Table of Contents

TABLE OF CONTENTS

Volume One
How to Use This Service

Table of Contents, Current Contents

Bulletins

Tab 100: Overview of Good Clinical Practice
EXecutive SUMMANY .......cccociiiiiiiineeee e 9100
Overview of FDA Regulations............. ...J101
Regulatory Requirements for Drugs........ ....1102
Regulatory Requirements for Devices...........c.ccceee.. 1103

Regulatory Requirements Applicable to
Both Drugs and DevViCes ..........cccceervrireenerinienn 1104
Other Federal AUthOrities.........cccoovveevieeiiiiiiie e 1105
General Obligations of SPONSOFS .........cccoevierirenicenine 1110
Regulatory Considerations for Sponsors ................... 7111
Product Liability Considerations for Sponsors.......... 1112
General Obligations of MoNitors........ccccoceveieieiiiencnnas 9120
Monitors’ Responsibilities ............ccccoceeeuee G121

Regulatory Considerations for Monitors
Product Liability Considerations for

1Y [0 110 £ 1123
Monitors’ Obligations for Discontinued Studies ....... 1124
General Obligations of Clinical Investigators.............. 130
Considerations in Large-scale or International
THHAUS o 9140
Large-scale Trials..... .LJ141
International Trials....... ... 7142
FDA Acceptance of International Trials ..... ....7143
Use of Contract Research Organizations........ ... 1150
Institutional Review Boards.............ccccovvenneee. ... 7160
Major Considerations for Auditing Studies.................. 170
Impact of Quality Assurance Audits on
BUSINESS DECISIONS.......veeivieiciiieiiie e 1171
Electronic Submissions to FDA... ... 7180
Computer Validation ... 1181
Data Monitoring Committees ..........c.ccovvviiineniiniennn 9190

Tab 200: Investigator Obligations

EXecutive SUMMANY ......ccccooviviriieieiceee e 9200
General Responsibilities of Investigators................... 1201
FDA Form 1572 and Investigator’s Agreement......... 1202
Delegation of Authority for Data

ManagemMENt........c.ccveverieririe it 1203
FDA’s Potential Enforcement Actions............cccce..... 1204
Records Requirements for Investigators ..... ... 7210

Drug Study Records.........cccccovevevreeirennannn L9211
Device Study RECOrdS.........ccovciveiirenieeieicesesinn 1212
Records for Dispensing, Handling, and
Shipping Articles..........cccove..
Record Retention Time Periods.... .
INVestigators’ REPOITS......cccvveveieiiirieeiseeessiesisises
Drug Study RePOIS.......ccoviveiciesieeceeeces e
Device Study REPOITS ......cocvevveviiieeiiiceceeeee i

Guide to Good Clinical Practice

October 2009

Reporting Adverse EXPeriences. ........ccooevreneeneenennenn 1230
Reporting Adverse Experiences for Drugs ................ 1231
Reporting Adverse Experiences for Devices.............. 1232

Institutional Review Board Interactions....................... 91240

Laboratory ReCOrds..........cccoiiieiineneiieiseee e 91250
Laboratory Accreditation ...........ccocooeereiencnnencienn. 1251
Laboratory Samples ... 1252

FDA’s Process for Disqualifying Investigators............. 1260
Situations That Can Lead to Disqualification............. 7261
FDA Initiation of Investigator Inspections ................ 11262
Investigator’s Response or Failure to Respond.......... 1263
FDA DECISIONS .....ccoviiiiiiieeiiie e cree ettt 1264
FDA’s Investigator Status ListS..........ccccervvreiercnenne. 1265

FDA DEbarment ........coovviirneiiiiieessreei e

What Debarment Means
Debarment of Individuals ..........cccccoevveiiiiiicieiieee, 1272

Tab 300: Information About Subjects
EXecutive SUMMAIY .......cccoiiiiiiine e
Medical HiSTOY .......ccoiiiiiiiiiiere e

Required Medical History Information
Study Articles ...

