results of the
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trial are published, the
subject's identity will remain
confidential.

(p) That the subject or the
subject's legally acceptable
representative will be
informed in a timely manner if
information becomes
available that may be relevant
to the subject's willingness to
continue participation in the
trial.

(q) The person(s) to contact for
further information regarding
the trial and the rights of trial
subjects, and whom to contact
in the event of trial-related
njury.

(r) The foreseeable circumstances
and/or reasons under which
the subject's participation in
the trial may be terminated.

(s) The expected duration of the
subject's participation in the
trial.

(t) The approximate number of

subjects involved in the trial.

4.8.11

2 NER R BRAT -

RaBEUE

4.8.11

Prior to participation in the trial,
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EEREARBKE—NERE
WEAH AR ZRREK
HitRfaSalZEBERN
Bl - REE SN REE -
EREEXEMIEFER -
R E N EAEREARIE
2= WA H ARV EH =
ZRREMEMREHRARHE
EEREREIA -

the subject or the subject's legally
acceptable representative should
receive a copy of the signed and
dated written informed consent
form and any other written
information provided to the
subjects. During a subject's
participation in the trial, the
subject or the subject's legally
acceptable representative should
receive a copy of the signed and
dated consent form updates and a
copy of any amendments to the
written information provided to

subjects.

4.8.12
SERADBRARESRHEEYZ
REREANER - TRERR
Al & AN B AR AL BR P IR (A48
FHEIZAEBBRENK
&F) - XAl BRI E R
Y75 TUAR S AN 2 0 LG B PR &L
B2 - MRIBFRFFD - Ral&EW
FERR B 2= W HAR H EAR =5
ZRRE -

4.8.12

When a clinical trial (therapeutic
or non-therapeutic) includes
subjects who can only be enrolled
in the trial with the consent of the
subject's legally acceptable
representative (e.g., minors, or
patients with severe dementia),
the subject should be informed
about the trial to the extent
compatible with the subject's
understanding and, if capable, the
subject should sign and personally

date the written informed consent.
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4.8.13

Bk 4.8.14 PRAIEEZ BRI - —
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4.8.13

Except as described in 4.8.14, a
non-therapeutic trial (i.e. a trial in
which there is no anticipated
direct clinical benefit to the
subject), should be conducted in
subjects who personally give
consent and who sign and date the

written informed consent form.

4.8.14

aRall MER AEREA
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(h) AiElEZEeVEMIE
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ZEZRBERZE / BERMN
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REAREZERMIERZEA

4.8.14

Non-therapeutic trials may be

conducted in subjects with

consent of a legally acceptable
representative provided the
following conditions are fulfilled:

(a) The objectives of the trial can
not be met by means of a trial
in subjects who can give
informed consent personally.

(b) The foreseeable risks to the
subjects are low.

(c) The negative impact on the
subject's well-being is
minimized and low.

(d) The trial is not prohibited by
law.

(e) The approval/favourable
opinion of the IRB/IEC is

expressly sought on the
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RELT - B ULHREL SR~ At

EZRESRERZEN  BHXaE
BREAEER - BIERELER

PRABR -

inclusion of such subjects, and
the written approval/
favourable opinion covers this
aspect.
Such trials, unless an exception is
justified, should be conducted in
patients having a disease or
condition for which the
investigational product is
intended. Subjects in these trials
should be particularly closely
monitored and should be
withdrawn if they appear to be

unduly distressed.

4.8.15
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4.8.15

In emergency situations, when
prior consent of the subject is not
possible, the consent of the
subject's legally acceptable
representative, if present, should
be requested. When prior consent
of the subject is not possible, and
the subject's legally acceptable
representative is not available,
enrolment of the subject should
require measures described in the
protocol and/or elsewhere, with
documented approval/favourable

opinion by the IRB/IEC, to protect
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NEE ( 28 4.8.10 )

the rights, safety and well-being
of the subject and to ensure
compliance with applicable
regulatory requirements. The
subject or the subject's legally
acceptable representative should
be informed about the trial as soon
as possible and consent to
continue and other consent as

appropriate (see 4.8.10) should be

requested.
4.9 Lok RIS 4.9 Records and Reports
B ADDENDUM
4.9.0 49.0

aREFANEBRREFEZH
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SESEEBP OMARGEE
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The investigator/institution should
maintain adequate and accurate
source documents and trial
records that include all pertinent
observations on each of the site's
trial subjects. Source data should
be attributable, legible,
contemporaneous, original,
accurate, and complete. Changes
to source data should be traceable,
should not obscure the original
entry, and should be explained if

necessary (e.g., via an audit trail).

4.9.1
AR E I ARBERBRESE

4.9.1

The investigator should ensure the
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MTBHREZ0ABREEEWT | accuracy, completeness, legibility,

PERRUBEE - 5524 - 5 | and timeliness of the data reported

a AREEY - to the sponsor in the CRFs and in
all required reports.

49.2 492

RIRBER DRI ZEZ2ES | Data reported on the CRF, that are

RIPHER - EBHEREEER— derived from source documents,

B GAEREEPIHNEE -

should be consistent with the
source documents or the

discrepancies should be explained.

493
HEREHESRNEAIEES
IF - FBRREBENBE - B
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493

Any change or correction to a
CREF should be dated, initialed,
and explained (if necessary) and
should not obscure the original
entry (i.e. an audit trail should be
maintained); this applies to both
written and electronic changes or
corrections (see 5.18.4 (n)).
Sponsors should provide guidance
to investigators and/or the
investigators' designated
representatives on making such
corrections. Sponsors should have
written procedures to assure that
changes or corrections in CRFs
made by sponsor's designated
representatives are documented,

are necessary, and are endorsed by
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the investigator. The investigator
should retain records of the

changes and corrections.

4.94

Al Be E I NAR B RS S AERA
MBKLZERENBATERA
Al Z MWB XA (ZRIBHER
17Em PRl BR A 22 S RYER BR)
A B E R A/MEEBRERIANLEE
EERERNER T IMYKIEY
RPIHE -

4.9.4

The investigator/institution should
maintain the trial documents as
specified in Essential Documents
for the Conduct of a Clinical Trial
(see 8.) and as required by the
applicable regulatory
requirement(s). The
investigator/institution should take
measures to prevent accidental or
premature destruction of these

documents.

4.9.5
AR BV EXGBRTFER
#Z—fE ICH S8 thiz#&
EME  BHREUZEEBRT
TESFREAR B ; St
RS IE R IR/ DME -
BB AR E KRS R E T
ZERRT  EEXHEREE
RIEE - AREZTERAEESE
A ERFAMETRAES
RBELEENMY (27
55.12)°

4.9.5

Essential documents should be
retained until at least 2 years after
the last approval of a marketing
application in an ICH region and
until there are no pending or
contemplated marketing
applications in an ICH region or at
least 2 years have elapsed since
the formal discontinuation of
clinical development of the
investigational product. These
documents should be retained for

a longer period however if
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required by the applicable
regulatory requirements or by an
agreement with the sponsor. It is
the responsibility of the sponsor to
inform the investigator/institution
as to when these documents no

longer need to be retained (see
5.5.12).

4.9.6

B ARl B 2 I #5 SRR - SRR
Rl EREN AR EIT A/
BZRBZOD

4.9.6

The financial aspects of the trial
should be documented in an
agreement between the sponsor

and the investigator/institution.

4.9.7
AR AMEBREKREAE
F&1Z# - IRB/IEC ST E MR~
ZK - RHEEKRBEHEAR
HEE 2 4C8E -

4.9.7

Upon request of the monitor,
auditor, IRB/IEC, or regulatory
authority, the
investigator/institution should
make available for direct access

all requested trial-related records.

410 EERS

4.10 Progress Reports

4.10.1

Al B2 £ 5 A B F IR B Rl AR
EERSRIANEABREED/
BuUmERED - SARHER
ZEB/BUMEEZEERREY
E  SRIENEXRBBREMNIR

RS -

4.10.1

The investigator should submit
written summaries of the trial
status to the IRB/IEC annually, or
more frequently, if requested by
the IRB/IEC.

4.10.2

4.10.2
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The investigator should promptly
provide written reports to the
sponsor, the IRB/IEC (see 3.3.8)
and, where applicable, the
institution on any changes
significantly affecting the conduct
of the trial, and/or increasing the

risk to subjects.

4.11 Z2 4B

4.11 Safety Reporting

4.11.1
BRedEmEt S S EM ST (B
o ERFAFM) PEEEE
YEIEE  mEARSHI
FiEREARSHIIEEIG
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VEMRHEFAZER®RS - 1L
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4.11.1

All serious adverse events (SAEs)
should be reported immediately to
the sponsor except for those SAEs
that the protocol or other
document (e.g., Investigator's
Brochure) identifies as not
needing immediate reporting. The
immediate reports should be
followed promptly by detailed,
written reports. The immediate
and follow-up reports should
identify subjects by unique code
numbers assigned to the trial
subjects rather than by the
subjects' names, personal
1dentification numbers, and/or
addresses. The investigator should
also comply with the applicable

regulatory requirement(s) related
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to the reporting of unexpected
serious adverse drug reactions to
the regulatory authority(ies) and
the IRB/IEC.

4.11.2

AR EEPERDBRENL
EMLZARSHN/RER
ERENEE - EBRIEAERE
SERENKBE RO RET
BRE -

4.11.2

Adverse events and/or laboratory
abnormalities identified in the
protocol as critical to safety
evaluations should be reported to
the sponsor according to the
reporting requirements and within
the time periods specified by the

sponsor in the protocol.

4.11.3
BRABHm TR - aliR=E

FARRASBRETENALRE
aREE T/ BUMERETE
SKEEATERINER (BN - Balse
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4.11.3

For reported deaths, the
investigator should supply the
sponsor and the IRB/IEC with any
additional requested information
(e.g., autopsy reports and terminal

medical reports).

4.12 AHERIER P IEEIFFLE
Hal BRAEERRERE R S L
EEF L eI A /B EERD
A= WHEERRHES
B 2R a R KB - BINMEEE
MEK - EBRANEEZEHE -
BES

4.12 Premature Termination or
Suspension of a Trial

If the trial is prematurely
terminated or suspended for any
reason, the investigator/institution
should promptly inform the trial
subjects, should assure
appropriate therapy and follow-up

for the subjects, and, where
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required by the applicable
regulatory requirement(s), should
inform the regulatory

authority(ies). In addition:

4.12.1
BB ERALLSNERIELL
A ERRAI R ESHABRETEN
BE - WEAE - SaRER
ABBEMEHE  BiallEs
N BRI B R ETE
EAaEnfc,%M;tE B MIEER
IR EZ IS ERF
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4.12.1

If the investigator terminates or
suspends a trial without prior
agreement of the sponsor, the
investigator should inform the
institution where applicable, and
the investigator/institution should
promptly inform the sponsor and
the IRB/IEC, and should provide
the sponsor and the IRB/IEC a
detailed written explanation of the

termination or suspension.

4.12.2
LR E AL SNERELL
Ak (28 521) AREFA
FERAERE - HalERA/
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Z/EUMEZES @ WiIRHHE
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4.12.2

If the sponsor terminates or
suspends a trial (see 5.21), the
investigator should promptly
inform the institution where
applicable and the
investigator/institution should
promptly inform the IRB/IEC and
provide the IRB/IEC a detailed
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written explanation of the

termination or suspension.

