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

ImPRi I8 EIEME(GCP) iRt L. IERMIREHRAXNRSNMEHRIE FRECIEN
REREMNE, BEX—INEARPRRENINF. K2UENRE, ASRTHRERSSH
RUERF—EHUAR GRS E R EERE T A RRIE,

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

ICH GCP ieSRNBBENEARE. BAMNEERME—NIRE, MEHXESESFEEN
PRAEEZZIGREE,

The guideline was developed with consideration of the current good clinical practices of
the European Union, Japan, and the United States, as well as those of Australia, Canada,
the Nordic countries and the World Health Organization (WHO).

KIEERNNARZETME, B, EEH, UKEXFT, MEX. tMERMEFRIBEAR
£ (WHO)BYIR T GCP,

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

AERORRAHHERLBIGAEIEN NS EREAES RN,

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.

AIES RN PR ARN e N A F el eI A XN R L 2RI EBIRRITFR

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

B ICH GCP RRLELK, IapRitIQaAR, SRIEFRMAE ARG, HRANX G EEREFY
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This guideline should be read in conjunction with other ICH guidelines relevant to the
conduct of clinical trials (e.g., E2A (clinical safety data management), E3 (clinical study
reporting), E7 (geriatric populations), E8 (general considerations for clinical trials), E9
(statistical principles), and E11 (pediatric populations)).
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This ICH GCP Guideline Integrated Addendum provides a unified standard for the
European Union, Japan, the United States, Canada, and Switzerland to facilitate the
mutual acceptance of 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.

A ICH GCP B IB4MRIEm AR, AR, XE., MEXMHETRETR —RE, PMREXLE
BEEIEEHSORAEEIATKLIRENIGREIE, HE6 (R1) ABME6 (R2) EHAEH
heead, LLE6 (R2) RBNE,

1.GLOSSARY

1.KE

1.1 Adverse Drug Reaction (ADR)
1.1 #B@ARKM(ADR)

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

AT A RS ROTAREMEZRINIRREE, LHRARTHIEERAEERN, ADRZ
ESEMEANEEXNMEEENNEMBNORNBNREENGBARRE, &KERBT
AmeiEtdnS A ARRNZBNEARXRELE I SENTTAEN, BIREEHRXIMXER,
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).

MELEMZm, ADRIBABTING. 2Ear Amel i E EIRNENAMEERTELN
HEEMIERENRNE(ZR ICH IFRZEMHREEEESRN: Rk S0 E IR,

1.2 Adverse Event (AE)
1.2 RRZEH4(AE)

Any untoward medical occurrence in a patient or clinical investigation subject



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

FAERARATIRKARRREPRENTAFIREZEYN, EFA—ESATERERXE,
I, — P ARREBMHAE) TR SERGERR)EMENT 8 L8 XTI AF B9FIEFRAEIL (&
ESENIRERN), ERIER, MAEEEESBWAEXR(ZA ICH i RLZEHHIEEE
EEEN: RERSEEXFIRE.

1.3 Amendment (to the protocol)

1.3 18R (XS R)

See Protocol Amendment.
NIRBHREL,

1.4 Applicable Regulatory Requirement(s)
1.4 EANEEEK

Any law(s) and regulation(s) addressing the conduct of clinical trials of investigational
products.

BRI A mia R T AR FAEMN,
1.5 Approval (in relation to Institutional Review Boards)
1.5 HHECKTHMHEIFERR)

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.

IRB REMAVRE: X —INIEKILLELH#THEIFE, FH UK IRB. HENME. GCP FIEM
EEEKAVATIR TSI L,

1.6 Audit
1.6 &

A systematic and independent examination of trial related activities and documents to
determine whether the evaluated trial related activities were conducted, and the data
were recorded, analyzed and accurately reported according to the protocol,sponsor’s
standard operating procedures (SOPs), Good Clinical Practice (GCP), and the applicable
regulatory requirement(s).

SHA A ENIEHTEANIMIZAEE, DUHEXRHLENIENCR. oh5kRE
BERFEREAE. BHENFRERERERSOP). IfFKIZIESIEME(GCP) AR ERNEERE
*O

1.7 Audit Certificate

1.7 BEIEH



A declaration of confirmation by the auditor that an audit has taken place.
BERIWASHTIEENSH,

1.8 Audit Report

18 ERS

A written evaluation by the sponsor’s auditor of the results of the audit.
HEBHELEERHAENXTEESRNBEIFMN,

1.9 Audit Trail

1.9 BEHE

Documentation that allows reconstruction of the course of events.

o ENENEESHI RIS XM,

1.10 Blinding/Masking

1.10 88

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), investigators), monitor, and, in some cases, data
analyst(s) being unaware of the treatment assignment(s).

IERIHEESRPE—FHSHARAMERAE QT D ENERF, REHERAEARK,; NEiE
ZidE, HRE. EERURARLER FTEIRESTEAARET S,

1.11 Case Report Form (CRF)
1.11 fBHIHR SR (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.

BRI RAAMEIRITEI—FPENRIEY. XENHEFIINGE, AKRCRE-—IRHAEEHRRT
EPNEEHERREABENE.

1.12 Clinical Trial/Study
112 IR HR

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

FEAXNSETOEABERNIEL MR IR mIIGK, HIRFHN/HEMARFER;
M/HHE—FPLRALRNEAARRAEA; F/HAR—PLIEAARNERE. 2%, L
Bt DEREAMNREMN/RERMNHAR. RiBlaRIRIEHIERFRE X

1.13 Clinical Trial/Study Report



1.13 IR PRI/ AR S

A written description of a trial/study of any therapeutic, prophylactic, or diagnostic agent
conducted in human subjects, in which the clinical and statistical description,
presentations, and analyses are fully integrated into a single report (see the ICH Guideline
for Structure and Content of Clinical Study Reports).

ARG SETHME AT, FpEZIFfA AR BE#ER, IRRMAETHER, PFRid
PIEEFIAZBEBRE (B ICH IFARARRENEHWNASHESEL)

1.14 Comparator (Product)
1.14 S8R (2549)

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

Il AR 38 o A {3 BRADI 368 FA 28 il Th S 294 (BB XY BR) Bl R RIS o
1.15 Compliance (in relation to trials)
1.15 M FiHIEY)

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

BESHEEXNMEEK, [RRNEEENE(GCP)IERMBNIAHEEENX,
1.16 Confidentiality
1.16 REME

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

AEAREZNNDTAMERHNERENENAZHAENSR,

1.17 Contract

1.17 &=

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

appropriate, on financial matters. The protocol may serve as the basis of a contract.

ERBRBSHZEAN—BPEN. AEBMEFIMN, EPRRTXTITENFENETH
DIREEHE, URAEXMSRRRHE, A RATMENSRVE,

1.18 Coordinating Committee

118 MEAERE

A committee that a sponsor may organize to coordinate the conduct of a multicentre trial.
HEBHEALANNEALES P ORRNERS,

1.19 Coordinating Investigator



1.19 thiBtARE

An investigator assigned the responsibility for the coordination of investigators at
different centres participating in a multicentre trial.

FZPOIRFRARPRARPEASNE R ORRE TEN—EHRE,
1.20 Contract Research Organization (CRO)
1.20 ERIHAREL(CRO)

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

S8AEITURY, RERERERTIBRREPHREESMNIIENDARERE IR,
FARIEM),

1.21 Direct Access
1.21 BE#Fipi

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 requirement(s) to maintain
the confidentiality of subjects’ identities and sponsor’s proprietary information.

RVFEE. 2. BINEFHETYTFENIGRLEEEERXNICRERE, ERIHHIME
A—HERMESNINEESF, ENREANBERNBEER)NIR :‘@FEEIEEZRQ'J?E *
B—GEOLE AP 2 E SOMBEZTHNRENY,

1.22 Documentation
1.22 X4

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

AFHEASICRIARETE. Lfl/HER, PXROEER, URRROERFNEAEL
MNICR(EFERRTHE. BF. BHEMEFNCR, DRAME, X FEMNOBE),

1.23 Essential Documents

1.23 BH/XMH

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).

EEBEMEE—EAHTN —TMARIITHRIR SR RE ST 8.5l Rk IR AY L
HFEXH),

1.24 Good Clinical Practice (GCP)

1.24 In R 38 EIEASE(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.

RlaRAEIRIT. L. 1T, BE. BE. LR, SWNRENIRE, BHBKREIEMMR
HERVUGMMERYE, HBRZIAEONF. BENNZLEERF,

1.25 Independent Data-Monitoring Committee (IDMC) (Data and Safety Monitoring Board,
Monitoring Committee, Data Monitoring Committee)

1.25 BYMHENEERR(IDMO)EENREHEERS, KEERR, HEKREERSR)

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.

HEBEHELRY - MEYNSBEEEERS, CEPNHRER. K2MEENERERREH
IO, MRENERNEEHRE. FENFILRAR,

1.26 Impartial Witness
1.26 RIEMIEA

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.

IRFHAEBHEZENEARERE, RENEARSSNERARERE, FORLERILRM
SenNnBERERMEMBTEREN, FARZTIRKLENTA, EARSHEEXARN
ARIEFM,

1.27 Independent Ethics Committee (IEC)
1.27 BIZHMCIEEZERR(EC)

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

—MHEFEVARMNIEELZZ WA RARMRIZNAERTNMEN, X, ERNIEER
HNEIFNMANERR), HIREEHAZHENING. KEMNERERIRP, FEIXRILT
R, ARAR. RiEURBTREMIERLENRANBERRNG EMHR S IEEHTHIEN
it e/ R A (R E B VR M LA X AP RIP R A RIRIE

The legal status, composition, function, operations and regulatory requirements pertaining

to Independent Ethics Committees may differ among countries, but should allow the
Independent Ethics Committee to act in agreement with GCP as described in this guideline.

