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4%%% INTRODUCTION

2 rp 18 R R IRE1 B2 1F 3£ (Good Clinical
Practices, 18 GCP)&EAAEZ
E2E 7R - ERREET - W
17 AR E 2 MIBENEREN
BRI AE - (RTBLLIZEE O R A&
IR ~ 2 BRAL - FiE R R
THMBEEESWRAMER - Wi
REGIRELBREIER O EE -

Good Clinical Practice (GCP)
international ethical and scientific quality

IS an

standard for designing, conducting,
recording and reporting trials that involve
the

Compliance with this standard provides

participation of human subjects.
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.

ICHGCP HRVZRRHEERE (EVU ) ~ H
AR —HRRE - DUeEZFE
B2 AR EEWENE DRI R
REE -

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

KiE5|B2=Z2ME - HA - =6 - 2
M~ =K - dbERth & B R K i R
G4 ( WHO ) Z3R1T GCP PHIRE -

The
consideration of the current good clinical

guideline  was developed with
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).

MO E SRR ZERRREE -
BN IES] -

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

authorities.

8




185 FRERANRVIR AN - ThE AR E A
HABZzHEBUEETEZERK
B3 -

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 #R1%E ICH GCP 355|LU2KR - B IRl 52
RFRAE ~ EREE A AR ZIEM - B
RMEREIRNEE - BERBRNE
HiEE  TEEERERZHT - &2
17 ICHE6 (RL)FS - EAR L2 AT
I ECERERPRELER - IRSEHEFEUE
iR NS - (REHEMBT ETZJ—
& - B0 P REDAI(ZA IR EDRI)BE
RELEMUFEERNE %%w

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
For centralized

approaches. example,

monitoring can now offer a greater
advantage, to a broader range of trials than

Is suggested in the original text.

At - ARIEE] ICHE6 (R2)A B RE
FERARNEBEANERN AN ETHE
PRE1ER 2 5% 5T ~ BAT - FOEER
WS - B FERRSHEREN
ABRARNOEY - AHEEERSHE
KR BEmENUEREN ZEFL
PR INE N 7 RAE - TN -

[

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
trial results. Standards regarding electronic
records and essential documents intended to




increase clinical trial quality and efficiency
have also been updated.

SBAIESIFR - BEESZH B
PREBEAHEARY ICH 55| ( B1W0 : E2A
(BRARZEZMEIEEE ) ~E3 (Zm
fRIRENERINS )  E7 (BEERE) -
ES ( HRPRat B —ARtEIRRAl ) ~ E9 (41
FHEERA) ) fE11 (/)NRREE) -

This should be
conjunction with other ICH guidelines

guideline read in
relevant to the conduct of clinical trials
(e.g., E2A data
management), E3 (clinical study reporting),

(clinical  safety
E7 (geriatric populations), E8 (general
E9
(statistical principles), and E11 (pediatric

considerations for clinical trials),

populations)).

RIESIBETRVM S DR HEEBE - B
R~ =~ I ARM3m £ —BERARY
22 DUREZS AR EEWEEL
¥R EREUE - R E6 (R1)K
E6 (R2)Mfix 2 AEBATEER - &
BITiE M E6 (R2)PE% -

This ICH GCP Guideline
Addendum provides a unified standard for

Integrated

the European Union, Japan, the United
States, Canada, and Switzerland to facilitate
the mutual acceptance of 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 - BEERE (GLOSSARY)

11 ERARBNRE

EMESETAE  FhIZAENE
O BE &) 7R 1 17 A9 >Rk _E 7 A g PR Al B
b EREZERELEZBEBARTEH
RIE - ERERAHET @ BRAE
mARKE - HEMWRE - IEHNE
FrREHBEDEEDBESIEORE

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
be established:
unintended

not all noxious and

responses to a medicinal

product related to any dose should be

10




MARRE R - 0 EEABRERR
THEAE -

R LmEEm : EIEREE T -
FRTER ~ 2EEa R - SRUEE
HEINEE - AlRERAERARBHNOR
fE- (28 ICHIRKRZZMEBEEE
185 REBM I ER RIRE )

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
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).

1.2 FESH
THEFEREZERENTUARER -
HA—THZABEBRRB% - ALt
FREHYAERZER (HREMR)
FIEENEUAREKRTEREIE (8
ERRER) ER - WER - BRE
EhHER HRER) AR -(2H
ICH R RZE MBS IBIE5] | &R
B ERRITE)

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
(AE) be
unfavourable unintended

event can therefore any

and 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

11




Management: Definitions and Standards for
Expedited Reporting).

ﬁ?‘% ( %jfj/\ﬁuur—nft%u\n )

%%aanﬁiﬁ

1.3Amendment (to the protocol)
See Protocol Amendment.

1.4 HEA AR EK 1.4 Applicable Regulatory Requirement(s)
11100 75 B8 B 17 22 qn B PR AL B 2 A 42 | Any law(s) and regulation(s) addressing the

BTHm< -

conduct of clinical trials of investigational
products.

1.5 BIEFER (AR ALEHRRZEE S\
BUMEEZEET )
R EBETERAEHREZEET\E

UREZESEERESE - IJEARES
REET\EUMELZETD  BERK
1% - GCP EMBRIARZEK NETT

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 &%

B &4 B8 37 1 i 48 B IR 551 B2 48 BE
SEENEIS M - DURE IR R 5248 RS
BROETT - %ﬁz}rﬁﬁaﬁ s DITEIERE R
SERBHRRITEE  AREZFEED
EXEEXEER - GCP ,Ei?FH B AR E

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
the
sponsor's standard operating procedures
(SOPs), Good Clinical Practice (GCP), and
the applicable regulatory requirement(s).

reported according to protocol,

1.7 %tz E

EZEERENITIEZMERA -

1.7 Audit Certificate
A declaration of confirmation by the auditor

12




that an audit has taken place.

1.8 Fez#iS
AR BB R ZIEZEFEMNIE
ZAEREHRS

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

1.9 FEZBR1E
OJEESHREBRENHE -

1.9 Audit Trail
Documentation that allows reconstruction
of the course of events.

1.10 B4/
EZ AR RN —ARZHANER

BEoRNTR  BEEEERTHE
AHER Fm%tﬁﬂ EEERTA
Z aBREFA  BAZFERERLES

N BB BN ANSE LR
i

Ec

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).

1.11 BRI SR

BRI EETEXRNENR - BE
NSEBRBTLEIR « XD E
XHH AR S4B ETLE -

1.11 Case Report Form (CRF)

A printed, optical, or electronic document
designed to record all of the protocol
required information to be reported to the
sponsor on each trial subject.

1.12 B PRI Bs/AT 3%

HAFEAS EHITRIME - AREER
5y 78 AR BB 22 n TR B PR ~ 223 BA\s H
22 ERVER ; B\ e R Al R mAY
AREKRIE ; BE\S IR AR ERNE
Wz~ o~ AU~ EdEE

M- DU EHZ BN BN - BRR
ABRBRATRRBERT -

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,

13




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 PR BB/ SRR S

RAE LREE « TRBLE 2 En ST
RN SR EEELE - HPBHERK

Bgmstiset - 2IRELHT - EBF

m EEmEE - (2R ICH 155|

ZmEAREBERS ZEARRK
)

D>>}

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
the

description, presentations, and analyses are

which clinical and statistical
fully integrated into a single report (see the
ICH Guideline for Structure and Content of

Clinical Study Reports).

Zeg =2

1.14 #4884 ( #m

iRl e P M A2 ZEEEBRMZm
alBeZion s 2 EZm( BIEENEH )
LR -

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 BiEM (Al bgtHREE )
BEFrA I ERERE - GCP EEMHEA
MEK -

1.15 Compliance (in relation to trials)
the
requirements, Good Clinical Practice (GCP)

Adherence to all trial-related

requirements, and the applicable regulatory
requirements.

1.16 (%%
el REtENEERE
MENESD

BERE R
VRBRAREREIASE -

1.16 Confidentiality

Prevention of disclosure, to other than
authorized individuals, of a sponsor's
proprietary information or of a subject's

identity.

1.17 L

1.17 Contract




7<s

SENELNZHAE  RESHL
sl RHINHE - SR LIERAEESE
BREEMHSIENLZE - aRsrEE
O ERZHIRERE -

A written, dated, and signed agreement
between two or more involved parties that
sets out any arrangements on delegation and
distribution of tasks and obligations and, if
The
protocol may serve as the basis of a

appropriate, on financial matters.

contract.

1.18 HAEEST
MR ENUEEE
MR B PR BR RO BT -

- A=

1.18 Coordinating Committee
A committee that a sponsor may organize to
coordinate the conduct of a multicenter trial.

1.19 AR ERA
ZHRBAFHEASENHARESA
Z— T ZAERESEERREER
D AREBREB ZAEREITA

1.19 Coordinating Investigator

An investigator assigned the responsibility
for the coordination of investigators at
different

multicentre trial.

centres participating in a

1.20 LI 1S

MABRZTESNNEASEE (7
% Bify - ItEAM) - MTHARETEE
B0 2% B % B 5 BR AR A RO A 75 A T

=

1.20 Contract
(CRO)
A person or an organization (commercial,

Research  Organization

academic, or other) contracted by the
sponsor to perform one or more of a

sponsor's trial-related duties and functions.

1.21 BEEmA

AL R R R BRI E PARET ~ AT
GRS E 2B E - £
BEoaAENERE (Ald . BREE
SNFEEWER SREZTEEEZE)
BEAEBEEZREZXRPNARAKNS
BRTERfEN - REF A ES o
AR EZEEENEREE 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 of the applicable regulatory
the
confidentiality of subjects' identities and

requirement(s) to maintain

sponsor's proprietary information.

1.22 218

FrEX AR B
ECHATENS AR FEEBHEER
BAPTERENROTTE (TREMER - &

1.22 Documentation
All records, in any form (including, but not
limited to, written, electronic, magnetic, and

optical records, and scans, x-rays, and

[(RREME - EFHELCH ; 17 - | electrocardiograms) that describe or record

X-JELEE) - the methods, conduct, and/or results of a
trial, the factors affecting a trial, and the
actions taken.

1.23 HEER 1.23 Essential Documents

o AR AR BN TEHEERE
FER (28 ICHEG(R2) %5 8 =)
??Euurnft% E/JM\K *—l) °

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).

1.2 %ﬁ1gﬁﬁuufﬁit5§1’ﬁ¥(GCP)
B PRArBRRRET ~ W4T ~ BB~ FER& -
foB% ~ DI~ WS ZIRE - OIREIREN
BRI EN AR D OSE R -
R ERER - B - BENHIRE
PHIRRGE -

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
the data and reported results are credible
and accurate, and that the rights, integrity,
and confidentiality of trial subjects are

protected.
1.25 B EiEES /EJ BE (HIEEZL 125  Independent  Data-Monitoring
MBI/ - BENIZEEE - 8388 | Committee (IDMC) (Data and Safety

16




AEZET ) allREtER B
12 B R &= 8 2 R AEE B AR A 5l B

B M EBEEZENENIEE -
ILE?%EK%MKH-E%ZEE %I%g * ﬂ%J—_EE/E
1= 1EE s -

Monitoring 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 N FERE

RIFAEBREEAL - EAZR 2B
RZMHBAENAZSEE  BREXH

BN Z B AENEAAHET -
ZHERAERNREREBARELRE
RuzRSEREMREHRAREE
WEBMER -

/\E

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

written information supplied to the subject.

127 BUMEZES
REBB\REGS 7EHEASHIF
BEENESS 7 EE8HAMNEYT
i (BEa/NHUEEE - #HE -
Eﬁm~ﬁ§m%hﬁ%myA§E
RIFEZHENEN - L HER -
ééﬂwﬁiﬁxﬂ%ﬂmz
BFANER - 82F  HELASHESR
%%ﬁ%E%EZW@Y@'E@E
\RHEBERRR EEBIUMERE
W%EM%WM%EWQ%EK?'
SEREZXOIBEARE - (BREEEERI®

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
by,
reviewing and approving / providing

= | protection, among other things,

favourable opinion on, the trial protocol, the




HEEEEMBAIESIFImL %R E
RERRAERIFEELF -

HEESEENIIESEEXAEMN
BB (—(EEE/)\EHaE
58  fWEHEr B - BIX
EiEsERY ) - ElRERERS B
RrZalE  HiEgr 22 HARAR
FfRE - WHEHSRHERETESE
ARERFA AR ZES KA
RINGETHRREESHNEREZ
AR HETEE KA - BIAR
fEfRAIBIREZESR -

BB UMERET AR - 8
AL~ TOBE ~ BIE A RAREK - &
B oJsEBFT AR - BB MIE
ZEZENFGAESIAS MRETT
g -

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
Ethics

Committees may differ among countries,

pertaining  to Independent
but should allow the Independent Ethics
Committee to act in agreement with GCP as
described in this guideline.

1.28 R EREE
EENREBLREE (BRSEY
iR R BRRVMERRRILE - BEDRER S S
BRI BB E - HERREM
SRR 2 MR BE - RaEE
REREREEEI - WERE N
BAEEA -

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 IS
documented by means of a written, signed

and dated informed consent form.

1.29 B
FEMERE LR REERS R KR

1.29 Inspection
The act by a regulatory authority(ies) of

18




fRRRRIESE - &R1E - 4oix - EEM

O fE ml BRI TS - Bl BRRRT B B\ R
AT RREZEIR - St H Mt EEHKES

n/uﬁﬁ,—iﬁuu}_\_nﬂ% *E F"ﬁZE /}?

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

authority(ies).