4.12.3
EANEHREEZEE BURESR
BEfItERFEIEEZEY
iR SREFABBINERE
8 BalBEEA/SEEERR
BAHARETEE  WRHERE
AEEHEHZ IS ERFLL 54
SE#RE - (2K 3.1.2-

4.12.3

If the IRB/IEC terminates or
suspends its approval/favourable
opinion of a trial (see 3.1.2 and
3.3.9), the investigator should
inform the institution where
applicable and the

investigator/institution should

339)- promptly notify the sponsor and
provide the sponsor with a
detailed written explanation of the
termination or suspension.

413 HAMEBAZEEZRS 4.13 Final Report(s) by

Al BRST AR - R ER T IF AFEIEA] | Investigator

Higts, Hallr E 5 A/ HIBEIR
AR REEG/ B UMES
SEABRERZEE - KMRHRE
EFERBFTERKINRE -

Upon completion of the trial, the
investigator, where applicable,
should inform the institution; the
investigator/institution should
provide the IRB/IEC with a
summary of the trial's outcome,
and the regulatory authority(ies)

with any reports required.
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5.0 Quality Management

The sponsor should implement a
system to manage quality
throughout all stages of the trial
process.

Sponsors should focus on trial
activities essential to ensuring
human subject protection and the
reliability of trial results. Quality
management includes the design
of efficient clinical trial protocols
and tools and procedures for data
collection and processing, as well
as the collection of information
that is essential to decision
making.

The methods used to assure and
control the quality of the trial
should be proportionate to the
risks inherent in the trial and the
importance of the information
collected. The sponsor should
ensure that all aspects of the trial
are operationally feasible and
should avoid unnecessary
complexity, procedures, and data
collection. Protocols, case report
forms, and other operational

documents should be clear,
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concise, and consistent.
The quality management system
should use a risk-based approach

as described below.

5.0.1

B8 SR AR R BUIE 2 P e
BREMRTEER - mRET
ZEME LY R B RE A
Bt R oS ERVRERIRIE M EL
% -

5.0.1

Critical Process and Data
Identification

During protocol development, the
sponsor should identify those
processes and data that are critical
to ensure human subject
protection and the reliability of

trial results.

5.0.2
[E R R
Al bRt E R AR R

5.0.2
Risk Identification
The sponsor should identify risks
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to critical trial processes and data.
Risks should be considered at
both the system level (e.g.,
standard operating procedures,
computerized systems, personnel)
and clinical trial level (e.g., trial
design, data collection, informed

consent process)

5.0.3

[ B AT A
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5.0.3

Risk Evaluation

The sponsor should evaluate the

identified risks, against existing

risk controls by considering:

(a) The likelihood of errors
occurring.

(b) The extent to which such
errors would be detectable.

(c) The impact of such errors on
human subject protection and

reliability of trial results.

504
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5.0.4

Risk Control

The sponsor should decide which
risks to reduce and/or which risks
to accept. The approach used to
reduce risk to an acceptable level
should be proportionate to the
significance of the risk. Risk

reduction activities may be
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incorporated in protocol design
and implementation, monitoring
plans, agreements between parties
defining roles and responsibilities,
systematic safeguards to ensure
adherence to standard operating
procedures, and training in
processes and procedures.
Predefined quality tolerance limits
should be established, taking into
consideration the medical and
statistical characteristics of the
variables as well as the statistical
design of the trial, to identify
systematic issues that can impact
subject safety or reliability of trial
results. Detection of deviations
from the predefined quality
tolerance limits should trigger an
evaluation to determine if action

1s needed.

5.0.5
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AR EELEmEE?
&) - R ETEIEEZE
e R IR E I AS
MmmBEREHETER - L
1 26 i PR Aol B 0 4T B R 2 [ s
BB NFEOE -

22
iH

5.0.5

Risk Communication

The sponsor should document
quality management activities.
The sponsor should communicate
quality management activities to
those who are involved in or

affected by such activities, to
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facilitate risk review and continual

improvement during clinical trial

execution.
5.0.6 5.0.6
EfeEE Risk Review

abRRtE R ENEERERE
PETENE - R LR RS R AL BR AR
AZER  FHMEEMEfZMm
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The sponsor should periodically
review risk control measures to
ascertain whether the
implemented quality management
activities remain effective and
relevant, taking into account

emerging knowledge and

experience.
5.0.7 5.0.7
7 Py Risk Reporting

ALt EEER AR RS
o RGP APRER 2 mBE
BERE  URAEZREETE
EmBACIRE ZEH KPR
Rz fRiEnt (28 ICHE3 9.6
"B mERE L)

The sponsor should describe the
quality management approach
implemented in the trial and
summarize important deviations
from the predefined quality
tolerance limits and remedial
actions taken in the clinical study
report (ICH E3, Section 9.6 Data

Quality Assurance).

5.1 mEREMMEEH

5.1 Quality Assurance and

Quality Control
5.1.1 5.1.1
A RETEERIEEEZZIE | The sponsor is responsible for
FREFE N AEEmERE implementing and maintaining
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quality assurance and quality
control systems with written SOPs

to ensure that trials are conducted

stEZE ~ GCP KEFEHRE and data are generated,

K e documented (recorded), and
reported in compliance with the
protocol, GCP, and the applicable
regulatory requirement(s).

5.1.2 5.1.2

AR EBAERRERIEE
B EEHEEUNRR - R
FraR B HEEISFT - [RIBER
XHREE  EABRETEE
TR ~ B RBEIAINEEH
EAEZOEEER - ( 28
1.21)-

The sponsor is responsible for
securing agreement from all
involved parties to ensure direct
access (see 1.21) to all trial related
sites, source data/documents, and
reports for the purpose of
monitoring and auditing by the
sponsor, and inspection by

domestic and foreign regulatory

authorities.
5.1.3 5.1.3
B BT —FRERIG | Quality control should be applied
BEH - DUERFIBEIE 20 | to each stage of data handling to

%E&H)EEEE’JIEEE'&* °

ensure that all data are reliable

and have been processed correctly.

5.14
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5.14

Agreements, made by the sponsor
with the investigator/institution
and any other parties involved

with the clinical trial, should be in
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writing, as part of the protocol or

in a separate agreement.

5.2 RiEHERHE

5.2 Contract Research
Organization (CRO)

5.2.1

abeRtE B EE NN ES
BN BRI TR
ROt TR - (BRERAEER AR
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5.2.1

A sponsor may transfer any or all
of the sponsor's trial-related duties
and functions to a CRO, but the
ultimate responsibility for the

quality and integrity of the trial

HEENITHEmMBERFEE M | data always resides with the

BEH - sponsor. The CRO should
implement quality assurance and
quality control.

5.2.2 5.2.2

AR EEEELUERERER
I - R B AR R R R A TS
BE AL AT ST B e -

B 8%

AR ETEREEZENITE
AR B E AR & TR
T SEREMEHERERST

Any trial-related duty and
function that is transferred to and
assumed by a CRO should be
specified in writing.
ADDENDUM

The sponsor should ensure

oversight of any trial-related

=HETEAEMERE ST | duties and functions carried out on
KINEE - its behalf, including trial-related
duties and functions that are
subcontracted to another party by
the sponsor's contracted CRO(s).
523 523
RIBEBHAZFEMREBERGEE | Any trial-related duties and
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SEEEE - DB EER functions not specifically

& - transferred to and assumed by a
CRO are retained by the sponsor.

524 524

KI5 BRI BRETENR
& INERAREEARETE

AR RE TN M
FEE -

All references to a sponsor in this
guideline also apply to a CRO to
the extent that a CRO has
assumed the trial related duties

and functions of a sponsor.
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5.3 Medical Expertise

The sponsor should designate
appropriately qualified medical
personnel who will be readily
available to advise on trial related
medical questions or problems. If
necessary, outside consultant(s)

may be appointed for this purpose.

5.4 HERERE 5.4 Trial Design

54.1 54.1

B S EMEE - 82Z | The sponsor should utilize
EEEERAGEESHE ZAE | qualified individuals (e.g.

(B0 EYMHRETER - BRK
2238 N\B R EEN ) REETHlERE
SEZAR - BIFERRS -
MRE DT~ AP IRE K B AR

=

biostatisticians, clinical
pharmacologists, and physicians)
as appropriate, throughout all
stages of the trial process, from
designing the protocol and CRFs
and planning the analyses to
analyzing and preparing interim

and final clinical trial reports.
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54.2
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54.2

For further guidance: Clinical
Trial Protocol and Protocol
Amendment(s) (see 6.), the ICH
Guideline for Structure and
Content of Clinical Study Reports,
and other appropriate ICH
guidance on trial design, protocol

and conduct.

5.5 AR EE  BUIREIE RACERIR

5

5.5 Trial Management, Data

Handling, and Record Keeping

5.5.1

AR RTERTHAEEEER
ZAE - DIEBFRAEHRZH
17~ BEEGBEIRRSE - &
Tt D RERBRRS -

5.5.1

The sponsor should utilize
appropriately qualified individuals
to supervise the overall conduct of
the trial, to handle the data, to
verify the data, to conduct the
statistical analyses, and to prepare

the trial reports.

552
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552

The sponsor may consider
establishing an independent data-
monitoring committee (IDMC) to
assess the progress of a clinical
trial, including the safety data and
the critical efficacy endpoints at
intervals, and to recommend to the
sponsor whether to continue,

modify, or stop a trial. The IDMC
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should have written operating
procedures and maintain written

records of all its meetings.

553
2lRERAEFrENEERR
N EZInE B EE AR -
ARt B BT NISEIA ¢
(HERTCHKEFEREESR
oAt EHREN
- PR - JEER—EM
ZEK (HIN  BERAER ) -

B %

i e R N BN
VI AR R R R ERE -
ERAMAOIAIARE K A
R A iREREBRERIEE
ZEBESE -

(D) HERE LA 2R R SRR
B -

B %
REFEERBHEZRMNR

B - ZERRER - 1REFERE
FF IR I 2 AR iU TN BE A

Al BUBWEREE - 2404
S RAZEEN  BEE

hl - BUBED - BIR - BES
SMEFH - aliREtE - ake
ER/AREMS RERZRRE
ZIBE R - WEOERE

=
et

553

When using electronic trial data

handling and/or remote electronic

trial data systems, the sponsor
should:

(a) Ensure and document that the
electronic data processing
system(s) conforms to the
sponsor's established
requirements for
completeness, accuracy,
reliability, and consistent
intended performance (i.e.
validation).

ADDENDUM

The sponsor should base their
approach to validation of such
systems on a risk assessment
that takes into consideration the
intended use of the system and
the potential of the system to
affect human subject protection
and reliability of trial results.

(b) Maintains SOPs for using
these systems.

ADDENDUM
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R E AR -
CERAREENEERAE
KB IEREFALKEAEREA
BERIER (10 . REBZE
ERELCEEBIERKE - ).
(MEBELZERER L IEARER
BEFRRREE -
(hREEEEERREEZA
EEE (2K 415-493)-
(NREEZENERMED
(DEREMRET (HN: £E
R A NERRDRBEE S

% s

ARAT )°

B %

(VOB BB ERAETEE - 4
WEEEFH AR ERIBIE R - 1B
FEREIRAISTRE - BIFRHE
BHELIER - REREE

The SOPs should cover system
setup, installation, and use. The
SOPs should describe system
validation and functionality
testing, data collection and
handling, system maintenance,
system security measures,
change control, data backup,
recovery, contingency
planning, and
decommissioning. The
responsibilities of the sponsor,
investigator, and other parties
with respect to the use of these
computerized systems should
be clear, and the users should
be provided with training in

their use.

(c) Ensure that the systems are

designed to permit data
changes in such a way that the
data changes are documented
and that there is no deletion of
entered data (i.e. maintain an
audit trail, data trail, edit
trail).

