H25- — —019



49



25

26

25

26




D

2)

3)

4)

5)

6)

IND

FDA

FDA

ORI

FDA




1 2 3 4
5 6 6
B
1
1
2014 3 18 Medical Research Council, MRC
Clinical Research Interests Catherine
Elliott
Rosa Parker 1 MRC 2
3 4
Health Research Authority, HRA
National Research Ethics Service, NRES Sheila Oliver
Improvement and Liaison Manager  Catherine Blewett 1
HRA 2 3
Medicines and Healthcare products Regulatory Agency,
MHRA Clinical Trial Unit Martin Ward
expert inspector Gail Francis 1
2 3 4

3




4 MHRA

Anthony Gordon

2
2014 3 20 Ministere des Affaires sociales et de la Santé
Sabine Kenouch Sonia Ecarnot 1
2 3
Haute Autorité de Sante, HAS Francois Meyer
1 HAS 2
L' Office Nationale d’ Indemnisation des Accidents
Medicaux, ONTAM Philippe Treguier 2 1 ONTAM
2
CRO Keyrus Biophrma
Nicolas Leroy 3
Organisation for Economic Co-operation and Development, OECD
Directorate for Science,
Technology and Industry Frederic Sgard

OECD EU
Agence Nationale de sécurité
du Médicament et des produits de santé, ANSM

1 2

2014 3 27



Medical 7
Research Council, MRC 1901
3
27 11 16 25
MRC
Health NHS 2

Research Authority, HRA

2011

NDPB non departmental public body

NHS special health authority

78

IRAS Integrated

Research Application System

Medicines and
Healthcare products

Regulatory Agency, MHRA

EU

GMP, GDP, GCP, GCP for

Clinical Laboratories, GLP, GPvP inspection

1920




Ministére des Affaires

sociales et de la Santé

santé

Agence
ANSM Agence de la Biomedicine,
ABM
Truchet 2012
2002
Haute Autorité | 2004 8 13
de Sante, HAS
L.161-37
HAS
Truchet
2012
2002 3 4
L’ Office Nationale d’
Indemnisation des Accidents ONIAM
Medicaux, ONIAM
ONIAM

Agence nationale de

sécurité du médicament et




des produits de santé,

ANSM

ANSM

Organisation for Economic

Co-operation and 34
Development, OECD
2007/2009
2011
OECD 2013
1998 CRO 250
Keyrus Biophrma 90
C
1
EU
PMDA
EU
GCP




2001/20/EC
EU
2004;
1965

EU

2005/28/EC
EU

management

2

EU

2001
2012

5

E6

27

financing

2004 5

ICH-GCP

MRC

GCP

initiation

EU



HRA

INSERM

Regulation
12
2001/20/EC

(@)
(i)

Institut national de la santé et de la recherche médicale,

Centre national de la recherche scientifique, CNRS

EU

2012 7 Directive

2014
19 99

low-intervention clinical trials

2013



EU

EU

2 EU

EMA

25

20

10

10




11 12 13
14
15 16
17 I
18 I
19 II
20
I II 21
II
II
22 I II
23 24
25 26
27
28 29
30
31
32
33 34
35
36
37
38
39
40
41
42
43
44 45

11




46

8 GCP 47 48
49
50
51 52
53
54 55
56 57
58
59
9 60 61
62 63

64 65

10 66
67
68 69
70

11 71 72

73 EU 74

75
12 76
13 77

78 79

14 IT EU 80 EU 81

EU EU 82
15 83

84 85
16 86 87
17 88 89
18 90
EU 91

12




92 93
94 95
19 96 97 98
99
EU
monitoring
audit ICH-GCP
1.38
SOP GCP
1.6
GCP
Quality Control
Quality Assurance
2007
2014
GCP ICH-GCP

13




inspection 3

2004
The Medicines for Human Use Clinical Trials

Regulations GCP 2006
MRC
Clinical Trials Toolkit GCP & Serious Breach Reporting
GCP conditions and principles of good

clinical practice

14 ICH-GCP 13

GCP 2 5

14



10.

11.