BliNd StUTIES ..o
Ongoing Clinical Evaluation............cccccooevniniiinninns

Test and Examination Results

Disease Progression .........ccoceveererenenieiesieneseseeneees

Response to Therapy........ccoceovervireiene i

Concomitant Medication Information........................

Data Retention When Subjects Withdraw.................. 1335
AdVErse EXPErieNnCeS......ccccviiiriiiceieieiesee e 9340
Collection of Race and Ethnicity Data............c.ccoceevnee 9350

Tab 400: Document Requirements
EXecutive SUMMAIY .......cccoiiiiiiine e
Source Documents...........c.ccoceeeee

Source Document Checklist
Case Report FOrms.........ccccceeevennenn.
Design of Case Report Forms
Completion of Case Report FOrms .........cccoccevvvreennn
On-site Review of Case Report Forms
Corrections to Case Report FOrms..........cccoceevvriennne.
Informed CONSENT ........cccvvviiriiiiicc e
Long or Short FOrM ...t
Procedures for Obtaining Consent in
EMEIgeNCIES....cviuiieiiiieieiecieeee e
Required Elements..........ccocoovvrenenn
Execution of the Informed Consent
Common Form Deficiencies Identified
DY the FDA ..o 11435
Retention of Informed Consent FOrms .........ccccceueeun. 1436
FDA Forms
FOrm FDA 1571 ..o
FOrm FDA 1572 ..o
Investigator Agreement....
SAMPIE FOIMS ..o

Table of Contents ¢ Page 1



Tab 400 (cont’d)
IND APPlICAtiONS ...c..cvvvivieiiieiieee e 1445
IDE APPlCAtIONS. ...c.cvivirieiiieiiciee e 1446
Investigational Article Reconciliation Records............. 1450
Specific Requirements ...........cc.ccovvereencrniennen. ...1451

Adverse Experience Reports...

Table of Contents

Tab 600: Evaluation of Clinical Data

EXecutive SUMMATY .......cccooiiiiiiire e 1600
FDA Evaluation of Drug Trial Information................ 1601
FDA Evaluation of Device Trial Information............ 1602
FDA Guidelines for Evaluating Clinical

INFOrMAtion ......c..covveeiiiecee e

Adverse Experience Definitions for INDs... ..J461 How to Assure Compliance with Protocol ...

IND Safety RepOrts........ccoovvvvvviriiiiinn. ...1462 ProtoCOl DESIGN......ceveerceeeceeeeeeeee e
Adverse Experience Definitions for IDEs... ...1463 Investigator Training and Communication ................ 612
IDE Safety REpOrts ..........ccoevevciciiiiiins ... 1464 Site Monitoring and Record Keeping ..........c.ccccvveeenes 1613
Global Adverse Event Reporting ............cccoovevnine. 11465 Data Capture vs. Protocol Requirements................... 1614

Other Required RePOrts.........c.cccoviiniiiiniicce 1470 Case Report Forms vs. Source Documents................ 1615
IND Annual Reports . Time and Event Relationships
IDE Progress and Final Reports.........c.ccocoevniiinnn, 11472 AAVErSe EXPEIIENCES........veveeereeceeeeeeeeeeseese e ies s ieneeeene

Financial Disclosure/Certification ....................c...ccoc... 11480 FDA Review of Risk- and Cost-benefit Data ................ 1630
Sample FOrmS ..., COSt-benefit data . ......rvverrerreersreeessereeseeeeesseneeeens 1631

Effective Procedures for Archiving Data Quality Of Life Data.......c.coceveveereeeereeeereeeeseeeseeieeeaans 1632

FDA Review of Data Integrity ...........ccccoceviencieicncenene 1640
Tab 500: Sponsor/Monitor Obligations Data Auditing Responsibilities and

EXECULIVE SUMMATY ... 11500 IMPHCALIONS.....cvvevos fi641
Basic Responsibilities 0f SPONSOrs...............cc...ccoov.... 7501  Accelerated Approval of New Drugs, Antibiotics
Basic Responsibilities of MONitors............................ 1502 and BiolOGICS. ....ovvv 1650