(d) Maintain a security system

that prevents unauthorized

access to the data.
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(e) Maintain a list of the
individuals who are
authorized to make data
changes (see 4.1.5 and 4.9.3).

(f) Maintain adequate backup of
the data.

(g) Safeguard the blinding, if any
(e.g. maintain the blinding
during data entry and
processing).

ADDENDUM

(h) Ensure the integrity of the data
including any data that
describe the context, content,
and structure. This is
particularly important when
making changes to the
computerized systems, such as
software upgrades or

migration of data.

554
HEREREBREPABE
B RIENERER B E
BREERETIER -

554

If data are transformed during
processing, it should always be
possible to compare the original
data and observations with the

processed data.

555
HREHEMBUBELSH
115 - LIRSS E i

5.5.5
The sponsor should use an

unambiguous subject
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REE (2R 1.58)°

identification code (see 1.58) that
allows identification of all the

data reported for each subject.

5.5.6

AR E LB EMBURPRA

- BREAANRETERE
15 EARMEE T NWEXH(Z

% ICH E6(R2) 8. Essential

Documents for the Conduct of a

Clinical Trial) °

5.5.6

The sponsor, or other owners of
the data, should retain all of the
sponsor specific essential
documents pertaining to the trial
(see 8. Essential Documents for

the Conduct of a Clinical Trial).

5.5.7

AR Rt B BRI AR RN
[ SR Bl AR B B Az HE L2 pp B X
HEARUEAREK - (RFARE
ALEBRERIMNEH -

5.5.7

The sponsor should retain all
sponsor-specific essential
documents in conformance with
the applicable regulatory
requirement(s) of the country(ies)
where the product is approved,
and/or where the sponsor intends

to apply for approval(s).

558
HuaRtEFLLERAER
ZERIRERE (B E—SFrA
FEEIE - AT RS ) &l
RETERRTEEMARRER
2B ZAERIEIVFIER
£ 2 FKBHERIAREX
RFL

5.5.8

If the sponsor discontinues the
clinical development of an
investigational product (i.e. for
any or all indications, routes of
administration, or dosage forms),
the sponsor should maintain all
sponsor-specific essential

documents for at least 2 years
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after formal discontinuation or in
conformance with the applicable

regulatory requirement(s).

559

Ha bRt BRI R AER
ZERREE - alRETEES
AR EITAMEE - KPR
BEEXE -

5.5.9

If the sponsor discontinues the
clinical development of an
investigational product, the
sponsor should notify all the trial
investigators/institutions and all

the regulatory authorities.

5.5.10
AR ER AR ZZE - B
M ERER B EEHR -

5.5.10

Any transfer of ownership of the
data should be reported to the
appropriate authority(ies), as
required by the applicable

regulatory requirement(s).

5.5.11
aBRETERAREZMEY
- BREEZARESERAE
NEEBHB LmzERED
F - HBRIES|1EAEASHE
HFESFARIRY L ; 2E
Bettsg EV R IEBE/DME -
ERBAAREERNEBRETE
P mINERT - P RER
RIFHAE

5.5.11

The sponsor specific essential
documents should be retained
until at least 2 years after the last
approval of a marketing
application in an ICH region and
until there are no pending or
contemplated marketing
applications in an ICH region or at
least 2 years have elapsed since
the formal discontinuation of
clinical development of the

investigational product. These
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documents should be retained for
a longer period however if
required by the applicable
regulatory requirement(s) or if

needed by the sponsor.

5.5.12
bR Rt A EEmBEANAERE

ARG EREIBACEIRTF 200

EM - AR AR IRAME

%%‘7%7‘% - BREERER
AN ER £ 15 A Kan BRigis -

5.5.12

The sponsor should inform the
investigator(s)/institution(s) in
writing of the need for record
retention and should notify the
investigator(s)/institution(s) in
writing when the trial related

records are no longer needed.

5.6 AEREFTAZERE

5.6 Investigator Selection

5.6.1
Eﬂ@%ﬁf%hjg BE R
BA -B—aBEEAEER
AWZEJH MR Es - BEARE
ZER (2[841,42) ME
EEE’\J%{TEQEE’\JEK%“ - YR
A8 S 1F i R A B 4H AR 173 7
ZE SN EERRADRER
A - B REERERERE
EEZEE -

5.6.1

The sponsor is responsible for
selecting the
investigator(s)/institution(s). Each
investigator should be qualified by
training and experience and
should have adequate resources
(see 4.1, 4.2) to properly conduct
the trial for which the investigator
is selected. If organization of a
coordinating committee and/or
selection of coordinating
investigator(s) are to be utilized in
multicentre trials, their

organization and/or selection are
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the sponsor's responsibility.

5.6.2

e Rt E AR E R A
BEMRNTHRZ B - B
AR EIS A EER RS
EREMEFAFM - WEHS

5.6.2

Before entering an agreement with
an investigator/institution to
conduct a trial, the sponsor should

provide the

FTBEFTAMBEFT DR/ - | investigator(s)/institution(s) with
BRI ES AEEEE the protocol and an up-to-date

&l o Investigator's Brochure, and
should provide sufficient time for
the investigator/institution to
review the protocol and the
information provided.

5.6.3 5.6.3

AR TEEESAEREFFA/ | The sponsor should obtain the

eI IE Z El= investigator's/institution's

(—)H Tl RS - B<F GCP ~ 18 | agreement:

BEERREK ( %5!%5 413) RZE
L& R EE IRB/IEC #Z &7
BREtE=2 (2B 451)-

(DEBTFREBACH/MEZIE

B -

(D)EXRER - BTzEkEZ (2
& 4.14)°

(MRFaBEE 2D EX 2
A BRERTE BAERR 15 A/
BREABRERL (2R
494~5512)-

bR Rt E NalBRER NA/HB

(a) to conduct the trial in
compliance with GCP, with
the applicable regulatory
requirement(s) (see 4.1.3), and
with the protocol agreed to by
the sponsor and given
approval/favourable opinion
by the IRB/IEC (see 4.5.1);

(b) to comply with procedures for
data recording/reporting;

(c) to permit monitoring, auditing

and inspection (see 4.1.4) and
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FEEE SRt EE N EMEB N | (d) to retain the trial related
HEEE  BREHEND essential documents until the
3 e sponsor informs the
investigator/institution these
documents are no longer
needed (see 4.9.4 and 5.5.12).
The sponsor and the
investigator/institution should sign
the protocol, or an alternative
document, to confirm this
agreement.
5.7 57 5.7 Allocation of Responsibilities
e BefAYa R - AlBREZFEEFE | Prior to initiating a trial, the
HPFrAED AR EEAI sponsor should define, establish,
Bt PLIER - B KD - and allocate all trial related duties

and functions.

58 REBNRABERAZHRE

5.8 Compensation to Subjects

and Investigators

5.8.1

EMHBAREK - mieRtE
BRHEZHERRE  EEE
(OEESEY L) EBREFA/

HEREABRmMAEZBEE
Koo MR EIT AR 2B
BINKFIEE - AEUR -

5.8.1

If required by the applicable
regulatory requirement(s), the
sponsor should provide insurance
or should indemnify (legal and
financial coverage) the
investigator/the institution against
claims arising from the trial,
except for claims that arise from

malpractice and/or negligence.

5.8.2

5.8.2
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AR RTE ZHRKER LR
BIEMHRAEER - SIFRER
SatHRE 2 (5= R LR XA
ZZEH -

The sponsor's policies and
procedures should address the
costs of treatment of trial subjects
in the event of trial-related

injuries in accordance with the

applicable regulatory
requirement(s).

5.8.3 5.83

EBXBESEER - B5E80 | When trial subjects receive

ARRIE AR ESHEARN compensation, the method and

23K - manner of compensation should
comply with applicable regulatory
requirement(s).

5.9 H1%% 5.9 Financing

AR E st E AT IS A/E | The financial aspects of the trial

&3 AR Be R I 75 75 B RV
REUEARZ

should be documented in an
agreement between the sponsor

and the investigator/institution.

5.10 X EHEEIEEN/ RS
i P &t B B 48 Al
(iR EZEE MR ERTA

WERER ) BEFRADHEAR

ZEFETEHFEESE

sl 1z A R iR R BB

K ) (R E R B 5 FE AR H

Hi - BEEAEM IR
EZMA -

wE -

’ Eit AR é EE %

2 (MK MEBEAIRE

5.10 Notification/Submission to
Regulatory Authority(ies)
Before initiating the clinical
trial(s), the sponsor (or the
sponsor and the investigator, if
required by the applicable
regulatory requirement(s)) should
submit any required application(s)
to the appropriate authority(ies)
for review, acceptance, and/or

permission (as required by the
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applicable regulatory
requirement(s)) to begin the
trial(s). Any
notification/submission should be
dated and contain sufficient
information to identify the

protocol.

511 ARSERRESE\EIfMIE

5.11 Confirmation of Review by

ZEEZEEHER IRB/IEC

5.11.1 5.11.1
AERETEEEAERTEIFA/M | The sponsor should obtain from
BEHE NIEN ! the investigator/institution:

(M) BREF AEEZ ARS
REEI/BUMERZEZTNZ
S Sl
(OAEHREEZ/ B MIE
ZEERMBEMERHERR
5 KR A R EER A K
ZIEREHR -

(DA BREEZ/ B MIE
ZEEZENRER - FallgE
RLE K - RIRHE— &R
Wl EE  RalBERR
 HiEAREEZEME
- REBESER - RHER
Al RN AR BRI S - &

(a) The name and address of the
investigator's/institution's
IRB/IEC.

(b) A statement obtained from the
IRB/IEC that it is organized
and operates according to
GCP and the applicable laws
and regulations.

(c) Documented IRB/IEC
approval/favourable opinion
and, if requested by the
sponsor, a current copy of
protocol, written informed

consent form(s) and any other

93




109 & 77w (¥ %)

NSl EZE 8/ BUMEERE
D OBEBKR I -

written information to be
provided to subjects, subject
recruiting procedures, and
documents related to
payments and compensation
available to the subjects, and
any other documents that the

IRB/IEC may have requested.

5.11.2
WMAEEREEG/BUMESR
SRBEABETEHEL - W@
afETEE - RulBRREK
HitR KSR ENEEERE
Hthi2FRELE - mbieZRatE
BEABRES ANBEERS—
MELERZBIARAEH RS
S 28U REEEEZERNH
5y

5.11.2

If the IRB/IEC conditions its
approval/favourable opinion upon
change(s) in any aspect of the
trial, such as modification(s) of
the protocol, written informed
consent form and any other
written information to be provided
to subjects, and/or other
procedures, the sponsor should
obtain from the
investigator/institution a copy of
the modification(s) made and the
date approval/favourable opinion

was given by the IRB/IEC.

5113
AREEEREARE A
B EVS (L1 IRB/IEC EMZE
ZXHREHR - siEIiZE
NEFZEZNHRER

/HH o o

5.11.3

The sponsor should obtain from
the investigator/institution
documentation and dates of any
IRB/IEC reapprovals/re-

evaluations with favourable
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opinion, and of any withdrawals
or suspensions of

approval/favourable opinion.

512 i

5.12 Information on

Investigational Product(s)

5.12.1

E5IERE - SRETER
e R A 7T 0 BOFERR RN/ bR PR
MREZLZEZERBUMER -
PS5l BRet Eh 2 A 8E sk

€ HE - FRKBE KRR
¥

5.12.1

When planning trials, the sponsor
should ensure that sufficient
safety and efficacy data from
nonclinical studies and/or clinical
trials are available to support
human exposure by the route, at
the dosages, for the duration, and
in the trial population to be

studied.

