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WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI
Ethical Principles for Medical Research Involving Human Subjects

HREME (WMA) ~VVUIFES
A &%t &3 5 EEHROREIRA

Adopted by the 18th WMA General Assembly, Helsinki, Finland, June 1964, and amended by the:
29th WMA General Assembly, Tokyo, Japan, Qctober 1975
35th WMA General Assembly, Venice, Italy, October 1983
41st WMA General Assembly, Hong Kong, September 1989
48th WMA General Assembly, Somerset West, Republic of South Africa, October 1996
52nd WMA General Assembly, Edinburgh, Scotland, October 2000
53th WMA General Assembly, Washington 2002 (Note of Clarification on paragraph 29 added)
55th WMA General Assembly, Tokyo 2004 (Note of Clarification on Paragraph 30 added)
59th WMA General Assembly, Seoul, October 2008

WMA DOH {EEEE

RTY 97222 FORHORITER, 201344 5 15 B—6 F 15 A

Comments

Preamble

FF3C

1 | The World Medical Association (WMA) has developed | Old paragraph 1. No changes.
the Declaration of Helsinki as a statement of ethical | |B 138, {EE®= L,
principles for medical research involving human subjects,
including research on identifiable human material and
data.

WMA X, BAZBETEZSE FEHECRBRLT
F— a2 OELST, AMZHELTIHEZEMHED
HEMEBE LT, ~ X EERRRIE TS
yal

The Declaration is intended to be read as a whole and each
of its constituent paragraphs should not be applied
without consideration of all other relevant paragraphs,

BER., BANHERENAZLEZERLELO
ThHY, FEERMOTRTOBERE #EEICA
PR ENS & TR,

2 | Although-Consistent with the mandate of the WMA, | Old paragraph 2. Clarifies why the Declaration is
the Declaration is addressed primarily to physicians,. addressed primarily to physicians.

The WMA encourages other participants in medical | JH 23, AEEMNE L LTESICHN LTEHEN

research involving human subjects to adopt these | % & D T% Z M & BIFEIZ L0,
principles.

FEEIL, WMAOEEL—BL, & LTEMIZ
FUTERAINELDOTHSLH, WMA AR E S
& LT AEFEMRICHET A EMLUSN DN £ ITH
LTH, ZACDORAOHERZHET 5,




General Principles

—RIER]

The Declaration of Geneva of the WMA binds the
physician with the words, “The health of my patient will
be my first consideration,” and the International Code of
Medical Ethics declares that, “A physician shall act in the
patient's best interest when providing medical care.”

WMA P2 3x—7ESH. [ROoBEFOREFTO
E—OBRLELTS] ZLEPEMCEEST, £k
E0ERGERERL. [EMTXEFRORMGCEL T,
BEOREOTROI-DIITHTRETHB] ¢E
%bfb\éu

Old paragraph 4. No changes.
B 41, BEERL,

It is the duty of the physician to promote and safeguard
the health and well-being of patients, including those
who are involved in medical research. The physician's
knowledge and conscience are dedicated to the fulfilment
of this duty.

EREFEOREREBRBAL EED, BEORELE
FlambEd, FH2L3, EMOBETHS, B
RO E RT., ZOBREERODIZEIT N
Bo '

Old paragraph 3.
5 318

Expands the duty of physicians.
EEROEIEE IR

Medical progress is based on research that.ultimately
must include studies involving human subjects.

EZOERL, HROICARZNSETIHREE
T30 THD,

Old paragraph 5 separated into two parts; this is the first
part, second part is in paragraph 13.

I 5T 2 248, % 5EITIA S HORDOXL
ThY. H2XEE 3EE RS,

The primary purpose of medical research involving
human subjects is to understand the causes, development
and effects of diseases and improve preventive, diagnostic
and therapeutic interventions (methods, procedures and
treatments). Even the best eurrent proven interventions
must be evaluated continually through research for their
safety, effectiveness, efficiency, accessibility and quality.