EARNER, BIUYCEERZOOEEMA. AM. RE. RENEANEEERTER
[, ERNIMAESREUME, AFRMNCIERR R GCP#ITIE,



1.28 Informed Consent
1.28 AIBEREE

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.

EORHESN—IUARNSHEBRE, RREBRBAERESINZTRIRRKIRENTRE,
ZSRAUBEE. £2MEEBRNAEREBENHHIER,

1.29 Inspection

1.29 M

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

and/or contract research organization’s (CRO’s) facilities,or at other establishments
deemed appropriate by the regulatory authority(ies).

HERIIIN—MERXENEXHE, 2E, EXRMNEMSEHTELFR, WRILUE
HIRPN, BNEN/HESRARRARNERESFANSENEMLIARHT,

1.30 Institution (medical)
1.30(EF) AR R

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

SR ARIRIAMET AT FAARSHEA, RENE . EFHFRHRNE.,

1.31 Institutional Review Board (IRB)

1.31 EITEERS (IRB)

An independent body constituted of medical, scientific, and non-scientific members,
whose responsibility is to ensure the protection of the rights, safety and well-being of
human subjects involved in a trial by, among other things, reviewing, approving, and

providing continuing review of trial protocol and amendments and of the methods and
material to be used in obtaining and documenting informed consent of the trial subjects.

HEZ., REMIERNZHIERN—NMRZNE, EIRFEEINARARREBITAR, K5
ZIHENBRERMBINAEMERHTEITF. #EMNSEHIT, BE—ITULROZTHEZFION
., ZEMEESIFF,

1.32 Interim Clinical Trial/Study Report
1.32 IR/ AR P EIR S

A report of intermediate results and their evaluation based on analyses performed during
the course of a trial.

RIER IS TR PAREN DTS BN PSRN RS

1.33 Investigational Product



1.33 A IRRAA @

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

when used for an unapproved indication, or when used to gain further information about
an approved use.

—FfEIm PRI 36 AR 30 BV AE X BRAVTEME A S L BRI ZEIR, 8 —1TELmEm
UAE TRt ENANERAFAS(FRRER), AT IREMEENE, HATIE
— P EMERENES TR,

1.34 Investigator

1.34 HRE

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

and may be called the principal investigator. See also Sub-investigator.

ARE-NHEBMLEIRRRIROA, MRE-—DARRUEE—HBARLRERAR, HARE
BERMNREA, RAEERRE. DREHARAR,

1.35 Investigator/Institution
1.35 AR E /R

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

TR HEERBHRERERNAREN/FHARN,

1.36 Investigator’s Brochure

1.36 HREFM

A compilation of the clinical and nonclinical data on the investigational product(s) which is
relevant to the study of the investigational product(s) in human subjects (see 7.

Investigator’s Brochure).

REXRRAREHRTABRRRECHNZAROIGRMIEIRKREZHGCE (B 7HAREF
i) .

1.37 Legally Acceptable Representative
1.37 EEEIPA

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.

HEEREET, #ENTARREERESMIGRAENMA, HEEARTEMBER,
1.38 Monitoring
138 &

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 Operating Procedures
(SOPs), Good Clinical Practice (GCP), and the applicable regulatory requirement(s).

BE-NERAROHE, RIERKRTERRREST R, WEREREF(SOP). laRidinEE
HSE(GCP)MIAN A ERERILIE. ICRMIRSHNERD,

1.39 Monitoring Report
1.39 BERS

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.

BERAELERE—RAGHEAN/FTREMSHEEXNORRE, RIFHHEL SOP TR
—RRABHNENTERS

1.40 Multicentre Trial
1.40 2038

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

BER—MARAR, E—TMULRRSMUSEE, BSEU LHREBXRTANIERTIE,
1.41 Nonclinical Study

1.41 FElERIR IS

Biomedical studies not performed on human subjects.

FEABZINRITHENEZ AR,

1.42 Opinion (in relation to Independent Ethics Committee)

1.42 BI(SHIZEMCIEZRREX)

The judgement and/or the advice provided by an Independent Ethics Committee (IEC).
IR ACIEEE R R (EC)A HENTFM AN/,

1.43 Original Medical Record

1.43 RIBEZFICR

See Source Documents.

TR,

1.44 Protocol

1.44 K0T R

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

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



— M EBEXEEN. ', BEFE. AHZZEMARNXG, ARASRZBEEAFLRNER
LR, EXWILISEESHARAXNEMSENHD, #ICHESEUD, HEFHRX
—RiEERRARMARMER,

1.45 Protocol Amendment

1.45 X380 75 RAYE2L

A written description of a change(s) to or formal clarification of a protocol.
A0 7 RPN EFIEN BB PEMER,

1.46 Quality Assurance (QA)

1.46 [RERIE(QA)

All those planned and systematic actions that are established to ensure that the trial is
performed and the data are generated, documented (recorded), and reported in

compliance with Good Clinical Practice (GCP) and the applicable regulatory requirement(s).

ARIERAHETHEET £, ERURRSHA SRR EENE(GCP)FIERAEEEX
Zigeava: SE=pa pll: NS 8

1.47 Quality Control (QC)
1.47 [REEHI(QC)

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

ERERIERZANFAREBURERARINES, UBIESHAREXNENATEREEK,
1.48 Randomization
1.48 BENL

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.

ATHMREE, RENBRESENFRERZIHE S EEATT A I BARNTE,
1.49 Regulatory Authorities
1.49 EBEB

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

BRHTEERNNM, £ICHGCPIESRUT, EEAR—E8EEIFMRRNIGREIENEL
FERERAIANA(IL 1.29), XENMBIEIESR.

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

1.50 FEAREH(SAE)HEAm AR RN



Any untoward medical occurrence that at any dose:
EEAFETRENEURFEZSH:

-results in death,

SHEELT

-is life-threatening,

IEY58

-requires inpatient hospitalization or prolongation of existing hospitalization,
BRERRIATT AT 8]

-results in persistent or significant disability/incapacity, or
SHKASENRK/MRENER, &

-is a congenital anomaly/birth defect

SRR E/HERRE.

(see the ICH Guideline for Clinical Safety Data Management: Definitions and Standards for
Expedited Reporting).

(0 ICH Ie R L2 4R ERESEN: HURIREHE XFNIRE)
1.51 Source Data

1.51 REUR

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).

IRRIEPEYIRRA, MRFEMENNFBICRRATREIRAPNEEHEN, SIYTE
BMiFMARELEN, REESSERXEP(RIBICRHNTEIX),

1.52 Source Documents
1.52 B4

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 being accurate copies, microfiches, photographic negatives,
microfilm or magnetic media, x-rays, subject files, and records kept at the pharmacy, at
the laboratories and at medico-technical departments involved in the clinical trial).

R, BIEMERWERICR, IRRMNDAEER, XREXEID, SR, XAEHICF
RITMER, BEABICR, BMNENCREE, £RYEFNEREIRNTESENFRD
%, BEMBRA, BERAR, BHRENWMNE, X%, RABXY, URFRFEDRE. LBR=E
ME525IRRARNEFRARZPHICR),

1.53 Sponsor



1.53 BiE

An individual, company, institution, or organization which takes responsibility for the
initiation, management, and/or financing of a clinical trial.

RE—IERIRIEN, HNZARYFBEMMSARNNA. A8, YMESER,

1.54 Sponsor-Investigator

1.54 BHE-ARE

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

sponsor-investigator include both those of a sponsor and those of an investigator.

PR SHMA—E, KEHFIE—TMaRARIDIA, ERENNEEERT, SRR
A. RaNKEANKRERREARAR, ZAEHAEERT DASMERIAMALE -
A=), —THAE-HRENNSEE-THLEN—TMRARERENINS,

1.55 Standard Operating Procedures (SOPs)

1.55 tRER{EREF (SOP)

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

NEEN— MR — MEEIREFRT IR E B EIREA.

1.56 Sub-investigator

1.56 RBFARAR

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
important trial-related decisions (e.g., associates, residents, research fellows). See also

Investigator.

A—PEHEEN, AXERRBEENRE THIRKRRAPTRESRLEXNEEZRF/
EHSBAXRBRNEARENRRAMWESE, EFREE, BHRARE). DHRE.

1.57 Subject/Trial Subject
1.57 MR/AAEHHR

An individual who participates in a clinical trial, either as a recipient of the investigational
product(s) or as a control.

SM—NMeRIREERER G RESHEREAIRNDTA,
1.58 Subject Identification Code
1.58 I RIRFImEG

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



adverse events and/or other trial related data.

MRENE—B/ZAESEN—MRFREISHE, URIPYROSHHERREREARSEMH
MEMSHIEEXABTARAEIAENES.

1.59 Trial Site

1.59 iR B

The location(s) where trial-related activities are actually conducted.
HIT SRR E X IENIBFT,

1.60 Unexpected Adverse Drug Reaction

1.60 IEFREANZS A R R KL

An adverse reaction, the nature or severity of which is not consistent with the applicable
product information (e.g., Investigator's Brochure for an unapproved investigational
product or package insert/summary of product characteristics for an approved product)
(see the ICH Guideline for Clinical Safety Data Management: Definitions and Standards for
Expedited Reporting).

