TH14%9A4H

i
ke

INTERNATIONAL CONFERENCE ON HARMONISATION OF TECHNICAL
REQUIREMENTS FOR REGISTRATION OF PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED TRIPARTITE GUIDELINE

GUIDELINE FOR GOOD CLINICAL PRACTICE

Recommended for Adoption
at Step 4 of the ICH Process
on 1 May 1996
by the ICH Steering Committee

This Guideline has been developed by the appropriate ICH Expert Working Group and has been
subject to consultation by the regulatory parties, in accordance with the ICH Process. At Step 4 of the

Process the final draft is recommended for adoption to the regulatory bodies of the European Union,
Japan and USA.




GUIDELINE FOR GOOD CLINICAL PRACTICE

ICH Harmonised Tripartite Guideline

Having reached Step 4 of the ICH Process at the ICH Steering Commmittee meeting
on 1 May 1996, this guideline is recommended for
adoption to the three regulatory parties to ICH

TABLE OF CONTENTS
TABLE OF CONTENTS...ovveeeveeetsessessesssssessnsesssssssesssssssssssasmssssessssssssstssssmssssssssasssssasstissssasss i
INTRODUCTION  oooeoeeeessvusesmmsssesssssmsasssssss ssssssasssasessesasssssssensisssssssssmssbssssssensasasasssssssanss
1. GLOSSARY  eooeooveesssssssssessesseseesasstsssssassasssssssessassisssssssassssssssessasssssssssomsssasasssssssasss
3. THE PRINCIPLES OF ICH GCP .u...oucvveisssesseesessessesmsassesssstassssssssssnssssssssisssassassssssssas
3,  INSTITUTIONAL REVIEW BOARD / INDEPENDENT
ETHICS COMMITTEE (IRB/IEC) w.oorrvevvsroereeesssseresseeoseeesenessisasssssmsesesssssases ecsses e

31 Responsibilities 9

3.2 Composition, Functions and Operations

33 PIOCEAUTES  veeeeeeeeeesveseuesatessaassesasssasnesseesesmessesssssarsia s s s m s e et s et s e e s RS e amm e n s e e bnsam s e
34 RECOTAS oeeeeeceeeveoteteeeeeeeecistreessasannra e mmem e s s s ea s e aans e e rrdsa e RS R RS nbens
4. INVESTIGATOR ....ccoiiieeremsierssisertanasesiassassssstostassas sass sessasas sasssasasassnssssanssnneantsasassansrassis
4.1 Investigator's Qualifications and AIEEMENES ..........cvvuriiiinis i

42 AdEQUALE RESOUICES .....o.ococroriuiarcemet ettt
43 Medical Care of Trial SUBJECES .....cvereiicere ettt e
44 Communication with IRB/IEC.........ccoorieeriirnneireesressitssst et ab s ssnn s
4.5 Compliance with Protocol

4.6 Investigational PIOQUCI{S).....covveemrmemrs ittt
4.7 Randomization Procedures and Unblinding .........oovvievvmimenininii s
4.8 Informed Consent of Trial Subjects

49 ReCOTdS And REPOTES ..o.e.eerrererriemreeiemet e see ettt st
4.10  Progress Reports 19
4.11  Safety Reporting 19

4.12  Premature Termination or Suspension of a Trial

413 Final Report(s) by INVESHEALOr ...oouivimeciiciiii e
5. SPONSOR. coreceereesreccerietesisessnmassssssassascsrsbissbinsanssntsossastdssstnsarsnesssnesssrasssssunssns sasssras
31 Quality Assurance and Quality COMMIOL. ..o
5.2 Contract Research Organization (CRO).........oimniniiiii s
53 MEAICAl EXPEITISE ..vverueceeeceticniinieerisemesessss s e bt et em s s s
54 Tl DESIEN  coeeeeeercs oo bbb