AMENBETHIEFHEOCE—DOENIE. BHO
FRA, BE. BLUHEXHEL, T, 22
CICIBRITA (FE, FlE, LB) 28ETs2 L
ThHoH, HERELHAINEBRITATHST

b, Tet, T, PR, AL TE, BLY
BitET2HE2E U T, #EmiciFmIhizith
bR,

Old paragraph 7.
078,

Change made for terminological consistency with rest
of document.

AEEOBROEEL—HETLHLICXFZEE

Medical research is subject to ethical standards that
promote respect for all human subjects and protect their
health and rights.

EFHRIZ. TTOARKRT 5 HHEBERD, %
O & MR 2 PR T 5 e D OB EEICHED/,
FhidZa o, :

Old paragraph 9, divided into 2 parts; this is the first
part. The second part of old paragraph 9 is now in
paragraph 19

I8 9IRiZ 2 iz pElah, 1 7HIXIE 9THORA
DIXTHY, H2ICIHF19HEL 25,




In medical research involving human subjects, the
well-being of the individual research subject must take
precedence over all other interests.

AR ExSE 45 EFHRICBWTE, 84 O
HEBREOBRIBMBOTATOFKL Y LEBLEH
RN sRn,

Old paragraph 6.
|5 618

There is an acknowledged internal inconsistency in the
document but this paragraph is intended to be
aspirational.
AEENRETRSNEFERFET SR, 20
¥ 8 HIIEHEZEE L boTidav,

It is the duty of physicians who participate in medical
research to protect the life, health, dignity, integrity, right
to self-determination, privacy, and confidentiality of
personal information of research subjects. The
responsibility for the protection of research subjects must
always rest with the physician or other health care
professionals and never with the research subjects, even
though they have given consent.

TFEHERE DA, RRE, Bk 28X, B8
REWE, TN —BIUEANEROBE LTS
ik, EREHRIISMTAEMOEE THE, #
BEORERTRFEICEND 2 WViZthOEREM

Bichy, HBRENREEZELRETH, BLT
F OB ITIL AN,

First sentence is old paragraph 11.

B 11 EDORHD 130,

Last sentence moved up from the last part of old
paragraph 16. First part of old paragraph 16 is now
paragraph 12.
FOHDOERED 1303, 1B 16 THORED 13X b

%8, A 16 BEORYO 1 I 2EL 25,

10

Physicians sheuld must consider the ethical, legal and
regulatory norms and standards for research involving
human subjects in their own countries as well as
applicable international norms and standards. No national
or international ethical, legal or regulatory requirement
should reduce or eliminate any of the protections for
research subjects set forth in this Declaration.

ERiIL, WA S5 BIRMRFRE L UELETD L &
D, AMEZRRLTAMEICET 2 EECHRE., &
Bk L ORE L OREER b B 2 gD

b XhithiEesizvyy, WhREZEEHS
VMIERR e mEE, B, EREES EOERE D,
ZOEENTTHAERECTARELHOE

D, WEETHSE TR,

Old paragraph 10.
IR 1038,

“Should” changed to “must” to strengthen the wording
of the paragraph.

FIEDOIE &8T5 =B should”H> B must”
IZIEIE,

11

Appropriate caution must be exercised in the conduct of
medical research that may harm the environment.

BEIIBEELRIETEFh0odsEFHELE
WA, WEREENLETHD,

Old paragraph 13 No changes.
I8 135/, BERL.

12

Medical research involving human subjects must be
conducted only by individuals with the appropriate
scientific education, training and qualifications.
Research on patients or healthy volunteers requires the
supervision of a competent and appropriately qualified
physician or other health care professional.

ABZr& e T2EEMRET O O, BERBE
HEF LI, T LTEEEZETAEATRITNE
blen, BEHBWVIRERES 74 TICEAT
APRIT. BHRHV ENLREEFFTTIEMD L

First part of old paragraph 16 with the addition of
“education”.