—MARRN, HEEHTERESHENTREMIN—FRENREBARNHAREF
i, HERBAT/—PELHESMITRMEERE) AR RRM (R ICH IfRE =R
ERESRN: WERRSHEXIRE),

1.61 Vulnerable Subjects
1.61 BBBIR

Individuals whose willingness to volunteer in a clinical trial may be unduly influenced by
the expectation, whether justified or not, of benefits associated with participation, or of a
retaliatory response from senior members of a hierarchy in case of refusal to participate.
Examples are members of a group with a hierarchical structure, such as medical, pharmacy,
dental, and nursing students, subordinate hospital and laboratory personnel, employees of
the pharmaceutical industry, members of the armed forces, and persons kept in detention.
Other vulnerable subjects include patients with incurable diseases, persons in nursing
homes, unemployed or impoverished persons, patients in emergency situations, ethnic
minority groups, homeless persons, nomads, refugees, minors, and those incapable of
giving consent.

BERIAEINREMANRRRIESEENA, MINUEETHE (FRESSE) Smid
OmAMNFE, NERESNEZIFRPERMRNIKRE., ESFREMNERNRR, W
EF. &%, FRAPETIVNZE, WEERNIREAR, SIAATNER, EA, MR
WIRZERIA, HEthSSENREBELITRARRIEA, FEBFIRPHA, KUEHSFA, &
FRERREA, MEEE ERT[EAE, RIRE, ¥R, KBFE, MBLLENLEM
BERENIA,

1.62 Well-being (of the trial subjects)

1.62(X 30X RAY) R

The physical and mental integrity of the subjects participating in a clinical trial.
SMaREIEZHE NS AMERTEM.

ADDENDUM



B =
1.63 Certified Copy
1.63 LRI

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.

ZREUNFRAARNEFRET TRIENRZFTEN), SRIBICREHERER (BF#HEH
R ETX. ABHEH) NEIR (TeERQFENEDR) |

1.64 Monitoring Plan
1.64 IEIHE

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

—EAA I EEREE, 5E. REMNMEXRIXXE,
1.65 Validation of Computerized Systems
1.65 WEHNRARIE

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.

ERIFCRUBNRARAFTSAEERNIRE, ZIHENRZATEHELHBRITER, ZERR
BRETEE—HNRA D, WIEFEFTEETRRITME, ERAKDTMPHBNAREE
= RIPFAIR I 45 RO AV TTAE,

2. THE PRINCIPLES OF ICH GCP
2.ICH GCP By/& I

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

2.1 IeFRRRAENFSFREHRFEESICIERN, 5 GCP MEREEER—,

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.

22 ARR—IUARZET, MNIAREZIGRIAEY F MRAENMLSOTRRAXE. RS
EMRMPNRE., AEAMBHIRBAT X, ZJRIFF IR LX G RIRE,

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



23 ZHEBFHINF, K2MRREFKEENER, VB THRENLIOANRNER,

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

2.4 MiZBRBHXTHIEAARNIFIRRFMIGREIRRMY, PSSR I#THNIEREE,
2.5 Clinical trials should be scientifically sound, and described in a clear, detailed protocol.
2.5 HITAYIRKRELVAERSNORZKE, NEXRSRPPHE, FMBER,

2.6 A trial should be conducted in compliance with the protocol that has received prior
institutional review board (IRB)/independent ethics committee (IEC) approval/favourable
opinion.

2.6 IRRIRIEAISEHEN HBEE XELBIARNMEEZRZ(RB)/IRIZICEERR(EC)
/BN R,

2.7 The medical care given to, and medical decisions made on behalf of, subjects should

always be the responsibility of a qualified physician or, when appropriate, of a qualified
dentist.

27 —REREERSETENRIKTRETHRETRE, ARNKEHEFRE,

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).

28 &5XEIERRBE—TPANIERHE . BHIIFEL1R7S EEE RISt St a9

£535.

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

2.9 S MIGAKXIER NRES— P RHEENL HNMNBERR.

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

210 FRARKRREEHNFEZENCR. GCENRE UERFREXIENERTERRS. @&
LEZ RO

ADDENDUM
B 3%

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

RENRUERTAMERRHABICR, MEERTHPREEN,
211 The confidentiality of records that could identify subjects should be protected,

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

211 HRATEHRHESMPINCROVEBENHBERP, RIFENOREAE.

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



with the approved protocol.

212 ARSI RREANARETREEENTE(GMP) L, LIEMNMEE, HIEALMm
R g RREMENS RER.

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

213 MHEVHANNEFRAARFRDARESERE,
ADDENDUM
pif%

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

RAXFNERNERFRZEEZNFRIPNAEERNTEEILEL AT FHE,

3 INSTITUTIONAL REVIEW BOARD/INDEPENDENT ETHICS COMMITTEE(IRB/IEC)
SHMEHIFER ST HMCIEEZER R (RB/IEC)

3.1 Responsibilities

3.1HR

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.

3.1.1 IRB/IEC MHRIPFAIEZIHBNINF . REMER, MEIFIIRBLTREGHBNRS
519838,

3.1.2 The IRB/IEC should obtain the following documents:
3.1.2IRB/IEC M HBEI LA 34!

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

HEARMZN, ARARBBERTHENPENBERARPREENRG, XAEBSERG
), REAZHENDEEN, AREFM(B), JFRINREMRN, ZRETRBHMLR
M=, HARARBSRFEHN/REMIEREFHIME, PR IRB/IEC BITHIRRMAEEN
EAE M

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:

IRB/IEC M S SIEMRAESMIRNNIa KR, REPEHETRRL, BEbiEAR.
PREFVREYSEFI RGN T

-approval/favourable opinion;



b/ AR

-modifications required prior to its approval/favourable opinion;
TEHE /B Z AU FR R 2 8E 2K

-disapproval / negative opinion; and

A/ AENEL;

-termination/suspension of any prior approval/favourable opinion.
2K \b/EEEa Rt E/ R E L

3.1.3 The IRB/IEC should consider the qualifications of the investigator for the proposed
trial, as documented by a current curriculum vitae and/or by any other relevant
documentation the IRB/IEC requests.

3.1.3IRB//IEC N HEZBARAREH A/ IRB/IEC ERNE MR EEESMAIRIN
RIEHIAR A RBIER,

3.1.4 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.

3.1.4IRB/IEC EIRIBAXNRNEKE, @EfF—EitEx EE#TItHTIFENEIT,
/I\EE /Ao

3.1.5 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.

3.1.5 7£ IRB/IEC Bi¥h, IRB/IEC TJREEELL 4.8.10 BRELADIBHATIXEET SHERR, X4t
BREN FEMFIPERONF). 22/HRBERERNX.

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

3.1.6 H—PMERHTNIEAT IR RERZRENTESHNES A RLBNEREN (U 4.8.12,
4.8.14), IRB/IEC M HtBE, FAB2NHNAEN/ZEMXEELR DRI THXNCIERZERE,
HHEAX—XRRAUNERSEEXR,

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).

317 AR AREE AR HERESENTEZINARNATELLEANBERIRNN D
4.8.15), IRB/IEC M HIBEIRINIIA B/ EMXEFZ IR THEXNCIEZER, H5S
X—HARNEREEENR,

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



3.1.8IRB/IEC M HHFFZMAEFIAERIMNM=NAR, DURESZENIIE RAIFE o Ry
AREHFN, LFIXNIZIN IR DE, MARTEUZIHETHRLLMmE.

3.1.9 The IRB/IEC should ensure that information regarding payment to subjects, including
the methods, amounts, and schedule of payment to trial subjects, is set forth in the written
informed consent form and any other written information to be provided to subjects. The
way payment will be prorated should be specified.

3.1.9IRB/IEC N RIE, XTFXMALRRAENEH, SFEZGHLR., HENAARRZHE
BB EREFITAERESRNSRMHAZAENTUREMBERM £, NFRIREAIZATI
Eto

3.2 Composition, Functions and Operations

3.2 4Apk. BRRFIRIE

3.2.1 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:

3.2.1IRB/IEC NHAEH BN RARR, tI2ABEEITFNTENRE, EXMARGAEN
RIEFHE R ERNEZIE, 2 IRB/IEC NEIE:

(a) At least five members.

@EILSERR;

(b) At least one member whose primary area of interest is in a nonscientific area.
(L) 1 BERKX O EETE R IFRIF T ;

(c) At least one member who is independent of the institution/trial site.

(Q)ED 1 B RIRI FHRAENA AL BAL,

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.

RERLRT FLRHAREMBHEL IRB/IEC HRAEN—MARNEXSIRE/RRER
mo

A list of IRB/IEC members and their qualifications should be maintained.
R iRt —17 IRB/IEC B REVE BN EE R,

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

3.22IRB/IEC MERBHEEIVREEFTHEIRE, NAREFEHIMNNEEICRANSVNICR,
FRHEBF GCP IERANESEER,

3.2.3 An IRB/IEC should make its decisions at announced meetings at which at least a
quorum, as stipulated in its written operating procedures, is present.

3.2.3IRB/IEC NS AR H ERERERF PAEIEEABNERN RN EFHRE,



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

3.2.4 RASN IRB/IEC HIFAIHC IR R A T IRE/ iR HAIBTAN A/ =R,

3.2.5 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.

325 ARENHRMIHWSHEOOEN, EARNZHSIN IRB/IEC 198 IXEY IRB/IEC B)IRE/E
R,

3.2.6 An IRB/IEC may invite nonmembers with expertise in special areas for assistance.
3.2.6 IRB/IEC SlIB7E A UHB LI TRIRHVIER R KE B,

3.3 Procedures

38R

The IRB/IEC should establish, document in writing, and follow its procedures, which should
include:

IRB/IEC MHZS EEXGERERER, BEFNEE:

3.3.1 Determining its composition (names and qualifications of the members) and the
authority under which it is established.