5.12.2
EREXNMEMEER - alf
ZLEREMESAFM (2

5.12.2
The sponsor should update the

Investigator's Brochure as

BET1E "FEHAFMHL)- significant new information
becomes available (see 7.
Investigator's Brochure).

513 HBRBR NS G% 1B i;‘:’ eﬁi‘;"ij“é:ﬁ;:a“"ag‘“g’

R A S ’
Investigational Product(s)

5.13.1 5.13.1

albn Rt E R R EREEm The sponsor should ensure that

( B EHERER KL | the investigational product(s)
P& B2 (including active comparator(s)

and placebo, if applicable) is
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- BRI KRR T Ol {RAE
H&LET BEIRINER S 1E
ERREK -

characterized as appropriate to the
stage of development of the
product(s), is manufactured in
accordance with any applicable
GMP, and is coded and labelled in
a manner that protects the
blinding, if applicable. In
addition, the labelling should
comply with applicable regulatory

requirement(s).
5.13.2 5.13.2
AR E B EREAEZm O | The sponsor should determine, for
BEX7HRERE - REEYE the investigational product(s),

(HIe - &t ) EEisE - A
RECEREFREmEREM -
ARt E RS AAAMEREA

8 (fH: BRE - mRERS
A~ R REEEAR ) Lk

T -

acceptable storage temperatures,
storage conditions (e.g. protection
from light), storage times,
reconstitution fluids and
procedures, and devices for
product infusion, if any. The
sponsor should inform all
involved parties (e.g. monitors,
investigators, pharmacists, storage
managers) of these

determinations.

5.13.3
Al ®Emn T BIRBBEE B K
EFIERS R EE -

CRR

5.13.3

The investigational product(s)
should be packaged to prevent
contamination and unacceptable

deterioration during transport and
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storage.
5.134 5.13.4
e D - A AHZEmAY | In blinded trials, the coding

><HAA
RERREEIEEERER
Iy 21V R B I PRy {5 FH %2

An
DI ERE MR FTRYTIIRE

system for the investigational
product(s) should include a
mechanism that permits rapid
identification of the product(s) in
case of a medical emergency, but
does not permit undetectable

breaks of the blinding.

5.13.5

ERAREERED - alREmn
S EIREMERER AN
& . FEIFTEC TS FAR bR PR Al AR
Al - ST 2 A SRR R
MBS MERMR (1%
B ABEER . ERSaHER )

5.13.5

If significant formulation changes
are made in the investigational or
comparator product(s) during the
course of clinical development,
the results of any additional
studies of the formulated
product(s) (e.g. stability,
dissolution rate, bioavailability)
needed to assess whether these
changes would significantly alter
the pharmacokinetic profile of the
product should be available prior
to the use of the new formulation

in clinical trials.

5.14 FRAR%Eam 2 R4 IR

5.14 Supplying and Handling

Investigational Product(s)

5.14.1

aREtE R ER KR

5.14.1

The sponsor is responsible for
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Mo Aa el B E 1 AN/ BB supplying the
investigator(s)/institution(s) with
the investigational product(s).

5.14.2 5.14.2

Al B AR OE (40: AF2atERZ | The sponsor should not supply an

S8/ BIIMEZEEE KEETE | investigator/institution with the

B ) alRETEAFRER
ALl BB 2 i T AL B T R A /B -

==<HAA

investigational product(s) until the
sponsor obtains all required
documentation (e.g.
approval/favourable opinion from
IRB/IEC and regulatory
authority(ies)).

5.14.3

AR RTERERSEEERE
SRR EFAMEBRET 26
e R IR MRTF ZHE7RAR
R - RFEAEIEE L2
W=~ RIE - fEF - HE B
20 & W 7K fE AR Al BR 2
RARERAREmRELRE
abE (S HERETERER
HEMEAREERZEET

SN=

) SFB

Z85%
=<

5.14.3

The sponsor should ensure that
written procedures include
instructions that the
investigator/institution should
follow for the handling and
storage of investigational
product(s) for the trial and
documentation thereof. The
procedures should address
adequate and safe receipt,
handling, storage, dispensing,
retrieval of unused product from
subjects, and return of unused
investigational product(s) to the
sponsor (or alternative disposition

if authorized by the sponsor and in
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compliance with the applicable

regulatory requirement(s)).

5.14.4
AR EE
(—)FEfR
FHEA -

A 75
T EC Tl

BIEs 325 B

(DOFREEZE - =R RE - [
W K% 5 85 il B2 2% o 7 SUAF 4O %

( £/ ICH E6(R2) 8. Essential
Documents for the Conduct of a
Clinical Trial ) °
(=) #E SR AR 2 mn A9 (B LR [B1UY
ACEREIE Z 24 (B0 ;- [EllL

AR - AiBEREWRE -
MBEAZE (] ) -

(0 4R A o AR B 22
RENHZIEZ 24 -

ZEE

5.14.4

The sponsor should:

(a) Ensure timely delivery of
investigational product(s) to
the investigator(s).

(b) Maintain records that
document shipment, receipt,
disposition, return, and
destruction of the
investigational product(s) (see
8. Essential Documents for the
Conduct of a Clinical Trial).

(c) Maintain a system for
retrieving investigational
products and documenting this
retrieval (e.g. for deficient
product recall, reclaim after
trial completion, expired
product reclaim).

(d) Maintain a system for the
disposition of unused
investigational product(s) and

for the documentation of this

disposition.
5.14.5 5.14.5
AEREEEE The sponsor should:

(—)EREUE R DU CRal BR 2 R 72

(a) Take steps to ensure that the
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EREBZZEM -

(D) RF SRV ERZE m A
ZFERESNE - TRFS
MRERMDT R Z A
B% o RIS ZEmMZ EM T
RZEFO - EmEREEZR
7E M AT BR BB 0 A e A B 1R
HEEREK - RMEE
SKZHEEZREME

investigational product(s) are
stable over the period of use.
(b) Maintain sufficient quantities
of the investigational
product(s) used in the trials to
reconfirm specifications,
should this become necessary,
and maintain records of batch
sample analyses and
characteristics. To the extent
stability permits, samples
should be retained either until
the analyses of the trial data
are complete or as required by
the applicable regulatory
requirement(s), whichever

represents the longer retention

period.
5.15 #ZCEktEeR 5.15 Record Access
5.15.1 5.15.1

AR EREERERITEE
R HEMEEmZT - SRR
FRAEBE SRR &

Al - #&4Z ~ IRB/IEC BEKEE
WEERZ  EERHRREBE
I EE

The sponsor should ensure that it
is specified in the protocol or
other written agreement that the
investigator(s)/institution(s)
provide direct access to source
data/documents for trial-related
monitoring, audits, IRB/IEC

review, and regulatory inspection.

5.15.2

5.15.2
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Al bR =R T A B MY Bl B AR
ERl ~ FE%
TEHBEZE  8—UXaH
EHEEEER - O EERS
HEARRIGERAE -

IRB/IEC BE& KX

The sponsor should verify that
each subject has consented, in
writing, to direct access to his/her
original medical records for trial-
related monitoring, audit,

IRB/IEC review, and regulatory

inspection.
516 ZxHER 5.16 Safety Information
5.16.1 5.16.1

nﬂ%ﬁﬂtn%%ﬁj%ni ﬂit%/\/\_l_

mNEZ = MR

The sponsor is responsible for the
ongoing safety evaluation of the

investigational product(s).

5.16.2
ERIROEEERHELE
?ﬁ@ﬁtwﬁﬂﬁ‘%%@ A= B

Bg/EUREZEEEEH
..M,\%%Euﬂj VR ERRTEE
M ZBEAAR R B A/ S
KEEHR -

5.16.2

The sponsor should promptly
notify all concerned
investigator(s)/institution(s) and
the regulatory authority(ies) of
findings that could affect
adversely the safety of subjects,
impact the conduct of the trial, or
alter the IRB/IEC's
approval/favourable opinion to

continue the trial.

517 EmARREHRS 5.17 Adverse Drug Reaction
Reporting

5.17.1 5.17.1

HPFAEBREBRKRIBEI ZZmA | The sponsor should expedite the

BKFE - #lEaZTEEIZEE | reporting to all concerned

R AEBA el R E 15 A /S

investigator(s)/institutions(s), to
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IRB/IEC K F E 1R -

the IRB(s)/IEC(s), where
required, and to the regulatory
authority(ies) of all adverse drug
reactions (ADRs) that are both

serious and unexpected.

5.17.2
DRI 2 3R 5 T 5 HERA
MEK K ICH R Z = M EIE
BIEES|  REBEBRZER
TRAE -

5.17.2

Such expedited reports should
comply with the applicable
regulatory requirement(s) and
with the ICH Guideline for
Clinical Safety Data Management:
Definitions and Standards for

Expedited Reporting.

5.17.3

AR Rt B RIERARE
K MEERBERESEMEZE
MRS RERERS -

5.17.3

The sponsor should submit to the
regulatory authority(ies) all safety
updates and periodic reports, as

required by applicable regulatory

requirement(s).
5.18 B3 5.18 Monitoring
5.18.1 5.18.1
HrY Purpose

BRI 2 BB B RERT
(MR AEZERN KRR R R
i

(D)FT SRV R BUIR 2R - 5T
ZEHOBRAERDPERE -
(=)l B Z TR S AEZEZ 5
BRETEEREEERAE - GCP

|||||||

The purposes of trial monitoring

are to verify that:

(a) The rights and well-being of
human subjects are protected.

(b) The reported trial data are
accurate, complete, and

verifiable from source
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FAEBAREK

documents.

(c) The conduct of the trial is in
compliance with the currently
approved
protocol/amendment(s), with
GCP, and with the applicable

regulatory requirement(s).

5.18.2
BEAEZETREE

(—) R E FER
;wa

(D) BRI = EAE
EEM@E%,
/B PRENGE, -

1:51

BEEETE

=& - HIE
Jnit,% ZRIE
BEAEZ

ERELEmER -
(=) &R %ﬁ***?ﬁ%ﬂ%@%l%

Elljlil N nftn N\I:I-I-

» R EE

:‘EE?EL\,SEEE%ZEE

B alkREs

*£ER - GCP KEREEIRE

S
>ko

TE IR

5.18.2

Selection and Qualifications of

Monitors

(a) Monitors should be appointed
by the sponsor.

(b) Monitors should be
appropriately trained, and
should have the scientific
and/or clinical knowledge
needed to monitor the trial
adequately. A monitor's
qualifications should be
documented.

(c) Monitors should be thoroughly
familiar with the
investigational product(s), the
protocol, written informed
consent form and any other
written information to be
provided to subjects, the
sponsor's SOPs, GCP, and the
applicable regulatory
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requirement(s).

5.18.3

EARSEEAME

ARt EERAMREES
RUBERI AT - SlERRrtEE
REBENENSLERME -
BEASEMEEZRE - BE
sakazHR - Bi -
" B RERENE
%= [RAIE - EElBRFE%RA
AR R RE - 9RBE
DRl BEAIIMER T - &
RELESRAPRERN MR
=im B - I EEBRER/AZ
AlRAREZE - RIEEENER
REE - DIRE IR ERETE oI kIR
2 8 RERARELERZER AT -
aT I AR DI E R EER
e BIBERITAZ— -

=1=

AX @

GiE
SRETEEEETEERHS

- B ELUERSERN
73R BRI B PR AL BR - ZNERPR
A ARE SR E 2
M BEFFUIREENBN
MRMENARTTE - mbgE
AEEFEEEMER - A
ShREDRI (R M i lim BBl &
A ESERVIER MREF R

5.18.3

Extent and Nature of Monitoring
The sponsor should ensure that
the trials are adequately
monitored. The sponsor should
determine the appropriate extent
and nature of monitoring.