1.30 BB 1L E
18] #1017 g IR Al B B 8 Y7 30 R 7 4%
BEIR B T B -

1.30 Institution (medical)

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

1. 31 Aﬁﬂnitn %E

HEESR  NEMERBERZME
PRARRVEIIERS - HESEREEE

RETEEHUHEESE - DIKEVUSHERHF
R BSHNEREEZHAANHE
TEE  MERFERE  DUERT
nfc%sz A ZEERARFIRE -

1.31
Institutional Review Board (IRB)
An
medical,

independent body constituted of

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.

approving, and providing continuing review

among other things, reviewing,

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 B RAE B/ SS HA p el 5
MITER R BREAR - PFTETHDTAS
KBRS -

1.32 Interim Clinical Trial/Study Report
A report of intermediate results and their
evaluation based on analyses performed

19




during the course of a trial.

A

1.33 sl BEZEm

B PR 5ol B P R ARG B 7 22 A El =
SE 7 EM “’”’"‘U_JZ?E TE - Bl
O EMmZEREAREEZERT A

inii

¢l

1.33 Investigational Product
A pharmaceutical form of an active
ingredient or placebo being tested or used as

a reference in a clinical trial, including a

IR0 B S EERC (Ao /52 B2 85) 3 A8 | product with a marketing authorization
RiERZENEEESARESS |when used or assembled (formulated or
iz ERENE—TER - 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 smEERA 1.34 Investigator
Rl BB TR BRI EE A - | A person responsible for the conduct of the
BB RS TE | clinical trial at a trial site. If a trial is

B BZBEENEE AAEBRTE
A - INOJfE BB EIFA - INo] 26015
G EFA -

conducted by a team of individuals at a trial
site, the investigator is the responsible
leader of the team and may be called the
See also

principal investigator.

Subinvestigator.

1.35 B E AV
ER AR Z KA B £ 15 A B\
s EEIRAE

1.35 Investigator/Institution

An expression meaning “the investigator
and/or institution, where required by the
applicable regulatory requirements”.

1.36 £ AT
BEARAS LW T 2R
25 on 7 B PR A FEER R BURRIARER ) -
(SRE7TE "EFAFM,L ) -

1.36 Investigator's Brochure
of the
nonclinical data on the investigational

A compilation clinical and
product(s) which is relevant to the study of
the investigational product(s) in human

subjects (see 7. Investigator's Brochure).

20




1.37 AEREA
FREENIREREZREZH
B ARELERRVE A ~ A AR EAIE

A= °

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 B3 A

85 i PR B o 1 B A AR B PR A B
BikBERKEEBETEE « REFERE
FF - GCP BAMBEDREZTH

1.38 Monitoring

The act of overseeing the progress of a
clinical trial, and of ensuring that it is
conducted, recorded, and reported in
accordance with the protocol, Standard
(SOPs), Good

Clinical Practice (GCP), and the applicable

Operating  Procedures

regulatory requirement(s).

1.39 ES RIS
EERKRERETENE ENIR
EEERRF ARl ERA\EE
Hith Bl iR HRER S 1512 - mlREN
ZIRARERZTENEERS

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.

1.40 2% 18 ER FRa AR
E—habstEE - B EaREE
BZAURREFTAHLBNITRORK

Eft %ﬁ °

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 FEHG R ES B
AEANES FRITHEY BB -

1.41 Nonclinical Study
Biomedical studies not performed on

human subjects.

142 2R (EBUREZES/EE )
B REEZE SR LA REE\T

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

1.43 [RIGBE BACER
SRIREXF -

1.43 Original Medical Record
See Source Documents.

1.44 HEEEtEE

R R BRI B - EQET . Hii .
MmEtESE - BEFINX G - BEER
e /JHET\.JIT,.ME’JJFE%%%%,L\HE

1.44 Protocol
A document that describes the objective(s),
statistical

design, methodology,

considerations, and organization of a trial.

i tWoJseREMSEERIZM - £ | The protocol usually also gives the
ICHGCP o - FERst=EE b — 5 & | background and rationale for the trial, but
ZalEETEEEE - these could be provided in other protocol

referenced documents. Throughout the ICH
GCP Guideline the term protocol refers to
protocol and protocol amendments.

1.45 Rt =22 1.45 Protocol Amendment

BRATRIEEEF Y IERXBAERY | A written description of a change(s) to or

SEXH - formal clarification of a protocol.

1.46 mmERE
HEREARARATEAREEN
EYE - Lok MEHERS GCP BAHE
EREKFTEIMNETEMM AR M
EE o

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
requirement(s).

the applicable regulatory

O 55 =5 U

147 mEE
EmERERAA - FE P B
S E MBI M e ERKEER
g RS -

1.47 Quality Control (QC)

The operational techniques and activities
undertaken within the quality assurance
system to verify that the requirements for
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quality of the trial-related activities have
been fulfilled.

1.48 ME1% 7 B
ARRRDIRR B R QR Em
s IR E e R LUR MR =RV B

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.

1.49 FEEER
BEEENWEA - EATESIP - *
ERECIEERAEBENTE
2 (27 1.29) WEEHE -

1.49 Regulatory Authorities
Bodies having the power to regulate. In the
ICH GCP guideline the
Regulatory  Authorities  includes

expression
the
authorities that review submitted clinical
data and those that conduct inspections (see
1.29). These bodies are sometimes referred
to as competent authorities.

150 MEARSH
RAREREZEREAEHEMBEE A
EE4 . BREET  BRED B
RAEFRSER AT RERE -~ ERKA
MR - XM - (26 ICH i
AU EIBEIEES| . REBERY
EHRNITHE )

1.50 Serious Adverse Event (SAE) or

Serious Adverse Drug Reaction (Serious

ADR)

Any untoward medical occurrence that at

any dose:

- results in death,

- is life-threatening,

- requires inpatient hospitalization or
prolongation of existing hospitalization,

- results in persistent or significant
disability/incapacity,

or

- is a congenital anomaly/birth defect

(see the ICH Guideline for Clinical Safety

23




Data Definitions and

Standards for Expedited Reporting).

Management:

151 [RIAEIE

fRPREEIR ~ B2 - Sy HEh BRI =R
ARG AR ELERNVE AE
K RIEEBESEREGXXH (RE
O RN AR SR AR RV B ) P -

1.51 Source Data

All information in original records and
certified copies of original records of
clinical findings, observations, or other
activities in 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 [R¥ASTHF

ERYINX G - BIBBLH (Bl : B
PR ~ BRI AELE BERE
£ Btk SR EBHREEEER
R - BEES R - BE)EHERFR
ACERAVEE -« KRB R BT EAE
AR HBEER  BEER &
BREIZEIEN X R BEERE
RBEERF ERz=HESHGKRER
ZBER TP ACER) -

1.52 Source Documents

Original documents, data, and 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
accurate microfiches,

being copies,

photographic negatives, microfilm or
magnetic media, x-rays, subject files, and
records kept at the pharmacy, at the
medico-technical

laboratories and at

departments involved in the clinical trial).

1.53 i inEtE
BERARGRIORE SIBE\G BAF
REA ~ AT] -~ B AES -

1.53 Sponsor

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

initiation,  management,
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financing of a clinical trial.

1.54 ElBgEtE - mREEIFA
EFs EE Mt AHKEFRIBANTTE
KRafgrEA - EEEZERER T - &l
feiom ol A& - AH AR alEE
A - aliRtE-aiR 5 AL A
EIFEEEERE (AN . ABREESE
s BT A8) - Hn /R )RS B tEal B
AcE A BES ANELE -

1.54 Sponsor-Investigator
An who both
conducts, alone or with others, a clinical

individual initiates and
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 {REMFRERF
REEGENEA - BMRIEZF
EmERAA -

1.55 Standard Operating Procedures
(SOPs)
Detailed, written instructions to achieve
uniformity of the performance of a specific
function.

1.56 R EEERTA
BEEEBIDRBEISABREEE
ER TR EEEEES REME R
HEAEXRARZEBA (BN 5 -
FPRERD - B E) - a2 EE
BERA -

1.56 Subinvestigator

Any individual member of the clinical trial
team designated and supervised by the
investigator at a trial site to perform critical
trial-related procedures and/or to make
(e.9.
associates, residents, research fellows). See

important  trial-related decisions

also Investigator.

1.57 ZElE/MmERHE
2 1N B PR &l B 1 132 52 5l B 2% an = 3
BREEmAVEA -

1.57 Subject/Trial Subject

An individual who participates in a clinical
the
investigational product(s) or as a control.

trial, either as a recipient of
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1.58 2 EF LS
ARERAEEAEUREHENE
FiaaeS - HolARRESHENS
- BERABRERAZREARENHHE
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1.58 Subject Identification Code

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 Fil B ith &k
ERITERGBRARRS B 2R, -

1.59 Trial Site
The location(s) where trial-related activities
are actually conducted.

1.60 RFEHAE R AR RE

AEFREEEAFNIER

(A R EMERERZEFA

FHEE EhEm 2B/ E RSN

BE ) Z2ERARBRE (2R ICH i&

K2 MEIEEIEIES| . RRBH
T -

==z
BmmE

1.60 Unexpected Adverse Drug Reaction
An adverse reaction, the nature or severity
IS not consistent with the
(e.g.,
Investigator's Brochure for an unapproved

of which

applicable product information

investigational ~ product or package
insert/summary of product characteristics
for an approved product) (see the ICH
Safety Data

Management: Definitions and Standards for

Guideline for Clinical

Expedited Reporting).

161 BXBEZHE
OREER AR S U R RS
S Mo EEEBRAETNETE
FAABREZAEFEMWE EJ?E
SRR R E - Al
PEARERRZREBIHNEE 1§Jtzu-

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
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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 subjects include patients
with

incurable diseases,

persons in nursing

homes, unemployed or impoverished

persons, patients in emergency situations,
ethnic minority groups, homeless persons,
minors, and those

nomads, refugees,

incapable of giving consent.

1.62 2 & AYiEAL
SBBEREE VSR EBE SIS
BT -

1.62 Well-being (of the trial subjects)
The physical and mental integrity of the
subjects participating in a clinical trial.

P £%

ADDENDUM

1.63 #ERRRERVEI A
Bia#atae (Bl Rz &)
BERERER ) NRIaAHEIA (A
s EAVACIHEN R ) - LB
BIRInCHFMERINERN - BEAIE
X~ ABRIRE -

1.63Certified Copy

A copy (irrespective of the type of 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 ESHIGTE
1% 45 10 i B PR A B BE 1) 2 SR B
& BEREKROXE -

1.64 Monitoring Plan
A document that describes the strategy,
methods, responsibilities, and requirements
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for monitoring the trial.

1.65 B R AAVEREE
BIEMERIERFRRFTERKETT
EEMIRBE - LR FRTEIE
AN BRI A REEEFEEE - B
re 7 ABER AR - ZERHHY
BHRAZERAKOETER AR
i MalaER O ERENEERR -

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.

$£ 25 - EF[HRA (THE PRINCIPLES)

2.1 BRARAER ZHITRG MM FEE
ESMmIERA W GCP KMHEE
MEK—E -

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
the

requirement(s).

and applicable regulatory

2.2 'l BRFHIART - FEEGHE R 2=
A ANBERAEMEMOIBRENTE
% NMEEERNE - RBEETRIN
BB AR - 7 RIS & I

B e

2.2 Before a trial is initiated, foreseeable
risks and inconveniences should be weighed
against the anticipated benefit for the
individual trial subject and society. A trial
should be initiated and continued only if the
anticipated benefits justify the risks.

23XAlBZEF B2 MEAZRE
B7ZE  WEEBARNEBRMEYZ

Wz

2.3 The rights, safety, and well-being of the

trial subjects are the most important

considerations and should prevail over
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interests of science and society.

2.4 EHUE%H%F’*@J%QEZ?FE&F‘
REARER - EEEEE M IFATIEY
ROBR IR B -

2.4 The available nonclinical and clinical
information on an investigational product
should be adequate to support the proposed
clinical trial.

2.5 iR AR AR IE BRI BERIE - B RaBR

2.5 Clinical trials should be scientifically

ATEERER MFFENHLL sound, and described in a clear, detailed
protocol.
2.6 P ERIEIMKIR A EEEAS A RS | 26 A trial should be conducted in
BEES\EIUMEZEZZE\EE | compliance with the protocol that has
BERZABEIEEWNT received prior institutional review board
(IRB)/independent ethics committee (IEC)
approval/favourable opinion.
MYl E BB R KA B | 2.7 The medical care given to, and medical

>3% 2%/\ SEEIS A BERIRVELE

decisions made on behalf of, subjects
should always be the responsibility of a
qualified physician or, when appropriate, of
a qualified dentist.

2838—I2HaBRNITZAE ER
e LIEFERZHE -« Il AR -

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 2 B2 ERA BESHEBER | 29

MY ZRAERES - Freely given informed consent should be
obtained from every subject prior to clinical
trial participation.

2.10 2.10

FiElRARBERETECH - BIE K | All clinical trial information should be

fr7 - DUREE WS - 2R MER -

recorded, handled, and stored in a way that
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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
BREQWRREESZ D 2R

2.11
The confidentiality of records that could

et FEHEEARE B KHZS | identify subjects should be protected,

ZRTE - respecting the privacy and confidentiality
rules in accordance with the applicable
regulatory requirement(s).

2.12 2.12

Al B ZE MRV RIS

CBEATEREGS

Investigational ~ products  should  be

GMP - s BR Z2 R E A B 1B 1L 2 4% & | manufactured, handled, and stored in

ZiEEETES accordance  with  applicable  good
manufacturing practice (GMP). They
should be used in accordance with the
approved protocol.

2.13 2.13

AR AEEREMENR
BRER

P £
EEZMBEREENERREERE
KalgERaEREZED -

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.