3.3.1 REEAR (AN R BV R FIE ) FNIRN;

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

33.2 ZHEYE, BHMERR, TR

3.3.3 Conducting initial and continuing review of trials.

3.3.3 XA M HITHIA B IE AN AR LL BT

3.3.4 Determining the frequency of continuing review, as appropriate.

3.3.4 BB E ML ITHAE,;

3.3.5 Providing, according to the applicable regulatory requirements, expedited review

and approval/favourable opinion of minor change(s) in ongoing trials that have the
approval/favourable opinion of the IRB/IEC.

335 KBERANZTEENR, NEEIRE IRB/IEC # /B MV EE#TANA IR AR /IME R it
BRI B I RE /R

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.

3.3.6 i%BATE IRB/IEC BEZZXNAGHIHLE/ AN BN Z A FHERANRHAIRR;

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 the subjects or when the
change(s) involves only logistical or administrative aspects of the trial (e.g.,change of
monitor(s), telephone number(s)) (see 4.5.2).



3.3.7 RPAEA RIVEHELFNESE IRB/IEC NI BEHAE/ ZER A, FaERBERRIBIALS
£, RIFAYEARYTRIABZNEERSE, AARNKBRSRARNEEHHEELEUWE
BEER, REHIESH)(L 4.5.2);

3.3.8 Specifying that the investigator should promptly report to the IRB/IEC:

3.3.8 HEAEASK A RN ZBPHR & IRB/IEC BYSEIRN:

(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).

(RBHNETRLHRSHIERIAENERBE(W 337, 452, 45.4);

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

(b)IE HN3S SR X bR B9 22 2R F0/ 38R B 203 38 STAEAI (D 4.10.2);
(c) All adverse drug reactions (ADRs) that are both serious and unexpected.
(FrAEFERFIEFREANZ m AR RN (ADR)

(d) New information that may affect adversely the safety of the subjects or the conduct of
the trial.

() iAIeEIHTRRIRENR 2T REEAFZIMEIFT R

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

3.3.9 1R IRB/IEC MR B EEX AR B /AR TSR

(a) Its trial-related decisions/opinions.

()5 RBBEXRE/BRL;

(b) The reasons for its decisions/opinions.

(b)IRB/IEC RE/ENEVER;

(c) Procedures for appeal of its decisions/opinions.

(c)¥EK IRB/IEC RE/ENHFERF,

3.4 Records

341C%

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).

IRB/IEC NHRB2EBXICRINBENRER, MRS, MNRNRW/ERR, BRROXE, &
MIER, URERGHERRRAREED 3F, HAEERIBEERNTLIRM,

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



its written procedures and membership lists.

HRE. PHERBEELFTEERENR IRB/IEC RIHEPEEFMMREE,
4. INVESTIGATOR

LERRE

4.1 Investigator's Qualifications and Agreements

4.1 AR ELVEREIHHY

4.1.1 The investigator(s) should be qualified by education, training, and experience to
assume responsibility for the proper conduct of the trial, should meet all the qualifications
specified by the applicable regulatory requirements), 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).

LN ARBRNSEZHE. BIINEZRSTHERRAELERILNETE, NIAFESERANEE
EXRFOZBHNAERYG, FNIEIMITH N ABHI/HEDHE. IRB/IEC F/HEELFZEKR
B ELfth 18X SR X TR ERABIEER

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.

412 ARENIARSATERRSTR. AREFH. FeENURBHERBENEGIN PR
RN AS RIS ERIE.

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

413 HRENY TERFHER GCP MERNEEREXK,

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

414 RREB/MARNAN L AFHENENEENREE, URSEIRINNE,

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

LI5S MRENIAE—MAESERE. HAERREGMNSZEHAXNEZESHAREE,

4.2 Adequate Resources

4.2 BBHIEIR

4.2.1 The investigator should be able to demonstrate (e.g., based on retrospective data) a

potential for recruiting the required number of suitable subjects within the agreed
recruitment period.

4.2.1 HH5ENAEIERR (ARIE LMERIEUIR) AN B S BN RMMEEN B NAER AT
RENME

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



4.2.2 AREBEMNENA RN N 2 H R S1IEY B LTI,

4.2.3 The investigator should have available an adequate number of qualified staff and
adequate facilities for the foreseen duration of the trial to conduct the trial properly and
safely.

423 EUMANRKEESA, FREVIEEBHENASBRRANTENIRERER. T2
eI,

4.2.4 The investigator should ensure that all persons assisting with the trial are adequately
informed about the protocol, the investigational product(s), and their trial-related duties
and functions.

424 AREBNIARIMENARENDARERD THRRAR, KRADR, Rtt15iHkE
XAV SRIEFERRE,

ADDENDUM
%

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

4.2.5 ARBAREEREFENERR L P OLHEH LB X IR TN AER MAFIF A,

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 perform those trial-related duties and functions and should
implement procedures to ensure the integrity of the trial-related duties and functions
performed and any data generated.

4.2.6 MRAREB/MBEREAN ALBAERTIRRBXAIRAEMIRGE, AREBUYRIDRL
BRI ARB ARG ERRTXEIR A XRNVIREMNINGE, HREMNZEIHNTEME
FFRMRIEREHEXERR . RetiT SEaEuREMeITEM,

4.3 Medical Care of Trial Subjects
43 ZHEBNETRE

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

431 EA—BRREFIRXBARARNEREEESFE)NISW S ARG XMEEZ(FR)

RERE,

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 laboratory values, related to the trial. The
investigator/institution should inform a subject when medical care is needed for
intercurrent iliness(es) of which the investigator becomes aware.

432 ERABSN—NARBENLUE, ARE/ARNMELIRIEARZHENETRARR
N, 8F5HEEXNIER EERXNIRENEERHESENETRE, AREERIRIE
HERFEEEETREN, NHBMZHE,

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 the
subject agrees to the primary physician being informed.

433 IRZHEBFECHNEEEEHEARAERTILECHNEEERENE, BNHARERR
HESMARNSBNEETEES,

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

434 RE—BRHEFREXSE LM/ P EREXBNVIER, HARENUIERSEEEN
FEIEEHME L SIS NE@IARIR B IEAR,

4.4 Communication with IRB/IEC
4.4 5 |RB/IEC BIHR

4.4.1 Before initiating a trial, the investigator/institution should have written and dated
approval/favourable opinion from the IRB/IEC for the trial protocol, written informed
consent form, consent form updates, subject recruitment procedures (e.g.,
advertisements), and any other written information to be provided to subjects.

441 FEFFE—MAKAT, ARB/FRVNMANHE IRB/IEC R FE. MBERER. EE
EHNEN. WRIBEEFQI &), UREH/AZSHENEOHEG4PEERNE®mY. E68
BEREUHEE/ R ER

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 to the
IRB/IEC.

4.42 ERRRE/ARMNMME IRB/IEC PEEBIEFEN—E5, HREB/ARNN M IRB/IEC 12
HAREFMOEFRAR, MRAREFMEIELPRITTER, AREB/ARNEN LG
IRB/IEC 12t BHAVAREFM .

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

4.43 X IeHAE, ARE/MARNENZME IRB/IEC RIS EEEBHTH TG,
4.5 Compliance with Protocol
4.5 XHIHI0TT REVK MM

4.5.1 The investigator/institution should conduct the trial in compliance with the protocol
agreed to by the sponsor and, if required, by the regulatory authority(ies) and which was
given approval/favourable opinion by the IRB/IEC. The investigator/institution and the
sponsor should sign the protocol, or an alternative contract, to confirm agreement.

451 HRE/ARNMNSRBLBHENWELR)EBLB/ERE. H15E IRB/IEC #tif/%%
R RLERE, ARE/MRNEMPLENIELRELIAREFALEF, WIARES

£

4.5.2 The investigator should not implement any deviation from, or changes of the
protocol without agreement by the sponsor and prior review and documented
approval/favourable opinion from the IRB/IEC of an amendment, except where necessary
to eliminate an immediate hazard(s) to trial subjects, or when the change(s) involves only



logistical or administrative aspects of the trial (e.g., change in monitor(s), change of
telephone number(s)).

452 ARBEREISHHERSINELEE IRB/IEC F—NAREUNHEIES HEmit &/
BAE, ARNSREINEFE, RIEVIHERIAIENKRVEER IR INX LT P RiAEHY
B EESFEUEREER, XETBHIESHE),

4.5.3 The investigator, or person designated by the investigator, should document and
explain any deviation from the approved protocol.

453 TARE, HHRAREEENOA, NHCRMERSCHESRNETRE.

4.5.4 The investigator may implement a deviation from, or a change of, the protocol to
eliminate an immediate hazard(s) to trial subjects without prior IRB/IEC
approval/favourable opinion. As soon as possible, the implemented deviation or change,
the reasons for it, and, if appropriate, the proposed protocol amendment(s) should be
submitted:

454 AT HEBRNABENRNEERGK, HRETLULRS IRB/IEC MISTHt &/ ZRERREX
MEFE., EENREENNE. KENEA. URARINGIS REXN R TR RS

(a) to the IRB/IEC for review and appro val/favourable opinion,
(a)IRB/IEC B IFFHSEIHE HE/ 2R RK ;

(b) to the sponsor for agreement and, if required,
(b)EHDHEEFEZEM, MRFE;

(c) to the regulatory authority(ies).