The determination of the extent
and nature of monitoring should
be based on considerations such
as the objective, purpose, design,
complexity, blinding, size, and
endpoints of the trial. In general
there is a need for on-site
monitoring, before, during, and
after the trial; however in
exceptional circumstances the
sponsor may determine that
central monitoring in conjunction
with procedures such as
investigators' training and
meetings, and extensive written
guidance can assure appropriate
conduct of the trial in accordance
with GCP. Statistically controlled
sampling may be an acceptable
method for selecting the data to be

verified.
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ADDENDUM

The sponsor should develop a
systematic, prioritized, risk-based
approach to monitoring clinical
trials. The flexibility in the extent
and nature of monitoring
described in this section is
intended to permit varied
approaches that improve the
effectiveness and efficiency of
monitoring. The sponsor may
choose on-site monitoring, a
combination of on-site and
centralized monitoring, or, where
justified, centralized monitoring.
The sponsor should document the
rationale for the chosen
monitoring strategy (e.g., in the
monitoring plan).

On-site monitoring is performed
at the sites at which the clinical
trial is being conducted.
Centralized monitoring is a
remote evaluation of
accumulating data, performed in a
timely manner, supported by
appropriately qualified and trained
persons (e.g., data managers,

biostatisticians).
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Centralized monitoring processes
provide additional monitoring
capabilities that can complement
and reduce the extent and/or
frequency of on-site monitoring
and help distinguish between
reliable data and potentially
unreliable data.

Review, that may include

statistical analyses, of

accumulating data from
centralized monitoring can be
used to:

(a) identify missing data,
inconsistent data, data
outliers, unexpected lack of
variability and protocol
deviations.

(b) examine data trends such as
the range, consistency, and
variability of data within and
across sites.

(c) evaluate for systematic or
significant errors in data
collection and reporting at a
site or across sites; or
potential data manipulation or
data integrity problems.

(d) analyze site characteristics and
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performance metrics.
(e) select sites and/or processes

for targeted on-site

monitoring.
5.18.4 5.18.4
EAEZEE Monitor's Responsibilities
EDHIZERIBEAEREZFTEEZE | The monitor(s) in accordance with
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Alsth OERE BN E 2 1B -
DU IREL B IE RO T R AT
(M EEABREZEERERTER
ANBZFEEFBRBREE -
(— )ﬁﬁwunitmi%)\,%ﬁ mEE
BEER (2% 4.1
5.6 ) WrEER uzqﬂm A
FEHEZMY ; B EE
ABHEFEEFRER=ENHE
22 MOJESM - ZEHK
IErE TR - WHEES
B NEEEES Y -
(=) alEREim
1. BEREBRGESDE
all B LffazEPE?EEE’intm
uuﬂf/\nﬁ °
AR EE R IR
=aE - BERE
BEtEERE -
RHSHBIEENER &

A—l--l—

4B4%
AR ST

B2z

G

/o AN =2
= =
= A4
EfJ 8/l

the sponsor's requirements should

ensure that the trial is conducted

and documented properly by
carrying out the following
activities when relevant and
necessary to the trial and the trial
site:

(a) Acting as the main line of
communication between the
sponsor and the investigator.

(b) Verifying that the investigator
has adequate qualifications
and resources (see 4.1, 4.2,
5.6) and remain adequate
throughout the trial period,
that facilities, including
laboratories, equipment, and
staff, are adequate to safely
and properly conduct the trial
and remain adequate
throughout the trial period.

(c) Verifying, for the
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investigational product(s):

(1) That storage times and
conditions are acceptable,
and that supplies are
sufficient throughout the
trial.

(i1) That the investigational
product(s) are supplied only
to subjects who are eligible
to receive it and at the
protocol specified dose(s).

(i11) That subjects are provided
with necessary instruction
on properly using, handling,
storing, and returning the
investigational product(s).

(iv) That the receipt, use, and
return of the investigational
product(s) at the trial sites
are controlled and
documented adequately.

(v) That the disposition of
unused investigational
product(s) at the trial sites
complies with applicable
regulatory requirement(s)
and is in accordance with
the sponsor.

(d) Verifying that the investigator
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follows the approved protocol
and all approved
amendment(s), if any.

(e) Verifying that written informed
consent was obtained before
each subject's participation in
the trial.

(f) Ensuring that the investigator
receives the current
Investigator's Brochure, all
documents, and all trial
supplies needed to conduct the
trial properly and to comply
with the applicable regulatory
requirement(s).

(g) Ensuring that the investigator
and the investigator's trial
staff are adequately informed
about the trial.

(h) Verifying that the investigator
and the investigator's trial
staff are performing the
specified trial functions, in
accordance with the protocol
and any other written
agreement between the
sponsor and the
investigator/institution, and

have not delegated these
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functions to unauthorized
individuals.

(1) Verifying that the investigator
1s enrolling only eligible
subjects.

(j) Reporting the subject
recruitment rate.

(k) Verifying that source
documents and other trial
records are accurate,
complete, kept up-to-date and
maintained.

(1) Verifying that the investigator
provides all the required
reports, notifications,
applications, and submissions,
and that these documents are
accurate, complete, timely,
legible, dated, and identify the
trial.

(m) Checking the accuracy and
completeness of the CRF
entries, sourcedocuments and
other trial-related records
against each other. The
monitor specifically should
verify that:

(1) The data required by the

protocol are reported
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accurately on the CRFs and
are consistent with the
source documents.

(i1) Any dose and/or therapy
modifications are well
documented for each of the
trial subjects.

(i11) Adverse events,
concomitant medications
and intercurrent illnesses
are reported in accordance
with the protocol on the
CRFs.

(iv) Visits that the subjects fail
to make, tests that are not
conducted, and
examinations that are not
performed are clearly
reported as such on the
CRFs.

(v) All withdrawals and
dropouts of enrolled
subjects from the trial are
reported and explained on
the CRFs.

(n) Informing the investigator of
any CRF entry error,
omission, or illegibility. The

monitor should ensure that
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appropriate corrections,
additions, or deletions are
made, dated, explained (if
necessary), and initialed by
the investigator or by a
member of the investigator's
trial staff who is authorized to
initial CRF changes for the
investigator. This
authorization should be
documented.

(o) Determining whether all
adverse events (AEs) are
appropriately reported within
the time periods required by
GCP, the protocol, the
IRB/IEC, the sponsor, and the
applicable regulatory
requirement(s).

(p) Determining whether the
investigator is maintaining the
essential documents (see 8.
Essential Documents for the
Conduct of a Clinical Trial).

(q) Communicating deviations
from the protocol, SOPs, GCP,
and the applicable regulatory
requirements to the

investigator and taking
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appropriate action designed to
prevent recurrence of the

detected deviations.

5.18.5
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5.18.5

Monitoring Procedures

The monitor(s) should follow the
sponsor's established written
SOPs as well as those procedures
that are specified by the sponsor

for monitoring a specific trial.

5.18.6
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5.18.6

Monitoring Report

(a) The monitor should submit a
written report to the sponsor
after each trial site visit or
trial-related communication.

(b) Reports should include the
date, site, name of the
monitor, and name of the
investigator or other
individual(s) contacted.

(c) Reports should include a
summary of what the monitor
reviewed and the monitor's
statements concerning the
significant findings/facts,
deviations and deficiencies,
conclusions, actions taken or

to be taken and/or actions
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recommended to secure
compliance.

(d) The review and follow-up of
the monitoring report with the
sponsor should be
documented by the sponsor's
designated representative.

ADDENDUM

(e) Reports of on-site and/or
centralized monitoring should
be provided to the sponsor
(including appropriate
management and staff
responsible for trial and site
oversight) in a timely manner
for review and follow up.
Results of monitoring
activities should be
documented in sufficient
detail to allow verification of
compliance with the
monitoring plan. Reporting of
centralized monitoring
activities should be regular
and may be independent from

site visits.

B £%

ADDENDUM
5.18.7

Monitoring Plan
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The sponsor should develop a
monitoring plan that is tailored to
the specific human subject
protection and data integrity risks
of the trial. The plan should
describe the monitoring strategy,
the monitoring responsibilities of
all the parties involved, the
various monitoring methods to be
used, and the rationale for their
use. The plan should also
emphasize the monitoring of
critical data and processes.
Particular attention should be
given to those aspects that are not
routine clinical practice and that
require additional training. The
monitoring plan should reference
the applicable policies and

procedures.

5.19 &#%
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5.19 Audit
If or when sponsors perform
audits, as part of implementing

quality assurance, they should

consider:
5.19.1 5.19.1
B/ Purpose

aRRitE ZERAEIE A
EAITER S mEBEEHITIEE

The purpose of a sponsor's audit,

which is independent of and

115




109 & 77w (¥ %)

A - Bz BERFE EEER
ZHTHRREBTHBET S
= - ZEEERER - GCP X1
EEAREK -

separate from routine monitoring
or quality control functions,
should be to evaluate trial conduct
and compliance with the protocol,
SOPs, GCP, and the applicable

regulatory requirements.

5.19.2
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5.19.2

Selection and Qualification of

Auditors

(a) The sponsor should appoint
individuals, who are
independent of the clinical
trials/systems, to conduct
audits.

(b) The sponsor should ensure that
the auditors are qualified by
training and experience to
conduct audits properly. An
auditor's qualifications should

be documented.

5.19.3
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5.19.3

Auditing Procedures

(a) The sponsor should ensure that
the auditing of clinical
trials/systems is conducted in
accordance with the sponsor's
written procedures on what to
audit, how to audit, the

frequency of audits, and the
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form and content of audit
reports.

(b) The sponsor's audit plan and
procedures for a trial audit
should be guided by the
importance of the trial to
submissions to regulatory
authorities, the number of
subjects in the trial, the type
and complexity of the trial,
the level of risks to the trial
subjects, and any identified
problem(s).

(c) The observations and findings
of the auditor(s) should be
documented.

(d) To preserve the independence
and value of the audit
function, the regulatory
authority(ies) should not
routinely request the audit
reports. Regulatory
authority(ies) may seek access
to an audit report on a case by
case basis when evidence of
serious GCP non-compliance
exists, or in the course of legal
proceedings.

(e) When required by applicable
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law or regulation, the sponsor
should provide an audit

certificate.

520 AEEM

5.20 Noncompliance

5.20.1
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5.20.1

Noncompliance with the protocol,
SOPs, GCP, and/or applicable
regulatory requirement(s) by an
investigator/institution, or by
member(s) of the sponsor's staff
should lead to prompt action by
the sponsor to secure compliance.
ADDENDUM

If noncompliance that
significantly affects or has the
potential to significantly affect
human subject protection or
reliability of trial results is
discovered, the sponsor should
perform a root cause analysis and
implement appropriate corrective

and preventive actions.

5.20.2
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5.20.2

If the monitoring and/or auditing
identifies serious and/or persistent
noncompliance on the part of an
investigator/institution, the
sponsor should terminate the

investigator's/institution's
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participation in the trial. When an
investigator's/institution's
participation is terminated
because of noncompliance, the
sponsor should notify promptly
the regulatory authority(ies).

5.21 RB&IESE R
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5.21 Premature Termination or
Suspension of a Trial

If a trial is prematurely terminated
or suspended, the sponsor should
promptly inform the
investigators/institutions, and the
regulatory authority(ies) of the
termination or suspension and the
reason(s) for the termination or
suspension. The IRB/IEC should
also be informed promptly and
provided the reason(s) for the
termination or suspension by the
sponsor or by the
investigator/institution, as
specified by the applicable

regulatory requirement(s).

