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Fraud
Deception carried out for the purpose of achieving
personal gain while causing injury to another party.

Misconduct
Dishonest or bad management, especially by persons
entrusted or engaged to act on another's behalf.

The effect of Fraud and Misconduct

The same

« questionable clinical trial data

« the data may not be used for drug regulatory purposes
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Fraud or Misconduct?

Examples
Scientific Fraud by Researchers

In Publications
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Reflections on scientific fraud

2002
One researcher
Fabricated data
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J. H. Schin, Ch. Kloc & B. Batlogg J’“‘l‘n‘l‘J
Nerture 408, 549-552 ( 2000). 1. Besd
This manuscript was, in part, the subject of an independent g
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Technologies. The independent committee reviewed concerns 1]
related to the validity of data associated with the device measure-
ments described in the paper. As a result of the committee’s findings,
ting a retraction of the paper. We note nevertheless

contributions.

L. Beasdey, M., Duma, 5., Kogelnik, H., Kmenser, H. & Mosrve, [ Regort of the Investigal
e o o the Pty of Scientific Mi \
bish.aps e reporty') {0101 10al
Society, September 3

Retraction
Nature, 13 publications
Science, 10 publications

Others, 4 publications 5
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A case of scientific fraud
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Empirical Evidence for Selective ing of in i Trials

pariuce of Peranc

In February 2003, we p and protocol for
randomized trials by reviewing paper files from clinical studies approved by the
Ethical C for C 1 and Frederiksberg, Denmark, in

1994-1995.

Trials with at least 1 identified journal article were included in the study. y

One hundred two trials with 122 published journal articles and 3736 outcomes
50% of efficacy and 65% of safety outcomes were incompletely reported

62% of trials had at least 1 primary outcome that was changed, introduced, or

omitted

Fraud or Misconduct?

Example
Scientific Fraud by a Sponsor
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Failing the Public Health — Rofecoxib, Merck, and the FDA
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US FDA approved the drug in 1999, and the drug was

withdrawn in 2004 due to excess risk of
cardiovascular side effects.

The trial data was not published until 2000 and the

publication did not include details about the side
effects.

S WEs S BT Ao LR

toxcity than naproxen Even though the drog was approved i 19
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i basis of data subutted to the FDUA. the data

Fraud or Misconduct?

Scientific Fraud
In Publications

Very difficult to identify

Some Recent Actions
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Velume MLIZ0A26)  Septymben 16,3004 Mumsben 1

Clinlcal Trial R A from the lonal Ci I of Medical

Editor-in-Chief, JAMA

Editor-in-Chief, New England Journal of Medicine
Editor, The New Zealand Medical Journal
Editor-in-Chief, Norwegian Medical Journal
Editor, CMAJ

Editor, The Lancet

Executive Editor, MEDLINE

Senior Deputy Editor, Annals of Internal Medicine
Editor, Croatian Medical Journal

“| Executive Editor, Nederlands Tijdschrift voor Geneeskunde
Editor, Journal of the Danish Medical Association

Editor, Annals of Internal Medicine

Editor, The Medical Journal of Australia
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Fraud or Misconduct?

Scientific Fraud

In Clinical Trials

Sponsor Audits
During the conduct of a trial

Regulatory Authority Inspections

After completion of a trial

Sep 1, 2004
Pyotr G. Platonov, Sergei Varshavsky
Applied Clinical Trials

Review of 10 years US FDA Inspections

In total, data from 3178 inspections whose files have been
closed with a final classification as of 4 May, 2004 were
reviewed.

Country
Western Europe l 230

Central & Eastern Europe |37
Australia, New Zealand, Canada |82

Latin America | 30

Asia ‘ 8

Africa | 24

w?‘i@ Number of inspections

Sep 1, 2004
Pyotr G. Platonov, Sergei Varshavsky
Applied Clinical Trials

Review of 10 years US FDA Inspections

No Action
37.5%

Official Action
2.4%

Voluntary Action
60.2%
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Sep 1, 2004
Pyotr G. Platonov, Sergei Varshavsky
Applied Clinical Trials

Review of 10 years US FDA Inspections

Voluntary or Official Actions

Failure to obtain consent

Inadequate consent

Inadequate drug accountability

Inadequate and incorrect records 3

8
-
-
— ¢
75

Failure to report adverse reactions

Other deficiencies 74

| Trials Centre Number of deficits

FDAs Electronic
Freedom of Information
Reading Room -

Warning Letters and Responses
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FDA Warning Letters

IRB
Institutional Review Board

EC
Ethics Committee
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Instinstiosal Revicw 18, 2001, does
oot meet all regulaiory requirements.
For example, the manual do 1 I
and information aszocisted with  deviee sy (21 CFR 56.111). The mnual also does
involves a -

sgpifican risk device (21 CFR $12.66). Fnthermore, the masual docs not have sy

isectives
Device Exemption (21 CFR §14,124).