Protocol Development..............ooo...coo.. . 1510 Initial Discussions and Preparation...........c.cccccceeuenee 1651
Phases of Investigations..... ..9511 Pre- and Post-marketing Studies.........c.ccoceovrererenenne. 1652
Required Protocol EIements ..............oo...... 9512 Distribution and Promotion Restrictions ................... 1653
Background Information and Objectives.... ..1513 Withdrawal of Approval.............cccoeviiniiiiniiinniinn, 1654
Study Population.................... 514 Emerging Issues in Accelerated Approvals................ 1655
Study Plan and Procedures..... ....1515
As5eSSMENt Of DAta......c.cvcvevciiceee 1516 Tab 700: Quality Assurance Audits
List of Regulatory Requirements..........ccccooveerienrnnne. 1517 .

Protocol Amendments . Executive Summary....
Special Protocol ASSESSMENL...............o....rrvvvrrererrens 1519 In-house AUIES...................

Using Contract Research Organizations....................... 1520 SPONSOIMONIOT AUIS....ovveseves s
General Considerations.......................... ..9521 Investigator File Audits........... s
Legal Considerations ...... 9522 Investigator File Audlt.Checkllst

Filing IND/IDE Applications... .. 1530 Informed Consent Audits...... e (TS
IND Applications............. 9531 _ Info_rmed Consent Form Audit Checklist................... 715
IND Amendments ... 9532 Site Audl_tg ........................................................................ 1720
IDE Applications...... ..9533 Auditing Case Report Forms and Source
IDE AMENAMENS........ooooeeveeeeeeeeeereeeee e 1534 DOCUMENS oo e 1721

SPONSOrs’ OBIGAtioNS .............orvvvveeereereervesesreeesece 11540 Auditing Informed CONSent FOMMS .......ccvvvessnieen 1722
Selecting INVeSHGAtors .............ccoovvvvvveereerrerreesrneee 1541 Auditing Study Article CONItIONS.........ccc.vvveseiee. 1723
Informing Investigators: Initial and Ongoing Auditing Facilities and EQUIPMEN ..........c..cvvesnvee. Tr24

COMMUNICAEION e Auditing Site Personnel Qualifications and
Selecting MONItOFS ...........ovvvveeeerreeereceseeeerreenns TIAINING oo
Establishing Standard Operating Procedures..... Audit Follow-up and Reports
RepOFting REQUINEMENtS ....vrrocooccoorreeoerrren Clinical Audit Checkll§t...._ ............. s
Data Review and Record Keeping.................... Con?ract Research Organization Audits.................... 1730
Study Article Preparation and Reconciliation.... AUdits Of StUdY REPOTLS ..oo.cccvvsvveis

MoONitors’ OBIGAtions................ccooorvvvveeeerreerreee . Reporting Audit Findings
Pre-investigation VISits ................cccccooeerrrrrrrvvvvvorrinnnns Conforming Amendments
Study Initiation VisitS..........ccccerviericienerniiiceseeeienns
Periodic Visits . Tab 800: Institutional Review Boards
Final Close-0ut ViSItS.......cccoveieiiiieeiiiieeeieeeenens .

Record of Monitoring Visits/Contacts ....................... Execg:!vg summary....... S L 800

Checklists for Monitors. ... !n!cal Stud!es Requiring IRB Monitoring .............. 1801
Monitoring Internal Documents Cllnlca! Stgdles Exempt from IRB

MONITOIING . 1802

Page 2 ¢ Table of Contents October 2009 © Thompson Publishing Group, Inc.