12. licensing authority

13. integrity 1998

14.

insurance or indemnity

MHRA

"we don’t legislate for what

the monitoring looks like”

15



MHRA

“we don’t legislate for audits”

GCP ICH-GCP
GCP
GCP ICH-GCP
GCP GCP
GCP
MHRA
MRC
GCP EU
GCP ICH-GCP
EU
GCP
GCP 2011 MRC

Risk-adopted Approaches to the Management of Clinical Trials of

Investigational Medicinal Products

SOP
SOP
SOP
2014 3 31

http://www3.imperial.ac.uk/clinicalresearchgovernanceoffice/standardoperatingprocedu
res SOP
NHS

Joint Research Compliance Office, JRCO JRCO

Gordon
JRCO

16



SOP

day-to-day monitoring

on-site monitoring 3

Data Verification

likelihood

SOP

CRF

1-8

JRCO

central monitoring

SOP
9-16

17

2
SDV Source

17-25

FIH First in Human



santé publique

Code de la

* 1984 :
* 1988 :
* 1994 :
* 2001 :

i 2

HWERA DIREE

CCNE AR RIAROIDEEEIRE
B8 E{R & % (Loi Huriet-Sérusclat)
T an 1'° &

EU$ES 2001/20/CE (EFEnOERFKARCRHT L=
%)
* 2004 :
* 2004 :
*« 2010 :
« 2011 :
« 2011 :
« 2011 :
« 2012 :

orfmiE;EUE
wﬁﬁﬁ & 50E
EUE52010/84/CE (BlF AERZRIRT)

Mediator®3EE A F + /5L
ﬂ\npdn—o.-?-""lﬂ‘}’ E

PRI g Ja U

EZFE iR E58({kiE(Loi Bertrand)
B8 E{R 58/ EUE (LoiJardé)

18



41
34 37

décret

arrété

L. partie législative

R. partie réglementaire

D.
2004 8 9
2004-806 2006 4 26
2006-477 L.1121-3
ANSM
BPC
BPC “ bonnes pratiques cliniques” GCP
BPC 2006 11 24 Agence
francaise de sécurité sanitaire des produits de santé, AFSSAPS annexe
EU GCP
2001/83/CE L.1121-3 R.5121-11
AFSSAPS ANSM
BPC
BP

avis

19



2 BPC

L.1126-3 3 4 5
BPC
ANSM recommandations de bonnes
pratiques L.1121-3 BPC
ANSM HP
BPC 1. BPC 2. Comité de Protection des
Personnes, CPP 3. 4.
5 6.
8.
QA/QC 5.1.
ICH-GCP 5.18. Suivi de la
recherche (monitoring ou monitorage) 5.19. Audit BPC
5.1.4.
L.4113-6
L.4113-6
R.5124-66
ANSM Q&A L.1121-1

20



ANSM

Audit

CPP

BPC

ICH-GCP

24

226-13

L.1121-3

BPC

ANSM

21

226-14
CRO
ICH-GCP
inspection
ICH-GCP

BPC



NRES

69
HRA
HRA
30
1 1
5 2 4
HRA National Health Service, NHS
lay person
3 1
NHS
3500 60 1
HRA
HRA
3
3 HRA 2014 3 HP
5 8 HRA

22




5 14 HRA
5 20 NRES
6 4
6 12 NRES
6 17 researcher training day
6 19 HRA
6 20 NRES REC
6 24
6 25
7 3 REC
7 21
7T 24 researcher training day
7 29 NRES
7 31
9 12
9 22 REC REC
Nuts and Bolts
10 6 the disadvantaged and vulnerable
10 9

accreditation

http!//www.hra.nhs.uk/hra-training/training/

HRA 3
HRA
quality control check 2 3
NRES

SOP

Standard Operating Procedures for Reseacrh Ethics Committees Version 5.1 March

2012

20

2

shared ethical debate

23

1




HRA 69
SOP URL
http://www.hra.nhs.uk/documents/2013/08/standard-operating-procedures-for-research-

ethics-committees-sops.pdf

HRA
ethics officer
HRA
HRA
NHS
1988
1
1994 2002
2004 2012
loi Jardé
2004 8 9 2004-806
1
2 3

24



6 ONIAM

L.1121-10

R.1121-6 R.1121-10

solidarité nationale

ONIAM 2002 3 4

2003, 2005

ONIAM

ONIAM 0.1

OINAM

25



25

L.1142-3 ONIAM

MHRA

EU

systems for compensation for any damage

76

26

ONIAM

L.1142-1



HRA

ethics committee opinion 15 5 k

the amounts, and, where appropriate, the arrangements, for rewarding or

compensating investigators and subjects EU 6
31 3 1 1
g 1 q s
g financial arrangement

financial or other interests

remuneration re-imbursement

compensation

insurance or

indemnity

aa

bb

owner or occupier

27



GCP

EU
EU

HRA
National Research Ethics Advisor’s Panel, NREAP 2012 2 13
Conflict of interests/competing interest
URL

http://www.hra.nhs.uk/documents/2013/10/nreap04-guidance-national-research-ethics-

