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Declaration of Helsinki #5 : The
Necessity of Human Research

« Medical progress is based on research that
ultimately must include studies involving human
subjects. Populations that are under represented
in medical research should be provided
appropriate access to participation in research.

DRUG DISCOVERY PRE-CLINICAL CLINICAL DEVELOPMENT




Non-US USA

Pure Food and Drugs
Nuremberg Code 1947 : 1906  Act

1930 FDA created

1938 Food Drugs and
Cosmetic Act

Dec}aratilon of Helsinki 1964 1962 Kefauver—Harris
(revised in 2000) amendments
Directive 65/65/EEC 1965 1974 National Research Act
Directive 75/319/EEC : 1979 Belmont Report
(CPMP is established) L
FDA develops
regulations on
WHO/CIOMS  Proposed 1981 Informed Consent,
International Guidelines for IRB review/approval
Biomedical Research =
Involving Human Subjects 1982 GU|d.ehr.1es for the.
(Revised in 1992) Momtgrlng of Clinical
1988 Investigations
ICH process begun 1991
WHO GCP Guidelines 1995 ICH Harmonised Tripartite

Guidelines for Good Clinical
1996 Practice

Global Implementation of
ICH Guidelines begins 1997

Global*

*Where applicable, compliance with
local country regulations in addition
to ICH GCP guidelines is essential

Evolution of good clinical practice leading to the International Conference on Harmonisation. CIOMS, Council for International Organizations of
Medical Sciences. Other abbreviations as in the legend to Fig. 2.



Kefauver Harris Amendment

» Drug Efficacy Amendment

— Drug manufacturers need to prove the

effectiveness and safety of the drugs before
approval by FDA

— Senator Estes Kefauver of Tennessee, and

Representative Oren Harris of Arkansas

« thalidomide for morning sickness during pregnancy with birth
defects

« considered the Amendment his "finest achievement" in
consumer protection

 Lious Lasagna a clinical pharmacologist at the University of
Rochester




1947

* The Nuremberg Code
« H104545E M 5

s BRITE ' HRBEE
(informed consent) &9 #% &




The Nuremberg Code (key points)

Informed consent of volunteers must be obtained
without coercion in any form.

Human experiments should be based upon prior
animal experimentation.

Anticipated scientific results should justify the
experiment.

Only qualified scientists should conduct medical
research.

Physical and mental suffering and injury should be
avoided.

There should be no expectation of death or disabling
Injury from the experiment



1963

« s #)HdJewish Chronic Disease Hospital &9 & &7 -
FERE R/ AELT » BRIt AR AN
EATH R
— Iinformation on the nature of the human transplant

rejection process

— they had good cause to predict that the cancer cells
were going to be rejected

— Two of the physicians responsible for the research
were put on probation for a year

— Three years later, one of the researchers was elected
president of the American Association for Cancer
Research



1964

Declaration of Helsinki [# @& & %)
— & R & £ o (World Medical Association;
WMA) R 5 2 A R85t 74 2R R

— B 48 > J4527(1975, 1983, 1989, 1996, 2000,
2008) > ==k 3.9 (2002, 2004)



1966

* Henry Beecherig & #*New Engl J Med#4 st
TR ELELERAFRRMEETEEN204E

FERLHEISTEG TN

The New England
Journal of Medicine

Copyright, 1966 by the Massachusets Medical Society

Volume 274 JUNE 16, 1966 Number 24

Reprinted from pages 13541360,
SPECIAL ARTICLE
ETHICS AND CLINICAL RESEARCH*
Henry K. Beecuer, M.D.F J

BOSTON



1972

(R B IE B /7405 89 Tuskegee st 72
US Public Health Service& gh eyt =
1932K 4%, Macon County, FT3r & &
300-400.2 Z A

M AREWIER A RAMEFA B AR
A fo T AR R B IE &
1943-penicillin available,

but not given to study subjects

1972-Jean Heller-New York Times |
1997-President Bill Clinton apology | =/




Penicillin-Syphilis Scandal

» Susan Reverby Wellesley college

* 1946-1948: 969 subjects e
« Psychiatric hospital e '
« Military camp

» Tuskegee syphilis research - er
. Caterley (1985, Pitt, 2003 died) Oct. 2, 2010

* Hillary called Kathleen Sebelius

« Obama called for apology to Alvaro Colom




Milestones in America’s IRB

1974 : National commission for the
protection of Human Subjects of Biomedical
and Behavior Research was established
through National Research Act on the
requirement of the establishment of IRBs
for all research funded entirely or in part by
the federal government
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1974

« ® J& Tuskegeed® i, £ B sk National
Commission for the Protection of Human

Subjects of Biomedical and Behavioral
Research

s FRF—ERANAERENIANE
« 1979: Belmont Report 3t 4
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The Belmont Report