5.22 ERPRERER/ MRS
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5.22 Clinical Trial/Study
Reports

Whether the trial is completed or
prematurely terminated, the
sponsor should ensure that the

clinical trial reports are prepared
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and provided to the regulatory
agency(ies) as required by the
applicable regulatory
requirement(s). The sponsor
should also ensure that the clinical
trial reports in marketing
applications meet the standards of
the ICH Guideline for Structure
and Content of Clinical Study
Reports. (NOTE: The ICH
Guideline for Structure and
Content of Clinical Study Reports
specifies that abbreviated study
reports may be acceptable in

certain cases.)

5.23 ZHIESIEIRREEE
HZEBESERARGR - 3k
ZXIEERERNIEE

5.23 Multicentre Trials
For multicentre trials, the sponsor

should ensure that:

5.23.1

i ERSYN i S
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5.23.1

All investigators conduct the trial
in strict compliance with the
protocol agreed to by the sponsor
and, if required, by the regulatory
authority(ies), and given
approval/favourable opinion by
the IRB/IEC.

5.23.2
BZEBER=THUNER
B aFR AR/ OPME

5.23.2
The CRFs are designed to capture

the required data at all multicentre
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trial sites. For those investigators
who are collecting additional data,
supplemental CRFs should also be
provided that are designed to

capture the additional data.

5.23.3
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AREMS A7 S ERF 175 AR
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5.23.3

The responsibilities of
coordinating investigator(s) and
the other participating
investigators are documented

prior to the start of the trial.

5.23.4
ALl B2 EE%Ai’]F_%}ii%DL—_rEit
RETEE - Bt —BRIRERY

1Eﬁuur_&5 B4R KEE
(EES g

5.23.4

All investigators are given
instructions on following the
protocol, on complying with a
uniform set of standards for the
assessment of clinical and
laboratory findings, and on

completing the CRFs.

5.23.5
bl EI ABZER

5.23.5
Communication between

investigators is facilitated.
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6. CLINICAL TRIAL
PROTOCOL AND PROTOCOL
AMENDMENT(S)

The contents of a trial protocol
should generally include the
following topics. However, site
specific information may be
provided on separate protocol
page(s), or addressed in a separate
agreement, and some of the
information listed below may be
contained in other protocol
referenced documents, such as an

Investigator's Brochure.

6.1 —RZE

6.1 General Information

6.1.1 6.1.1

AERETSEE 2 BM - fRTLKH | Protocol title, protocol identifying

Hy - number, and date. Any

AEBETEEZEMEEITEA | amendment(s) should also bear

HEBERANEE - the amendment number(s) and
date(s).

6.1.2 6.1.2

afeRtENENE (BB
ZIFARETER ) ZBEK
ik

Name and address of the sponsor
and monitor (if other than the

sponsor).

6.1.3
wIRERABRETEREZAR
STEERHEERAZ ANE
#Z R -

6.1.3
Name and title of the person(s)
authorized to sign the protocol

and the protocol amendment(s) for
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the sponsor.

6.1.4

AR EZBRIEEAE
(B EE FRF 8 ) Z
E - B - il KSR
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6.1.4

Name, title, address, and
telephone number(s) of the
sponsor's medical expert (or

dentist when appropriate) for the

trial.

6.1.5 6.1.5

BEWITAR ZABERF AN | Name and title of the

2RI - BB O 2 | investigator(s) who is (are)

i K EBER SRS - responsible for conducting the
trial, and the address and
telephone number(s) of the trial
site(s).

6.1.6 6.1.6

EERBEBALSN 2 B85

Bl (BB ERAS A ) -
BEMEEARPLABZE

Bl (HFNEL)
PEE BT £ -

RE - H
EEEE

Name, title, address, and
telephone number(s) of the
qualified physician (or dentist, if
applicable), who is responsible for

all trial-site related medical (or

B - dental) decisions (if other than
investigator).
6.1.7 6.1.7

/,\nft:% Zﬁuurénﬁﬂ &Eﬁﬂ
BEYEE K /el e g BB P9 K /e E A

Name(s) and address(es) of the

clinical laboratory(ies) and other

Bz At kit - medical and/or technical
department(s) and/or institutions
involved in the trial.

6.2 BRE:N 6.2 Background Information
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6.2.1
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6.2.1
Name and description of the

investigational product(s).

6.2.2
BRI R PAASHERE
TE R R EE M S EL At EA 7RG

i HEAR R R PP H 2
ﬁifﬁﬁzt°

6.2.2

A summary of findings from
nonclinical studies that potentially
have clinical significance and
from clinical trials that are

relevant to the trial.

6.2.3 6.2.3

FOE2HMREBEEZZHERMR | Summary of the known and

RURZEE - potential risks and benefits, if any,
to human subjects.

6.2.4 6.2.4

AR BRI - BIE - BR=E M)A | Description of and justification for

A i R HIEA - the route of administration,
dosage, dosage regimen, and
treatment period(s).

6.2.5 6.2.5

%ﬁ%@Z%ﬂ"H@W}EEﬁ%@E &=
B SF GCP MR ERE

A statement that the trial will be
conducted in compliance with the
protocol, GCP and the applicable

regulatory requirement(s).

6.2.6
HIFRHRIGRE 2wt

6.2.6
Description of the population to

be studied.

6.2.7
—_HIET \nitn Egﬂﬂgﬁlﬁﬁjﬁ
A 7 SRR B -

=]
=5

6.2.7
References to literature and data

that are relevant to the trial, and
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that provide background for the

trial.

6.3 AEEENRBEMN
sl v EERABERN 25
A -

6.3 Trial Objectives and
Purpose

A detailed description of the
objectives and the purpose of the

trial.
6.4 ERERE 6.4 Trial Design
iR A B 2 MBI EBASE R KAl | The scientific integrity of the trial
HIEZOEE - SEMER %’* and the credibility of the data

ZHR n-l— Eﬁﬁ nft:%/w:& n-I—Z}
FEEIHE .

from the trial depend substantially
on the trial design. A description

of the trial design, should include:

6.4.1

A specific statement of the
primary endpoints and the
secondary endpoints, if any, to be

measured during the trial.

6.4.1

HREEPRAIE Y E2EN

EIZERBEIEE (58 )

Z ERgfaut -

6.4.2

ﬂﬁ@ﬂ%?ﬁﬁzuﬁ'ﬁﬁ R ET 2
ma (Bl BT - 2Em e

%]‘E’”\ A~ FITRRET ) AIRE

6.4.2

A description of the type/design of
trial to be conducted (e.g. double-
blind, placebo-controlled, parallel

AlBREeET - TRKIEER ZE design) and a schematic diagram

= of trial design, procedures and
stages.

6.4.3 6.4.3

R/ e B R R RIS 2 1
g - Bl
(a) PBHEDED

A description of the measures
taken to minimize/avoid bias,

including:
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(b) EMRLET

(a) Randomization.
(b) Blinding.

6.4.4
e aE sl K EEmnm
M| SEAFEIZAEA - FIRFEE

6.4.4
A description of the trial

treatment(s) and the dosage and

ARz A - SR MIE/RY | dosage regimen of the

e - investigational product(s). Also
include a description of the
dosage form, packaging, and
labelling of the investigational
product(s).

6.4.5 6.4.5

%Ezﬁﬁgait%//\nitm,«mﬂ%ﬁ ’ J/\/L
K Pl B b ExZJIIEF?'E—iHj
B SEEREEEN (5

The expected duration of subject
participation, and a description of

the sequence and duration of all

A)e trial periods, including follow-up,
if any.
6.4.6 6.4.6

& Bl ZE & A B 0 2 = BB A
fa Y LUE Es g 1IE 2 IR 2 1
;& o

A description of the "stopping
rules" or "discontinuation criteria"
for individual subjects, parts of

trial and entire trial.

6.4.7
HKI%AAKDDZEQ%%EE%:EE{ ’ @
RLRBEIRERER (58 )-

6.4.7

Accountability procedures for the
investigational product(s),
including the placebo(s) and

comparator(s), if any.

6.4.8
wil BUR R BB ) B AR 22 15 K

6.4.8

Maintenance of trial treatment
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misRER -

randomization codes and

procedures for breaking codes.

6.4.9

EERE AV EEFCRERERE
WERPRIBEE (70D @ 28
SHhEEAE TR ZEE )
MR E B R AR BIRIEE
% -

6.4.9

The identification of any data to
be recorded directly on the CRFs
(i.e. no prior written or electronic
record of data), and to be

considered to be source data.

6.5 R EMAREDL

6.5 Selection and Withdrawal of

Subjects
6.5.1 6.5.1
Al BN - Subject inclusion criteria.
6.5.2 6.5.2
2 al B BEBR IR - Subject exclusion criteria.
6.5.3 6.5.3

R BRI BRI (7RED

A2 | RS an 2 SR /Al R on

/) Nz - BFE ¢

(—) I R el e 2 A & AR Al
/e BRZE an e AR -

(D) REERRHEZE - HEBUE
WEEB KRB -

(o) REEBRREESE KNG
WEM

(IEI);EH:IIEKH ﬁg—?—? AR /|:| r_/nit" M/IZI
B e HREBHE -

Subject withdrawal criteria (i.e.
terminating investigational
product treatment/trial treatment)
and procedures specifying:

(a) When and how to withdraw
subjects from the trial/
investigational product
treatment.

(b) The type and timing of the
data to be collected for
withdrawn subjects.

(c) Whether and how subjects are
to be replaced.

(d) The follow-up for subjects
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withdrawn from
investigational product

treatment/trial treatment.

6.6 AMEREEAT 6.6 Treatment of Subjects

6.6.1 6.6.1

HPT4E T 2 A BRI - B1FF | The treatment(s) to be
FREZmEMH - M= - 43%%8] | administered, including the

12~ FRERT/ET - DINEER | name(s) of all the product(s), the
FRERAE 2yl - BI3EEE | dose(s), the dosing schedule(s),
(&l Bs 22 an A /5 B R AR | the route/mode(s) of

R EZREENHE -

administration, and the treatment
period(s), including the follow-up
period(s) for subjects for each
investigational product
treatment/trial treatment

group/arm of the trial.

6.6.2
Al B A A/ Bl Rr B HA RS EE BT R SR
IEERZ #m//a k-

6.6.2
Medication(s)/treatment(s)
permitted (including rescue
medication) and not permitted

before and/or during the trial.

6.6.3
BEARSEBIEMNER -

6.6.3
Procedures for monitoring subject

compliance

6.7 B

6.7 Assessment of Efficacy

6.7.1
ARSI -

6.7.1
Specification of the efficacy

parameters.

6.7.2

6.7.2
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AL~ RCE R DITRUS L
73E KSR

Methods and timing for assessing,
recording, and analysing of

efficacy parameters.

6.8 &ML

6.8 Assessment of Safety

6.8.1 6.8.1

HRSIZ 22 - Specification of safety parameters.
6.8.2 6.8.2

AL~ ECER N DT LM 8 | The methods and timing for

ZIEREE

assessing, recording, and

analysing safety parameters.

6.8.3
ARSEH R EERZME A
IR ZELIER -

6.8.3

Procedures for eliciting reports of
and for recording and reporting
adverse event and intercurrent

1llnesses.