advisors-panel-13-february-2012.pdf
NREAP conflict of interests

competing interests

HAS

28



NREAP

(independent) others

NREAP

29



2011

4

19

Ethical

Review of Medical Device Studies- Financial Interest of Chief Investigator

Mediator®

1998

AFSSAPS

2004

ANSM

5

500

2009

ANSM

CPP

30

NRES

Servier

impartialité

L..1123-3

ANSM

ANSM

L.1451-1



L.1451-1

L.1451-4
L.1451-1
1 L.1123-1 CPP
CPP
L.1123-3
1994

1998 7 1 L.5323-4 2011

12 29 2012 5 9
L.1451-1 L.1452-3 2012 7 5

2013 10 11 2013-907

ANSM

31



HAS 2011
2013 7
HAS
HAS
HAS 2013 7 1.3.
HAS
HAS
HAS HAS
2 1 1 2 1
Nolan principles
public life Nolan 1995
7 “ Selflessness™ Integrity™ Objectivity™ Accountability™ Openness”
“ Honesty”" Leadership”

32



2013

()UKRIO

2006

Godecharle et al. 2013

UK Research Integrity Office, UKRIO

Royal College of Physicians of London
80
UKRIO

Godlee & Wager 2012

Research and Development 10

33



(1)

Research Council

unacceptable research conduct

FFP

MRC
guidelines MRC

UKRIO

RCUK Research Councils UK

RCUK

Good research practice: principles and

MRC

Section 2 “K. Allegations of research misconduct”

Universities UK

Institute for Health Research, NIHR

integrity”

(ii1)

2012 4
RCUK
the National

“ The concordat to support research

34



MHRA

NRES SOP 9 107
GCP Serious breaches of the protocol or GCP
GCP
HRA
@
GCP misleading
50 MHRA
8
50 False or misleading information

(1)

(a)

35



(b)
()
2

(a)

(b)

()

(d)

3)

(4)

(a)

(b)

()

51
(1)

(2)

52

(a)

(b)

43

GCP good clinical practice

GLP Good Laboratory Practice

36



Steve Eaton

for falsifying drug test results” , BBC, 2013

(ii)
ICH EU
5 17
2014 EU
EU
EU
MRC

Good research

2013

Scientist Steven Eaton jailed

EU
GCP
5
3
2006
31A 7
25
2012

practice: Principles and guidelines” B. Data:



management, integrity, retention and preservation

MRC

Basic research

10
Population health and clinical studies
MHRA
MRC
MRC
20
MRC
20
1991
10 10
NHS
10 8

38

GP



General Medical Council, GMC

GMC
2001 GMC
GMC GMC
Good Medical Practice
2013
2014
1980 Association of the British Pharmaceutical
Industry, ABPI
GMC
GMC
Siddiqui 1988
GMC
Medico-Legal Investigation
GMC 1990

2010

39



15

11
GMC

66

2014

2014

Regulations 2012 Part 14
Titles

2006 11

68

68

2012

40

68

EU

2008 8

Human Medicines
2001/83/EC
MHRA



persons
qualified to prescribe or supply medicines
prescription only medicine, POM

MHRA

Summary of Product Characteristics, SPC

MHRA  —
The Blue Guide: Advertising and promotion of medicines in the UK

MHRA

MHRA

Codes of Practice
ABPI
The Prescription Medicines Code of Practice Authority
The Proprietary Association of Great Britain

Code of Practice for the Pharmaceutical Industry 2

complaint investigation system

2012 78

Advertising Standards
Authority

41



publicité L.5122-1
L.5122-16 R.5122-1

professionnels de santé

L.5122-1

autorisation de mise sur le marché, AMM

HAS

2011 12 29

2011

42



ANSM

ANSM visa
ANSM L.5122-9 L.5122-9-1
L.5122-10
ANSM
2011 2
MR
30
SPC
PMDA

43



EU

EU

OECD EU

OECD B a
supported by published evidence and/or

guidance and/or established medical practice

44



GCP ICH-GCP
ICH-GCP

SOP

NRES

45



EU

GCP

46

25



68
E
1 2 3 4

5 6 6
F

, 2012, EU 27: 70-80.
— 2014,

,2004, EU 31(2): 351-422.
— 2014, 41 4
799-815.

Godecharle, S., B. Nemery, and K. Dierickx, 2013, “Guidance on research integrity: no
union in Europe,” Lancet, 381: 1097-1098.
Godlee, F. and E. Wager, 2012, “Research misconduct in the UK,” BMJ 344: d8357.
, 2014, 41 4
773-7817.

47



, 2007, 1(2): 154-162.