» Ethical Principles and Guidelines for the
Protection of Human Subjects of Research

« #t % (research) vs. g % (practice)
* 3 =7 A
— & % 4, A% ] (Respect for persons)
— £ % J7 A (Beneficence)
— i & R B (Justice)
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1981 : In response to the Belmont
Report, the federal regulations
were modified in 1981 to require

IRB approval for all drugs or
products regulated by the FDA
independent of the funding source
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All Clinical Researches Required IRB Approval

> R (K BE884F)
> A F (KRBE89F)
> BE#te (KRE90+F)
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1991

« £ B 17488 #8 BUF 2R P14 A DHHS A 37,45 CFR
46 F z subpart A% %R E R 2 H Bk

— The Common Rules

* H o B AR BUR IR FI (o NIH) 34T S B B A 5
— Requirements for assuring compliance by research
institutions

— Requirements for researchers' obtaining and
documenting informed consent

— Requirements for (IRB) membership, function,
operations, review of research, and record keeping.
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1997

« 2R L8y AIDSHT R > R B AIRAZTH
PHIVE B E B ey R - RHEA AR
A REREMER
« New Eng J MedZ st it #
c BEETERERETEHZEBTALNGRE
R A
—-F R EHH"
— 1R EIGRT?

— W LB RSB
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2000

LFRELBREZFER (B FAZZ] 22000F1%
aT}%Ec X & 3% Bk A PR )42 A 22 &L )

F2ME BRI ENEZR B 81 AHE
A% uﬁaﬁa%%&%ﬁ%~%%ﬁ@ﬁﬁ
EE R c MENHERNTAY ~ TETEISGE
FANZAFI 0 REERAE A R B R AR T s R
Eo 3L o
% A sz, 3. Office of Human Research Protection
(OHRP)

— H a1 H AO0PRR (Office for Protection from Research Risks)
— BB AERAIHHHS) - AR EREZEREN
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1999

« Jesse Gelsinger » 183% » WA RSB R (&
MK E)
o FDA# 1% K R )4 & Ba KA %,
 FDAR & %3,
- FRABERZATEASOREBERER RIS
— HRABEHZ AT EGMAR T BEREMAT
— XRFATHAEA B RAE > B fk N
—RBEZY > RASLSRHRER
— T RABRILEAH ARG BENREERREE > A
& vk A AR B AT e T £ N S e KR R R FFIHE A
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2001

* Ellen Roche » 243% > John Hopkinsi 4t B » LA{&
ME—REALZ  EREGEAIMERE > B$R
MLEEBREREBMAT

« OHRP:g £ 238 “Most protocols are neither
individually presented nor discussed at a
convened meeting of any IRB” - g7 A £ £ John
Hopkins K 4% 8% 22 [z ¥ B2 [e s 4T 69 At RAR B & % 1%
AT

« k4% 5 John Hopkins X 2 IRB % 526004 Es &
R EHNEE
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2002

s FRMEHBHRFE

s FRABRHEZHARELSR
N

« "83% of Americans believe
it essential or very
important that new drugs
be tested in humans; only
24% are very confident
that patients in clinical
trials are not treated as
guinea pigs."




2002

* CIOMS Guidelines 2002 jx (1982, 1993)
s AR EZm%E 8 € (CIOMS) #2WHO # ]
W B A 4 B SR A TR R R
* 3575| 512\ BEAREGBBE LT AB LA
P B REATHR
o« 215 A ('8 A 373
o 437 %A
— 58 F ey Rk
— B3 232 015
— 2= T | 64 18 H 23




2006

o

LATEST NEWS IN
YIDEO AND AUDID

=

) UK version (@) International version About the versions | Low graphics | Help | Contact 1

News Front Page i s T T T T s

Y | # B2 E-mail this to a friend E Printable version

, ‘"-F Six taken ill after drug trials

: 1 .-'ﬁ} Six men remain in intensive T
Afri care after being taken ill

rica - = . =

during a clinical drugs trial
in north-west London.

Americas
Asia-Pacific

Europe
P The healthy volunteers were

Middle Eaf‘t testing an anti-inflammatory
South Asia  4r,g at a research unit based
UK at Northwick Park Hospital

England  \yhen thE’Y suffered a reaction. The six are being treated at Northwick
Northern Ireland Park hospital

Scotland  Relatives are with the patients, who suffered multiple organ o4
Wales  failure. Two men are said to be critically ill.