FIE- ANEBHRZEE

E\BUREES

E (INSTITUTIONAL REVIEW
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BOARD/INDEPENDENT ETHICS COMMITTEE (IRB/IEC))

3.1 B

3.1 Responsibilities

3.1.1
ANinBREZEg\BUMRELZEZE
fEfRZ A BRVER - ZELUINEAR
FRE - HolREERSREENR
ZZaBERBHIER

3.1.1

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.

3.1.2

AR REEE\BUMREREZ A
S NI
RGBT ESVE LR - X EE
RERBIERA ZaEBESER A
W ES)  RHREIEENEEE
B ERAFM - BRALZEZUHER
R ZRHMEEHERE - EiREs
ANEHMBEEM O EREERNE
B DUREM A Bl iR EZE VBB

HEEE RBAFTERMEN -

ANEalBREZET\BUMERZEZR
EeEREASTMERREERNES -
HzaRiRHEASR - FAER
AREl e 2t - FhEEERK MIIER

ZHH

- AEERRR

- ZAERBMBERR
- MEREER

- RIFNEFELNZEBRRER

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,
Brochure (IB),

information,

Investigator's available

safety information about
payments and compensation available to
the current

subjects, investigator's

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.

3.13

AN REEE\EURELZEDE
FEEAREFTANER  BEEAE
AR E R -

3.1.3
The IRB/IEC should the
qualifications of the investigator for the

consider

proposed trial, as documented by a current
curriculum vitae and/or by any other
the IRB/IEC

relevant documentation

requests.

3.14

ANERIREZEES\E U RELZEDE
RIB 25l & P AR 7 B b E HA 51
EITPROER KRR - 20BF R

3.14

The IRB/IEC should conduct continuing
review of each ongoing trial at intervals
appropriate to the degree of risk to human
subjects, but at least once per year.

3.1.5
AN REES\ B MREEES Y
FETRRSNEN BN RESHEZ
A - 22 IREL - BEKRAEIES]
4.8.10 TREFIBIN 7 EH] -

3.15

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

3.1.6
B EBREIENBABREITIF
ARG £/7 4.8.12-48.14)

3.1.6
When a non-therapeutic trial is to be carried
out with the consent of the subject's legally
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AN REZEE\EURELZEDH
e R EEREMSEERST
DiRAEEZHEZE  WHGSH
BEAMEK

acceptable representative (see 4.8.12,
4.8.14), the IRB/IEC should determine that
the
document(s) adequately addresses relevant

proposed protocol and/or other
ethical concerns and meets applicable

regulatory requirements for such trials.

3.1.7

ER AT EESH P AETELESS
HAEHIEEZERBEBARDR (28
48.15) - NigalfaZESVE I fMIE
ZEEREEZABFEE REM
NHENZADREEEZRIEES
THESHEBEREKR (U B

E W
ARNBERG ) -

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).

3.1.8

ANEnBREES\EUMELZEDH
EEABARAEJES ZHM AN
MR - DU REEEM A ERE
R EREE - Rl B RN EIZLD
Pl - A2 R R MET B

=
1= °

3.1.8
The IRB/IEC should
amount and method of payment to subjects

review both the

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

ANEIREES\E I HRELZESDE
ERAERZHEESHMINEN - &
BEENRGR  SERATEER - fUik
READERSEREMAAREE

3.1.9
The IRB/IEC that
information regarding payment to subjects,

should ensure

including the methods, amounts, and

schedule of payment to trial subjects, is set
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forth in the written informed consent form
and any other written information to be
provided to subjects. The way payment will
be prorated should be specified.

3.2 R - ThAERIEE 3.2 Composition, Functions and
Operations
3.2.1 3.2.1

AN REEE\EURELZEDE
HEEABHER - HERERES
Kbz Rl2 - BREER A imIE
ZERRLER R ARaREET
VEYMEZESHEHNAERES !
(—EVAURE
OEVPNUEERFREERAL
(=) 2DV —uBEEE\a BB
AL
ANiemBREE S\ I MIEEZE T
SEaIFalEis AEaiREs
ZENEHBEHSAETORN R LR
HESEZER -
ANERIREES\E U HRELZEDE

REMBEREBERZRE -

The IRB/IEC should consist of a reasonable

number of members, who collectively have

the qualifications and experience to review

and evaluate the science, 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 who are

independent of the investigator and the

sponsor of the 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

ANEIREES\E I HRELZESDE
KIREEFEREFANTHEIIEE - LH
RELHNEALKARTNE R

3.2.2

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

3.2.3
ANienBREES\EUMELZEZE
E%E}\Eﬂ(QD%EVE%%}_EﬂE%EE
AR L FEREMEAARE

3.2.3

An IRB/IEC should make its decisions at
announced meetings at which at least a
its written

quorum, as stipulated in

operating procedures, is present.

3.24

A2 E ARHEZEE\E I RIE
ZEEEENMRIKE - T8E
RYREER R EE

3.24

Only members who participate in the
IRB/IEC review and discussion should
vote/provide their opinion and/or advise.

3.2.5
ARFEFFATMUREEAEBR R
HER - BEAES2EARBHBEZEES
VEYMEZEENER TR B]H
SERIERE -

3.25

The investigator may provide information
on any aspect of the trial, but should not
participate in the deliberations of the
IRB/IEC or in the vote/opinion of the

IRB/IEC.

3.2.6
AR REEE\EUMEZEZY
MWBBFMENERGATRESSE

ERY#ED -

3.2.6
An IRB/IEC may invite nonmembers with

expertise in special areas for assistance.

3.3 F¥£ER
AR EEE\ B RELEEE

3.3 Procedures
The IRB/IEC should establish, document in

TTEBREEEFERER - 81 | writing, and follow its procedures, which
should include:

3.3.1 3.3.1

SREEB(MENEZBE)KE | Determining its composition (names and

R - qualifications of the members) and the
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authority under which it is established.

3.32
HIERERER  BAIAEHEAE

EEER

3.3.2
Scheduling, notifying its members of, and
conducting its meetings.

3.3.3
HITH R R EES -

3.33
Conducting initial and continuing review of

trials.
3.34 3.34
RERBBEEZHE AR Determining the frequency of continuing

review, as appropriate.

3.35

KBEMHERAREEK - HES ARHR
ZEE\VEUMEZETZAE\ERE
RZETPHABAMAORESES
£ ERANZEFERZEBER -

3.35

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 the

IRB/IEC.

opinion  of

3.3.6

BRI NS REEe\BUmEERS
ZHRTREERRRA RAEAR
PAGLER -

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 E AR REESVEUMES
SZZEBRSRA - RES AR
BEES\EUMREEESTESREE
ERRAT - AERE B bRaTE
ST - HEEBRE R A E RIRY
SENERTEITERNE (FIX

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

without prior written IRB/IEC
approval/favourable  opinion of an
appropriate  amendment, except when

necessary to eliminate immediate hazards to
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the subjects or when the change(s) involves
only logistical or administrative aspects of
the trial (e.g.,
telephone number(s)) (see 4.5.2).

change of monitor(s),

3.3.8

=8 NMIBERER - aliREIT AR
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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 the trial.

3.3.9
BRARIDBZESVEIIMEZE
SHIREEBANARIEHA\EES
-

() HE ORE/ER -
(DREIRRZER -
(D)REIBRZBERER -

3.39

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

(@) Its trial-related decisions/opinions.
(b) The reasons for its decisions/opinions.

()

decisions/opinions.

Procedures for appeal of its
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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.

45 - HABERBAINVESTIGATOR)

4.1 A ZEIRERE

4.1 Investigator's Qualifications and
Agreements

41.1

ABRETFTASHKESEERNE &
MERE - MEREESNITHERRE R
FiEEEH
ERENERNEES - WHEERMHA
MEEE ARBAREZES
ZEENTEHRBARTNE
S EL AR RE ST LP‘HHH

LB RFRE - BR Y BEE

BREFANERS -

\ﬁﬁ{ﬁﬁ I8

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
5 | 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).
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4.1.2

Eﬁ%ﬁiﬁj\ﬁém Al B g
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4.1.2

The investigator should be thoroughly
familiar with the appropriate use of the
% | investigational product(s), as described in
the protocol, in the current Investigator's
Brochure, in the product information and in
other information sources provided by the

Sponsor.
4.1.3 4.1.3
e T AFERREENI B 1 GCP #1048 | The investigator should be aware of, and

EEERBIEREXK -

GCP and
applicable regulatory requirements.

should comply with, the

414
SRESAKBEESHRETS

AEDRIEATERZ - DIKHRE EREERA 2
B1Z

4.1.4

The investigator/institution should permit
monitoring and auditing by the sponsor, and
inspection by the appropriate regulatory
authority(ies).

4.15
SR EISARERE — (S E SR
GRAREHESHE S EAS
2 -

4.15

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

4.2 BENEIR

4.2 Adequate Resources

42.1

BRI ABBE(BIH - BRIt E
B EEERENRBEASEER
EHNZAE

4.2.1
The should be able to
demonstrate (e.g., based on retrospective

investigator

data) a potential for recruiting the required
number of suitable subjects within the
agreed recruitment period.
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4.2.2
A BR E R AEmENEERIEA - B
BROREEE ST EER -

4.2.2

The investigator should have sufficient time
to properly conduct and complete the trial
within the agreed trial period.

4.2.3

AR E R AEABNIRRGEA - &
BRONETE

A ABE REEUBEE L Z =

4.2.3

The investigator should have available an
adequate number of qualified staff and
adequate facilities for the foreseen duration

R TR B - of the trial to conduct the trial properly and
safely.

4.2.4 4.2.4

ABREIFTAERRABHERAS | The investigator should ensure that all

BRrs R HE A B aliestE 2 & | persons assisting with the trial are

aRZEmAET N B DIARER
i R ar AR H A RAR AN LAE -

adequately informed about the protocol, the
investigational product(s), and their trial-
related duties and functions.

B £t ADDENDUM
4.2.5 4.2.5
AREFTAEBERAR D OIT | The  investigator is  responsible for

B EE KIBE ZE A
-7  BREEZE -

supervising any individual or party to whom
the
duties and functions conducted at the trial

investigator delegates trial-related

site.

4.2.6

R ERFAEEB Mt AR
ST ERER R K INEE Z R

a‘ﬂ anl Be £ 15 A\ el BRI 1B IR R AR th

ANt B ERITZEE MINEE

B1g

518 - WHEERREN—EEH - DUEIRE

4.2.6

If the investigator/institution retains the
services of any individual or party to
perform trial-related duties and functions,
the investigator/institution should ensure
this individual or party is qualified to
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EEZEN -

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.

43 Rl BNEERRE

4.3 Medical Care of Trial Subjects

43.1
ERNELESAEBR T AR
WRIEFA - BEREEFARAERME
FERVEBORE

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.

4.3.2
EXRAEDNHRAREEHHRE -
AR ERFABBRERERERGEL
EFREENARRE - SFEER
ABRRZMEBHES  ®RETOE
BIRE - SR EFAZEHRIE
RUBEERHERERRER - 1A
SMREE -

4.3.2
During and following a subject's
participation in a trial, the

investigator/institution should ensure that
adequate medical care is provided to a
subject for any adverse events, including
clinically significant
the
investigator/institution should

laboratory values,
The
inform a

related to trial.
subject when medical care is needed for

intercurrent illness(es) of which the

investigator becomes aware.

4.3.3
EXAEATEREEMELRE
ZER aBREFAESHNEEER
S BR bl iz el B 2 B ER ARALBR

4.3.3

It is recommended that the investigator
inform the subject's primary physician
about the subject's participation in the trial
if the subject has a primary physician and if
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the subject agrees to the primary physician
being informed.

43.4

R EBSAMEABRELRLE
PRALAR
AREFABRECZEERMEY
BARERZGET  ENEFER

4.3.4

Although a subject is not obliged to give
his/her
prematurely from a trial, the investigator

reason(s) for  withdrawing
should make a reasonable effort to ascertain
the reason(s), while fully respecting the

subject's rights.

44 BARRHBEEE\BUMESR

BEEZHE

4.4 Communication with IRB/IEC

441
ABRFEIAR - ABR E I AKIBIRERS

AR REEE\EURELZEDTY
ARETES  RAEBERRERAEERM
FRA - REBEBESERGIN - BS) -
FEGEMAETFREAEZNEAER
ZEAHEZEmEE -

4.4.1
Before the

investigator/institution should have written

initiating a trial,
and dated approval/favourable opinion from
the IRB/IEC for the trial protocol, written
informed consent form, consent form
updates, subject recruitment procedures
(e.g., advertisements), and any other written

information to be provided to subjects.

4.4.2

Al BB E T AV B R A /T A F MY
R A A AR R EE BB B
HEEE  AEEFFRENERZ
— o R EFF A FME R R 5 HA ]
B ABREFAREEREHRHRE
M EFTAF B AREBREE D)

BUREEET -

4.4.2

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

4.4.3

AR R EF A ERIEH ﬁﬁ
EHBEAXEERIHARHRZ

@ o

4.4.3

During the trial the investigator/institution
the IRB/IEC all
documents subject to review.

should provide to

45 Bt BEES

4.5 Compliance with Protocol

45.1

AA AN =
R ERRS

A B E R A\KIB RS
& TEKE  RARIREZEEEVE

45.1

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

UREZESRENAEETEEH | the regulatory authority(ies) and which was
THRARFE - SR EIFAMEREE | given approval/favourable opinion by the
EitE EEEEZEARETEES | IRB/IEC. The investigator/institution and
BEEYN  LIEILETHNER - the sponsor should sign the protocol, or an
alternative contract, to confirm agreement.
45.2 45.2
ABEFTAERNGSHBEZETTEE | The investigator should not implement any

BEAANETHREEZEEE\EUMERZE
BIZER] - AERBESNE B RETE
ST BEREFEEHEES
BEIERT EQ%%QZEQ%% N
LERR = (AIU0 : BERIE AL « BB
RIS Y &) -

deviation from, or changes of the protocol
without agreement by the sponsor and prior
documented
the
IRB/IEC of an amendment, except where

review and

approval/favourable opinion from
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
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The investigator, or person designated by
the investigator, should document and
explain any deviation from the approved
protocol.