Table of Contents

Tab 800 (cont’d)
FDA Requirements for IRBS.........ccccoceveiiiiiiencie 9810
IRB Organization and Personnel.............cccccccoeevnenne 1811
IRB Functions and Operations.............cccceeevreienenas 1812
IRB Review of Research .
Expedited IRB REVIEW ........cccceiiiiiiiieiiieeeine
Criteria for IRB Approval ...........cccccoeieiiiniiencnnne, 1815
Records IRBs Must Maintain..... ....71816
IRB Registration ..........ccoccoeireiincincineseens ....7817
IRB Obligations to Ensure Informed Consent... .
IRB Obligations for Review of Clinical Trials.............. 9830
Ethical Considerations...........ccccoeveveevieiiieevieciecee e,
Respect for Persons
BenefiCencCe .....uuvviiviiiiiiiiiiiie e
JUSEICE .ttt
Practical Considerations for IRBs .
IRB APPIOVAIS ...t
NON-10CAl IRBS ....c.vviiieteceee et
Use of Non-local IRB ..........cc.cu......
IRB Compliance and Noncompliance
IRB INSPECLIONS......cuiviiiiiiieiicisie e .
Disqualification and Reinstatement of IRBs.............. 1882
IRB Responsibilities Under HIPAA............ccoiiiiinens 11890

Tab 900: International Good Clinical

Practice
EXecutive SUMMANY .......ccccooiiiiiiiieee e 1900
U.S. Agreements with Foreign Nations ... ....1901
European Union GCP.........ccccooceiviinienceens ... 7910
The Institutions of the European Union... ... 911
EU Standards for Drug Clinical Trials..........cc.ccco...... 1912
EU Standards for Device Clinical Trials.................... 1913
Is It a Clinical Trial Under EU Standards
Decision Chart ..........ccceveveieiiiie e 1914
JAPaNESE GCP......coiiiiiiie e 9920
Canadian GCP.......cocoooiiicec e 9930
Comparison of FDA Regulations to
International GCPS......cccccoveiiiiie e 1940
EU Clinical Trial Directive Versus
FDA Regulations..........cccccvveenenncrnnnnn ....71941
Japanese GCP Versus FDA Regulations ....1942
Canadian GCP Versus FDA Regulations ................... 1943
International Conference on Harmonisation ............... 91950
The ICH Process ....1951
ICH Guideling TOPICS ....ccevevveiiiiieieieeese e 1952
Sources of ICH and International GCP
INfOrmation ........coovvveveiiciiiee e 1953
Differences Between FDA Regulations and
ICH GCP GUIEIINE ..ot 1954
Latin America GCP ... 960
Argentina........... ....7961
Mexico .............. ....1962
=T (U 1963

1964

Tab 1000: Electronic Submissions,

Computer Validation
EXecutive SUMMATY ..ot 11000
Scope and Application of Electronic
Records and Signatures.........cccccoeoeereneieneicneienene 91010

Data Entry
PaSSWOIUS. .....eeeeiiiiiieieiet e
AUt TrailS .o
Date/Time Stamps

SYSteM FEATUIES......oceiiiieiieeeee e
Retrieval of Data.........ccocoovieiiriiiiicescsc e

SEeCUrity ..o
Logical Security........

System Dependability
Validation ...
Documentation
Change Control

System CONLrOlS.........cooeiieieeeeee e

USEE TraiNINgG ....c.coeeiieeec e

Records Inspection

Certification of Electronic Signatures......................... 91090

Tab 1100: FDA Monitoring

EXecutive SUMMAKY ..o 91100
FDA’s Bioresearch Monitoring Program..................... f1110
Types of INSPECioNS .......cccevvieiiiieececee e 71111
Frequency of INSpections.............ccccoevvreiniicicneens 71112
Results of Inspections Under Bioresearch
Monitoring Program.............ccccocicoiieiicicinenns
Overview of FDA Inspection Process.....
Issuing Inspection Requests..................

Verifying Data Integrity and Validity
Verifying Monitoring and Clinical

INVESLIGALONS ...c.veviveeie e 11123
FDA’s Clinical Investigations/Bioresearch
Monitoring Branches...........cccoooiiiiiiiiicicce, 91130
Functions of Centers’ Bioresearch
Monitoring DiVISIONS..........ccoeereiieneeceecee 11131
Inspection Classifications............ccocoevvovreonrcrennrenn. 11132
FDA Center Organizational Charts..........c.cccccoeeeneee 11133
Responsibilities of FDA’s District Offices ................... 911140
District Offices’ Role in Clinical Inspections .......... 1141
FDA Administrative ACHioNS ..........ccceeeeveveieeceerecvie e 91150
Clinical Holds for INDS......c..ccoovviiiieeciee e 11151
Resumption of IND Investigations ..............ccccueu.... 11152
Termination of INDs
Inactive Status of INDS........ccccccvveevirecieccee e 11154
Disapproval or Withdrawal of IDES .............cccccc.... 11155
FDA Regulatory ACtioNS..........ccoeeieeneneeeneeceeeene 71160

Tab 1200: Other Federal Authorities

Executive Summary
Office for Civil Rights and HIPAA ..