Guideline for Good Clinical Practice

55
5.6
57
58
5.9
5.10
5.11
5.12
5.13
5.14
5.15
5.16
517
5.18

5.19

5.20
5.21
5.22
5.23

6.1
6.2
6.3
6.4
6.5
6.6
6.7

Trial Management, Data Handling, and Record Keeping.........cooomniiciiinininininns. 21
INVEStIZAtOr SELECHOM ..vvvvvrv vttt s 22
Allocation of Responsibilities ........coceeeeririrrimisineici s 23
Compensation to Subjects and INVESHEALOTS.......ocoomeerieeestesnc st 23
FINANCINE  cooceeeeeeressee et sb s e s s bbb b e e bbbt 23
Notification/Submission to Regulatory Authority(ies) ........oveeecniniiiinieenicnnene 23
Confirmation of Review by IRB/TEC .......ccooviiiiiiieiiiinccene e 23
Information on Investigational Product(S) .......c.cceoevermiiiinninnnineerciiin 24
Manufacturing, Packaging, Labelling, and Coding Investigational Product(s).................... 24
Supplying and Handling Investigational Product(s) .........cercocericoicninimmnmnninnnseecee 24
RECOTA ACCESS  2evvvvereerereeeessessesssssmsaeeseneessrenressasacmsesaosisissstssriesaseaneassesssrantaneasssastresassans 25
Safety INFOrMAtON ...cvvervrecmeecssieiissiiiin s rsre st e er et st et r e n et n s e s n s e 25
Adverse Drug Reaction Reporting ... ereeeeneenas 26
Monitoring eteareeeeeeeieseesesessesssreseeerrEeesrEIsteesstasateisenesreceniinarhesstres e nenrinrtnsebbeaanns 26
5.18.1 PUIPOSE oottt bbbt s s 26
5.18.2 Selection and Qualifications 0f MODIOIS .....occviciinrinniiririre s 26
5.18.3 Extent and Nature of MODMOTINEG . .....cccooorrriiiiiinriinne e s 26
5.18.4 Monitor's Responsibilities .........ocvvinininimnnernr s 27
5.18.5 Monitoring Procedures ... 28
5.18.6 MONItOrng REPOIt . .oocciiiiiiiireiininiiisrisen s snnee sttt s g n s 28
N 1 U OO PUPPT IO OP R 29
5. 191 PUIPOSE  oeciereeciiiisiiisisiicnas e a i sa b s e etk 29
5.19.2 Selection and QUANTICAHON OF AUGHOLS ......ce.eerrecrerrreersreerooeeeessessreressssssssssssens 29
5.19.3 Auditing ProCcedures........ccvreriicrciriicicciirs s ansssessm st 29
NODCOMPUANCE ..ottt sttt b sa bbb s 29
Premature Termination of @ THal ...coooeoir it 30
Clinical Trial/Study Reports .............. 30
MUICENITE TTHALS .. vivvevrereeeeeeeeeeeesiarseeranr et as b srs e s rmensean st abaabasbe s e s e nbasmanrsanene s e ne s 30
CLINICAL TRIAL PROTOCOL AND PROTOCOL AMENDMENT(S).....cocccernen 30
General IfOMMAtION ... veveeeeeeieeitaiieie s et ceser s e e e e e e e e e s e s s r e e n s e e a s e e 30
Background INfOmMAation.........cccooiveirerimeiese ittt 3t
Trial Objectives and PUIPOSE........covviiimimierirnir et 31
THAl DESIZN  eoeereecereeen e et r s s et e s s 31
Selection and Withdrawal of SUBJECES ......vvivverireerr e sn gt 32
Treatment 0f SUBJECLS woocceereeeiiirincr ittt e b e 32
AssesSMEnt OFf EIFICACY ..vvvierreciccenr ettt st 32

1



Guideline for Good Clinical Practice

6.8

6.9

6.10
6.11
6.12
6.13
6.14
6.15
6.16

7.1
7.2

7.3

7.4
7.5

8.1
8.2
8.3
34

ASSeSEMENE OF SAIBLY..cue ittt eecie ettt 32
SEAHSHCS  eoveeererereeesereaseesosraeesseesssmneressaeesrieeraesn e e se e e et ns s aabrae e e s et e R e e e s enenenn s 33
Direct Access t0 Source Data/DOoCUmEnts ....cccovveeiriiiciciisin i 33
Quality Control and Quality Assurance Procedures.........cooeeeennenne i 33
S0 01T U OO OO OO U PP 33
Data Handling and Record Keeping........cccoomrveiurnmicnnn e 33
Financing and INSUTANCE...........oeereieeemiieieninssensesnese ettt sbs st s 33
PUBLICAHON POHCY ....ceeceeieiceeeirrcr et n st e g s e 33
SUPPIEIMENLS oottt ettt st bbb s 33
INVESTIGATOR’S BROCHURE ......ccccconnisunsrmssuesaesssssessessassnsrsssssssssasonsssansacssasssssaneas 34
B0y Tnga s tetornts) s AT VO U OO UUU R PPPP NSRRI ISTPN 34
General CoNSIOEIAIONS. ...cvvieeeivurereeerceeeeeieestereerssrimteertsstsrssseamesseaseasbasnersansstssasarnsoacs 35
T2 TS PaAZE oot 35
7.2.2  Confidentiality Statement .....c.ccoveerieirioii s s 35
Contents of the Investigator’s BroChure ........ccoovvvmieieecmini et .35
7.3.1 Table of COMENLS.......ccuveieceiee ettt est s e e e 35
7.3.2  Summary35
0 TR T U113 05 10 (v T ) o A OO PP USSP TN 35
7.3.4  Physical, Chemical, and Pharmaceutical Propertics and Formulation..................... 35
7.3.5 Nonchinical STAIES .....ccvv e crere e st 36
7.3.6  Effects in HUMANS. ......oiveerecereereenteeseereississnermsenssme s sesaasssse s st essesen s nenas 37
7.3.7 Summary of Data and Guidance for the Investigator..........cocooveveinnriniiiniin, 38
APPENAIX | e e 39
ADPPENGIX 2 i 40

ESSENTIAL DOCUMENTS FOR THE CONDUCT OF A CLINICAL

TRIAL entasseirassasasessanarsbbbeisesTESYe et ieEesaas SRS e Rt e Rl eSS e be s e SR e e R R AR LR A r R R b b s A s e b b 41
INITOAUCHON oo e e e st s e e e e s e s e e s e b bbb r s e e e b d e e ng e s e e e ed e s b 41
Before the Clinical Phase of the Trial COMMENCES ......c...oocieeieniiieieiie e 42
During the Clinical Conduct of the Trial........oooieee e 46
After Completion or Termination of the Trial......ccooooeiiini e 52

iil



GUIDELINE FOR GOOD CLINICAL PRACTICE

INTRODUCTION

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.

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

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).

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

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.