“education (FH) "ZfMLAEIF 16 THOSE 13,

Second part of old paragraph 16 is moved to paragraph
9

lémﬁwﬁzimﬁ9ﬁn@%°

o EFREMBIC I EERET S,




13

Populations that are underrepresented in medical research
should be provided appropriate access to participation in
research.

EERRFEIC M TE TVWRWLA LTI, HES
MADEDRT 72 v ADKENBHEREIRET
H5B,

From old paragraph 5, second sentence. No changes.
First part of old paragraph 5 is now the new paragraph
5.

A 5RO 2 X bBE, EIER2L, H5EDE]
XX, FiSEERB,

14

The physicilan may combine medical research with
medical care only to the extent that the research is
justified by its potential preventive, diagnostic or
therapeutic value and if the physician has good reason to
believe that participation in the research study will not
adversely affect the health of the patients who serve as
research subjects.

EMBEFWEEEREBORDT LN TES
DL, EOWEN TR, B ERIEELOMES
HVEBZLLTEYSLTEA6EENIISY., ok
BELLIBEORBELEELBENRIRVE
LEBETATOREREZEMN L SBEITRE
B,

Old paragraph 31. No changes.
B313R, BERL,

15

Adequate compensation and treatment for subjects

who _are harmed as a result of participating in the
research must be ensured.

ﬁi_iﬁ_ﬁﬁ&%ﬁ#ﬁﬁéhtﬁhﬂﬁ6

#

AN

New paragraph. It reflects the obligation to ensure that
subjects who are harmed will receive compensation and
treatment.

WHER, REZRIIERED, BELARE
BECZTRNALHICTAIMYROERBLT
AT

Risks, Burdens and Benefits
YRy, A8, fliE

16

In medical practice and in medical rescarch, most
interventions involve risks and burdens.

EZOEEBIUVERZFRIZBVTE, BLAFD
TBREITEICY A7 LABNREES,

Medical research involving human subjects may only be
conducted if the importance of the objective outweighs
the inherent risks and burdens to the research subjects.

AMZRHBRLTHEFFRL, €0 RHOOERMEH
WRIZAET ZHRED Y 27 LABCHEIHE
KOBITIZLBTED,

Combines two previous paragraphs (old paragraphs 8
and 21). No changes.
B 8IFL 21 IREMAAGLE TS, EERL,

17

Every medical research study involving human subjects
must be preceded by careful assessment of predictable
risks and burdens to the individuals and communities
involved in the research in comparison with foreseeable
benefits to them and to other individuals or communities
affected by the condition under investigation.

AMERR L THTATOEERE T, HRICH
DHEALHEICHT S TERLI SV R AR
2, BOBIUVEORERMIC I~ TRRBERITS

Old paragraph 18. No changes.
B 1878, BIERL,
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o> A4 % 7o ZHURIC R T 5 F RATaE R4 & b
By DHERFES, FANCToh2ThiTk bR
"AS

Measures to minimise the risks must be implemented.

The risks must always be monitored by the researcher
throughout the trial.

Y R 2 R BME S BT D ORISR bk
by, VAZE, BBRBEICHEEIC L.
TEEANERERD B,

Second part is new. Addresses the issue of risk
minimization and monitoring during the trial.

B2XEFROLOTHS, RETOY R Kb
1. & B O RIEIT NI LTV B,

18

Physicians may not participate in a research study
involving human subjects unless they are confident that
the risks involved have been adequately assessed and can
be satisfactorily managed. Physicians must immediately
stop a study when the risks are found to outweigh the
potential benefits or when there is conclusive proof of
positive and beneficial results.