1965 Privacy Rule_.._ ...........................................................
. Covered ENtities........cccveveveveie i
Colombia.......ccciiiiiiiciic e 1966 . .
Costa Rica 1967 Business Associates
List of Regulatory Agencies in Latin America .......... 11968 Protected Health Information.........eesvvessessoe 11214
Guide to Good Clinical Practice November 2009 Table of Contents * Page 3



Use and Disclosure of Protected Health

INfOrmMation .....cc.coveiiiiriiie e 11215
Authorization for Research Uses and

DiSCIOSUIES ....cviviviitectreieteee e
Other Research Uses.....
Individuals’ Right to Privacy ..... .
Breach NotificationS........ccvvveeieivieeecviiee e

Office for Human Research Protections ..................... 11220
OHRP Organizational Chart ............cccccovevevreieiienne. 71221

Division of Compliance Oversight .............

Division of Education and Development.... .. 11223
Division of Policy and ASSUrances ............ccoceevenine 71224
International ACtiVItiesS.........ccovvvieeeiiiicceecece e 711225
Secretary’s Advisory Committee on Human

Research ProteCtions..........ccoceveeeivercvievieciecieene 711226

Office for Human Research Protections
DeCiSioN Charts ..o
Centers for Medicare and Medicaid Services.............
The 2000 Clinical Trial Policy..........c.cccevevenee
Reconsideration of the Clinical Trial Policy...
The 2007 Clinical Trial Policy..........c.ccccvevne.
Coverage with Evidence Development....................
Local Coverage Determination............ccocevvrvsvnennns

Appendix I: Federal Statutes
Title 21 USC 8301, et seq. — Federal Food, Drug, and
Cosmetic Act, as Amended

Selected Sections

Chapter II — Definitions

Chapter III — Prohibited Acts

Chapter V — Drugs and Devices

Chapter VIII — Imports and Exports

Volume Two

Appendix II: Federal Regulations
Title 21 CFR — Food and Drug Administration
Subchapter A— General; Part 11 — Electronic Records;
Electronic Signatures
Subpart A— General Provisions
Subpart B — Electronic Records
Subpart C — Electronic Signatures
Subchapter A— General; Part 50 — Protection of Human
Subjects
Subpart A— General Provisions
Subpart B — Informed Consent of Human Subjects
Subpart C — [Reserved]
Subpart D — Additional Safeguards for Children in
Clinical Investigations
Subchapter A— General; Part 54 — Financial
Disclosure by Clinical Investigators
Subchapter A— General; Part 56 — Institutional
Review Boards
Subpart B — Organization and Personnel
Subpart C — IRB Functions and Operations
Subpart D — Records and Reports
Subpart E — Administrative Actions for Noncompliance