(OBEBERE,

4.6 Investigational Product(s)

4.6 X A%m

4.6.1 Responsibility for investigational product(s) accountability at the trial site(s) rests
with the investigator/institution.

4.6 ERNSEM, HEABRITHORETTHRE/ ARG,

4.6.2 Where allowed/required, the investigator/institution may/should assign some or all
of the investigator’s/institution’s duties for investigational product(s) accountability at the
trial site(s) to an appropriate pharmacist or another appropriate individual who is under
the supervision of the investigator/institution..

462 RBAW/EE, HRE/ARNETLU/RIISHEBMURAREL/NANREAL@ITE
RIS HEBIERAEARE/ARNBEE THEENA M EMBEINAR,

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



received from the sponsor.

4.6 3 ARE/ARNMAH/AZHARE/AXNWIERN—BLIIREMSENTA, LIRE
HEAARREHEP VSR, ERRBEVNEFEESE, SURABNERICR, MAKER
H@RLPENERRFLENCR, XLICRNEFEHS. HE. #S/RVS. KB
B). MokaAEAARMXEZHEVEIRE, ARENRFICHERDRRBPL TR
EHENCR, FNSNBHELWEINHEAB RS,

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).

4.6.4 XA MmN HIRPNERBMED 5132 7 5.143)HHFEERNEEER,

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

4.6 5 ARBNIRIDANAL @ RIRCHENTRER.

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

4.6.6 AIREFFHARE/ARNBIEENA, RSO URAEBERXLAAROIERE
%, ANEESTZHEN—EEAREEE—URHET2ERERIRARLY,

4.7 Randomization Procedures and Unblinding
4.7 RENCRE R IR S

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).

HRENSEERLOENARFONIRE), FNRIEKBARITABNSHE, WRHERA
BiE, RENSZAERHADBEHERFARGRVEARNEKE (NBIMEE, BFER
REHES) .

4.8 Informed Consent of Trial Subjects
48 B ZHEFNAMBRR

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

481 ERBILPANBERSIRES, ARENISEEERNEENE, NIRFSE GCP MR
MRFESSOMCERN, EFRIAEE, FRENSH RB/IECHTFHENIMEBEREHE
R ENEM X FEHOBEiE/ ZERER.

4.8.2 The written informed consent form and any other written information to be provided
to subjects should be revised whenever important new information becomes available that
may be relevant to the subject's consent. Any revised written informed consent form, and
written information should receive the IRB/IEC's approval/favourable opinion in advance



of use. The subject or the subject’s legally acceptable representative should be informed in
a timely manner if new information becomes available that may be relevant to the
subject's willingness to continue participation in the trial. The communication of this
information should be documented.

482 Zo@EE SZAENNBERRTEAXNFIENE, RUARHENTENBERE
BHEMXFERBN S HTENL, BRENBEANRRRBMNEMXFENEERmEHNLS
152 IRB/IEC B9t /22N, MRBSZRERESINANNELOTREAXIIER, NRETE
MRREMNZHAENSETRZAR, XFPEHTRNSHICR TR,

4.8.3 Neither the investigator, nor the trial staff, should coerce or unduly influence a
subject to participate or to continue to participate in a trial.

483 TIERMRARKIE AR, HMANREHAELMEIM— N RZAES M BESIN—

M,

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.

484 XFIRBIOARLBENEN, SFEPENMBERES, BAEIESSSIERIREAR
HENSFTEIARBFAERGENFTAESENRINES,; HERRABERGERRH
RE. M. PHAEHMNNORERTRBNZFEMES,

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.

485 MREFBAMAREBREENA, EPNIFRRHAE, NMRIAEFERMNBRRIYS
FRAEBNESZTEZNAR, MESRREXROSHEH, SEXFER IRB/IEC Bt E/ 2k

=3
=,

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.

48.6 XTHBNOXMBEEN, SFPEMBERSS, FFANESNIRIFRARNIEMRNET
AES, TEAEFIRABNSETRIARIAENDIEANSZ Z1EN,

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.

487 EUREBHINBRISEZE, AREBWNARBEENANIAILZHEBAZABNGEZTERR
ARERENHEANSEEXTFHENFARRMRERESMAE, NIEEXTFHILN
FrEEE, ILRAERRZAEBNSETERIARER.

4.8.8 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.



488 ERIWESMARZE, FAERFXENSETEIARURIITNBRIBINHEHAN
FEEENBRSHFEHEE,

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

489 MR—BRHABARGEFE, H—USETRZNARRTERE, EEIMNBERRITICHE
AR —URENTIEARY, ERENNBEREBNEMNFZFENRERAER, OZHE
FRAENEFTEZARATHIZHER, ERHAEARABNGETERARELOLE
ERAESMAR. AREMRIEEENBRERS LEEEFMERAME, DIEANISER
FANRRARR LEFHEABE, DIIABEEZZENERSHILE, ARRARRHIEMNFER
HEAERERAEIZHENSEZTERIARFETHERE, ZHEARNENGETREA
REABESILERR, NMEREERHENRABNGEURIAREMMAL LN,

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:

4810 MERARITICHRHARHEZNDENNBR RSB UREMNFER NS SEX T8

RRBVRERE

(a) That the trial involves research.

(a3 RAYEH 5.

(b) The purpose of the trial.

(b)i B AT,

(c) The trial treatment(s) and the probability for random assignment to each treatment.
(IS8T MBEN £ BRI S FaTT eI sete,

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

(e) The subject’s responsibilities.

(e)ZHENEME.

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

(M IeRYSCIe M5 E .

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



(9) WARHE. TRINHHLER. IR)LNBEAZR)LNSERLNERIAFE.,

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

(h) JREMRRE, AEEMBNIERZHEY, JIXENSMEX—R,

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

HZHAEBTREINTERGTREFIER, UIRXETHNEEBER SN,

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

(ESHREAXNGEE4PRIAE TIRFIIMEF/EETT,

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

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

()ZidE RSIR LA EERIRE),

(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.

(MERESMARIER, TLHELSMIAE, AEAMRBRHXEMASRELTHIR
KARZHAEBNA BN,

(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.

(n) BER. BER. IRB/IEC HIZEEIBBHEFEAERMNRIVREN ., EEMEESAE
AEFHNREEERNEIZAENRBEFCRUEILIRKRRIEFF/SEE, BHAEIHNGE
JEREFNARESEZRENANER SRR IANE,

(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.

(o) EERERI/FMEAITIVER, REFZHENCRNAE, FMELATFRXLICR, MR
HIRERER, RAEENNARRELN,

(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.

(p) MRFBEESRABHESNARNEETRBEXNEN, RABRENGETRZARE
SEIREER

(g) The person(s) to contact for further information regarding the trial and the rights of



trial subjects, and whom to contact in the event of trial-related injury.

(o) FEH—FTEEXAEEMNALZAENRABOBRREAN, UIRERESHEEXRN
HENNEKRA,

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

(r)ZXES AR o] BEHR 42 LR DTN F/s IR H

(s) The expected duration of the subject's participation in the trial.
()2 E SN I8 TR Lehd Al

(t) The approximate number of subjects involved in the trial.
OESMmiAEZHEFHRAAL,

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.

4811 ESMRER, FHERESANUTRZARNKE —HEEEHIBBEBIBEMNE
AERBNSHAMEMRREARAENTEREN, THAESMEHNBE, BNIARIEEEH
T8 B ALY R RSBV E S EME AR A R B NP E RS BOLR,

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

4.8.12 H—IeRIX I8 AT B9 IEATT 09 B AL RERESEFTREARKRARHEAR
BHORREFWREEA, AFEARKA), NHENREERNEESNRREXTHRE
BER. MRTEE, FABENIFEEZPEBANBRSFHEHEE,

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.

4.8.13 [RAEYN 4.8.14 FREARRERS, — P IERT RN FHRIRAE I RBHEKIRKRET
QLAY IE) M S EBLEREREHAEDENMNEBERES LEF X B BNZAE T,

4.8.14 Non-therapeutic trials may be conducted in subjects with consent of a legally
acceptable representative provided the following conditions are fulfilled:

4814 RERFETIERMGE, BT HRIUEHSETRIARBDENZRE PHIT:

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

(a) HILHIBHIREEBIERERE B A HABRIRNZIA & PHTANAIRIXE,

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



(b)ZiA B8R XLRIE

(c) The negative impact on the subject’s well-being is minimized and low.
(o) WFERERENGEAFMEREIR), FEREHN,

(d) The trial is not prohibited by law.

(d)EEARELEZIAE,

(e) The approval/favourable opinion of the IRB/IEC is expressly sought on the inclusion of
such subjects, and the written approval/ favourable opinion covers this aspect.

(e) BRIAIETZ K IRB/IEC RN LZIHE UL E/ BTN, PBERE/ BRELRERENX

wgitE,

Such trials, unless an exception is justified, should be conducted in patients having a
disease or condition for which the investigational product is intended. Subjects in these
trials should be particularly closely monitored and should be withdrawn if they appear to
be unduly distressed.

PRAFZIEIRE —MEISh, XEHION SERBFEERE B mERBEIIRIREHA R
7. XEHEPHZHE NSRRI ZNMNE, MRMNESIES NHRHIXE,

4.8.15 In emergency situations, when prior consent of the subject is not possible, the
consent of the subject’s legally acceptable representative,if present,should be requested.
When prior consent of the subject is not possible,and the subject’s legally acceptable
representative is not available, enrolment of the subject should require measures
described in the protocol and/or elsewhere,with documented approval/favourable opinion
by the IRB/IEC, to protect the rights, safety and well-being of the subject and to ensure
compliance with applicable regulatory requirements. The subject or the subject's legally
acceptable representative should be informed about the trial as soon as possible and
consent to continue and other consent as appropriate (see 4.8.10) should be requested.