, 2014,
42(suppl.1): s15-22.
, 2001, 4052: 21-25.
, 2003,
18: 205-211.
—— 2005,
_ , 439-450.
2002

Truchet, D., 2012, Droit de la Santé Publique, Dalloz.

48



FDA

2014 6 30
Hospital, MGH
3
Partners Healthcare
Counsel Legal Counsel Christopher Clark

Interactions with Industry, OII

MGH
Chabner

Dana-Farber Cancer Institute, DFCI
for Clinical Trials, QACT Nareg Grigorian

debar

Massachusetts General

Partners Office of General
Office for
Emily Sobiecki

Bruce A.

Quality Assurance Office
MGH

Glenn C. Siegmann

49

National Institute of




Heath, NIH National Cancer Institute, NCI Department

of Health and Human Service, DHHS Office for Research Integrity, ORI
NCI Cancer Therapy Evaluation Program,
CTEP Clinical Trials Monitoring Branch, CTMB
Chief Gary L. Smith Rocio Paul Linda McClure

Pharmaceutical Management Branch, PMB

Senior Clinical Research Pharmacist Ravie Kem 1 NCI
2 ORI
Deputy Director John E. Dahlberg Division
of Investigative Oversight Director = Susan J. Garfinkel Robin Parker
2 1 ORI 2
7 2

Executive Vice President Rady A. Johnson Senior Vice President

Associate General Counsel Geoffrey Levitt

Vice President Assisitant General Counsel

Jeffrey B. Chasnow
Jeffrey T. Hamilton 2
7 23 Food and Drug Administration, FDA

Office of Prescription Drug Promotion, OPDP

Robert Dean Sam Davis Office of Executive
Programs Freeda Moore 1
C
1
IND

Federal Food, Drug, and Cosmetic Act, FDC
Investigational New Drug Application, IND IND
IND new drug EU

EU

50



IND

FDA
Holbein 2009:
691; Degnan 2008: S134 FDC FDA
generally recognized
FDA FDC 321  (p) 21 CFR 310.3
IND
FDA IND
IND
IND
IND commercial IND IND non-commercial IND
2010: 46 IND Investigator IND
IND Emergency Use of IND IND Treatment IND 3
IND
2 IND IND IND
FDA
FDA
2008 2000 IND IND
2010: 46
IND 1962 FDC
2011
FDA
FDA
1966 IND Notice of Claimed Investigational Exemption
for a New Drug
2006: 126-127 IND FDA
21

312 Title 21 of the Code of Federal Regulations, Part 312, 21 CFR 312

51



FDA GCP

1
21 CFR Part 50 Part56 IND
FDA
3
1 GCP FDA
21 CFR Part11
21 CFR Part 50
21 CFR Part 54
21 CFR Part 56
21 CFR Part 312
IND 21 CFR Part 312.120
FDA 1571 IND 1572
FDA 21 CFR Part 314
21 CFR Part 320
21 CFR Part 601
2010: 96 4-1
IND
IND
FDA
IND
Cooperative Group 2011
IND
Southwest Oncology Group, SWOG 45 North
Central Cancer Treatment Group, NCCTG 38 2012: 31

IND

IND

52



IND
5
21 CFR 312.2 Applicability (b) Exemptions

well-controlled

study FDA
significant change
significant
change
significantly increases the
risks
56 21 CFR 56 50 21 CFR
50
312 7
2
IND
IND EU
IND
FDA FDA IRB
IND
IRB IND— IND
2013 9
2014 8 15 41 4

53



http://www.fda.gov/downloads/Drugs/Guidances/UCM229175.pdf

IND

IND

IND

IND
IND

(http://www.accessdata.fda.gov/drugsatfda_docs/nda/2002/21-283s001_Diovan.cfm)
administrative document Part 2 6
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2002/21-283S001_Diovan_admindo
cs_P2.pdf

IND

monitoring audit

INDO .
21 CFR 312.50

54



IND

SOP
Association of American
Cancer Institutes, AACI Cancer Research Initiative, CRI
AACI CRI Trial Complexity

Form: Tool for Determining Institutional Monitoring Standards for Investigator
Initiated Trials QACT

IND

3
Joy Ostroff 2014 8 15

http://www.penncancer.org/ccaf2013/pdf/CCAF 2013 Regular Track/OSTROFF%20CC
AF%20Ri1sk%20Based%20Monitoring%20Tool.pdf

55



snap shot
1 inspection
2 on
site audit 3 internal audit
3 3
National Institute of Neurological Disorders
and Stroke, NINDS FDA
1
2