454

WAHFREZHEBURINGE - SR

EFFHATAKEAREBREES\EL
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454

The investigator may implement a deviation
from, or a change of, the protocol to
eliminate an immediate hazard(s) to trial
IRB/IEC
approval/favourable opinion. As soon as

subjects without prior
possible, the implemented deviation or
the and, if

appropriate, protocol

reasons for it,
the
amendment(s) should be submitted:
(@) to the IRB/IEC for

approval/favourable opinion,

change,
proposed

review and

(b) to the sponsor for agreement and, if

required,

(c) to the regulatory authority(ies).
4.6 AEREm 4.6 Investigational Product(s)
4.6.1 4.6.1

AEBERF ANKB AR RERET
ALl B 22 o RO A LN B2 (s R AT 8%

Responsibility for investigational
product(s) accountability at the trial site(s)

rests with the investigator/institution.

4.6.2

AVBR 15 AR IS B\ o) ek S E 2260
EEAREFAREEE M@
2 ANEEFIA M EERERE P
ALl B8 22 n RO RA N B (R AR AT 8%

4.6.2
Where the
investigator/institution may/should assign

allowed/required,

some or all of the investigator's/institution's

duties for investigational product(s)
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accountability at the trial site(s) to an

appropriate  pharmacist or  another

appropriate individual who is under the
supervision of the investigator/institution.

4.6.3
AEERAVEEREIEENSR
EME E At EE AN E - FBIRE
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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 should

quantities, batch/serial numbers, expiration

records include dates,
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.

4.6.4

AR MBI R R EEKRZT

N f#EF (2% 5.13.25.14.3)
FEMEEEREXK -

- W&

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

4.6.5
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The investigator should ensure that the
investigational product(s) are used only in
accordance with the approved protocol.

4.6.6
A BRI A AR ERF A\KEE
ERAE - BoE8—UXRaEEEL

4.6.6
The investigator, or a person designated by
the investigator/institution, should explain

Ol IErERYfE A BnZEan - W EMRERIR | the correct use of the investigational

AERTERE—EREERE - MBS | product(s) to each subject and should check,

EEGBTHA - at intervals appropriate for the trial, that
each subject is following the instructions
properly.

4.7 BB ECRE K SRS 4.7 Randomization Procedures and

AR ERABRBREIRIRAER | Unblinding

DECER - WolERS - EREIRIRIE
fREtESRER - NRERARZERIX

BT makEmB TR ER
WSRUIB (BN - ESNORRES - BREA
REANERE ) - mlaEis AREIR
HalRETERE  WFEMEAHR

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 ZHERIEE 4.8 Informed Consent of Trial Subjects
48.1 48.1
AT AEEUARRRAREK - I | In obtaining and documenting informed
Ik GCP K2 EESMIE/RA]- | consent, the investigator should comply

ST XalBZREE - AR
FIaZA - Al EF ARSIIARLS

with the
requirement(s), and should adhere to GCP

applicable regulatory
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and to the ethical principles that have their
origin in the Declaration of Helsinki. Prior
to the beginning of the trial, the investigator
the IRB/IEC's
approval/favourable opinion of the written

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

4.8.2

EEEMEMUETERDENE
B - BEFREERRERGR
ZNEOEMEMER - BRI ROR
mERREMMRABNECEM

ZHERELFIARHBREZE S\

B mEEEENE - IRFER
OErESHEBEESARKAR
WS - BEIRSHREENEEE
REAN - WEMNEERE FEHA
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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
should be

informed in a timely manner if new

acceptable  representative
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
A BEF AN BRERAEAER
B ABEEMTESHES A E

4.8.3
Neither the investigator, nor the trial staff,
should coerce or unduly influence a subject
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B2 BRI ERVERR -

to participate or to continue to participate in
a trial.

4.8.4

AR RFTENHBELRERE
- BEREEREE  HAEESHE
TEEMRAZNEAERNEA
MEEREREN - SiRRABRERFA
%18 - aREAEIENEDRRA
B5ERVESD -

4.8.4

None of the oral and written information
concerning the trial, including the written
informed consent form, should contain any
language that causes the subject or the
subject's legally acceptable 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

e EIFA - AR T ARRER
AE - BREEAREERAR A EE
TRENTHRERE - SHAENE
A B2 B PR A BR AH B8 B2 18 A RS &l
REEE\BEUMEZESHAENS
HER

4.8.5

The investigator, or a person designated by
the investigator, should fully inform the
subject or, 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.

4.8.6
AREABIENOBREEER - &
ERAERSE  BEEFERDOREIEL

1 - JERTARRES - BREME
ESEERIBA (SAERBA ) T
TR -

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.
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4.8.7

ENERAERSER - aEEisA
siAABEIFABENAE - B4
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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 4.8.8

SRR Z A - S BEHEAE
REABRERERANERRZ L
SRR - AREBREEZENEA
SRR HEA A BT ERS -

Prior to a subject's participation in the trial,
the written informed consent form should
be signed 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
EFHENELFRRIBAFOLRIE -
ATRBAGEAZHEARER

imiAEETES - ECABILRER
A EEEENREARE BT
HEEERARABREEAER
EA - BREFIEZERNEAED
BRENSEaER - BRI - B
BREXAMERSZSLEMAEYE 2
FREATEZRESGAEZREE

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
the
discussion. After the written

during entire informed consent
informed
consent form and any other written
information to be provided to subjects, is
read and explained to the subject or the

Mz | subject's legally acceptable representative,
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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 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
RHEREEEZFRER  SHE
EEBANEAEMBEDEN IR
IR :
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BEFMBERAMTT

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.
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(e) The subject's responsibilities.

(f) Those aspects of the trial that are
experimental.

(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.

() 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.

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

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

(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

SINERAREERANTA - Rl BN EA
EREABWE—HERE KSR
HENRaEZEREE KEMREHELS
ROZENEEERNE X - EREE
S HMXHBELE - ZEES2 R
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WREREKRSRHBNZEHED
REAEMREAREENERE
B2 B EI AN EEEEEZNEIR -

4.8.11
Prior to participation in the trial, 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

= —ElbR R fe (LUa BB B RVESE
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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
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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.

4.8.13

B% 4.8.14 FRHIEBZ BRI - —(EFELL
BB A BHRVRVER ARl BR(HI190 - — B2
Rl BRBAUBRREREMNZMERRKR
abe) BEEAARREMRBEREL
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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

EHRal MER  REREA DR
R BREMAFLUEERSBENZ
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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
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IRB/IEC is expressly sought on the
inclusion of such subjects, and the

T BEEZIREREERE & written approval/ favourable opinion

FREEIA Z R ASRETT - BRI EE covers this aspect.

B SHEERRIRZER - &5 | Such trials, unless an exception is justified,

ERBEAEIER - BIERLERIR | should be conducted in patients having a

Wag © 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 4.8.15

HERBER MEOAFRAINEREE
BE  BRSEEEZEREANEE -
BFEARTASRAENESEEAE

EEREBAAESGR  REEREE
AR~ 22 - BEt - HiRRES

SMHEARIRE - MRS
SRS EHMAHRIBESSHEIE
73k REINEHREEEVE A

HEEZRE M AE\EE - LR Ra
RAERNSFERSNRAEBIHE
EEREAN - WHEISHEES SRR
RORBSNEMHEFESENER (2
% 4.8.10) -

In emergency situations, when prior consent
of the subject is not possible, the consent of
the
representative,

subject's legally acceptable

should be
requested. When prior consent of the

if present,

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
with  documented
approval/favourable by the
IRB/IEC, to protect the rights, safety and

well-being of the subject and to ensure

and/or elsewhere,

opinion

compliance with applicable regulatory
requirements. The subject or the subject's
legally acceptable representative should be

informed about the trial as soon as possible
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and consent to continue and other consent

as appropriate (see 4.8.10) should be

requested.
4.9 foix KRS 4.9 Records and Reports
P £t ADDENDUM
4.9.0 4.9.0

ABERFABBRERRTFES HIEHE
RIS Kl BRAcs: - BIFE = {ERH
..MDP/IJ\ﬁﬁEEEfE%ﬁﬁL?‘TE’HHF'ﬁ%ﬁ
- [RIGBUREE R M - B
““”f& BIES M ~ [R¥GM - iSRS A5
2t - RIGBENE ERE OB
M AEBEIRBRGE - LERE
TLARRER (B0« ARSI ) -

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).

49.1 49.1

AREIFTAERREZRBESZRMET| The investigator should ensure the

BREOMBREEERSPERR |accuracy, completeness, legibility, and

SEE - oM - ZEMAGEM o | timeliness of the data reported to the
sponsor in the CRFs and in all required
reports.

49.2 49.2

HREER PRI E E R RS 3X T | Data reported on the CRF, that are derived

FHER  BHEERIEER— - ZHIFE | from source documents, should be

BREHDPRER -

consistent with the source documents or the
discrepancies should be explained.

4.9.3

HERFSRAOTOEELEL - B

49.3
Any change or correction to a CRF should
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EREEIENHE - BREH R
2 LWEREBLEEIERRE  HAE
BRI BIEZEREZE
K), U LEAREERERNNEFER
HIEEVEIE(Z/E 5.18.4(n)) - ks
ZEERREHEEABAERENRDN

M - BRI AMEBRERF A
ERAB LIRS - alfaEtE st

EEHER - DEFRIBRERTENR
HEZHERNENHEBEZNE
B - WSREREFARR - alfk=E

be dated,
necessary) and should not obscure the

initialed, and explained (if
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)).
guidance to

Sponsors should provide
the
investigators' designated representatives on

investigators and/or
making such corrections. Sponsors should
have written procedures to assure that
changes or corrections in CRFs made by

FARBRBEZBENEENLCEE - sponsor's designated representatives are
documented, are necessary, and are
endorsed by the investigator. The
investigator should retain records of the
changes and corrections.

4.9.4 4.9.4

A BEFTAVKBRERGTSHEBEIARE
K2 ERE T A AT B R a2
EXH(ZRF 8 F) - a5 AV
BRI ADLEEEHERERE
SNRYRR IR BN 1R SR EE R

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
should take

measures to prevent accidental or premature

investigator/institution

destruction of these documents.

4.9.5

AR BNENTEREFERE —
8 1cH E8E FhtzE BME - B
EAEMUZEMABGENTRMA LT

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
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2O Sl Be it IE R It E D
M - BUAHE AR Z KRS R &5
ZEIEN  BENHERETFERH
B - R EEAEEENE RN
AMNEBORAEBREBELEEEX
% ( 2/ 5512) -

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 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 M #5 R 1A - IREIRAR AR
ZEEMABREFTAEBZRER
AP -

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 EIT AVKBRERKRERZE - B%
Z - ANialREEE\EU MERED
s EEHE 22K - RIFEEZEKRAA
EAGI B ARRE 2 A% -

4.9.7
Upon request of the monitor, auditor,
IRB/IEC, or the

investigator/institution make

regulatory authority,
should
available for direct access all requested
trial-related records.

410 EEHRS

4.10 Progress Reports

4.10.1

AREFABFERERAGRER
BERRAROBEZESIVE L MIE
2 - EAEAREESVEIIME
ZRABMNE  SRIFRNEKE

=8
=8

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.
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IAERHS -

4.10.2

2R EBEEARTERKARN
T IB = ol & B R AV SR R -
abeEI5 A BRI O RRETE - A
ARl R
ZESVEUMERET NEEHKEF
ROEEHRS - (2K 338) -

4.10.2

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.

411 ZEHEER

4.11 Safety Reporting

4111

PREdBRETEZ S EMH (FIW - =
FAFM ) PHEIFREABIEH &
EARSHIH IBEREARSEH
Y EImaERRRE WS - URER
AVRRHFMZERRS - AIE
R ERSELZEE R R
AR MFZHEBNER  BOE
FEE Stk - AR 15 A BB
BEAREK - mMEEHE AR
ZEE\VEUMEEZEBREERR
FREA 7 #Em A R -

411.1

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
identification numbers, and/or addresses.
The investigator should also comply with
the applicable regulatory requirement(s)
related to the reporting of unexpected
serious adverse drug reactions to the

regulatory authority(ies) and the IRB/IEC.

4.11.2

4.11.2
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ARETEEPERRBEENLZE T
AEZARSEHNAERTERER
B8 - BREm R EE R ENRE
AEEBRELERS

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 4.11.3
BREBEH TR - 85 AFE | For reported deaths, the investigator should

RHEEBETEMARLHREZE T\

BUMEZEESERNEMRIINE

supply the sponsor and the IRB/IEC with
any additional requested information (e.g.,

(BN EREEIRE N AZRIEEAC | autopsy reports and terminal medical
#£) - reports).
4.12 AR R P I ESFLE 412 Premature  Termination or

Ha R EATURARER L ER
=Lk AR EI AEERRIR BH=
aE - TERRAEEEZNEEK
Bt - HUNARRIAREK - BEAN=E
EEER - LS -

Suspension of a Trial

If the trial is prematurely terminated or
the
should promptly

suspended  for any  reason,
investigator/institution
inform the trial subjects, should assure
appropriate therapy and follow-up for the
and, where

subjects, required by the

applicable  regulatory  requirement(s),
should inform the regulatory authority(ies).