6.8.4
RAERBEARSHRZE
BN TR ERE -

6.8.4
The type and duration of the

follow-up of subjects after adverse

events.
6.9 MEtHE 6.9 Statistics
6.9.1 6.9.1

IR AT A 2 HE
i SRRV EA P AT
H%FEﬁ,Eﬁ °

A description of the statistical
methods to be employed,
including timing of any planned

interim analysis(ses).

6.9.2

A BRFRETANARIARL - IRZH
OB RELBRES - FRRRES —a
BRPODRAIAZZEEAR -

6.9.2
The number of subjects planned to
be enrolled. In multicentre trials,

the numbers of enrolled subjects
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REREE AR (RAR ) WY
AEWKE - B2HE (5158)
Zabeta e ] MR IR L3R

projected for each trial site should
be specified.

Reason for choice of sample size,
including reflections on (or
calculations of) the power of the

trial and clinical justification.

6.9.3 6.9.3

SRIEMET I TERIFRZE KLE - The level of significance to be
used.

6.9.4 6.9.4

#2 IEE B AV IR - Criteria for the termination of the
trial.

6.9.5 6.9.5

ARETEAK ~ RIKAKER
HEZRER -

Procedure for accounting for
missing, unused, and spurious

data.

6.9.6
BRIt AR SRR
(EUERIREIHRETTEZIE

6.9.6
Procedures for reporting any

deviation(s) from the original

TVBTERERETEE N/ &AZ TR | statistical plan (any deviation(s)

& P EE T DA T 5 AR 3E from the original statistical plan

H)e should be described and justified
in protocol and/or in the final
report, as appropriate).

6.9.7 6.9.7

KR BNADITRVERETT A
( Blgn : FrEkER D B 2 R
& BB aTaliREm
A MATEMAREZR

X

The selection of subjects to be
included in the analyses (e.g. all
randomized subjects, all dosed

subjects, all eligible subjects,
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mE  FIEdRHMAZREE ) -

evaluable subjects).

6.10 J?t“%ﬁrfz/s‘cféFZE}%’rﬁ?ﬁ
AR B EERERAREE
Wﬁmﬁﬁhmmﬁwﬁaﬂ%wz
TN/ oFralbaEeE 2 808 -
1% - IRB/IEC R - REEW
BAEZRHRGEE/ X ZEH
WA o

e

6.10 Direct Access to Source
Data/Documents

The sponsor should ensure that it
is specified in the protocol or
other written agreement that the
investigator(s)/institution(s) will
permit trial-related monitoring,
audits, IRB/IEC review, and
regulatory inspection(s),

providing direct access to source

data/documents.

6.11 MEEHRMEFRE 6.11 Quality Control and
Quality Assurance

6.12 fRIEZE 6.12 Ethics

EA G B AHRA 2 322 2R
it o

Description of ethical

considerations relating to the trial.

6.13 EIBRIB R 4CiRRTE

6.13 Data Handling and Record
Keeping

6.14 B1¥5 R Amb&
EARFRIBESPEBE -
%R ARREIR -

84

6.14 Financing and Insurance
Financing and insurance if not

addressed in a separate agreement.

6.15 FERZ(FRA
EARA R RS PERR -
R Be 2 38 3RIRA -

6.15 Publication Policy
Publication policy, if not

addressed in a separate agreement.

6.16 R ER
( ﬂ-le .nit%u\n-l_%%;i EE%ET

S/ S 22 AHEE - E—D
ARAE N O] 2 ICH 2 REGIK

6.16 Supplements
(NOTE: Since the protocol and
the clinical trial/study report are

closely related, further relevant
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bRl S 2 EIVRRNETES] )

information can be found in the
ICH Guideline for Structure and
Content of Clinical Study
Reports.)

E7E - FFAFMM ANVESTIGATOR'S BROCHURE)

7.1 #&im

FERAFM ARG HE FAR
INEP =1 E R N
MPARE R - BRITERIZ G
AREFAKRSHEGREEBA
BEM - (B EBER AR R
i 2 RRETRIBI B RETE

A—o--o— O
9 494 O

SPRUFFSRARER - Al ¢
ABRRTEE P IHIE - 4R
R/EfR - AERERBAZE

BRI 2505 - ERFAFMMIAIE
HBEHY  DUEZEHHERERE
HiE=a & 2 RREIR -
EFRFAFMELBFR - B -
B8 T FREHIEAE
IREEN - DIEEEMERIRE
AR ERARBEAE F#EF
AT @ THEHZHABZEE
M BITHPE AR R R AR PR
Memath - BlL - —RmsS -
FRAFMEEEEEEER
fzE . BEEFAFMOAS
FEARHEE PR EIE 2 2P
EZRER

7.1 Introduction

The Investigator's Brochure (IB)
is a compilation of the clinical and
nonclinical data on the
investigational product(s) that are
relevant to the study of the
product(s) in human subjects. Its
purpose is to provide the
investigators and others involved
in the trial with the information to
facilitate their understanding of
the rationale for, and their
compliance with, many key
features of the protocol, such as
the dose, dose frequency/interval,
methods of administration: and
safety monitoring procedures. The
IB also provides insight to support
the clinical management of the
study subjects during the course
of the clinical trial. The
information should be presented
in a concise, simple, objective,

balanced, and non-promotional
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RiESH B EFAFHPZED
BESWEN - WiIRLAmE L
HZER - oI AFAHROZE - OfS
B Z BB REREEEAE
AR AR BRIEERME AR -
Bl MmO P HHEZE
BEHEEERERASMN
- EBAFMA—ERE
AAIRER - EEERERC
N BEXRERENFM -7
BoiRn - FAESHHRE
RAMSEZEEH - BZE
srAll - BREBRZE MBI H
WER - AlolDEREZNE

K - R LHERZHALRE

( IRENFTIEFEAE ) PR TRVER
PRed B - =R AFMERRIE
HZMARZER - EHFAF
B IR R R T E N E TR
F 2OBFERTEVNER
B] - B3] ZIREREGHEE R
PR RMERENEEZE
FEEALIFREE - 23T - (kI

GCP - HEERMIEE A O BESF
BEE  DENTEZEREL
MNERT BN EFAFME - Bl
EMEFA - MEOREENE
H40 IRB/IEC K/ EEHE -
—mms @ dARETEEEE

form that enables a clinician or
potential investigator, to
understand it and make his/her
own unbiased risk-benefit
assessment of the appropriateness
of the proposed trial. For this
reason, a medically qualified
person should generally
participate in the editing of an IB,
but the contents of the IB should
be approved by the disciplines
that generated the described data.
This guideline delineates the
minimum information that should
be included in an IB and provides
suggestions for its layout. It is
expected that the type and extent
of information available will vary
with the stage of development of
the investigational product. If the
investigational product is
marketed and its pharmacology is
widely understood by medical
practitioners, an extensive IB may
not be necessary. Where permitted
by regulatory authorities, a basic
product information brochure,
package leaflet, or labelling may

be an appropriate alternative,

133




109 & 77w (¥ %)

REERRAZEFHAFME
AEBRERA - MARERHAR
S EH R M IRB/IEC &FRA 2
FHAFM - HallRER AR
REBEEE - AERETE
— BT ARREEEREU
HEMBEESTMH - Bk
ZozAFRBREE—SRE
FARMY - yat b BRHE R
ABVEE - EEFIERH
FRHAFMACITH - SRZE
AE—mREFALNEERRE
AEEARHZEZNSE=RE
K- WEEZAES It sHE
[REMNEREN - LUERE
-

provided that it includes current,
comprehensive, and detailed
information on all aspects of the
investigational product that might
be of importance to the
investigator. If a marketed product
is being studied for a new use
(i.e., a new indication), an IB
specific to that new use should be
prepared. The IB should be
reviewed at least annually and
revised as necessary in
compliance with a sponsor's
written procedures. More frequent
revision may be appropriate
depending on the stage of
development and the generation of
relevant new information.
However, in accordance with
Good Clinical Practice, relevant
new information may be so
important that it should be
communicated to the
investigators, and possibly to the
Institutional Review Boards
(IRBs)/Independent Ethics
Committees (IECs) and/or
regulatory authorities before it is

included in a revised IB.
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Generally, the sponsor is
responsible for ensuring that an
up-to-date IB is made available to
the investigator(s) and the
investigators are responsible for
providing the up-to-date IB to the
responsible IRBs/IECs. In the
case of an investigator sponsored
trial, the sponsor-investigator
should determine whether a
brochure is available from the
commercial manufacturer. If the
investigational product is
provided by the sponsor-
investigator, then he or she should
provide the necessary information
to the trial personnel. In cases
where preparation of a formal IB
1s impractical, the sponsor-
investigator should provide, as a
substitute, an expanded
background information section in
the trial protocol that contains the
minimum current information

described in this guideline.

7.2 @A 7.2 General Considerations
FEHAFMESS : The IB should include:

7.2.1 7.2.1

BE Title Page
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UEER 7 FE B A ml AR =Rt A 2

e alERZmatE (70ED ;A

AW - E2R - B2 - Bm

%) LRBEIRRR - DINE
R =Z B AR 5 B AR EHR - 2B

o] 2REMEx 1 -

This should provide the sponsor's
name, the identity of each
investigational product (i.e.,
research number, chemical or
approved generic name, and trade
name(s) where legally permissible
and desired by the sponsor), and
the release date. It is also
suggested that an edition number,
and a reference to the number and
date of the edition it supersedes,
be provided. An example is given

in Appendix 1.

722
REEHH
AREEEARERFAFM
hEHR - el E R AT
BEARERFAFHMERER
X ERHEBEFAZE
BX % IRB/IEC E:H A EMA -

7.2.2

Confidentiality Statement

The sponsor may wish to include
a statement instructing the
investigator/recipients to treat the
IB as a confidential document for
the sole information and use of the

investigator's team and the

IRB/IEC.

73 EFAFRZAR
ERAFMESRENIISE
8 - BERITERESSEHITRE
SIFHZ2ZXM :

7.3 Contents of the
Investigator's Brochure
The IB should contain the
following sections, each with
literature references where

appropriate:

7.3.1

7.3.1

136




109 & 77w (¥ %)

H %
Biz 2 S BIELRIMEE 2 -

Table of Contents
An example of the Table of

Contents is given in Appendix 2

732

=

B ( RS ABEME ) HEi%
Al B 2% o 7 B PR Al B P R A R
248 - (B2 - ZEE) - ZEIE .
S - ZE) - ZEmUH R
ZBEEEHH -

7.3.2

Summary

A brief summary (preferably not
exceeding two pages) should be
given, highlighting the significant
physical, chemical,
pharmaceutical, pharmacological,
toxicological, pharmacokinetic,
metabolic, and clinical
information available that is
relevant to the stage of clinical

development of the investigational

product.
7.3.3 7.3.3
BT Introduction

Bl m 2 E8E (5B
£ INARHEEBZ KEm
) 2R EEBLBK
Huazn By saiaar (4l
;B ) EITZE R
RZIERE **&?EHHZ?EWE :
RS2 EN B - &RE
//l\qjﬁ@\?E&EWEnfEmﬁ;:ﬁZj(
BHEA -

A brief introductory statement
should be provided that contains
the chemical name (and generic
and trade name(s) when approved)
of the investigational product(s),
all active ingredients, the
investigational product(s)
pharmacological class and its
expected position within this class
(e.g. advantages), the rationale for

performing research with the
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investigational product(s), and the
anticipated prophylactic,
therapeutic, or diagnostic
indication(s). Finally, the
introductory statement should
provide the general approach to be
followed in evaluating the

investigational product.