NCI CTMB
NCI

NCI
“utilizes centralized approach to monitoring augmented with on-site audit”

CTMB

56



SDV  Source Data Verification

NCI

NCI

10

2014 8 15

http://ctep.cancer.gov/branches/ctmb/clinical Trials/monitoring.htm

NCI
SDV

SDV
NCI

at least in our system, comes as part of the onsite audit

NCI

NCI 1
FDA

57

NCI

the source documentation,

NCI



2014 8 15
http://www.fda.gov/downloads/Drugs/.../Guidances/UCM269919.pdf

NCI

NCI

So the audits in our case tend to be more robust and monitoring

is less robust, if you will, it’s a different system

NCI
7
DF/HCC QACT
DF/HCC DF/HCC
Audit Program General Operations Manual SRC

IRB
Institutional Data and Safety Monitoring Plan
2014 8 15

http://www.dfhcc.harvard.edu/clinical-research-support/quality-assurance-office-for-clin

ical-trials-qact/forms-policies-and-manuals/

QACT

5 1
1 10 DF/HCC

58



24

mock audit

full audit

FDA NCI
FDA NCI
DF/HCC
AACT
NCI
QACT
QACT
QACT 700
IND

59



DHHS 1974
45 46 Title 45 of the Code of Federal Regulations, Part 46, 45 CFR

46 http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html
A 15
1989 FDA
FDA
1981 FDA

http://www.fda.gov/ScienceResearch/Special Topics/RunningClinical Trials/educationalm

aterials/ucm112910.htm FDA

FDA

45 CFR 46. 103

Office for Human Research

Protections, OHRP OHRP 2012: 15-27
OHRP
1974 NIH Office for
Protection from Research Risks, OPRR 2000 2012 11
27 Jerry Menikoff

60



2011 7 Federal Register
2012 advance notice of proposed rulemaking,
ANPRM
ANPRM

http://www.hhs.gov/ohrp/humansubjects/anprm2011page.html
ANPRM 7
74

IRB

=N O Ot kW N

ANPRM

61



institutional review board, IRB

1990
Association of American
Medical Colleges, AAMC Association of American Universities
2001 The Association for the Accreditation of
Human Research Protection Programs, AAHRPP 200
accreditation
AAHRPP
AAHRPP
3
1

Emanuel et al 2004;
Coleman & Bouésseau 2008; Abbott & Grady 2011

FDA
2006
http://homepage3.nifty.com/cont/33_2/p425-433.pdf

ANPRM IRB

62



2014 NCI IRB CIRB

2012 10

https:/mcicirb.org/cirb/documents/NCI%20Memo0%20-%20Model%20Change.pdf

CIRB facilitated review model

CIRB
Local IRB CIRB

local context

CIRB
new independent model
CIRB CIRB
IRB NCI CIRB
FDA
FDA 21 50 21 CFR 50 56
21 CFR 56
FDC
505 (@) 520 (g)
FDA
45 CFR
46
45 CFR 46.122 123 2001

OHRP 7

63



45 CFR 46.103

FDA 21 CFR 50
21 CFR 56
investigational new drug
disqualification 21 CFR 312.70
21 CFR 812.119
FDA IRB
Notice of Initiation of Disqualification Proceedings and Opportunity

to Explain, NIDPOE

FDA
FDA IRB 21
CFR 56 E IRB FDA 21CFR56 B
FDA
inspection IRB
FDA 1IRB
56.121

IRB

http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinical Trials/Compliance
Enforcement/ucm369514.htm

primary interest

64



80

appearance

rebuttable presumption

FDA

MGH
AAMC

65



IRB

2 FDA

IRB

FDA

21 CFR 312 D

IND

§312.53
21 CFR 54

FDA

FDA §54.1

§54.2 §54.3 §54.4

§54.6

§54.5

42 CFR50 F
FCOI
§50.601 §50.602 §50.603
§50.604
§50.605 §50.606

§50.607

45 CFR 94

42CFR50

IRB

FDA

21 CFR 56

§56.107

66




45 CFR 46 A

§46.107

() FDA
FDA
21 CFR 54.1 FDA
FDA
§
54.4
FDA 3455
§54.4
FDA
FDA
audit
§54.5
2009 Office of Inspector General, OIG
FDA Office of

Inspector General, 2009 FDA 2013

Guidance for Clinical Investigators,
Industry, and FDA Staff Financial Disclosure by Clinical Investigators
IND
FDA IND

IND 21 CFR 312

FDA

67



(1)