4815 ERRBRT, FURSABIZHENNBEREN, NiZERZAENSETEZN
i’%(ll[]%fiﬁ)ﬂ’lﬂﬁo HRAENSANBRBEARTME. FERHABNSETEZARAED
B, RIRENENFTRIERAR *D/"JZE{@}I#EPTEJ@EYL SE| IRB/IEC B9HE#HE /BB LY
BE#RT, UMRIPREREBONF, £2MER, #1%1IE{1‘2M1_EEEI’JEIEEX Nz R 5] e iRt @
MFHAERENGZTERZARITHENSE, ANGEMGMNEZSMIXEMEMEIRLD
48.10)HMERE,

4.9 Records and Reports
49 ICFRMRSE
ADDENDUM

B 3%

49.0 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).

490 AREB/MNAN S RE RBFEBNREXHMXRIER, SEPOSMRRZIHERX
BOMRER . IREURN Z2BERIFN. Wi, E—EeY. RIGe. JERHIOMTEN. IREURELN
BAZR R, REEERRVICE, LENETHEE (FI: BIEEND) .



4.9.1 The investigator should ensure the accuracy, completeness, legibility, and timeliness
of the data reported to the sponsor in the CRFs and in all required reports.

491 HRENHRIELABHEFIHFICRR(CRAMFAEFENR S PR SR, T8
M. ZIRATIRESHE,

4.9.2 Data reported on the CRF, that are derived from source documents, should be
consistent with the source documents or the discrepancies should be explained.

4.9 2CRF B3R BRI HEIREN S 5IRXE—3, MBEA—HN/EHBERE,

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

4.9 3CRF PEURAVEMXEREIE, M= THAM. H2EFIMRBPABELE), FuIE
FRROEREKATLENNFREXERD);, XAFERTXFMBFHNXERLELEM
5.18.4(n)), BAENIRAREN/HAREBENAREUXRTHITXMEIENIEE, HH
FENIEPENRERLMRIEE CRF PHBEDHERENNRFHIOKNEHEFIERFICRN. B2
EH, ABEHRBPAT, ARENIRELZNEIENICR,

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

494 ARE/MARNMAN SR (SiEIRRIXIEHRRNHE) (U 8)FrdfIERERERRER
W3, HERE /RN = REVE R DX & SR E B ERIR,

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

495 BERANHNSREFREHAERE— ICH X EHEZED 2 F, FMEEE—ICH KX
RERRNIMEERN LHNA, HARALRNIERFREDFLEELESE2E, B
2, MREANEEEXRFTEXSPHNESZNONNTE, SENHFRIRREFERIE, B
DEAREBRANRARE/ATNE, BHAMRREXGERALBREF 5.5.12),

4.9.6 The financial aspects of the trial should be documented in an agreement between
the sponsor and the investigator/institution.

4.9.6 REHMSHESENERNESHRE/ARNBINB PSR,
4.9.7 Upon request of the monitor, auditor, IRB/IEC, or regulatory authority, the

investigator/institution should make available for direct access all requested trial-related
records.



497 RIBEHER. BER. IRB/IEC HERIHBHIEKR, HREZB/AARIAN S REMIIEDR
FHSHEEXNEIBICR,

4.10 Progress Reports
410 HERS

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.

4101 BRBEBNHESEFE—X, =M IRB/IEC BERAVSAE M IRB/IEC 2R BENNANERIFE,

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.

4102 AREMZHBDFRGPIFE. IRB/ICE(L 3.3.8) (MR EE) QA RANEREXTFHEZ N
IO SEREFN/ B M E KSR ENEERS.

4.11 Safety Reporting
411 REMIRE

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

4111 R T IRIE 7S REEM G NARE FMIA AR EI R S0 L = ERRE4(SAE) A
4, PR SAE BN HIZBAN @B HERS, BIEIRENIEFHOQROIFEBERS. BIBIREILIR
SPHNNREFINIRAEEAXEYROBFSE, MABHNRESR. TASBSHEM/H
ft, HREENLRMXTFEEIREBH IRB/IEC REIFMPHNAMTEARRNIEREE
B,

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

412 AR A RPEHREANZEHTIN XN AREHN/FLRNERENHIZRIREE
KB HEEARPIRPBHRAMBIERS.

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

reports).

4N 3N FRIRENA TG, HARENH@EBNHEF IRB/IEC 1IREFFEENI S IRM DI R (AN
REIRENRREZRE).

4.12 Premature Termination or Suspension of a Trial
412 1A IE S E S

If the trial is prematurely terminated or suspended for any reason, the



investigator/institution should promptly inform the trial subjects, should assure
appropriate therapy and follow-up for the subjects, and, where required by the applicable
regulatory requirement(s), should inform the regulatory authority(ies). In addition:

MR—NMARE NIRRT BME L TEE, ARE/ARNEELEREENLIENR, NS
RIENRNEERTHES, IRESANEESRNIBNEEYF. B

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

4121 IRARBARSHHESKIMNEPLUEHEE MR, ARENSBNARNG, #
REMARNAN HZENBR B HEF RB/IEC, FRZME & IRB/IEC R IESE(FiXE
BB EER,

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

4122 MRBH/FLUEFEE MR 5.21), AREMYIBLEMARNAG, HRE/MAR
HAARZSZBN& XN IRB/IEC F1E IRB/IEC 124142 IEFIEEHF M P EMAERE,

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.

4123 1R IRB/IEC £ IS EFEX—MIA WA E/Z BRI 3.12 F13.3.9), ARENY
BAHIFRNM, HREB/AFRNAELNZZENBREHEHIRBL U FESFABEER,

4.13 Final Report(s) by Investigator

413 HREBNRLIRE

Upon completion of the trial, the investigator, where applicable, should inform the
institution; the investigator/institution should provide the IRB/IEC with a summary of the

trial's outcome, and the regulatory authority(ies) with any reports required.

FEiRRTiE, ARENIBANARNG, HREB/ARNIENZE IRB/IEC REAINERIE
B, DEEYIBRUEMEENMEIRS.

5. SPONSOR

5.8

ADDENDUM

B

5.0 Quality Management
50 REEIE

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



BAENIZEY — M RAREELNIZPHNFENRNEE.

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.

BAENZKERRZAEGIRIPANXRERIEMERIDTED. RECERGEERNIGRK
WA RMRTT, HIERE. LENTEMREFINRT, URIBRRRLFEREUE

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

RIEFZ I I0 RE R T EN1Z SH I REN XN EE BNER AR, BHENZHER
HIENAEAEHRREN, BRALENERME. SERMBIEKRE. AR, REARSRM
HEREXHNZEW. @5, iE—H.

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

5.0.1 Critical Process and Data Identification

5.0.1 REERIEMEHRIRA!

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

ELRHEEIRD, BNENZRINBRRAEGSIRPMANERTEEXEEOREN
iR,

5.0.2 Risk Identification

5.0.2 X iRz

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

consent process)‘

BHAENIZIRAXBEREMNSENING, BHEFTEERTEESENE, RARE (FI:
MEREAE, HENRR, AR) MisKdiREE (F1: R, SRS, NERE

03iz) .
5.0.3 Risk Evaluation
5.0.3 X 1FEAG

The sponsor should evaluate the identified risks, against existing risk controls by
considering:

BHNEMIZIFEEBENNE, HIMEHONRESERE:

(a) The likelihood of errors occurring.



(a) #EIRRENTTREMN;

(b) The extent to which such errors would be detectable.
(b) LR RBIIRZE,;

(c) The impact of such errors on human subject protection and reliability of trial results.
(c) SEIRXZAERIPALREUR T E A,

5.0.4 Risk Control

5.0.4 K=

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.

BHAENIZREBEN ST EZREE, BLERLTHRIEZ . BXRFERETERIZEENTGENIZ
SREHNEEMER. BRERENASEIZEARIRITHNLE, BEitL, EXX (8) 58
EMRENNN, RAZSHERPAN, DBFREEITERENRE, SREMNEFEIIL

Predefined quality tolerance limits should be established, taking into consideration the
medical and statistical characteristics of the variables as well as the statistical design of
the trial, to identify systematic issues that can impact subject safety or reliability of trial
results. Detection of deviations from the predefined quality tolerance limits should trigger
an evaluation to determine if action is needed.

BAENGEIRERESFR, AIHRITAREEERTENEZMATZFE, EXETI
RREZENHRERTEMNRARTE, LM RFEBRCIRENRED TR, EHT
G LIS E RS EREETE,

5.0.5 Risk Communication
5.0.5 &A@

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.

BHAENZICREEEEEN., BNENZSEXARRZEENZMUARIEREEEE
&, (REEIRRIEICATT AT XU E AN A B s

5.0.6 Risk Review

5.0.6 X [E R

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.

B0 3% E HA R IS = R B R EFr LG REBEIREMNRATN. T17, EEZEHIL
HAYAIRFEZN,



5.0.7 Risk Reporting
5.0.7 RIeRE

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

BAENZERKLERE PR IEHNREERNE, SETERBUERENRE
B ROSBEHRAMEENE (ICH3, 9.6 THIBRERIL) .

5.1 Quality Assurance and Quality Control
5.1 REFRIEFESIEF

5.1.1 The sponsor is responsible for 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).

51.1 BAERFRETE SOP ATMABRERIEMREERFRL, RIDHXNLILREIETE
BUFE4E. IERFMIREEEAINTR/GCP, RERNEEEXR,

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 reports for
the purpose of monitoring and auditing by the sponsor, and inspection by domestic and
foreign regulatory authorities.