In addition:

4121

R EIF AR IS EGF LR
AIARCEFERETENER - 14
BAMRESK - alBREIF ABRMER
18 Hal B E 15 A\ RN 8 A0 5

4.12.1

If the investigator terminates or suspends a
trial without prior agreement of the sponsor,
the should the
institution where applicable, the

investigator inform

and
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fELEMAEAREZEESVE B
HEEE  WRHEZISEREL
ZEHMEE R

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

EaRERERLNERF LR
(2/,5.21) - MMEBHEAREK - &l
REFABBMEXKS - HallREs
ANEEBREIREHARGHREED
BUMERET  WRHEERZILSE
REEZF A E E AR -

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
IRB/IEC and provide the
IRB/IEC a detailed written explanation of

inform the

the termination or suspension.

4.12.3

EAEHAREZESEIUMREZES
AR IESERE IEEZE\E R 25 5
AR ERFARBNEEE  HakE
A EERIRBNERETE I
RHBEXEEHLILNEREFILY
FEEMAE - (2/3.12-339) -

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

413 SRERAZERERS
A BRST AT - WNARREAARESK - AlER

EFABBRHEERS , HABRESFA
\EEEREARLHBREZEESVE M
HEETURERZEE - MEHRE
BT EKRVRS -

4.13 Final Report(s) by Investigator

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)
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with any reports required.

%5 & « i EHFEE (SPONSOR)

ADDENDUM

Bt 5%

50 mEEHE
HAEREREREARBRETMARE
EHITmEEEAN

AR ETERIERRIMEIRE
EABaEROEEMMENTERE
&) - mESEOERF B NSRS
B ERHBWEREETER
BF - URNEHRAREFEECE
S
ARBEREZEHRRMENSE - &
HRBNEBRREMMNEEND
SZMAENSE - SRR EERRS
BEEEEAOTY - WERGRIEDN
EWEMMY  ERAEBUE - B
FEE  ERRSEREMBMITHE
FEBHT - BB - —E -
mBEEARERAN N - DUE RS
REW A -

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

62




documents should be clear, concise, and
consistent.

The quality management system should use
a risk-based approach as described below.

5.0.1 5.0.1

E%fﬁmﬁf&%ﬁ)ﬁ 2¥)’¥n"t Critical Process and Data Identification

BRSBTS - it BR ZFTE FEYY | During protocol development, the sponsor

E”ﬁﬁ%ﬁﬁ%ﬂ%ﬁﬁ E R B4R oS | should identify those processes and data

ERE#RREREE - that are critical to ensure human subject

protection and the reliability of trial results.

5.0.2 5.0.2

[ P Fe 50 Risk Identification

ﬂ&zxﬁ%ﬁ%ﬁ@ﬁ A5 B8 M A2 & | The sponsor should identify risks to critical

FUBEREREIR - 24| (B0 ;| trial processes and data. Risks should be

BRAERFRER 3‘5 ER1E ~ AJJ4R | considered at both the system level (e.g.,
&l ) KBRS Jj‘ M ( Aan : FtERsE | standard operating procedures,
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i ENE - SRERERE) 2
ERERNAEES -

computerized systems, personnel) and
clinical trial level (e.g., trial design, data

collection, informed consent process)

5.0.3

[ B A

AR B RICHIRANARE R

aift - ¥ SHER 2 BRI ETRS -

W=E MIRE :

(—)EESERRAIOIBEE -

(Z) utFEEaRR ol R ER B ARRVAZ . -

(=) UEFEiE sR ¥ A & (R KA BR A
RoEEZEE -

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.
5.04 5.04
[E P & Risk Control

il B8 2 5T B R TE PR B AR LE [ B %
HES2IRLE [ Pix - RS PRE @ P 2 Ol 4
SEHBEZAT - BEEBNEZ SN
EEA) - ﬁ‘zﬁﬂﬁ REEN O A G BRER
FHRET - BRETE  NEEAE
KBEZmE BIZEFERERL
Lt MAEEERSE
Z 153l -

EFESERI mEBRTHRE - B8
BmetEEM  DURABRFETIIERE
MAEE  DIREITESHELED
ABRERIUEENRFHEER - 3817
ERBECHmERVIRER - BE

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 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
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TRHELORE 2 B FBREUTE -

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 is needed.

5.0.5
B fE e

AR RTA R mETE Y -
MBI EERASHEE PRI
EEFEZAE  mmEEEEEE
1788 - LUeERARRRNITHEZ
FEREE RFSEDGE -

Il

y

\

5.05

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 facilitate risk review and
continual improvement during clinical trial

execution.
5.0.6 5.0.6
EfaEE Risk Review

ARt EREEEEREER
it - ARG AR BRMAEZER
A EMERZmEEEEHNES
NEBW KRB -

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

ErE s Risk Reporting

ARt E BERARERRS P -

The sponsor should describe the quality
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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 mEFRERMEEH 5.1 Quality Assurance and Quality
Control

5.1.1 5.1.1

AREEERRBEEZE(ESRIE | The sponsor is  responsible  for

%gﬁﬁ&iﬁnxﬁ“ﬁ‘“ﬁﬁ"é% I

2 DIRERARAT RBEBNE
E foBk - RSB IEEERETIESE
GCP KAHBEEREXK -

implementing and maintaining quality
assurance and quality control systems with
written SOPs to ensure that trials are
conducted and data are generated,
documented (recorded), and reported in
compliance with the protocol, GCP, and the

applicable regulatory requirement(s).

5.1.2

AL ERR RIS HEA
farHREBEURIESE - EIRFTAIERHE
B35 P ~ J?ﬁ“*ﬂ/;‘(#&ﬁﬁi El)=2
ARt E EEETEAMEZ - I

5.1.2

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

E&EEW%I%%%E& - ( 2 | reports for the purpose of monitoring and

1.21) - auditing by the sponsor, and inspection by
domestic and foreign regulatory authorities.

5.1.3 5.1.3

HEEENES —TRERNM Quality control should be applied to each

EE
&l - DI IRFTBE R Z I EEMEE
ERYIEREM -

Bl

stage of data handling to ensure that all data
are reliable and have been processed
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correctly.

5.1.4

Al BB = R0 E B BR £ 5 AV S AN\
I EMmS AR Raig 2 A&
5] Z iR ELAE mACE: - (ERAERS
EEZ 8D NREIU L e

514

Agreements, made by the sponsor with the
investigator/institution and any other parties
involved with the clinical trial, should be in
writing, as part of the protocol or in a
separate agreement.

5.2 ZFtitzRKE

5.2 Contract Research Organization
(CRO)

521

a R E OB ER D A
BRAHENSTENE T MR
1B ERREEEREENmE ST
BHZEABEENERRSRTE - X
AU R 1B PR 1Tl B on & AR 6 2

52.1

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 data
always resides with the sponsor. The CRO

mEEH - should implement quality assurance and
quality control.
5.2.2 52.2

AR ERUERELA - KHE
A RN ST HEINEZ R T
FEEHE -

P %

AR EREEEHES AN ITEDR
HENSTABEETEE - 8E%
AL AR BB REFE =N ETE
SarlRE 2 B 1E NINRE

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 duties and functions carried out
on its behalf, including trial-related duties
and functions that are subcontracted to
another party by the sponsor's contracted
CRO(s).

5.2.3

5.2.3
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AEEARAMAR BN RET

Any trial-related duties and functions not

BATHEE - BN REEE - specifically transferred to and assumed by a
CRO are retained by the sponsor.
524 524

KI5 BEERETENRE - NE
ARFEEINRZTEAROARET
BATNBEM R LI T

All references to a sponsor in this guideline
also apply to a CRO to the extent thata CRO
has assumed the trial related duties and
functions of a sponsor.

5.3 BEEE
AREZTERIASESRE - WsEH
ARt EEERRERERNBE
AB - EAME - N aIEKINBERR
eI E -

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 i BRERE

5.4 Trial Design

54.1

REFBAERIERIE - SliRETERE
RAGEBEGEZAER (fIW : £
METER - BRAREIEAS KERD ) 1%
SuRTESRRRESRED
At - RO K 2 1 HA o B B 1R B PR AL

m‘ﬁ $E %: °

54.1
The sponsor should

individuals (e.g. biostatisticians, clinical

utilize qualified
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.

5.4.2
HiABREREEE st EEREHE
F (2FFE6E) ICH "ZRiRK
MRS 2RI RANS ) KEMEE

5.4.2

For further guidance: Clinical Trial Protocol
and Protocol Amendment(s) (see 6.), the
ICH Guideline for Structure and Content of
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BEt c dBEtEEANTHEEZ
ICH 18&3 1% -

Clinical Study Reports, and other

appropriate ICH guidance on trial design,
protocol and conduct.

5.5 MR EIE - BUBEIERACERIFRT

5.5 Trial Management, Data Handling,
and Record Keeping

551 55.1

ABRETEETREESESE ZAE - | The sponsor should utilize appropriately

EEMBRRE T EIEEEE | qualified individuals to supervise the

MBI ETHRET O - KEE | overall conduct of the trial, to handle the

e e data, to verify the data, to conduct the
statistical analyses, and to prepare the trial
reports.

55.2 55.2

AL ESREBUMEBEENS
8T - DEHMEERASR ZER - 218
EHFEZ=HEBAEZERIE

= REZARETEZSEEE 2
e bR - BUBBEIEZES

EEUERREERER - LiREFF
DR 2 ESHEACE -

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
should have written operating procedures
and maintain written records of all its

meetings.

5.5.3
SaREHEFERNERZFIE
ImBEFERERELRAE  HARETE
FE :
(MERILCHEFEREBRFER
BRI TEHNENTEY 15

5.5.3

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
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(D) ERAFAHUERNEENRFTAE
KlE FEACEAERMAE
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(MEELERZEFRLBIEREIRES
ERHARFEEIE -

(h)REEEELEABEEZAEE
8 (28415 493) -

(NREBEENERED

(D)ERE MRS (Al EERE
AREERFNREBEHE R
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N
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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

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,
The

sponsoar,

and decommissioning.
of the

and other parties with

responsibilities
investigator,
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
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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.

(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,

This s

particularly important when making

content, and structure.
changes to the computerized systems,
such as software upgrades or migration

of data.

5.54

EEREREERREPARER F?_ﬁ“
WERRE R B A BB ERE
EGER -

554

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

5.5.5
ABREEERE SR 2B NI

555
The sponsor should use an unambiguous
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subject identification code (see 1.58) that
allows identification of all the data reported
for each subject.

5.5.6

AR E A EMBIBEIEE - B
FRhERRELZHARERZE
ENBXH(SRIE 8 & MITERAREL
RZNBEX ) -

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 EERZEREEmABER
s AR ER RS A% HL E o B X AH RA R0 OA
MEK - RO RETEREFRIY
B

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).

5.5.8

EaREREFLARER ZERIK
% (BEIHFTE BRI - ERAEE
&) - SRETERREEMEE
BEZMWEXHZAREANFILE
£ 2 FIKRHEBIARERRT
>

5.5.8

If the sponsor discontinues the clinical
development of an investigational product
(i.e. for any or all indications, routes of
the
sponsor-

administration, or dosage forms),

sponsor should maintain all
specific essential documents for at least 2
years after formal discontinuation or in
conformance with the applicable regulatory

requirement(s).

5.5.9
Ea R ERERIERE MR ZERIK
2E_ - alBREERBENFEAR

5.5.9
If the sponsor discontinues the clinical
development of an investigational product,
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the sponsor should notify all the trial

investigators/institutions and all the

regulatory authorities.

5.5.10
AR ER AR ZEE - Bk
BEAR B K BANE SRS

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

AR ERAREZVES - BR
FEARES|IBRINENRESRH
mizEREDV_F - HAE5E A
BACSHEGENTRIAR L ;) 2
AR R E IR EDME - B
EAREKRAHBETER AL E
g DX HRIERFRFHE -

55.11

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 These

documents should be retained for a longer

investigational ~ product.
period however if required by the applicable
regulatory requirement(s) or if needed by
the sponsor.

5.5.12

AR R EUEm| 5 VB A R
EFAEBLCERFIONEN - 25l
RMERCHEREERTSE  0lRE

LB EEEBAERRERF AR -

5.5.12
The should the
investigator(s)/institution(s) in writing of

sponsor inform
the need for record retention and should
notify the investigator(s)/institution(s) in
writing when the trial related records are no
longer needed.
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5.6 ABERFAZEE

5.6 Investigator Selection

5.6.1
AERRTERRERESNRERA
F—alRES ABEES R ZIIR
Rk HRAEESZER 2/ 4.1,
42) - DIEERATEETRIHEER -
1R 2 w48 5 F bR PR 5l B2 42 Al 177 58
ZEFREERHREAREFA - HAE
REERRABERTEZEE -

5.6.1

The sponsor is responsible for selecting the
Each
investigator should be qualified by training

investigator(s)/institution(s).

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 the sponsor's responsibility.