42 50 42 CFR 50 F
CDC
disclosure
disclosure
§50.604

to be related to the Investigator's institutional responsibilities

5000

68

NIH FDA

2011

disclosure

public

reasonably appears

2011



2 §50.605

public disclosure

§50.605

2010
teaching hospital 1 10
100
420U.S.C.§1320a—7h
Centers for Medicare & Medicaid Services
CMS 2013
"Medicare,
Medicaid, Children's Health Insurance Programs; Transparency Reports and Reporting
of Physician Ownership or Investment Interests”, 42 402 403
CMS
"Open Payments system"

http://go.cms.gov/openpayments
2014 9

403.910

69



MGH MGH non-profit corporation

1980

1990
HMS Faculty Policy on

Conflicts of Interest and Commitment

1

1
honor system MGH
CMS
OII
MGH
1 2 Financial Conflicts of Interest,
FCOI 2

70



IRB

MGH

IRB
IRB

2011

FDC FDA

FDA

misconduct

FDA

71



FDA

FDA

FDA
@)
§355(1)
90
5
Palazzo
1
FDA FDC
1991
(1) FDA
FDA
IND

21 CFR 312.62

FDA
21 U.S.C.
18 U.S.C. §1001
Lock & Wells 2001 2003
2008
2008
2 supervised release

2010

The Office of Criminal Investigations, OCI

FDA

disqualification

21 CFR 312.60

72



21 CFR 312.70 21 CFR
812.119
FDA
IRB Notice of Initiation of
Disqualification Proceedings and Opportunity to Explain, NIDPOE
FDA

1960 200
10 21 18
FDC
FDA
debarment FDA
21 U.S.C. §335a
felony
Palazzo FDA

A Notice by FDA on 04/06/2011(Maria
Carmen Palazzo: Debarment Order;

https://[www.federalregister.gov/articles/2011/04/06/2011-8152/maria-carmen-palazzo-debar

ment-order FDA 1992 75
2 3
2009 General Accountablity Office, GAO
United States Government Accountability Office, 2009 2004

General Accounting Office

2012 FDA

21 CFR 812

73



FDA
U.S. Public Health Service NIH
FDA CDC

Research America 2012

research misconduct
Office of Research Integrity, ORI
FDA

National Science Foundation

5
ORI misspent taxpayer money
debarment FDA debarment
ORI
ORI OIG
@
42 93 3
in proposing, performing, or reviewing research, or in reporting research
results Fabrication, Falsification, Plagiarism, FFP
42 CFR 93.103 honest error
differences of opinion 42 CFR 93.103
2000 Office of Science Technology Policy,

74



OSTP

Steneck 2003
42 CFR
93.104
3 42 CFR 93
§93.25 50
Subpart A 100 101 102 103
104 105 106 107
108 109
B 200 201 202 203
204 205 206
DAB 207 208 209
210 211 212 213
214 215 216
ORI 217 218 219
PHS 220 PHS 221 222
223 224
225 226 227
C
300 301
302 303
304 305
306
307 308
ORI 309
310 311
312
313 314

75




ORI 315
317
ORI 318 319
ORI
401
ORI 402
403
404
405
406 407
408
409
410
411
412 413
414
ORI 500
501
503
504 ORI 505
506 507
508
509 511 512

76




513 514
515 516 517 518
519 520 521
522 523
(i) ORI
ORI
oversight review
ORI
ORI 1992 Office of Scientific Integrity, OSI Office
of Scientific Integrity Review, OSIR OSI OSIR
OSI  OSIR
OSI NIH OSIR
NIH NIH
0OSI
OSI
Scientific Dialogue
OSI
James Abbs OSI
1992

OSI

77




ORI IOM=NRC 2002

(iii)
ORI Division of Investigative
Oversight Division of Education and Integrity
2
allegation
1 assurance
ORI
Research Integrity Officer, RIO
ORI
ORI
ORI
2001 ORI
1999
ORI

78



Responsible Conduct of Research, RCR

NIH Update on the Requirement for

Instruction in the Responsible Conduct of Research

2009
mentor mentee
8
RCR e-learning face-to-face
e-learning
ORI
DVD
http://ori.hhs.gov/general-resources-0

RIO ORI

79



50 50

ORI
2 1 ORI
1993
ORI
http://ori.hhs.gov/case_summary
2
FDA FDA
1 ORI
allegation
ORI
ORI ORI

Sample Policy and Procedures for
Responding to Allegations of Research Misconduct
ORI

ORI
ORI

80



2012 33 ORI

ORI 14 40
14
6
9
6 ORI 2012
2
FDA 2
FDA 2
21 CFR 312.62
NIH 3
ORI
FDC FDA
21
201 Title 21 of the Code of Federal Regulations, Part 201, 21 CFR 201
Abrams 2005 Mantus & Pisano 2014