EfiL, RETDH VR BPHLIFEmsSh, ho®
DY A7 EPEMCERTEIZ L ERETERN
B, AMEx#e+ToMRCEETDILITITE
2V, EMTEBERLRRZLO LY A7 BB LH
SN BJ/E, TRIFDHOFROH ZHROBR
EREFIAE OGN HESR. EbiciFsErE Rt LR
I s,

Old paragraph 20. No changes.
H20%E, EERL,

Vulnerable Populations

HEHEEE

19

Some research populations are particularly vulnerable and

ﬂeed—spee}al—pretee{-ten have an increased likelihood of

incurring additional and greater harm.
These include those who cannot give or refuse consent for

themselves and those who may be vulnerable to coercion

or undue influence._All vulnerable groups need
specifically considered protection.

BrEE R Pizix, & OISR WIIBICH
D ARERRE o & b REARBEESH S AEEMR
BVABWVSE, “hizik, RECHTRELITOZ
EMTERV AL RREIPTREN R L X
e AeRNgEnd, HobwaamemE sL
=71, BEEMICRN EhE BEULELTS

Second part of old paragraph 9. First part of old
paragraph 9 is now part of paragraph 7.
BOEDZE 23, IBOEDHE | LIHTHL R 5,

20

Medical research involving a disadvantaged or vulnerable
population or community is only justified if the research
is responsive to the health needs and priorities of this
population or community and the research cannot be
carried out in a non-vulnerable population. In
addition, and-ifthere-isareasenable-liktelthoed-that-this
population or community should stand to benefit from the
knowledge, practices or interventions that result from
the results-ofthe research.

RRN 2L FE IS A% b B Vil it e &

0ld paragraph 17.
B1738

Combines fair benefit and reasonable benefits
approaches. Captures several important principles with
respect to vulnerable populations.

PR & SEHRFIRICET SR BT
HAEbEsh T3S, HENBEE OV TiiHL

5




MR ETEERNEIT., FESEOER S itk
OREELONERLBLEFEIZELZALOTHY,
POEOHERHSRTEE TRVERICBWTE
BTaZ B TCERWERICBIERLEING, X
BT, FOEME ITHIENRFRIL L 3ER 2
i, ERTH, BFGER»COREREITD
_RETHD

Consideration should also be given to_ensuring that
the community receives a fair level of additional

benefits.

F DHEEAATE 2R BN B2 EICZT
PIENTELL I REBBRENLAETHD,

REREFRRUZIRVIAATNS,

Scientific Requirements and Research Protocols

FFRRM L FFANEE

21

Medical research involving human subjects must conform
to generally accepted scientific principles, be based on a
thorough knowledge of the scientific literature, other

| relevant sources of information, and adequate laboratory

and, as appropriate, animal experimentation. The welfare
of animals used for research must be respected.

AR ERRETHESEMEL. BERTROT572
Mk, EEMO H D oFEIRE L 4o EZR,
RBCICEDRES I ERICEIE, —REY
EERFANDRERFENRERICED 2T bk
W, FRICFERAEShABOEMTEESh2Th
AR B,

Old paragraph 12, No changes,
B 1218, EERL.

22

The design and performance of each research study
involving human subjects must be clearly described in a
research protocol. The research protocol should discuss

and justify the chosen study design.

AE RS LT H2EHAEOFE L IEERRIL. L
HEZEOPIZHF S TWRITNER 5720,

The protocol should contain a statement of the ethical
considerations involved and should indicate how the
principles in this Declaration have been addressed. The
protocol should include information regarding funding,
sponsors, institutional affiliations, other potential
conflicts of interest, incentives for subjects and
information regarding provisions for treating and/or
compensating subjects who are harmed as a consequence
of participation in the research study. The protocol must
describe arrangements for post-study access by study
subjects to interventions identified as beneficial in the

study eraceessto-otherappropriate-care-of benefits.