5.6.2

amEtEEEARESAKEE
RREITRVER 2 ek Al - IEIR HAlBR =
FANEBHRETEEREMEFTA
FM - WEATHBESAEBTD
R - WA R EE NGl HEE
afl ©

5.6.2

Before entering an agreement with an
investigator/institution to conduct a trial,
the should provide the
investigator(s)/institution(s)  with  the
protocol and an up-to-date Investigator's

sponsor

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 EREINGES B EF A\MEE | The  sponsor  should  obtain  the

HTIEFEZERE

(—)FITRLBRES - Bk GCP ~ MHEA
MEXK (2R 4.13) - AERE:
BRANEAREEEZ\E I fHIE

investigator's/institution's agreement:

(a) to conduct the trial in compliance with
GCP, with the applicable regulatory
requirement(s) (see 4.1.3), and with the

T4




ZESCZAE\ER 2Rz
= (2[/451)

(D) BREBLR\NENER -

C)EXRERN  EZRkREZ (2H
4.14) -

(MErFaEBEEFAKBREEZEZ
WEBEXH (2E%E 8 &) 2l
ZEEBS AR EF ANEEBX
HFEANBRER (2K 4.9.4 -
55.12) -

AR ERABRERAKBER

AlEsTEE R EMN G L= - 'R

B EM W -

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

(d) to retain the trial related essential
documents until the 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 EERINEERI S EC

FBE R 2R - SR ETEEE
21 ROBCPTARER *EE%ZEE&
INeE

5.7 Allocation of Responsibilities

Prior to initiating a trial, the sponsor should
define, establish, and allocate all trial
related duties and functions.

58 Rl BREBERAZHRE

5.8 Compensation to Subjects and

Investigators

58.1

EMHBAAEEX - alRREEREHR
RuERR - ERE (ARATY
E)mREFAERREAERMmAEZ
REZK - EREBREFAREZE
BIRKFEE - 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.
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5.8.2

ABRETEZHRNER LB
HEEREK - SRR RERE S
ERERAEIAMBEZER -

5.8.2

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
EXAEESHER  MERNAIUK
TEABREREARIEXK -

5.8.3

When trial subjects receive compensation,
the method and manner of compensation
should comply with applicable regulatory
requirement(s).

5.9 BA#5

AR EEARRTIBAN\MERS
8 7xl B8 A 75 75 TH B9 175 7% B LA S 7%
BB -

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

sponsor and the investigator/institution.

5.10 MEEWRFBEN/PE

R PRERERFYE T - SRR EEE (SE

BEIIEAABRERSA  MERE

K ) BB BERBRERNEETEHKEE
B BR . g ERRER (KkHE

BAMRESK ) - (I BEREER A S

FHHH - BAEHEMLIER R RE

==,
===

5.10
Regulatory Authority(ies)

Notification/Submission to

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
the

review,

application(s) to appropriate

authority(ies) for acceptance,
and/or permission (as required by the
applicable regulatory requirement(s)) to
the trial(s).

notification/submission should be dated and

begin Any

contain sufficient information to identify
the protocol.
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5.11 Confirmation of Review by IRB/IEC

5.11.1

AL EREEARERF AEEIR
5 MIER
(M)EREFAEBZ RS RE
SE\VEUMELZE TR At -
(DOAREEREES\VEUMEERS
= ERIBEE m B Rl B R &8 & AH BE
RREEF MAMKEERNERR -
(INEIREZES\VEUMREERZS
EZEAERNER EallRRitER
K- AiRE— MR R E e =
=  RuBFARRE - AftiRftXalE
ZEHRER  RAEREER - =H
R E RN AR ER S - kAR
ABREEE\VEUMERE T ORER

K2 -

511.1

The sponsor should obtain from the

investigator/institution:

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

(b) A statement obtained from the IRB/IEC
that it
according to GCP and the applicable

IS organized and operates

laws and regulations.
IRB/IEC
approval/favourable opinion and, if

(c) Documented
requested by the sponsor, a current copy
of protocol, written informed consent
form(s) and any other 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
MAREEHBREEST\BURERZES
HalRET S EE B MO ZEE
EERABE N  WEEsEE R
AEEEREMEMRERREHENS
HERSEMEFNEL - SliREs
ZREABRES AEBERS—0

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
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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.

5.11.3
AR EEEAREFS AKBI
SEEUAESREESVEUMES
SEEMELZXEREBRE -
KEE S EFEZEER Z X HRE
HEA -

5.11.3

The sponsor should obtain from the
investigator/institution documentation and
IRB/IEC
evaluations with favourable opinion, and of

dates of any reapprovals/re-

any withdrawals or suspensions of

approval/favourable opinion.

5.12 EBEEmAYE 5.12 Information on Investigational
Product(s)
5.12.1 512.1

GEURRE  ARETEMEGRE
RAONIERA\ R RTE 22
HRAREER - USSR RENE
SRBEAEEEARRCREE -

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
EAEAMENR - slRZFLAELL

BIEMERAFM(SHETE =X
FAFM. ) -

5.12.2
The should the

Investigator's Brochure as significant new

sponsor update

information becomes available (see 7.

Investigator's Brochure).

513 ABEmMZEE - 8K - BRK

5.13 Manufacturing, Packaging,
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Labelling, and Coding Investigational
Product(s)

513.1

ARETERERLARERD ( BE
IR EER KRR ) HEMERZ
ZmEERER  HEREFSEmE
REERES  HABREEERES
Magst - REREBFSHEBEIZRETE -

1]

AL O
= O

5.13.1

The sponsor should ensure that the
investigational product(s) (including active
comparator(s) and placebo, if applicable) is
characterized as appropriate to the stage of
the

In accordance with any

development of product(s), is
manufactured
applicable GMP, and is coded and labelled
in @ 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 EEREANREMR ZETF | The sponsor should determine, for the
mE ~ RBEEE (B0 &) -~ & | investigational  product(s),  acceptable
@HvF'Eﬁ CBARBCEIEF K Em T HER | storage temperatures, storage conditions
- S EBRETEIEEFMPTEHEE AL | (e.g. protection from light), storage times,
( fIan - BRI - stBe 5 - ZEEM - | reconstitution fluids and procedures, and

EEEAS ) LafkELT -

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
ARV EREETEERNET
HABFEr s R N EE -

5.13.3

The investigational product(s) should be
packaged to prevent contamination and
unacceptable deterioration during transport
and storage.
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5.13.4

5.134

rEEMRERD  ERERIORIS AL | In blinded trials, the coding system for the

FEREE B2 B MR R RIFTE A | investigational product(s) should include a

Zm MAEBERS4ERETRITNBEE - | 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(202) 5.13.5

FERAZEBRRED - HRERIHIR | If significant formulation changes are made

BRI BAERNESE - B
FHAREGRE R SR EEEE
PR & oy 42 2 fn 22 B B2 4 (4 AU AT 25 ( 400:

in the investigational or comparator
product(s) during the course of clinical

development, the results of any additional

ZEM  ABEER . A£FEo]H®E ) - | 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 BB %Em 2 Hig R EIE 5.14  Supplying and  Handling
Investigational Product(s)

5.14.1 5.14.1

AREEEETREAREEML L | The sponsor is responsible for supplying the

B E R AERE - investigator(s)/institution(s) ~ with  the
investigational product(s).

5.14.2 5.14.2

AREEERESRFABFEEMN | The sponsor should not supply an

(WA EEREESVELMIEERS | investigator/institution with the

SREERBIZEIERER ) &

investigational product(s) until the sponsor
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obtains all required documentation (e.g.

B - approval/favourable opinion from IRB/IEC
and regulatory authority(ies)).
5.14.3 5.14.3

BRI EREREEEFESH
RESABBREREE ZHBREmE
HEREHRARKEREGT - 2F
EEESE KL MER - B8 - i7
7 %% - BXRaERENEERE - %
PREERENRETE ( S HmRERT
EEREENSHBEEIREXRZESR
Hh) E5I8 -

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
and

sponsor in compliance with the

applicable regulatory requirement(s)).

5.14.4

AR RALEE

()RR ZE MG Pl E
FA -

(D) REBER - #ZW - B & - [k H
Lafam 2 X T ( 2R5% 8
ST RITRARABZVENH )

(=) #EF R BRZE R RO B R HLAC 8% [
W2 24 [EWA B2 - wliRAs
REWRE - WEBMEER ) -

(Vo) AT ERZE Ao B R HEC B RE AR X 4
R -

5.14.4

The sponsor should:

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

(b) Maintain that
shipment, receipt, disposition, return,

records document
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
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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.
5.145 5.145
AlBREZEEEIE The sponsor should:
(—)REGEm R ERZEmMEREA | (@) Take steps to ensure that the

HAE 2B E
(D) IREBEZHFL A
ZH - DEEFAERDESYE - I
REMRER DT RS 2408k -
MBS ERZMITEFRE 2
o i mERE 2L TN REIE
DATTE R EIRAR R A R Z25K - gt
_EERBRRZE -

RHERHE S

= = ==
MAZ<HAATX AR * \Am

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

requirement(s), whichever represents

applicable regulatory

the longer retention period.

5.15 #C8k181R

5.15 Record Access

5.15.1

ARt ERRAERETEZAHE
i EE #e T - SRR ERF AVER
HalERERE 2 BB - FE1% - ABSRER

5.15.1
The sponsor should ensure that it is
specified in the protocol or other written

agreement that the
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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

Al AR 2Rt MERERY el BRAH RS 2 BE
Al fez o ANiealiRZEe\IB N Mg
ZETEENTEHBERE - 5—
URHEHEEHEE - JEERE
HiEARRIGBEEAC -

5.15.2

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.

5.16 ZEMHER

5.16 Safety Information

5.16.1
HREFEESRETHRERNY
222 ST -

st

5.16.1
The sponsor is responsible for the ongoing
safety evaluation of the investigational

product(s).
5.16.2 5.16.2
GRIROERERHELZE - &5 | The sponsor should promptly notify all

RufTaFEANEEREES\EL
MEZE TR S RAEEETE - &
Lt EREY 2 ARG RS
ANEBREEHKE -

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 ZEmARKRERS 5.17 Adverse Drug Reaction Reporting
517.1 517.1

HFERERERBHZERARK
& - sl BR =T IR A iR AH R sl AR
FHEAERE - AEABREEEVEL
MEEE B NEEHKE -

The sponsor should expedite the reporting
concerned
investigator(s)/institutions(s), to the
IRB(S)/IEC(S), where required, and to the

to all
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regulatory authority(ies) of all adverse drug
reactions (ADRs) that are both serious and
unexpected.

5.17.2
MERBHZMEETEHEEIRE
KA ICH BRRZ = BB EEES]
RIFBI Z ERNIRE

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
SHRETEEEADERER - OE
SHBI L B EE M RARRE -

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 EZ:I

5.18 Monitoring

5.18.1

By

BRI AR 2 BB B RERT

()Xl B 2R KRR FIRE -

(D) PR SRVEL R BB &R - TEH
O ERAEERDPERE -

(=) alBR Z NI &% EZ Al BRE
SERHEEERA - GCP K1HE
EREK -

5.18.1

Purpose

The purposes of trial monitoring are to

verify that:

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

(b) The reported trial data are accurate,
complete, and verifiable from source
documents.

(c) The conduct of the trial is in compliance
with the
protocol/amendment(s), with GCP, and
with  the
requirement(s).

currently  approved

applicable  regulatory
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5.18.2

B R R
(DB EEEABETEISR -
OEAEBCELR  BEERE
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&7 BEERRET - GCP RARM
EREK -

/\—c--o—

o8 28% [y

()&

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

the

monitor's qualifications

monitor trial adequately. A

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 requirement(s).
5.18.3 5.18.3

EAREEATE

AR EtEEREARNREEENE
ANEAT - ElBR nE%F/?EL 3N
EASEAME  BEASENEEY
RE - BEEARZER - BHRY - &
AT R B AR REIEIR
JRANE - EalBeBEsaRy - SlEREE K
AR - 19RBEMEA ; BEASIS
B - alBREFTE SRR RENR
(RHmEREA) - MNEEREFAZ
AlRAREE - RIEEENEERE -

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,
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during, and after the trial; however in
exceptional circumstances the sponsor may
that
conjunction with procedures such as

determine central monitoring in
investigators' training and meetings, and
extensive written guidance can assure
the

Statistically

appropriate conduct of trial in
with  GCP.

controlled sampling may be an acceptable

accordance

method for selecting the data to be verified.
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

monitoring, a combination of on-site and

sponsor may choose on-site
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,
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performed in a timely manner, supported by
appropriately qualified and trained persons
(e.g., data managers, biostatisticians).
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.

that

of accumulating data from

Review, may include statistical
analyses,
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
performance metrics.

(e) select sites and/or processes for targeted

on-site monitoring.

5.18.4
BENEZRE

5.18.4
Monitor's Responsibilities
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The monitor(s) in accordance with 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:
(@) the

communication between the sponsor

Acting as main line of
and the investigator.

(b) Verifying that the investigator has
adequate qualifications and resources
(see 4.1, 4.2, 5.6) and remain adequate

the that

including  laboratories,

throughout trial period,
facilities,
equipment, and staff, are adequate to
safely and properly conduct the trial and
remain adequate throughout the trial
period.

(c) Verifying,

product(s):

for the investigational

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

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

(iii) That subjects are provided with

necessary instruction on properly
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)

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

with

regulatory requirement(s) and is in

sites complies applicable

accordance with the sponsor.

(d) Verifying that the investigator 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).

52 | (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
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1. ERFEERZEE  S1EE
mEHERERRERS - HEAR
YA —EK -

2. BISRHEMES ZEMEEE
SERIFEBERANZESE - 9EE
HECHK -

3. AESH HAZERAHFRIE I
KBt E S EKREHZNERR
e

4, ZEEBEXRERZ - KT ZBEK
BE BB EHFNERRER-

5. FFAREHERZZHE  19EE
PRNER R SRS WHERRE -

(T SHAABRFEFABERSEE

Six L2 iERR - BEREABE
& - Bl EEEARISBEIFTAE
EFLIEIE - Hri ol i ik 0 & AR
B RBRA(EBVE ) KR
EWE  StAREZEBRERA

ERESE - SERRCEER
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(th) BRAAEARSH TS K
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HEERERK ZIHIEAER -

(+77) HEREBRESARFAHREZ
MEXH - (ZE%E 8T "7
ER KB 2 MEBENHE )

(i)

the trial in

accordance with the protocol and any

specified functions,
other written agreement between the
sponsor and the investigator/institution,
and have not delegated these functions
to unauthorized individuals.