81



Chap.10

4
FDA
1 FDA consistency
2 substantial evidence 2
3 false or misleading
4 appropriate balance
FDA
FDA
Hawthorne
2005=2012: 218
FDA
Center for Drug Evaluation and Research, CDER Office of Medical
Policy Office of Prescription Drug Promotion, OPDP
FDA Center for Biologics
Evaluation and Research, CBER OPDP 70
Office Director

82



FDA 21 CFR 314.81(b)(3)(0)
FDA 2253
1 8 FDA 2013
87,243 58,586 28,657
OPDP
1 FDA
100
OPDP 1
Notice of Violation letter NOV NOV
FDA
CEO Warning letter 2011

31 2012 28 2013 24

pre-approval promotion promotion of a newly approved product
post-approval promotion 3
IND
21 CFR 312.7

exchange of scientific information

this
provision is not intended to restrict the full exchange of scientific information

concerning the drug, including dissemination of scientific findings in scientific or lay

media FDA

83



2

institutional ads ”coming soon” ads
disease
awareness
sales representative
MR
medical representative
OPDP
OPDP 45
accelerated approval

30 FDA

detailing
iPad

visual ads/vis aids

FDA

content

context

84



Danzis

2005 Mello et al. 2009

2011 2013 14

citizen petition

http://[www.regulations.gov/#!documentDetai; D=FDA-2011-P-0512-0001
http://www.regulations.gov/#!documentDetai;D=FDA-2013-P-1079-0001

85



FDA 2009

http://lwww.fda.gov/regulatoryinformation/guidances/ucm125126.htm 2009

21

21 102 128
FDA
2014 1

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid

ances/UCM387652.pdf

86



speech

et al. 2013

1999

IND

Mello et al. 2009

IND

FDA
2012

2009, 2010

EU

IND

87

FDA

freedom of

Kesselheim



EU
IND
IND

FDA

FDA

88



FDA 2011

FDA

ORI

ORI

ORI

89



NCI

NCI
NCI

Diagnosis, DCTD
CTMB

NCI

1955

FDA

Division of Cancer Treatment and

CTEP
QA/QC

NCI QA

cooperative

90



group program NCI
QA CTMB
audit

http://ctep.cancer.gov/branches/ctmb/clinical Trials/monitoring_coop_ccop_ctsu.htm

http://ctep.cancer.gov/branches/ctmb/clinical Trials/docs/ ETCTN_Audit_Guidelines.pd

NCI
on-site monitoring 1982
QA
NCI
FDA DCTD
CTEP CTMB
auditing
SDV NCI/CTMB
36
10
10
CRA

91



PI exit

interview
NCI
CTEP
CTMB
NCI
NCI drug accountability record forms, DARFs
QA
1 IRB IC 2 NCI DARF
NCI approved drug 3 3

92



acceptable acceptable needs follow-up

unacceptable 3
Acceptable Needs Follow-up or Unacceptable
2
probation 2
CTMB CTMB-AIS Audit Information System
CTEP IND
FDA QC/QA
NCI
CTEP CTMS Clinical Trial Monitoring

Service 3 3 2

1 IRB

3

”For Cause” audit

F

Abbott, Lura and Christine Grady, 2011, “A Systematic Review of the Empirical
Literature Evaluating IRBs: What We Know and What We Still Need to Learn,”
The Journal of Empirical Research on Human Research Ethics 6(1): 3—19.

Abrams, Thomas, 2005, “The Regulation of Prescription Drug Promotion,” Micheael A.
Santoro and Thomas M. Gorrie eds., Ethics and Pharmaceutical Industry,
Cambridge University Press, 153-168.

Coleman, Carl H. and Marie-Charlotte Bouésseau, 2008, “How Do We Know That
Research Ethics Committees are Really Working?: The Neglected Role of Outcomes
Assessment in Research Ethics Review,” BMC Medical Ethics 9:6.

93



Commission on Research Integrity, 1995, Integrity and Misconduct in Research.

Danuzis, Scott, D., 2005, “Off-Label Communications and Prescription Drugs,” Micheael
A. Santoro and Thomas M. Gorrie eds., Ethics and Pharmaceutical Industry,
Cambridge University Press, 184-195.

Degnan, Frederick H., 2008, “The US Food and Drug Administartion and Probiotics:
Regulatory Categorization,” Clinical Infectious Diseases, 46 (Suppl 2): S133-136.

Emanuel, Ezekiel J. et al , “Oversight of Human Participants Research: Identifying
Problems to Evaluate Reform Proposals,” Annals of Internal Medicine.
141(4):282-91.