WMEHESIE. BETIHENERCETEHE
EH, FRFEEORAICED L S ITRHB LTINS
PERTRETHS, HEER. BEEME AH
Y-, PR E OBPY, FOMEZ VSRR
AR, WEREITR T AR b CICHRIZSMLE

Old paragraph 14.
H14™8

Editorial clarification

iR oA

Clarifies obligation to include this information in the
study protocol.

mEtEEoFIc BB EEL L I BHMITS
T & &AL,
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ERELTHREL2Z I HBREOBRRBI VG £k
EOEEICETAERE S ETHSE, D
HEERIE, FOMROPTHERETHS LRAESH
T IBRAT AN T A RERE OFREDNT 7 &

AR oA R S B R e B
sl T ARy RO BER S hzithidk b
VB THD

Research Ethics Committees

HMEREEAS

23

The research protocel must be submitted for
consideration, comment, guidance and approval fo a
research ethics committee before the study begins. This

committee must be transparent in its functioning, must
be independent of the researcher, the sponsor and any

other undue influence and must be duly qualified. It
must take into consideration the laws and regulations of
the country or countries in which the research is to be
performed as well as applicable international norms and
standards but these must not be allowed to reduce or
eliminate any of the protections for research subjects set
forth in this Declaration.

BEEEEER. B3 BR. BEBIUERREES
fz¥, HRMMGRNCRRBEE SR Ehiy
Iz bevy, ZORERIX, ZOBEBIRNTS
BAENRB Y, HEE, ARV P—BILUFOMobH
LW AR ENLMIE L bOT, EEER
RBEPAL ORISR R, URERS

i3, BAShSERMARSEE I CEERL L XD,

WEREINIEL DERLAFNZEEL2ITNH
bR, FRbiLoTIOEEHRTIHE
WREITHTIRELT/DHEY, HETLZ LI
Ehizv, ZOERSR. EITHFOMELERT S
HREFETHRETHD,

The committee must have the right to monitor ongoing
studies. The researcher must provide monitoring
information to the committee, especially information
about any serious adverse events. No change to the
protocol may be made without consideration and approval
by the committee. At the end of the study, the
investigators must submit a final report to the
committee containing a summary of the studv’s
findings and conclusions.

WMRFIZEELITH LT, ERFER. LICEER
FEESIETAFRERM LTl b,
EELOFBRLEAREBTIHEERZEET AL
RTERY, HERTRIE, IEEIHARS L&
ROBEF SRR L R— F2EELITHEH LA
dhidia b e,

Old paragraph 15.
I8 1578,

Adds the issue of transparency of REC’s.
B mEE B & (REC) DB A D RRRE B0,

The issue of qualification of the REC and its members is
now  addressed, recommended by  several
commentators.

REC L ZFD A A "—DEORBERRERYEAEN
TED, oA vF—=F-itho TSN EN
77s

Clarifies what should occur at the end of the study.
ERHSORBROEIELE,
MERTRICAE LD Z & 2%,

Privacy and Confidentiality
T AR — LR




24

Every precaution must be taken to protect the privacy of
research subjects and the confidentiality of their personal
information and to minimize the impact of the study on
their physical, mental and social integrity.

HEEBREDT T4 A —BLUEAFHOMES:
A0, RLUNCERF O, BB LT
HENTEER I T 2WECHEEELE/MNRIC L
EHBIEDIC, HbwAFHEEZRLLR2TNIERL
24N

Qld paragraph 23. No changes.

iH237H, EERL,

Informed Consent
AV7F—bFarezrh

25

Participation by competent individuals as subjects in
medical research must be voluntary. Although it may be
appropriate to consult family members or community
leaders, no competent individual may be enrolled in a
research study unless he or she freely agrees.

HIMREH D HBBEANTL B, EFFE~DHERE L
LTo&imi. BREHLRLOTRITERG RN,
ERF gL ) —F 2T 2 L BE
25 bH2H, HFREIOLBAZ, FAD
ERAREFERLIE, BA~BHFLTIERLRY,

Old paragraph 22. No changes.