TR



TGN1412:X 5

TGN1412 % 2 #71F A A sh 0 B AR gd & 4 (R &
EH % 0 B o)

— RH A g A (First-in-man)
B TIREEANRIER R (A ?)
BAL % 3R H B B B AR (532 ?)
Bl E R K (b & FFa s F 840308 & H 50045 14
1)
EZE09 4453 B (20003448 » 14 12/10% 1)
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2007

» B ETGNI4125 4 - EMEA#] € T #7449 45 3]

» Guideline on strategies to identify and mitigate
risks for first-in-human clinical trials with

investigational medicinal products (effective on 1
September, 2007)

c B R IRALS o AE A
HEZTRATRAGTERRIL AR REL A E

- JE 5% B & R JE ¢ 42 (preclinical) » 48 5 #8478 &
AR SRR AM 0 A R RN
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IRB/E 751/ &k 7

Mission Creep in the IRB World

THE SYSTEM IN THE UNITED STATES FOR PROTECTING HUMAN PARTICIPANTS IN RESEARCH
engages the earnest efforts of thousands of scientists, community volunteers, and administrators.
Through untold hours of service on Institutional Review Boards (IRBs), they watch over the safety of
human research subjects. Unfortunately, much of that effort is increasingly misdirected as the system
succumbs to “mission creep” that could compromise its central goals. Our IRB system is endangered
by excessive paperwork and expanding obligations to oversee work that poses little risk to subjects.
The result is that we have simultaneous overregulation and underprotection.

SCIENCE VOL 312 9 JUNE 2006

Note: Mission creep » R 15 EF478) ¥ > EF 87 X B ARAAR AR 8 o7




“Our IRB system is endangered by
excessive paperwork and expanding
obligations to oversee work that poses
little risk to subjects.”

“The result is that we have simultaneous
over regulation and under protection.”
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IRBE2 K% ~ Kt T 9
REIZEEFABA > ZRFTEN
AU RBERSE - FAuest 7R BT
IRB@messs £ 0% » £ 4% % 21SOP & 4 3%
WA BEHEMMBEIR > FRAB M A
IRB% “ethics police”

BB ] E AR T AR E sL R B ¥ TR AT
BoEagxErReEE
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Protective Mechanisms:
Risk/Benefit

» Review of research by an IRB
 Informed consent of subjects
» [nstitutional assurances of compliance




Informed Consent

Informed consent is not just a form or a
signature, but a process of information
exchange that includes four components:

— Information: recruitment written materials
— Comprehension: verbal instructions

— Voluntariness: Q&A

— Agreement documented by signature




IRB: going too far ? Yes!

“Ten years ago, IRB issues consumed 3 to 5% of my time.
Now they consume about 30%.”

“There is, to my knowledge, not a shred of evidence that
the ballooning bureaucracy of IRBs has reduced the
number of adverse events or saved a single life.”

“| share the authors’ concern that the focus on minor details
has diverted discussions from substantive to trivial. It is
also diverting scarce funding from research into indirect
costs and discouraging talented young scientists from

doing human research.”
THOMAS M. VOGT

Center for Health Research, Hawaii, Kaiser
Permanente, USA. 34



IRB: going too far ? NO!

“| see no evidence that IRBs are neglecting
their duties for thoughtful consideration of
ethical questions surrounding the welfare
of human subjects because of a focus on
procedures and documentation; to the
contrary, ethical scrutiny is increasing, not
decreasing.”

DAVID L. FELTEN

Vice President, Research and Medical
Director, Beaumont

Research Institute, William Beaumont
Hospitals, Royal Oak, USA. 35



Harming through protection?
H R mEfG E

o éifl'k (New Engl J Med, 2008)

— John Hopkmsﬁ’yﬁﬁm B ¥ g BERMN 67T FE 2103
BICURATIE PN &8 B2t 2

— é%%%f&ﬁutﬁt?%(oheok st)t FEEEE A B A@%ﬁiﬁtﬁxa
/%* Jf%A ’ ﬂ‘%}i/ﬁ&t&}&ﬂ: ’ 1’T’T]Li1500/\ JT_EP’Q %)
215 £ &

— 2006F x =2 X »NEIM

— OHRP#:E E £ 48 > 2 £ < IRB &

— OHRP:A &% > ¥ b33t 2 A3 BAFIRBAZ & A 1k

— % 1B B2 R 4 B A4S 4 A RRFS SR RS © New York
Times#R &

— OHRP 3%t £ @ BT 45 B AT4E A 3% % R ES
AR > CRMTBE > BE—SRFE AT ER
FHHHEEHFHREEZ IR
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= |5 P Ny i P

(Miller and Emanuel, NEJM 2008;358:765-7)

 Did this quality-improvement initiative involve
human-subjects research that should have been
reviewed by an IRB?
— Yes

* |If so, could it have been approved through
expedited review?
— Yes: minimal risks