Hawthorne, Fran, 2005, Inside the FDA: The Business and Politics behind the Drugs
We Take and the Food We Eat, John Wiley & Sons. 2011/2012,

FDA

Hamilton, David P., 1992, “The Office of Scientific Integrity,” Kennedy Institute of

Ethics Journal, 2(2): 171-175.
, 1999, 33(5): 51-61.

Holbein, M. E. Blair, 2009, “Understanding FDA Regulatory Requirements for
Investigational New Drug Applications for Sponsor-Investigators,” Journal of
Investigative Medicine, 57(6): 689-695.

Institute of Medicine and National Research Council, 2002, Integrity in Scientific
Research: Creating an Environment That Promotes Responsible Conduct, The

National Academies Press.

, 2012, 15
, 152-170.
, 2014, 29: 196-202.
, 2006, FDA 2
— 2010, FDA

Kesselheim, Aaron S., Michelle M. Mello, and Jerry Avorn, “FDA Regulation of
Off-Label Drug Promotion under Attack,” JAMA, 309(5): 445-446.

Lock, Stephan, Frank Wells, and Michael Farthing eds., 2001, Fraud and Misconduct in
Biomedical Research, Third edition. BMdJ Books. 2007,

Mantus, David and Douglas J. Pisano eds., 2014, FDA Regulatory Affairs: Third Edition,

94



CRC Press.

, 1989, 13- 51-68.
—, 2012, 27 58-69.
, 2012,
23

http://mbrdb.nibio.go.jp/kiban01/document/2011_houkokusho_ja.pdf accessed Jan
3,2013
Mello, Michelle M., David M. Studdert, and Troyen A. Brennan, “Shifting Terrain in the
Regulation of Off-Label Promotion of Pharmaceuticals,” The New England Journal
of Medicine 360(15): 1557-1566.
, 2007,
, 2012, —_ The Liver Cancer
Journal 4(2): 28-35.
Office of Inspector General, Department of Health and Human Services, 2009, “The
Food and Drug Administration’s oversight of clinical investigators’ financial

information.” URL: http://oig.hhs.gov/oei/reports/oei-05-07-00730.pdf

Office of Research Integrity, 2013, 2012 Annual Report.

Office of the Secretary/Office of Public Health and Science, Department of Health and
Human Services, 2000, “Statement of Organization, Functions, and Delegations of
Authority,” Federal Register: May 12, 2000 (U.S. Government Printing Office,
Volume 65, Number 93, Pages 30600-30601).

, 2011, —_—
— , 230-240.

Research America, 2012, Truth and Consequences: Health R&D Spending in the U.S.
(FY11-12). URL: http://www.researchamerica.org/uploads/healthdollar12.pdf

, 2007,  —
17:176-182.
Steneck, Nicholas H, 2003, ORI Introduction to the Responsible Conduct of Research,
Office of Research Integrity. 2005, ORI
Swaminathan Vandya and Matthew Avery, 2012, “FDA Enforcement of Criminal
Liability for Clinical Investigator Fraud,” Hastings Science & Technology Law

Journal, 4(2): 325-358.

95



, 2009, 1
27(1): 1-20.
—, 2010, 2
27(2): 63-81.
, 2011, —

United States Government Accountability Office, 2009, “Report to Congressional
Requesters Oversight of Clinical Investigators: Action Needed to Improve
Timeliness and Enhance Scope of FDA’s Debarment and Disqualification Processes
for Medical Product Investigators.” GAO-09-807. URL
http!//www.gao.gov/products/GAO-09-807

, 2002, E—

96



8 105 114 2014

31
191 -205 2015 2
15 3 334
-337 2015 3

2015
29 196-202

2014

2015

2015
73 2 693 -700 2015
72 2 652 -657 2014
22
52

DVURY T A TEARIZET 2RV OB &5 H#ER1E O BOE~ BRI 7E IS B3 5 fi et
BHoRBE LR EOE X~ (i 2014 8 30

2014 11 28
25
2015 1 21



35 33

2014 12 6
. 14
CRC in
2014 10 5
4 2014 9 5
52
2014
8 30
135
2015 3 28
2015 1 21
26
2014 10 26
2014 10
8
CRC
2014 10 5
2014 6 7
Col 2014 2 28
Principle and practice of clinical research 73
2 2014 4 11
2014 5 17
26

2014 7 23

/ 14 CRC

2014 in 2014 10 5
()



2014 10 28

56
2014 11 30

2015 2 17
ARO
2 2015 3 18



H25- — —019