7.3.4
W3E - B2 8 BT
R HEERERAST Z

\7|< J’f

( BREEEA /EGERE )-

W FESR R EARRE 2 38 - (B2
MERSBMEZHE -
2%6@1%&..ML$EEPTT’FIZE§E\
afft - i ﬁﬁHZEEEE’\H
BREEEE - BYREH
B RAEEE - ]IF“%HHEEEE
mffé 7 218 ‘T‘&"“Jg%‘%?f%/iﬁﬁ’%
efft -
EEmMELRERE LEEME
MEMBMILLIZE - TNER

4&# )FSS

%ﬂ

7.3.4

Physical, Chemical, and
Pharmaceutical Properties and
Formulation

A description should be provided
of the investigational product
substance(s) (including the
chemical and/or structural
formula(e)), and a brief summary
should be given of the relevant
physical, chemical, and
pharmaceutical properties.

To permit appropriate safety
measures to be taken in the course
of the trial, a description of the
formulation(s) to be used,
including excipients, should be
provided and justified if clinically
relevant. Instructions for the
storage and handling of the

dosage form(s) should also be
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given.
Any structural similarities to other

known compounds should be

mentioned.
7.3.5 7.3.5
Ik i PR a3l B Nonclinical Studies
wEEm Introduction:

FhEMHR 2 IEERIRELE - 35

I 2B K AR Rl AR R LA
BMEBZEIRMHK - WHERE
27 ~ SERAER LU

HE IR Bz S B AR R M K

HoulgE I ABBELX BB NKRTE

HAfER 2575 -

& /OIS EE

B5E81E .

- FLERENYIELE

- BAEAEREY 2 EHE KR

- BIEEN (B AR/IAT

(mg/kg) )

- AREER

o QBRI

. 4ozEH

l':'uﬁﬁ BBAZDH

BB Nt HAR

. nfc%w.u% BiENIEIE ¢

#IBER R EIBER ZSE

?ﬂ%f@f’ﬁﬁﬁ&%f@fﬁﬁﬁﬁﬁfﬁ
2 2B F R R EE

The results of all relevant
nonclinical pharmacology,
toxicology, pharmacokinetic, and
investigational product
metabolism studies should be
provided in summary form. This
summary should address the
methodology used, the results, and
a discussion of the relevance of
the findings to the investigated
therapeutic and the possible
unfavourable and unintended
effects in humans.

The information provided may
include the following, as
appropriate, if known/available:
* Species tested

* Number and sex of animals in
each group

* Unit dose (e.g.,
milligram/kilogram (mg/kg))

* Dose interval
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Zma T ANEHEZRGRMERE

TLARGH - REATRE - ELL
TE M & sk B4 2 = E M3k
Pl mg/kg REFIRBEEME -
(a)FF R PRZEIE
EEZRUIEERERNESE
EXHINEN Y 2 Z3EFH
e - LR EEREGhA
JEBRPRELIE A B An 3R (I
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24 0n

o BENAER - SERE e
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MEEEL (AN FEEBRTE
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MEENY) 2 B B2 R AR
FEAN A R e B EEE

(b)z
AR /—I—\ u]u]

* Route of administration

* Duration of dosing

* Information on systemic

distribution

* Duration of post-exposure

follow-up

* Results, including the following

aspects:

— Nature and frequency of
pharmacological or toxic effects

— Severity or intensity of
pharmacological or toxic effects

— Time to onset of effects

— Reversibility of effects

— Duration of effects

— Dose response

Tabular format/listings should be

used whenever possible to

enhance the clarity of the

presentation.

The following sections should

discuss the most important

findings from the studies,

including the dose response of

observed effects, the relevance to

humans, and any aspects to be

studied in humans. If applicable,

the effective and nontoxic dose

findings in the same animal
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species should be compared (i.e.,
the therapeutic index should be
discussed). The relevance of this
information to the proposed
human dosing should be
addressed. Whenever possible,
comparisons should be made in
terms of blood/tissue levels rather
than on a mg/kg basis.
(a) Nonclinical Pharmacology
A summary of the
pharmacological aspects of the
investigational product and,
where appropriate, its
significant metabolites studied
in animals, should be included.
Such a summary should
incorporate studies that assess
potential therapeutic activity
(e.g. efficacy models, receptor
binding, and specificity) as
well as those that assess safety
(e.g., special studies to assess
pharmacological actions other
than the intended therapeutic
effect(s)).
(b) Pharmacokinetics and Product
Metabolism in Animals

A summary of the
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pharmacokinetics and
biological transformation and
disposition of the
investigational product in all
species studied should be
given. The discussion of the
findings should address the
absorption and the local and
systemic bioavailability of the
investigational product and its
metabolites, and their
relationship to the
pharmacological and
toxicological findings in animal
species.

(c) Toxicology
A summary of the toxicological
effects found in relevant studies
conducted in different animal
species should be described
under the following headings
where appropriate:
— Single dose
— Repeated dose
— Carcinogenicity
— Special studies (e.g. irritancy
and sensitisation)
— Reproductive toxicity

— Genotoxicity (mutagenicity)
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7.3.6
Effects in Humans
Introduction:
A thorough discussion of the
known effects of the
investigational product(s) in
humans should be provided,
including information on
pharmacokinetics, metabolism,
pharmacodynamics, dose
response, safety, efficacy, and
other pharmacological activities.
Where possible, a summary of
each completed clinical trial
should be provided. Information
should also be provided regarding
results of any use of the
investigational product(s) other
than from in clinical trials, such as
from experience during
marketing.
(a) Pharmacokinetics and Product
Metabolism in Humans
— A summary of information on
the pharmacokinetics of the
investigational product(s)
should be presented,
including the following, if

available:
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— Pharmacokinetics (including
metabolism, as appropriate,
and absorption, plasma
protein binding,
distribution, and
climination).

— Bioavailability of the
investigational product
(absolute, where possible,
and/or relative) using a
reference dosage form.

— Population subgroups (e.g.,
gender, age, and impaired
organ function).

— Interactions (e.g., product-
product interactions and
effects of food).

— Other pharmacokinetic data
(e.g., results of population
studies performed within
clinical trial(s).

(b) Safety and Efficacy

A summary of information

should be provided about the

investigational
product's/products' (including
metabolites, where appropriate)
safety, pharmacodynamics,

efficacy, and dose response that
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were obtained from preceding
trials in humans (healthy
volunteers and/or patients). The
implications of this information
should be discussed. In cases
where a number of clinical
trials have been completed, the
use of summaries of safety and
efficacy across multiple trials
by indications in subgroups
may provide a clear
presentation of the data.
Tabular summaries of adverse
drug reactions for all the
clinical trials (including those
for all the studied indications)
would be useful. Important
differences in adverse drug
reaction patterns/incidences
across indications or subgroups
should be discussed.

The IB should provide a
description of the possible risks
and adverse drug reactions to
be anticipated on the basis of
prior experiences with the
product under investigation and
with related products. A

description should also be
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provided of the precautions or
special monitoring to be done
as part of the investigational
use of the product(s).

(c) Marketing Experience
The IB should identify
countries where the
investigational product has
been marketed or approved.
Any significant information
arising from the marketed use
should be summarised (e.g.,
formulations, dosages, routes
of administration, and adverse
product reactions). The IB
should also identify all the
countries where the
investigational product did not
receive approval/registration
for marketing or was
withdrawn from

marketing/registration.

7.3.7
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7.3.7

Summary of Data and Guidance
for the Investigator

This section should provide an
overall discussion of the
nonclinical and clinical data, and

should summarise the information
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from various sources on different
aspects of the investigational
product(s), wherever possible. In
this way, the investigator can be
provided with the most
informative interpretation of the
available data and with an
assessment of the implications of
the information for future clinical
trials.

Where appropriate, the published
reports on related products should
be discussed. This could help the
investigator to anticipate adverse
drug reactions or other problems

in clinical trials.
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The overall aim of this section is
to provide the investigator with a
clear understanding of the
possible risks and adverse
reactions, and of the specific tests,
observations, and precautions that
may be needed for a clinical trial.
This understanding should be
based on the available physical,
chemical, pharmaceutical,
pharmacological, toxicological,
and clinical information on the

investigational product(s).
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5] - Guidance should also be provided
to the clinical investigator on the
recognition and treatment of
possible overdose and adverse
drug reactions that is based on
previous human experience and
on the pharmacology of the
investigational product.
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- Signature Page (optional)
1 Table of Contents.
2 Summary
3 Introduction
4 Physical, Chemical, and
Pharmaceutical Properties and
Formulation
5 Nonclinical Studies
5.1 Nonclinical Pharmacology
5.2 Pharmacokinetics and Product
Metabolism in Animals
5.3 Toxicology
6 Effects in Humans
6.1 Pharmacokinetics and Product
Metabolism in Humans
6.2 Safety and Efficacy
6.3 Marketing Experience.
7 Summary of Data and Guidance

for the Investigator

NB: References on

1. Publications

2. Reports

These references should be found

at the end of each chapter

Appendices (if any)
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E 8 E - TR 2 NWESXHF(ESSENTIAL DOCUMENTS
FOR THE CONDUCT OF A CLINICAL TRIAL)
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8.1 Introduction

Essential Documents are those
documents which individually and
collectively permit evaluation of
the conduct of a trial and the
quality of the data produced.
These documents serve to
demonstrate the compliance of the
investigator, sponsor and monitor
with the standards of Good
Clinical Practice and with all
applicable regulatory
requirements.

Essential Documents also serve a
number of other important
purposes. Filing essential
documents at the
investigator/institution and
sponsor sites in a timely manner
can greatly assist in the successful
management of a trial by the
investigator, sponsor and monitor.
These documents are also the ones
which are usually audited by the
sponsor's independent audit
function and inspected by the
regulatory authority(ies) as part of
the process to confirm the validity
of the trial conduct and the
integrity of data collected.

Trial master files should be
established at the beginning of the
trial, both at the
investigator/institution's site and
at the sponsor's office. A final

150




109 & 77w (¥ %)

Y8 R AR 7 ol B as s -
&R FLIEH -

B\

close-out of a trial can only be
done when the monitor has
reviewed both
investigator/institution and
sponsor files and confirmed that
all necessary documents are in the
appropriate files.
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ADDENDUM

The sponsor and
investigator/institution should
maintain a record of the
location(s) of their respective
essential documents including
source documents. The storage
system used during the trial and
for archiving (irrespective of the
type of media used) should
provide for document
identification, version history,
search, and retrieval.

Essential documents for the trial
should be supplemented or may
be reduced where justified (in
advance of trial initiation) based
on the importance and relevance
of the specific documents to the
trial.

The sponsor should ensure that
the investigator has control of and
continuous access to the CRF data
reported to the sponsor. The
sponsor should not have exclusive
control of those data.

When a copy is used to replace an
original document (e.g., source
documents, CRF), the copy should
fulfill the requirements for
certified copies.
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The investigator/institution should
have control of all essential
documents and records generated
by the investigator/institution
before, during, and after the trial.
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8.2 Before the Clinical Phase of
the Trial Commences

During this planning stage the
following documents should be
generated and should be on file
before the trial formally starts.
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8.3 During the Clinical
Conduct of the Trial

In addition to having on file the
above documents, the following
should be added to the files during
the trial as evidence that all new

B E 19 2 o S IS X sC 8% Fovant information
relevant information is
PR (AER) documented as it becomes
available
8.4 TESERSoRE 4R IEB 8.4 After Completion or
BRI E48 F 74 . 82 ~ 83 Termination (.)f the Trlay .
After completion or termination of
F5I 2 FRAESTAFIEEL T SIS #F the trial, all of the documents
—HEE - (WMR) identified in Sections 8.2 and &.3

should be in the file together with
the following.
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