Verifying that the
enrolling only eligible subjects.

investigator is

(j) Reporting the subject recruitment rate.

(k)

Verifying that source documents and

other trial records are accurate,

complete, kept up-to-date and

maintained.

(I) Verifying that the investigator provides

(m)

all the required reports, notifications,
applications, and submissions, and that
these documents are accurate, complete,
timely, legible, dated, and identify the
trial.

Checking  the
completeness of the CRF entries,

accuracy  and
sourcedocuments and other trial-related
records against each other. The monitor
specifically should verify that:

(i) The data required by the protocol are

reported accurately on the CRFs and

are consistent with the source
documents.
(i)  Any dose and/or therapy
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modifications are well documented

for each of the trial subjects.

(i)  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 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

CRF

This

authorization should be documented.

who is authorized to initial

changes for the investigator.
(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
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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

SOPs, GCP, the

applicable regulatory requirements to

protocol, and
the investigator and taking appropriate
action designed to prevent recurrence of
the detected deviations.

5.18.5
&WE§
EREREBEARETEEZULZE

Eﬂ#ﬁﬁifEﬁétfﬁﬁ' KRt ERE
AR EABRFIZUY ZRERRF -

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

BEHIER S

(MEHERES —REEEP /O 250
R EAHEE 2 B8EE Rit—10
EEHETARETE -

(O)mEEEHE ARt - BEHE
w2 R B E R A EMBIE A
2HE -

(D)HETEBERTENERE 2
NS REARBIR/EE - REEKTR

K~ fEm  PRENEGHS IREN 2 fa b K
IS RERBIEMEPER 25 -

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
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B

significant findings/facts, deviations
and deficiencies, conclusions, actions
taken or to be taken and/or actions
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.
P &% ADDENDUM
5.18.7 5.18.7
BSp| st Monitoring Plan

A RETERHEEER B RE
KERSTEENERES - HE 5
aTE - BT EEMmERIRES - PR
BEHSHEEAAEBNEBE S8R

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
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ATTERERIEE - 2T SRR
ERRREREIR AR - WRRER
QF%*%E'EE%F‘;?“&EE BRSNAN AR 2

the
responsibilities of all the parties involved,

monitoring  strategy, monitoring

the various monitoring methods to be used,

EG - BEAIFTETNES ZMHBEHRE M | and the rationale for their use. The plan

EF - 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 & 5.19 Audit

EMETEAWNITmERB BN | If or when sponsors perform audits, as part

METEZE - EZE NS . of implementing quality assurance, they
should consider:

5.19.1 5.19.1

B Purpose

A BEREZEZRBUBEAES
TERmEERINER - B ZH
E’\JEE%WEEM&EZ%??E‘EE@%H%
e BRETEE  IRE(FERERF - GCP

IS&iE E%}HH:&K °

The purpose of a sponsor's audit, which is
independent of and 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

BB ZEENEER

(—)al BR & 5T & FE 5 K B PR A1 AR/ 2k
BBEWERFINZ ABETEZ:

(O)allaEtE REREZEFMZI
R ALER  ELUEERNTEZ &

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
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%E 2 ESEIRET LI -

auditors are qualified by training and
experience to conduct audits properly.
An auditor's qualifications should be

documented.
5.19.3 5.19.3
ERRER Auditing Procedures

(—)il SR = R & B R B PR AL BR/ 2
mZEZBRGRESEZER
BEFENT SEEEZZIEE -1
A&z TR R - eI ZAE
ARAA -

(O alRERE IR ERERFZ
RE - BEERZABRZERMY
R BEAR - AR 2B KER
M REEMERZZEBREER
HAthFr 3538 2 EIRE -

(D)ERBZHEERZIFE T LI

(M) B #EE e INBE 2 8 1 R EL B
B ETEHBEAREREZKEHR
EzmE - BEARBHRNEE
BEABIE GCP Z 1B e R
BEFED  EERBESREBEREK
RARTEZRES -

(h)EHRERIMIEKE -
ZtERIEHEZRRE

Al B

(@) 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 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
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when evidence of serious GCP non-
compliance exists, or in the course of
legal proceedings.

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

5.20 AEEM

5.20 Noncompliance

5.20.1

AR 2R B BB T IS A\ s Eal
RRETEZARHEBAESABIEH
fRETEE - 1RE(FERR - GCP - A
\S HHE AR oK IR - FRIREVAZRAVTE
e ERE B -

P %
HRIABEMRBRETENOEE
FEIZHBREAABRGERIE

5.20.1
Noncompliance with the protocol, SOPs,
GCP,
requirement(s)

and/or  applicable

by
investigator/institution, or by member(s) of

regulatory
an

the sponsor's staff should lead to prompt
action by the sponsor to secure compliance.
ADDENDUM

If noncompliance that significantly affects

B SBRETEERBETHRAIRES | or has the potential to significantly affect

M - 0B S R0%E IE KX FERAEHE | 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 5.20.2

= B EEZ R IR B E 5 A\ 1S
BRENFTEABUEZES - 9ligE
AeEEAILLEEBRESAKES A
A be - ZalBRE I AV BREABIE
WA IEHS2 B - SRETERL
BIiEEN E SR -

If the monitoring and/or auditing identifies
serious and/or persistent noncompliance on
the part of an investigator/institution, the
the
investigator's/institution's participation in

sponsor should terminate

the trial. When an investigator's/institution's
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participation is terminated because of
noncompliance, the sponsor should notify

promptly the regulatory authority(ies).

521 RPN E(FEE

Ll RRRALSNER SRRt E
EBUAEAMERERSAEEREE
HRE - WARABHIER - HEETEY
AT AREBITERERERE
K- BB ARRAREZEEVE LM
EEZEE NRAHIES -

5.21
Suspension of a Trial

Premature  Termination or
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 BRPRELER/AR RIS
ARTTAEIRELILR AR ETE
EBEREADNDBSKEREZRE
SKIRHAA T EHEE - SRR TERRE
FHERECANBRARSERESF
& ICH HiEARARRESEAEARNS
RItEREETES] -

5.22 Clinical Trial/Study Reports
Whether the
prematurely terminated, the sponsor should

trial is completed or
ensure that the clinical trial reports are
prepared 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
ICH Guideline for
Structure and Content of Clinical Study
Reports. (NOTE: The ICH Guideline for
Structure and Content of Clinical Study

standards of the
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Reports specifies that abbreviated study
reports may be acceptable in certain cases.)

5.23 ZHEE {FR PR R

5.23 Multicentre Trials

MBS IERARR SR - SlEBBZETE | For multicentre trials, the sponsor should
FEMELR NAIRE - ensure that:

5.23.1 5.23.1

FTER R 35 A BAREBIEL | All investigators conduct the trial in strict
ARETERR ZERETEE ; 3 | compliance with the protocol agreed to by

%@I%T%%F‘ﬁﬁ&)\mﬂ%ﬁ%%%‘\ﬁﬁ

the sponsor and, if required, by the

MEEZEEGMMZE eSS regulatory  authority(ies), and given
approval/favourable  opinion by the
IRB/IEC.

5.23.2 5.23.2

EEBERZETHUESZHS
SRR R SR M IBRYPT R BUE - BN
WEERRINIBREBR A - TREIR
ERBRINHEBNHETERBRS

The CRFs are designed to capture the
required data at all multicentre trial sites.
For those investigators who are collecting

fHEE additional data, supplemental CRFs should

= o also be provided that are designed to capture
the additional data.

5.23.3 5.23.3

EA BB ERT - BRI AKE | The responsibilities of  coordinating

MmSBEHEBETANSTIEMNE
E ok °

investigator(s) and the other participating
investigators are documented prior to the
start of the trial.

5.23.4

PREERE/F AR SMEE T
BRETEE - B —BRVIREGERR
RERZEGR MEBERESE -

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
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completing the CRFs.

5.23.5
ﬂﬂ?ﬁnfﬁ E?‘IAZFE%E/J/%

5.23.5
Communication between investigators is
facilitated.

F6E - WAHBIIEEREE
AT EEZAT —RIEERE N
Een o A 1E R ERih B 2 AHBA SR
o] PUB BRI - SR EX R
MEAEE - LUNFRSIZ &R &SR - ol
REE SRR EEZZEXGHF
WMEFAF -

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
such as an

documents, Investigator's

Brochure.

6.1 —RZEE

6.1 General Information

6.1.1
abRETEE 22 - fwmmAEE - &
RETEEFTUEE  WABELLHR

6.1.1
Protocol title, protocol identifying number,
and date. Any amendment(s) should also

SRR EE - bear the amendment number(s) and date(s).
6.1.2 6.1.2
nfﬁ ;cnf%& SHIE ( FESHIEIERL | Name and address of the sponsor and

monitor (if other than the sponsor).

6.1.3
WEERGDBETERZA RS
SEREZEZ NBRTR MBI -

6.1.3

Name and title of the person(s) authorized
to sign the protocol and the protocol
amendment(s) for the sponsor.

6.1.4
ARELE ZEBRIEFEAE (HIEH

6.1.4

Name, title, address, and telephone
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IS E R

number(s) of the sponsor's medical expert
(or dentist when appropriate) for the trial.

6.1.5
AR EIF RIS - B - BB
INZ LK B RR SRS -

6.1.5

Name and title of the investigator(s) who is
(are) responsible for conducting the trial,
and the address and telephone number(s) of
the trial site(s).

6.1.6
ERABEF AN GEERD (8L
BESRBTEE )  BEMAHAE
AP OBRZES L (N FHE
E)RE HtER - BiME - Fu - E
A A o

6.1.6

Name, title, and

number(s) of the qualified physician (or

address, telephone
dentist, if applicable), who is responsible
for all trial-site related medical (or dental)
decisions (if other than investigator).

6.1.7
2EHRYEFREREREMBE
R/ S0 Bl 4P R/ B 18 7
Rtod -

6.1.7

Name(s) and address(es) of the clinical
laboratory(ies) and other medical and/or
technical department(s) and/or institutions
involved in the trial.

6.2 BEE 6.2 Background Information

6.2.1 6.2.1

All B 2 o 2 A M R A Name and description of the investigational
product(s).

6.2.2 6.2.2

HEEBEBEMRAKARE ZIEEIK | A summary of findings from nonclinical

ot - MEEER EREE - studies that potentially have clinical

significance and from clinical trials that are
relevant to the trial.

6.2.3
EEEMEREZZaFE B R KR

6.2.3
Summary of the known and potential risks
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mIIHE -

and benefits, if any, to human subjects.

6.2.4
HHRERK TS - BREaERE
i R EIER -

6.2.4

Description of and justification for the route
of administration, dosage, dosage regimen,
and treatment period(s).

6.2.5 6.2.5

A 2 MITIRMER ERETEE - W8 | A statement that the trial will be conducted

it GCP KAHERAREK - in compliance with the protocol, GCP and
the applicable regulatory requirement(s).

6.2.6 6.2.6

20 IR BE 2 R - Description of the population to be studied.

6.2.7 6.2.7

Rl REM K RERZ
MR EUE

References to literature and data that are
relevant to the trial, and that provide

background for the trial.

6.3 HmEERERN 6.3 Trial Objectives and Purpose
e 7 BE R B 25 | A detailed description of the objectives and
P the purpose of the trial.

6.4 ERERET 6.4 Trial Design

B PR A B 2 R B2 se 22 M K 5 B B2 | The scientific integrity of the trial and the
ZOEE  SEMNEFER 85T - B | credibility of the data from the trial depend

B Rl BRRR A T Z AL B BIAA

the trial

description of the trial design,

substantially on design. A
should

include:

6.4.1
%’iﬁ@%ﬁ%ﬁEPH%?EU%ZEE%E%’I‘HE*@
BREREYIEIR(EA ) 2B

6.4.1

A specific statement of the primary
endpoints and the secondary endpoints, if
any, to be measured during the trial.

6.4.2

6.4.2
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HNRET 2o ERREE it | A description of the type/design of trial to

(Bl . 8BF - LRIEEAEER54H « | be conducted (e.g. double-blind, placebo-

E1T7ERET ) RAREE ERERET controlled, parallel design) and a schematic

PEER 2B - diagram of trial design, procedures and
stages.

6.4.3 6.4.3

R R/ S mrl B R R R

) | A description of the measures taken to

N minimize/avoid bias, including:
(—) B (a) Randomization.

(O)E éEnxn (b) Blinding.

6.4.4 6.4.4

H 5l B e AR U7 =0 K el B
BRIZRVMEAL - Bl AREEm

BER RN Z i -

2

A description of the trial treatment(s) and
the dosage and dosage regimen of the
investigational product(s). Also include a
description of the dosage form, packaging,
and labelling of the investigational
product(s).

6.4.5

AR A B 2 EaliRiiE - DUNFA

6.4.5
The expected duration of subject

AERPEER VBRI TE - BIEEI 12 | participation, and a description of the

BEN (58) - sequence and duration of all trial periods,
including follow-up, if any.

6.4.6 6.4.6

HERZHEMRLIHES
PUE LE S48 | E 7 IR 4 2 st

A description of the "stopping rules" or
"discontinuation criteria” for individual
subjects, parts of trial and entire trial.

6.4.7

AT R 2% A

&g

—TU

ZHEERRER -
8% o ( =B ) o

6.4.7
I'| Accountability  procedures  for  the
investigational product(s), including the
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placebo(s) and comparator(s), if any.