512 HAEEREFRIPEEXFEONN, RIEPFHEHZUGENEENBNERLE (L
12NEEXANBM. RERE/XXMHE. RE, URRIIEAMEIMEESBHINE,

5.1.3 Quality control should be applied to each stage of data handling to ensure that all
data are reliable and have been processed correctly.

513 AHIEAENE—MBRIBNYERERS, MURIEMENSERIENHESSEIERL
i,

5.1.4 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.

51.4 BHEFMARE/RRNBURZSSIRKZROEMSNISITZHEY,; ETUARS
RE—EF, BELURRIRAIIHN.

5.2 Contract Research Organization (CRO)

5.2 GRHAFRHA(CRO)

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

always resides with the sponsor. The CRO should implement quality assurance and quality
control.

521 BAETESHREXNRENESHBO X2 EEZLE— CRO, BRIABEIENER
SMTBUNREFREXTEBRDE ., CRO NHRIFERIENEEEH,



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

5.2.2 ¥#%a CRO 892k CRO ABAUEISININH XAV REMIRGEN H B HBEIRA,
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).

B E NIZ S EE A INE XIS EMIRAETRRMLRE, SiFH CROIMEAE=SRE
FIERRE

5.2.3 Any trial-related duties and functions not specifically transferred to and assumed by
a CRO are retained by the sponsor.

5.2.3 2 BIRHETEL CRO A CRO AIBRMEA SO E X REMIRGEMARBHEHRIE,

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

52.4 HEARESRUFTRBHNEN—IIBERT— CRO, Hifk CRO BEFEET—THDE
895 30X SRAEFNERRE

5.3 Medical Expertise
53 EFER

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.

BAENEEEERERRNEFZAR, MNEREHILHE XL ERRHEN, WRY
E, wIRMESIMRERIE.,

5.4 Trial Design
5.4 1 ¥0I%TT

5.41 The sponsor should utilize qualified individuals (e.g., biostatisticians, clinical
pharmacologists, and physicians) as appropriate,throughout all stages of the trial process,
from designing the protocol and CRFs and planning the analyses to analyzing and
preparing interim and final clinical trial reports.

541 IHIERENENHER, MNRHHERAE. CRF. HHSRESTMESPHSHREIR
FRERE, BHENIERESERBNAMENAITER, RKRAERFRNEL).

5.4.2 For further guidance: Clinical Trial Protocol and Protocol Amendment(s) (see 6.), the

ICH Guideline for Structure and Content of Clinical Study Reports, and other appropriate
ICH guidance on trial design, protocol and conduct.

542 —FZMIESRN: (KA GRMAGREKL) (W 6), (ICH IRtk Ha92EF0
RBESEN) MXFARIRT. FRMHFUTEIEMD ICH 5FRN.

5.5 Trial Management,Data Handling,and Record Keeping



55X I0EIE. HUIRMEMICRIRT

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

551 BAENISIAEAERBNUABRERRNSEEME. LBEE. YR, #7451
S FEEHRRE.

5.5.2 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.

552 BHENEREY — MY HNHFEEEZERS(0OMO), BB IERIZLNER, SER
EMHENXRNERMLR; ORNHERUIEHRE. EHHFILRE, IDMC NEEHE
MR FREFHRTFERENRNCR.

5.5.3 When using electronic trial data handling and/or remote electronic trial data systems,
the sponsor should:

5.5.3 NA B FIXIOEAIEN/SERE FIR SRR SN, PHENS:

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

() BRFAILABFEIRGIBR RSP DEMRENXR T . EHME. JEEM—HALN
MRE(NEIEIRIA), EX,

ADDENDUM
B %
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.

BAERNIZAE TN ERIEXERS, #ITXRITME, ERAFNEBENNRAEZ R
HEBRIPIIA RS R TR REM,

(b) Maintains SOPs for using these systems.

(b) BEAXLERSH SOP,

ADDENDUM

B %

The SOPs should cover system setup, installation, and use. The SOPs should describe
system validation and functionality testing, data collection and handling, system
maintenance, system security measures, change control,data backup, recovery,
contingency planning, and decommissioning. The responsibilities of the sponsor,

investigator, and other parties with respect to the use of these computerized systems
should be clear, and the users should be provided with training in their use.



SOP WiZBERAIEE. TEMEA, SOP MiZlARAIUE. THAENIK, EUBILEMALLIE,
RAHIP. RARSEE. TERH, SUESD. E, NANMEAER, FHAXEHE
MEAZRNBHE. ARENE T ARNERENIZER, FERATNZEAEFREREXEII,

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

(c) RIERFIRITAFBIREUIRM T A NHT: BIBINBRICRTRMABREERA
HEIREMRERERT. SRREMRIERD),

(d) Maintain a security system that prevents unauthorized access to the data.
(d) B IHILERERBOHBENREREA.

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

() BE— 1 HEENESEUENARZR(T 415/ 49.3),
(f) Maintain adequate backup of the data.
(NRTFRBIEIRED

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

(QUIRAEZE, RIFEEL2(ERHIERAMLGERBHEEX),

ADDENDUM

Bt 3%

(h) Ensure the integrity of the data including any data that describe the context, content,

and structure. This is particularly important when making changes to the computerized
systems, such as software upgrades or migration of data.

(hBREBENTEY, SEEAHEER. ASNEBENEE. REENTELEIER,
RERISHTENRRAFTEHITIZLNET, WREARIEIRER,

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

5.5.4 INRELIEDEIRETHR, BRAEIBEBTWNES GREHEEHITILR,

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

5.5.5 BB N =455 R BR B EINI RIRBITS(IL 1.58), AR FriR SIS — I ZiX B0V BEUE.

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),

5.5.6 BNERHIENEMBEENIREBPHEFNEXHRIAEREARIMH(N 8.5LhElnR
HIRHIEARIM),

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),

557 BENIREBMEHNELE. STmERtEN/RBHETEHFHENERIER
EERER-HOERX .

5.5.8 If the sponsor discontinues the clinical development of an investigational product (i.e.,
for any or all indications, routes of administration, or dosage forms), the sponsor should
maintain all sponsor-specific essential documents for at least 2-years after formal
discontinuation or in conformance with the applicable regulatory requirement(s),

5.5.8 MNRBNEFELE—MARADRNIGKRATAENXAEENE, LBER, HFE) B
PNENIREFERNELDNESIMEZEERNFILRED 2F, RSEREEME—H.

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

559 MRBAEFLE—HEALERNIGAHR, PHENSERMBHARE/FRNAFFT
BEEI,

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),

5.5.10 FEAAENNERN S RIFEANEREROESINIE RS,

5.5.11 The sponsor specific essential documents should be retained until at least 2-years
after the last approval of a marketing application in an ICH region and until there are no
pending or contemplated marketing applications in an ICH region or at least 2-years have
elapsed since the formal discontinuation of clinical development of the investigational
product. These documents should be retained for a longer period however if required by
the applicable regulatory requirement(s),or if needed by the sponsor.

5511 BNELNEANHN AR BIFEHEE—D ICH MR ETNAZEEDS25F,
BEAE—ICH #KEERRNHNDAEZ RN LHNA, HiLRABRNIGRFRERFLE
ESEELD2F, BNREAERERFENHNEER, XEXHNHRFEEKITE,

5.5.12 The sponsor should inform the investigator(s),institution(s),in writing of the need for
record retention and should notify the investigator(s),institution(s),in writing when the trial
related records are no longer needed.

5512 HHENSUTHBNARE/AFTNAX T EREEFNER, SHBRAXICRAIBTE
B3N B EERAR B /AR,

5.6 Investigator Selection
5.6 REBNEEF

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

5.6.1 BNEBEREEFEMRERARNG, §—NMARENSZEIHISHENNEERN,
NYEERBHZR(D 4.1, 4.2)HitSCEERERRH#TIRE, WRESPOREPIFAR
—MMAZERSBERM/FERMFRRE, tIBBRF/HERF2PHENEE.



5.6.2 Before entering an agreement with an investigator/institution to conduct a trial, the
sponsor should provide the investigator(s),institution(s),with the protocol and an up-to-
date Investigator’s Brochure, and should provide sufficient time for the
investigator/institution to review the protocol and the information provided.

5.6.2 FESHRE/FRNNEB—NEFRROINZ ], BNEMSETRE/ PN
RIS ERRIOARE TR, H0 S RIS L T8/ AR NS AR
B,

5.6.3 The sponsor should obtain the investigator's/institution's agreement:

5.6.3 BAHEN LS HARE/MRNENER:

(@) to conduct the trial in compliance with GCP,with the applicable regulatory
requirement(s),(see 4.1.3), and with the protocol agreed to by the sponsor and given

approval/favourable opinion by the IRB/IEC (see 4.5.1),

(a)iZHB GCP, EHEBEEEXR(N 4.1.3)F2HNERE. IRB/IEC Ht /2 (M 4.5.1), 5 RLHEIR
RN ;

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

(c) to permit monitoring, auditing and inspection (see 4.1.4),and
(OAFEE. BEMWE(L 4.1.4),%

(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).

(RBSHREEXNEAXHEEBNHEBARARE/ AXANDXLEHABFENLE 494
#15.5.12),

The sponsor and the investigator/institution should sign the protocol, or an alternative
document, to confirm this agreement.