Page 4 « Table of Contents

November 2009

Table of Contents

Subchapter D — Drugs for Human Use; Part 312 —
Investigational New Drug Application
Subpart A — General Provisions
Subpart B — Investigational New Drug Application
(IND)
Subpart C — Administrative Actions
Subpart D — Responsibilities of Sponsors and Investi-
gators
Subpart E — Drugs Intended to Treat Life-threatening
and Severely-debilitating Illnesses
Subpart F — Miscellaneous
Subpart G — Drugs for Investigational Use in Labora-
tory Research Animals or In Vitro Tests
Subpart H — [Reserved]
Subpart I — Expanded Access to Investigational Drugs
for Treatment Use
Subchapter D — Drugs for Human Use; Part 314 —
Applications for FDA Approval to Market a New Drug
or an Antibiotic Drug
Subpart A — General Provisions
Subpart B — Applications
Subpart C — FDA Action on Applications
Subpart D — Hearing Procedures for New Drugs
Subpart E — Administrative Procedures for Antibiotics
Subpart F — Miscellaneous Provisions
Subpart H — Accelerated Approval of New Drugs for
Serious Life-threatening llinesses
Subpart I — Approval of New Drugs When Human
Efficacy Studies Are Not Ethical or Feasible
Subchapter D — Drugs for Human Use; Part 320 —
Bioavailability and Bioequivalence Requirements
Subpart A — General Provisions
Subpart B — Procedures for Determining the
Bioavailability or Bioequivalence of Drug Products
Subchapter D — Drugs for Human Use; Part 330- Over-
the-Counter (OTC) Human Drugs Which Are Generally
Recognized as Safe and Effective and Not Misbranded
Subpart A — General Provisions
Subpart B — Administrative Procedures
Subchapter F — Biologics; Part 601 — Licensing
Subpart A — General Provisions
Subpart B— [Reserved]
Subpart C — Biologics Licensing
Subpart D — Licensing of Foreign Establishments and
Products
Subpart E — Accelerated Approval of Biological
Products for Serious Life-threatening Ilinesses
Subpart F — Confidentiality of Information
Subpart G — Postmarketing Studies
Subpart H — Approval of Biological Products When Hu-
man Efficacy Studies Are Not Ethical or Feasible
Subchapter H — Medical Devices; Part 812 —
Investigational Device Exemptions
Subpart A — General Provisions
Subpart B — Application and Administrative Action
Subpart C — Responsibilities of Sponsors
Subpart D — IRB Review and Approval
Subpart F — [Reserved]
Subpart G — Records and Reports

© Thompson Publishing Group, Inc.



Table of Contents

Appendix Il (cont’d)
Subchapter H — Medical Devices; Part 814 —
Premarket Approval of Medical Devices
Subpart A — General
Subpart B — Premarket Approval Application (PMA)
Subpart C — FDA Action on a PMA
Subpart D — [Reserved]
Subpart E — Postapproval Requirements
Subpart F — [Reserved]
Subpart G — [Reserved]
Subpart H — Humanitarian Use Devices
Title 42 Public Health
Part 93 — Public Health Service Policies on Research
Misconduct
Subpart A — General
Subpart B — Definitions
Subpart C — Responsibilities of Institutions Compliance
and Assurances
Subpart D — Responsibilities of the U.S. Department of
Health and Human Services
Subpart E — Opportunity To Contest ORI Findings of
Research Misconduct and HHS Administrative Ac-
tions
Title 45 Department of Health and Human Services
Part 160 — General Administrative Requirements
Subpart A — General Provisions
Subpart B — Preemption of State Law
Subpart C — Compliance and Enforcement
Part 164 — Security and Privacy
Subpart A — General Provisions
Subparts B-D — [Reserved]
Subpart E — Privacy of Individually Identifiable Health
Information

Part 46 — Protection of Human Subjects

Subpart A — Federal Policy for the Protection of Human
Subjects

Subpart B — Additional Protections for Pregnant
Women, Human Fetuses and Neonates Involved in
Research

Subpart C — Additional Protections Pertaining to Bio-
medical and Behavioral Research Involving Prisoners
as Subjects

Subpart D — Additional Protections for Children In-
volved as Subjects in Research

Appendix Ill: FDA Guidance
FDA IRB and Clinical Investigator Information Sheets
FDA Internal Compliance Program Guidance Manual
(Selected Programs)
FDA Internal Compliance Policy Guides
Chapter 50 — General Policy
Chapter 51 — Inspectional

FDA Industry Guidelines
Federal Register Notices

Appendix IV: International Standards
European Union
FDA International Harmonisation Guidelines

Appendix V: Non-FDA Guidance
National Institutes of Health
National Science Foundation
HHS Office for Human Research Protections
Centers for Medicare and Medicaid Services
Non-governmental Guidance

Index

[The next page is Current Contents, Page 35.]

Guide to Good Clinical Practice

November 2009

Table of Contents * Page 5