6.4.8
%EFT; °

6.4.8

Maintenance of

randomization codes and procedures for

trial treatment

breaking codes.

6.4.9 6.4.9

EEImBE B HERBZIREZRTD | The identification of any data to be recorded
HEXR (BIAEFEIL directly on the CRFs (i.e. no prior written or

REFEik 2 ER ) ROEEREH | electronic record of data), and to be

REREER - considered to be source data.

6.5 ZHERMARIERL 6.5 Selection and Withdrawal of Subjects

6.5.1 6.5.1

R B AR - Subject inclusion criteria.

6.5.2 6.5.2

Sl B HEBR IR - Subject exclusion criteria.

6.5.3 6.5.3

S BRI EERRAE (TRED ;- A& LE
AEEEEE ) KRS

—o—-l— (]
B 282 0

HRZE :

(—) T B RT3 R S B

AL B 22 a R

(D) BREAERREE - HHEBWE
MR NSRS

o) BLARIREHEZSERNUEE
8 o

(VO) 38 730 BR 22 an e R /e BR O B 2
R B HREEN -

Subject withdrawal criteria (i.e. terminating

investigational  product treatment/trial

treatment) and procedures specifying:

(@) 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 withdrawn
from

investigational product

treatment/trial treatment.
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6.6 MEREESLI

6.6 Treatment of Subjects

6.6.1

HP#a T 2 e mAVHELL - BRI %
mEtE - HE - AREHRE - AR K
&3 - DUKGRBRRYa B HARE 2 fi -
BE B EHl R e e B/ RUa R
AR EE ZREEHHE -

6.6.1

The treatment(s) to be administered,
including the name(s) of all the product(s),
the dose(s), the dosing schedule(s), the
route/mode(s) of administration, and the
treatment period(s), including the follow-up
for for  each

period(s) subjects

investigational  product treatment/trial

treatment group/arm of the trial.

6.6.2
arl B A K/ =k ol B A B B B R SR AL f68

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

permitted before and/or during the trial.

6.6.3
EARAHEBBEENER -

6.6.3

Procedures  for  monitoring  subject

compliance

6.7 BTG

6.7 Assessment of Efficacy

6.7.1 6.7.1

HRSI B2 8 - Specification of the efficacy parameters.

6.7.2 6.7.2

AL~ ECER R D MTENBE 255K | Methods  and  timing  for  assessing,

SISET recording, and analysing of efficacy
parameters.

6.8 ZE ML

6.8 Assessment of Safety

6.8.1 6.8.1

HRSZ = M2 - Specification of safety parameters.

6.8.2 6.8.2

A~ ERER R DM EZ MBS 2574 | The methods and timing for assessing,
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KIGE -

recording, and analysing safety parameters.

6.8.3
AREARHARBRERZBE AT
ZELRER -

6.8.3

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

6.8.4
ROBRBEARSBHERZENS
= KRR -

6.8.4
The type and duration of the follow-up of
subjects after adverse events.

6.9 MEtAE

6.9 Statistics

6.9.1
Halle ik FHROMET A2 - B1A
R DA ER -

6.9.1

A description of the statistical methods to be
employed, including timing of any planned
interim analysis(ses).

6.9.2

A BRFARTAMARIARL - RZP0LERR
A BRI - FERRE = —alBR RO A
ZREBEAN - BEZHBAR (K
Y )WAENKE  BSHE(ETE)
ZaBaiaE ) KRR E3EA -

6.9.2

The number of subjects planned to be
enrolled. In multicentre trials, the numbers
of enrolled subjects 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
SRIEMETIRERFIZE KEE - The level of significance to be used.
6.9.4 6.9.4

A& IERBRAOIRE -

Criteria for the termination of the trial.

6.9.5
ARETEIAK - REXRAKEREEZ
2FF -

6.9.5
Procedure for accounting for missing,
unused, and spurious data.
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6.9.6

BRIREIFET AR ERR (E0
BRIRE] AT A Z B AE R
ST EEN/ARARREPEIE TS
AL ERARIER ) -

6.9.6

Procedures for reporting any deviation(s)
from the original statistical plan (any
deviation(s) from the original statistical
plan should be described and justified in
protocol and/or in the final report, as
appropriate).

6.9.7
R A MADITRVEESE (Bl - Fh
BBEE B2 RHE - FTEE4 T

REMZREE BT EMARE

ZREE - FEUMEZREE ) o

6.9.7

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

6.10 RIGEUIR/ X2 E1Z#EE
ARt B EERABITESAE
hEE FEA - S EE R ET AR
EANE DA S RN
REESTVEYMEZETRE K=E
ERENEZRIBETHEER
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6.10
Data/Documents

Direct Access to Source

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 mBEHKmMmERE 6.11 Quality Control and Quality
Assurance

6.12 fRIEES 6.12 Ethics

EAGI B AR A 2 fm3E = S RIRUL - Description of ethical considerations

relating to the trial.

6.13 BIBEEIERLIFRT

6.13 Data Handling and Record Keeping
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6.14 F1¥5 R AIRME
EARABRFES PEA
eI

- A% R AR

6.14 Financing and Insurance
Financing and insurance if not addressed in
a separate agreement.

6.15 ERZ(EEH|
EARBNR RS PEBE -
ZEERIRA

B PR Aol B

6.15 Publication Policy
Publication policy, if not addressed in a

separate agreement.

6.16 fFEER

(57 : Kt nst =2 B0 R B/ 55
WEERAER  E—PHBPEN IS
B ICH ZmiERaBRE 28R
REES)

6.16 Supplements

(NOTE: Since the protocol and the clinical
trial/study report are closely related, further
relevant information can be found in the
ICH Guideline for Structure and Content of
Clinical Study Reports.)

E78 - XHAFM (INVESTIGATOR'S BROCHURE)
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7.1 Introduction
The

compilation of the clinical and nonclinical

Investigator's Brochure (IB) is a
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
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clinical trial. The information should be
presented in a concise, simple, objective,
balanced, and non-promotional 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 1B, 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, provided that it includes current,
comprehensive, and detailed information on
all aspects of the investigational product

that might be of importance to the
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investigator. If a marketed product is being
studied for a new wuse (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

(IECs) and/or regulatory authorities before

Committees

itis included in a revised IB.

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
IB to the
IRBs/IECs. In the case of an investigator

the up-to-date responsible
sponsored trial, the sponsor-investigator
should determine whether a brochure is
the
manufacturer. If the investigational product

available from commercial

is provided by the sponsor-investigator,

109




then he or she should provide the necessary
information to the trial personnel. In cases
IB is
impractical, the sponsor-investigator should

where preparation of a formal

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 3&H| 7.2 General Considerations
FRHAFMESS : The IB should include:

7.2.1 7.2.1

BB Title Page

EEEANEBETE ST - A% M | This should provide the sponsor's name, the
HHE (B1E  HRACHE - {624 - B | identity of each investigational product (i.e.,

% BEma) - BB AMRER - B
KEMRZ AR K LR EER - &6 a]
S2ZMEk 1 -

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.

71.2.2

REER

AR B REFTAFMPERR
IEFMAE RS HEE I - AELRFH
REr R ERE R - NSl iREZE2\VE
VREBEEEELIINZAL -

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
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team and the IRB/IEC.

7.3 E/FAFMZAB

ER/AFMECRSE NIZEE - WHE
REERSIASZ3R

7.3 Contents of the Investigator's
Brochure
The IB should contain the following

sections, each with literature references
where appropriate:

7.3.1
H %
o] 2Z &Ik ER_ -

7.3.1

Table of Contents

An example of the Table of Contents is
given in Appendix 2

7.3.2

=S

U RZ i PR Al BRPE B - BT R %E
ZYI(EEME - 2 - 2538 5538
2F) EmCE MR ZEZERM -
BEABRME -

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

S

REEBRER Z(ER(BERKEm)E
o EEMND - EEB R K HEEE
e EmiftRiR ZERERKTE
HAZ B EAE - 18 - FEIR KRR Al BR
DRI R AEE 2Tk -

7.3.3

Introduction

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.
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advantages), the rationale for performing
research with the investigational product(s),
the
therapeutic, or diagnostic indication(s).

and anticipated  prophylactic,
Finally, the introductory statement should
provide the general approach to be followed

in evaluating the investigational product.

7.3.4

Y32 (B2 - EEIME KECTT b
RAZEmMZEBNREBT - WHE
HY3E (EBRNER 2551 i ( &
R ) ZEelr e KA Z B -
EHEMECRAE LHEE i SR %
mARANUZE - TERA -

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 given.

Any structural similarities to other known

compounds should be mentioned.

7.35
FF B Rl

FhEMER 2 JF R R EE3E - 538 - #5)

7.35
Nonclinical Studies
Introduction:

The results of all relevant nonclinical
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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
the

unintended effects in humans.

and possible unfavourable and
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.,
(mg/kg))

* Dose interval

milligram/kilogram

* 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
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— 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 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
(e.g.
binding,

therapeutic  activity efficacy

models,  receptor and
specificity) as well as those that assess

safety (e.g., special studies to assess
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(b)

pharmacological actions other than the
intended therapeutic effect(s)).
Pharmacokinetics and  Product
Metabolism in Animals
A summary of the 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)

7.3.6
EAREZIEH

7.3.6
Effects in Humans

115




BT
ERFAFMEREL LIRS FABEA

EARRERAR 2%y 2 - &
mfCH W2 HERAREZE %

Zx2H - BRI EMAYZEIE(E
A - BENERNCSTHZE K

HBRBE - BRERE RSN - Bk
EEBAEMW EHAE - BLEENIT
EEIEENA -

(—)EEmRTE A58 2 B2 80 B2 R A
AR ERE AR EHBELNED
REED  —REFENIRIE
—ZEEN R ( BEAH - R MRER
HEEE 9 HiBR)

~S4-BE O FER ( BHTAREY )
KRB (MR - FiR - BREER
BEE)

-REER (BEGNEEY I RE
ER)

~Hith 7 2B FRH W0 AEEARGERE
RIEE S 7 BEESEEEN A 3T )
(D)ZEMREY
FRAFMERHERZER (BFEH
KEFY ) 2L E2H - B - BYRE
SUNEZBEGERARER - B bt
ERETURE W BOBETD
fRPRELBR N T5eA - BIEESR AR
FIESZZE2MRBEYZEN - DA
ERZBERER - BEASRAITES

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.

(@ Pharmacokinetics and  Product
Metabolism in Humans

— A summary of information on the
the

investigational product(s) should be

pharmacokinetics of

presented, including the following, if

available:
- Pharmacokinetics (including
metabolism, as appropriate, and

absorption, plasma protein binding,
distribution, and elimination).

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

of studies

results population

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 were obtained from
preceding trials in humans (healthy
The

implications of this information should

volunteers  and/or  patients).
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
of the data.

summaries of adverse drug reactions for

presentation Tabular
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
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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 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
should be (e.g.,
dosages, of
and adverse product

use summarised

formulations, routes
administration,
reactions). The IB should also identify all
the countries where the investigational
did
approval/registration for marketing or

product not receive

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
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data, and should summarise the information
from various sources on different aspects of
the investigational product(s), wherever
possible. In this way, the investigator can be
the
interpretation of the available data and with

provided with most informative
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). Guidance
should also be provided to the clinical
the

treatment of possible overdose and adverse

investigator on recognition and
drug reactions that is based on previous
human experience and on the pharmacology

of the investigational product.
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7.4 APPENDIX 1:

B8 (#4) TITLE PAGE (Example)

AREEE R SPONSOR'S NAME

BEMPEH Product:

WTFEAHs Research Number:

Z1E  EBR - BE (BSH&ZE) ~ |Name(s):  Chemical,  Generic  (if
B ( BAE LT - HEZFEEM | approved), Trade Name(s) (if legally
f£F) permissible and desired by the sponsor)
FHEAFMH INVESTIGATOR'S BROCHURE

RSBl Edition Number:

AR EER Release Date:

BURRRRZA A - Replaces Previous Edition Number:

HEA - Date:

75 Migg_— 7.5 APPENDIX 2:

FHAFMEE (26) TABLE OF  CONTENTS  OF
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1 B#k - Confidentiality Statement (optional)
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3 #Ewm 1 Table of Contents.

4 38 - {EE8 -~ M E KBS 2 Summary

5 FFERIRALER

ny ,«/\

5.1 FFBGARZLZIE

5.2
5.3 HIEE
6 EAREZ

1 ZEmRTEAG

ST BN BB AR

ER
S ZEEB) R

azﬁ%&%ﬂ
6.3 Lh&Es

3 Introduction
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Properties and Formulation

5 Nonclinical Studies

5.1 Nonclinical Pharmacology

5.2  Pharmacokinetics and  Product

Metabolism in Animals

5.3 Toxicology
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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)

% 8 B MITHRIRHRZHEXM(
CONDUCT OF A CLINICAL TRIAL)

ESSENTIAL DOCUMENTS FOR THE

8.1 &
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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
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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 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.

P £t

A BERENABET AVRBRER
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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
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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.

The investigator/institution should have
control of all essential documents and
records generated by the
investigator/institution before, during, and
after the trial.

8.2 BRPREXERBHYA RN
TEUCET EPE ER FE B 25 LR SO FE
A IENFHBAIEE | (WMR)

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.

8.3 ERFARELARETTHAME]
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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 relevant information is documented
as it becomes available

8.4 ERARTTALEARIETE
EAlBRSTAE AR 1ER - 8.2 ~ 8.3 FRFI
ZFRBEX A R 5SH— 1 ERAE -
(AP ER)

8.4 After Completion or Termination of
the Trial

After completion or termination of the trial,
all of the documents identified in Sections
8.2 and 8.3 should be in the file together
with the following.
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