« Was informed consent required?
— No; safe & routine procedures; no additional risks

37



Z 15

B F Y FZ R BMEATAEFEESER (STDS)

s FARB M THRF Y FiF2STDSZ AT At 4038
A8 B EUE BT, A R BB A E &% Z
Wy PEAT B

o FFR I KT, BARTIEHERMBATIRIE

s RRFCERKBEIFVFBEFLFAR
TR G BT RBABRIF X ERE &

o FIREITH BfR X BT



Z 15

o PLASAT S M EIF > é/\%ﬁi%g‘ﬁ:j?g
BERF—EERATHEILHEE - PIR
ﬁ BFF % © BTGB BEN

% IR EERE 4 & (stratified) » F 3R B %) 2
Té’y e AW E b > M eiBn B S
35 ] A& & i@ A waiver for informed
consent ?

* g
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& % TG B I 9 L B I ALEE » I Sk AL
ok ik B At e 2 R @ (D)2 B4

«1987 & B2 % vE 46, 4T 4= B

«1996 5 2 LB B BS IR B R 50

1997 F 31 BB T AR EF ERE
«2002F9H208 ... = (# A ICH E6 GCP)
20034+ & }%&#M%/\%;&A%zé BeamBEEERAE
2005 5 2 L 18 B BS R 3R B & A

2009 5 B & /x 3 15

«2010+Biobank#a i /% 73,

2012 FBiobank®& &
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ABRBRLEL B THENS

> 20055 A F R E R emE | AR
AR EBEeHE

> B &) BB ARATESBRMEAN AL
BeXFEEEAR

> TRASRBERMBBARAREZETX
B EFE
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ABERMBEETHENLE

> 2005325 &£ IRBAFZ 1A B

RRAER B EBRIFRF @R ZAET M
RSy FEM

BERANZ A

AR B g mXEiEM

RER R s AE S B R 2 g otk
HEREX TN
RIREMNRIB R REN
AR AR R
EERFZ M

BREEZ THEM
PREXAB SR ER TS e
MBERREREERAIAHMT
EEREBRZ P ORMRRAZAHNK
#3588 R A 2 AT
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2005 B R MmARARMERTHELR

o

— B RR s RAER P AN R
9T e & % B4 o

— o IRBagk 2 ~ a2 ¥EM - EELA
BERANEEZMREHBMERABERERS -
T REAMERR TR TS ES (2 AT
ZAEERPE—S 2 ERES AT L EN
F £ o7&

— R ERIRBH W EEE - ERASEFFE
22 BRAF B A & A BROR A2 2 i R BUIK o
B2 B A E R A B AR o
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ANBERMBEETHENLE

> 2006 F454 E9EIRBR B L AR ITAEAB X HF

24k: JIRB
> 2007 F A BRERemE ' ABRRZBEeTE
> 26 R MR A KL R CRBYE
> g IRBIE ¥4 - § 820055 i
> 2012: BAH B RGTFHITFEIR
> B ari@idsy R A N 57 KIRB
» FERCAP+AHHRPP

» Participants protection, informed consent processing

» e A AT L K E L& R A IRB2 A7 7 3t £

48
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(2P oz 2IEE)

s ABRRBREE X UEBITREANERFZ T4
S XBRAFEERGHRMESAEFZ TEN
b HEEEHFLERER TR
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AN ARBRARE B T8 EAI

2 X338 FERCAPZy &

2005 : & ~ JIRB

2006 : 4K~ =4~ b - KB

2007 i FE AR -HE~FL -~ F R

2008 : Bl & ~ 55 ~ e AF ~ ;x> BY

2009 ¥k~ PR - PHARR - B AR

2010 : 4% #2118 IRB:&%/FERCAP (3t & %)

2010: TAIRB coordinator for PERCAP survey

2011: WIRB % # 4-1%, 23 IRBs:# :/FERCAP

2012: new one (IR % 2), AHHRPP (& X ~ &t & ~ £ X)
2010-2013: A #t g AR F 3+ 2| 2 #ESBS2 2 E &
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2002

s FRMEHBHRFE

s FRABRHEZHARELSR
N

« "83% of Americans believe
it essential or very
important that new drugs
be tested in humans; only
24% are very confident
that patients in clinical
trials are not treated as
guinea pigs."
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Final Goal :
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245 ¢ born in scandal
?@I%—{AEEJ?E'J CBEE &5 i%
t;g"f \VX*A_Q%‘J A:’%U IRB% %F—

Q%A%-#éikkﬁ%@kaﬁ
KRR

— BEHEH R

— ERE

— IRB#) 2 4 8 F B AL

« |IRB networking: facilitate discussion and information sharing
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