In axbditicen, the manual does not addeess all required Runctions and operations of the IR

set fonih s 21 CFR 56,108, including:

»  thé prompt reporting 4o FDA of any serious or conlinuing noncompliance with the
regulations sed IRE m-m
" B h activity by clinical

investiyaton -lnlhrnlﬂ'hnlnl»ilhlhrml.
*  the required approval by the [RB of changes in approved research before the
changes are initiated.

2. Failwre 1o follow writirn procedures [21 CFR.

wiitlea procedere Foqaring that o consent docaments contaia all
Mwwaumwu The IR failed 1o follow these written.
B T e consent docwmsent appreved by the IRI for the clinkeal 5
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TRE mesting, inssead, it was reviewed on March 7, 2001,

The IRB also failed 8o record its.
pot z .

rescarch activitics and nmmmuulpupmd research in terms of
spplicable law (21 CFR 56.107(a)). Your

have the i ip s evidk h,lhfﬂlhlﬂ! IRB sudy
files contain numcrous spproval b principal i studics in
which the 3 past of i it spproval, the imvestipator's
compliance with the Ievestigational Mew Dirig gulations at 21 CFR Part 312
rather than the applicabl L [ xempi in 21 CFR.

Phease acknawledge receipt of this eter within |5 mummm-m

spexific
lnuhmwwumwmﬂmnhvwmmuﬂfw-:m 1
Your coerective sctson plan should include the projected dtes for each action 1o be
actions that have aiready been

completed.
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FDA Warning Letters

Pre-clinical Laboratory
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M. Lynda Nelson

Salt Lake City, Litah $4117.0857

Dear Mes. Nelsom

pury this W: L you of
revealod dering a Food and Drug Administration (FIVA) inspection of your sonclinical
sesting facility. This bettes also discusses your written rospomses dated Awpist 18 s
September 3, 2004, o tiona &
responas fo the violations cited. M. Ricki A. Clase-ONT and Ma. Ginger M. Sykes,

Inveatigatons from FIA's Denver Districl Orfice, comducted the impection oo Jely 21,
12,28, 29, and bely 30, 2004. The purpose of the inspection was to determine i your

aboraiory's p " Tithe 21, Ciod o (CFR) Part
42 Cavond Laboratory Practics (GLI) for Nonclinical I, Moy § These
regulitions prescribe practices for ¥
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FDA Warning Letters

Investigators

| Trials Cenltre
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DEFARTMENT OF IEALTH & HUMAN SEXVICES Purdc Vewtn. Sarvcs:
WARNING LETTER [
JUN 25 @0 Cortes s Evcen et
Packo e et
VIA FEDERAL EXPRESS e

Gerald M. Burma, M.D.
Parma Commusnity General Hospital
6524 Powers Boulevard

Failure to obtain FDA approval
Failure to follow the conditions imposed by the IRB and failure to

N

report adverse events to the IRB

Failure to obtain adequate informed consent

Failure to prepare and maintain accurate, complete, and current
records relating to your conduct of the investigation

> w

Within 15 days, you should respond to this letter in writing.
You should be aware that FDA considers your actions to be

violations of the law which may result in FDA taking
enforcement action without further notice to you.
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l WARNING LETTER |
L
| CERTIVIED MAL - RESTRICTED DELIVERY
) AR
i Wil N, Sokol, MD. Rt (3-HFDAS0501
2011 W. CHf Drive, Suite 7 &8
Newport Bonch, Califrmia 73660
Dear De. Sckol:

Betwom April 10 e May 8. 2001, M. Disne Vien Losswon s Me Richmond K

1. FAILURE TO CONDUCT YOUR STUDIES IN ACCORDANCE WITH THE
APPROVED PROTOCOL

2. FAILURE TO MAINTAIN ADEQUATE AND ACCURATE RECORDS

3. FAILURE TO OBTAIN INFORMED CONSENT FROM STUDY SUBJECTS

4. FAILURE TO INFORM THE IRB OF CHANGES TO THE PROTOCOL
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FDA Actions

Investigators

Disqualification
Fully restricted
Restricted

Number of Investigators

47

24

L

1964-1969  1980-1989  2000-2005
Year

Disqualified or totally restricted
clinical Investigators who are not
eligible to receive investigational

products.
N=95

Restricted

Ee e |14

Name Address Action
Date

BENNETT ROBIN, MD SILVER SPRING, MD 1964

KATHLEEN E ROBERTS, MD SAN FRANCISCO, CA 1964

LEO CASS, MD CAMBRIDGE, MA 1965

WILLIAM A ABRUZZI JR, MD WAPPINGERS FALS, NY 1966

LEO LOWE, MD NEW YORK, NY 1966

- SAMUEL SPLITTER, MD HAMPSTEAD, NY 1968
- SHELDON R BENDER, MD PHILADELPHIA, PA 1969
JAMES A. HALIKAS MINNEAPOLIS, MN 2001

HUIBERT M VRIESENDORP, MD MARSHFIELD, W1 2001

CAREY L. QUARLES, PHD WELLINGTON, CO 2002

EDUARDO CARO ACEVEDO, MD BAYAMON, PR 2002

LEON C. LaHAYE, MD LAFAYETTE, LA 2002

ALLYN M. NORMAN, DO, GETZVILLE, NY 2002

CHAVARAMPLAKIL P. MATHEW, MD, NEW ORLEANS, LA | 2003

ROY C. PAGE, MD MEMPHIS, 2003

CARL ANDREW DeABATE, MD 2004

2004

2005
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GCP Training

One Way to Prevent Fraud and Misconduct

Study sites — established regi_ons

Study sites —established regigns
4 = o

Drug developmenthas'become a glot?z;nl.activity

(1]
ICH GCP Guideline

Year official GCP Guideline established
Fenn (2001) International Journal of Pharmaceutical Medicine;15(4):169-173

us
Germany 1987
UK 1988

Nordic Countries 1989

France 1990
EC 1990

Australia 1991

WHO 1993
ICH GCP I, 1996
Japan I 1985

Korea

Taiwan
Singapore
China

Thailand

Indonesia
Hong Kong

Philippines
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On the 1st of May 2004, the Directive 2001/20/EC on -

clinical research became law across the 25 member states
of the European Union.

The European Union Directive 2001/20/EC, dated 4 April
2001, is concerned with "the approximation of the laws,
regulations and administrative provisions of the Member

States relating to the implementation of Good Clinical
Practice in the conduct of clinical trials on medicinal

products for human use'.

2004, the Directive 2001/20/EC

Training of Investigators and Clinical Research Teams
Principal Investigators will be legally required to send their
qualifications and any GCP training or experience obtained

from work with clinical trials to the local thics committees
for opinion on their suitability to conduct clinical trials.

Details of training sessions must be recorded by the
Investigator and the members of the research team.

State FDA, Beijing

SFDA provides GCP accreditation of study sites in

China and Hong Kong.

The site must submit an application to SFDA.

After inspection GCP accreditation may be
granted.
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Yes, mandatory

Investigators l:las-l
Monitors l:lgz 3 Should GCP

ccp inspectors [N 52 1 training be

aep Auditors [ 80.0 mandatory for
Co-investigators l:l“-s any of the
Research Nurses l:lGS.S fO”OWing

Ethics Committee Members |:|58-5 personnel?
Medical Statisticians l:|35-4

Percentage

Lam WT, Huang JQ,
Karlberg J. 2004

_C

flinical Trials Centre

GCP Training
Clinical Trials Centre
The University of Hong Kong

Master Degree (400 hours)
Diploma Degree (200 hours)
Certificate Degree (100 hours)

L Clinical Trials Centre

CTC’s Master Degree Students

Cumulative number of Master degree applications
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GCP Training
Clinical Trials Centre

The University of Hong Kong

GCP Accreditation

creditGCP
Training and Accreditation

mvs B 18e et i S5, e Umimacst of Bost ot

Ac
GCP

Other tes sdrusmistored by Chriesd Trish Comtrs (C1C

.
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AccreditGCP dlf,
GCP Tralning and Accreditation
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