IH 2278, EERL,

26

In medical research involving competent human subjects,
each potential subject must be adequately informed of the
aims, methods, sources of funding, any possible confiicts
of interest, institutional affiliations of the researcher, the
anticipated benefits and potential risks of the study and
the discomfort it may entail,_post-trial access and any
other relevant aspects of the study. The potential subject
must be informed of the right to refuse to participate in the
study or to withdraw consent to participate at any time
without reprisal. Special attention should be given to the
specific information needs of individual potential subjects
as well as to the methods used to deliver the information.
After ensuring that the potential subject has understood
the information, the physician or another appropriately
qualified individual must then seek the potential subject’s
freely-given informed consent, preferably in writing. If
the consent cannot be expressed in writing, the
non-written consent must be formally documented and
witnessed.

HIRTRE A1 D H B AR ZRR L T A EEHREITE

T, TNFhOHEBREERIT, B, Fik B&F,
IV 5 HFIAAE, TFEE OERR L 0y |
MECL > THRFESNAFIFLEIV 3BV RT,
2 B TNTHFERICEW D 2 RRRE, HRgE0T Y
A, FOMFRICET BT TCOMEIT VT,
‘oA SRR ThER bR, HREREIT.,
WO THLARFIBREZITZ L2 LIS, FIRSEiE
FTH», EEESNORBERETIHEROH S
ZEERHMLEINRTNIER SR, HBREEEIS
DL RERESLBL LTWANE EDOFRD
BEFECOVWTHLIFNARELAETH D,

Old paragraph 24. -
B 24 15,

8



BRANEOBHREEM LI LEHIBLED X

T, B ELRbOBENRFERSE L. BHRERR
OEBRERICLEM T —AF -3y RE,
BE LIRIXETRDRTRERLARY, RERE
HTRAINZWES, FOXEIC L BRVRER,
ERXRARCFIEGIN, EAR I TERAEh DR
ETHH,

27

When seeking informed consent for participation in a
research study the physician should be particularly
cautious if the potential subject is in a dependent
relationship with the physician or may consent under
duress. In such situations the informed consent should be
sought by an appropriately qualified individual who is
completely independent of this relationship.

MEBM~DA L 7F+—L R 2y b E2XDD
BE, B, HREERENEMICEE LEBRIC
HIEIPE, ERHBHOTIZRETAIRBERED
EMEMNCONT, HFIICERTRETHB, IO
L5 RRAETTIR. A 74— b F-artr M,
0L 5 RER L IS Lis, BWAhREER
FirlkoTRDLABRETH 3,

Old paragraph 26. No changes.

IH 26, {EIEA L.

28

For a potential research subject who is incompetent, the
physician must seek informed consent from the legally
authorized representative. These individuals must not be
included in a research study that has no likelihood of
benefit for them unless it is intended to promote the health
of the population represented by the potential subject, the
research cannot instead be performed with competent
persons, and the research entails only minimal risk and
minimal burden.
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Old paragraph 27. No changes.
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29

When a potential research subject who is deemed

“incompetent is able to give assent to decisions about

participation in research, the physician must seek that
assent in addition to the consent of the legally authorized
representative. The potential subject’s dissent should be
respected.
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Old paragraph 28. No changes.
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Research involving subjects who are physically or
mentally incapable of giving consent, for example,
unconscious patients, may be done only if the physical or
mental condition that prevents giving informed consent is
a necessary characteristic of the research population. In
such circumstances the physician should seek informed
consent from the legally authorized representative. If no
such representative is available and if the research cannot
be delayed, the study may proceed without informed
consent provided that the specific reasons for involving
subjects with a condition that renders them unable to give
informed consent have been stated in the research
protocol and the study has been approved by a research
ethics committee. Consent to remain in the research
should be obtained as soon as possible from the subject or
a legally authorized representative.
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Old paragraph 29. No changes.
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31

The physician must fully inform the patient which aspects
of the care are related to the research. The refusal of a
patient to participate in a study or the patient’s decision to
withdraw from the study must never interfere with the
patient-physician relationship.