BAEMARE /AR N S HREF S RS I—D X LARIADN,
5.7 Allocation of Responsibilities
5.7 RIEH B

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

EFE—N AR, PHENISEX. AENSESHIREXAREMIREE,

5.8 Compensation to Subjects and Investigators

5.8 AR IAEFMARENIME

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.



581 MIREMERERTE, HNENYRMRENZHMZ(EEMNMEESER), RE/HAR
MAERIEMIREOER, (BREETr RSFM/3I KFFEEIFRI.

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),

5.8.2 BAENRMEENEFNSRAFEEREEERNSHEBRIBESHPHENRIE
igiNE-3: P

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

5.8.3 R ZXEWEIAMEEY, MR EMAANIFEEREREX,
5.9 Financing
5.9 W55

The financial aspects of the trial should be documented in an agreement between the
sponsor and the investigator/institution.

REHUESHERNSNZHSABRENHARE/ARIEZ BN,

5.10 Notification/Submission to Regulatory Authority(ies)

510 M ERLFBRIR/ARR

Before initiating the clinical trial(s), the sponsor (or the sponsor and the investigator, if
required by the applicable regulatory requirement(s), should submit any required
application(s),to the appropriate authority(ies),for review, acceptance, and/or permission
(as required by the applicable regulatory requirement(s), to begin the trial(s), Any

notification/submission should be dated and contain sufficient information to identify the
protocol.

ERRIERAEZE, PHECEREEERFE, BNESHRE) AOENNBELIR
RAFRENBIER, #EHIT. E2N/RFTWNERAEEERER) BN, ER/IRROER
NMFEAY, HEEEBEEREHRNENH,

5.11 Confirmation of Review by IRB/IEC

5.11IRB/IEC EiFHIFRIA

5.11.1 The sponsor should obtain from the investigator/institution:

511.1 BRENINHARE/RRNIETTEE:

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

(a)IFTE /AN S EY IRB/IEC FY REVMEZ FHbdL

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

(b)IRB/IEC X FHEARIURENTE GCP MEREREMBIRE,

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

(c)FEAY IRB/IEC #t/fE/22p RN ; WRBNEER, RIIHNAR. PENBRASBIEMY
BRESZHZNTEINNENY, JRAEENERF, NAFIRENIMMRNIERX
4, PAK IRB/IEC FRERIE AN,

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(s),and any other written information to be provided to subjects, and/or other
procedures, the sponsor should obtain from the investigator/institution a copy of the
modification(s),made and the date approval/favourable opinion was given by the IRB/IEC.

5.11.2 fNR IRB/IEC LUERHIRHI RN A EE A HLE/ BN REM, MMENSR, BENER
ERMEMRAESZHEN/IEMEFOBEEN, BNENINARERARNABECHE
HIE BRI AF] IRB/IEC £A itk /2R HER .

5.11.3 The sponsor should obtain from the investigator/institution documentation and
dates of any IRB/IEC reapprovals/re-evaluations with favourable opinion, and of any
withdrawals or suspensions of approval/favourable opinion.

511.3 BNENHMNARE/MARNAEEZIFRE RB/IEC LHERERNEHE/BITM, UR
RUHEE S U/ B AR S A B HA,

5.12 Information on Investigational Product(s)
512 XA mAVER

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

5121 itk ieeY, BhENSRIEEEBIIEIRKRHARN/HIGKARNREESHREEE
XIFFRRNA R ABRRENALEE. I SMEFLERE,

5.12.2 The sponsor should update the Investigator's Brochure as significant new
information becomes available (see 7. Investigator's Brochure),

5122 ZAHEEENMENE, BHNENIERHAREFIA 78057EFH),
5.13 Manufacturing, Packaging, Labelling, and Coding Investigational Product(s)
513 HIRAAMVE. 8K, MR

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

5.13.1 HAENIFRIEAL AL m(BEEENRBNLZER), AEE T mA KM BRIV E, %
RRIEMEY GMP &7, RmIBMMRFNAANNES TRIPEE, WA, MENIFESEREEE
*O

5.13.2 The sponsor should determine, for the investigational product(s), acceptable
storage temperatures, storage conditions (e.g., protection from light), storage times,
reconstitution fluids and procedures, and devices for product infusion, if any. The sponsor



should inform all involved parties (e.g., monitors, investigators, pharmacists, storage
managers),of these determinations.

5132 HAENIHEXLAARNAFEERE. BESGENEY) MEFITE. ZAHBRN
B, URLENAYIVEIRE, PNENIHXEREBNAEEXELWEER., HR
&, BN, REEEAR),

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

5.13.3 XA A M E RN SRR L IE M E R R RS RMA TR ZNEE,

5.13.4 In blinded trials, the coding system for the investigational product(s),should include
a mechanism that permits rapid identification of the product(s),in case of a medical
emergency, but does not permit undetectable breaks of the blinding.

5134 EFAEP, HRAGRNEDRANSEE—MEEFRASIBR TAIFRLEELESE
m. BARRIFATENAEENH,

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

5135 I RARBEMRX AL BRI RTmNESHEREENRE, NATERHTIATIER
IR Z BRSHIFI T mEIMINARER(WREE. BHER, £WFAE) LUTHMXLNER
BUAE T @A L,

5.14 Supplying and Handling Investigational Product(s)
5.14 X302 m it FD 18

5.14.1 The sponsor is responsible for supplying the investigator(s),institution(s),with the
investigational product(s),

5.14.1 BHERROARE/ARNGRIAICHAS R,

5.14.2 The sponsor should not supply an investigator/institution with the investigational
product(s),until the sponsor obtains all required documentation (e.g., approval/favourable
opinion from IRB/IEC and regulatory authority(ies),.

5.14.2 BHEESILIAEEE(IN IRB/IEC MBERY S0 E/ZREN) IASOHRE
/TR AMIR A8 Y,

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

5143 BAEZENISHRVPEFRFREFESHRE/ARNUNLER/IX T HLAHROLIE
MEFIRAREXM, EFNIFRAGEIMREMIRIR. LB, #F. o0&k, AERLEEE
AERNSMURBRERNRIBAREELBNHE(REHNHERNHEREMEEREKHE

grx")>



5.14.4 The sponsor should:

514.4 BHENZ:

(a) Ensure timely delivery of investigational product(s),to the investigator(s),
(HRRIZIPER A RERARE,

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

(bYRFIEAEE. F.R, 9%, WEMHERAEAARNICR(I 8.LiEIaRIXIEIERX
).

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

(OF— " REHEAZARNICRENAE ARG RIVRE, ERRERETE, THZE
LLUSPIR

(d) Maintain a system for the disposition of unused investigational product(s),and for the
documentation of this disposition.

(DE—TMLEEREAARGRMICRXMPLENNE,
5.14.5 The sponsor should:
5145 HpENZ:

(a) Take steps to ensure that the investigational product(s),are stable over the period of
use.

(QXRBEBRUARIEREAAREBNMERPRRES.

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

(L) EFEBHENATHAEFPOREAER, DEA—BLERNBWHIAENME, HREFMES
FAFMIER, REFEREMEFY, #alI3RREHEHIESTTKEEREEEXRNT
098, EAEPRKIEIR.

5.15 Record Access
5.15iERhia

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

5.15.1 BAENSHREDRIPREMBEMNPERIRA, HARE/RRNBEAIFLREGX
REER, EER. IRB/IEC HIFAEEEIRE RN ERIALIE.



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.

5.15.2 BRENHEZE, E—FNKRELPERDR, EHTSARLEXNEE. EE. IRB/IEC
HIA SRR TR B iEiAia M/ i RIBEZIT R,

5.16 Safety Information
516 RMEHR

5.16.1 The sponsor is responsible for the ongoing safety evaluation of the investigational
product(s),

5161 BAERRIZEAGREAETHREMHNEN,

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

5162 BAENIM BB EXMRE/ARNBUERI/XTIRNZHENREMSE
AR, AL IRB/IEC XA LA 108t /2R T,

5.17 Adverse Drug Reaction Reporting

517 ZmARRNIRE

5171 The sponsor should expedite the reporting to all concerned
investigator(s),institutions(s), to the IRB(s),IEC(s), where required, and to the regulatory

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

5171 BAENYRRAFRBEEXARE/ARENE. FXHIRB/IEC, BERIBIRESHBTE
BRSNS R AR R,

517.2 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.

5172 XFPREBENHHFSERAETEER (ICH IeRREMEHIEEEESEN: RERS
B9 XFARED .

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),

5173 BAENSRIBEREEERNEELBRREMLEHERERRE.
5.18 Monitoring

518 5&

5.18.1 Purpose

5.18.1 BRY

The purposes of trial monitoring are to verify that:

I BB R



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

(b) The reported trial data are accurate, complete, and verifiable from source documents.
(b) R ERNA IR 2 ERMN TN, HEENRIEXXHSEIEL,

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

(XSRS RIEHEN T R/ARIEN, 8 GCP EREEEK,

5.18.2 Selection and Qualifications of Monitors

5.18.2 15 E RATEEMEE

(a) Monitors should be appointed by the sponsor.

(BRERNIHPNEREE.,

(b) Monitors should be appropriately trained, and should have the scientific and/or clinical

knowledge needed to monitor the trial adequately. A monitor’s qualifications should be
documented.

b)SERNIARISENE, NIERBENBEERLNMNZN/HIGKRMIR., BERFERE
R38R,

(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).

COEREEINHEMNTHRAKRALR. ARAR. WBEREBNEMRRHEZHENTEER.
BERER SOP. GCP MEREREXR,

5.18.3 Extent and Nature of Monitoring
5.18.3 IS ERYCE IR
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 obje...