EEfiZ, BEOEDERLSVFECEEL THE0n%
BEISCERA LT hiEn 6y, BEOFE
M B IET £ 231 b OBEEOBRER,
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Old paragraph 34, No changes.
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32

For medical research using identifiably linked human
material or data, such as research on_material or data
contained in biobanks or similar repositories,
physicians must normally seek consent for the_its
analysis, storage and/or reuse. There may be exceptional
situations where consent would be impossible or
impracticable to obtain for such research erwould posea
threat-to-the-validiby ofthe-research. In such situations the

research may be done only after consideration and
approval of a research ethics committee.
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Old paragraph 25.
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Use of Placebo
TR OEH

33

The benefits, risks, burdens and effectiveness of a new

i intervention must be tested against those of the best

eurrent-proven intervention(s), except in the following
circumstances:

FLWERMERORIZE, VA7, AERBIUER
PR, BEERE LR SN TWAIRITS & s
Ban2irhiEsblen, EEL, UTOHREIZ
TP EROERERERRNEDENS,

The use of placebo or no treatment intervention is
acceptable in studies where no proven intervention exists;
or

IRIEREAA SN e s B A E AR S FE L R WA
ROBE, EH,

Where for compelling and scientifically sound
methodological reasons the use of anv_intervention less

effective than the best proven one, placebo_or no
treatment is necessary to determine the efficacy or safety

of an intervention

P Al BRI R FERAERIZL Y,
BEELEEISAELO LD HEHEITE D IERITE.
FIERER, HIViELe ERNERFTDRN
1THMR, FOEENHEBOFES S WVITESEE
WRETHDITHETHY,

and the patients who receive amy intervention less

effective than the best proven one, placebo or no
treatment will not be subject to-any-additional risks of

serious or irreversible harm as a result of not receiving
the best proven intervention.
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ELZAHEBEIMTbRRVWAER, EELEHILE
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Extreme care must be taken to avoid abuse of this option.
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Post-Trial Access

WEREOTZ7ER

34

In_advance of a clinical trial, sponsors, researchers
and _host country governments should make

provisions for post-trial access for all participants who
still need an intervention identified as beneficial in the

study. This_information should also be disclosed to

participants during the informed consent process. All
study participants should be informed about the

outcome of the study.
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Old paragraph 33.
B33,

Clarifies and strengthens post-trial access issue.
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Trial Registration and Publication of Results

HRERE L FEROAE

35

Every clinical trial must be registered in a publicly
accessible database before recruitment of the first subject.

TRTCDBRRERIL. ZNOERE 2 EET LRI,
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Thidie Beuy,

Old paragraph 19. No changes.
IR 1938, EERL,

36

Researchers, Aauthors, sponsors, editors and publishers
all have ethical obligations with regard to the publication
of the results of research. Authors have a duty to make
publicly available the results of their research on human
subjects and are accountable for the completeness and
accuracy of their reports. They should adhere to accepted
guidelines for ethical reporting. Negative and
inconclusive as well as positive results should be
published or otherwise made publicly available. Sources
of funding, institutional affiliations and conflicts of
interest should be declared in the publication, Reports of
research not in accordance with the principles of this
Declaration should not be accepted for publication,

Old paragraph 30.
IH 3018,

Adds researchers and sponsors to those who have ethical
obligations.
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Unproven Interventions

RFFED EFRITA

37

In the treatment of an_individual patient, where proven
interventions do not exist or have been ineffective, the
physician, after seeking expert advice, with informed
consent from the patient or a legally authorized
representative, may use an unproven intervention if in the
physician's judgement it offers hope of saving life,
re-establishing health or alleviating suffering. Where
possible-tThis intervention should subsequently be made
the object of research, designed to evaluate its safety and
efficacy. In all cases, new information should be recorded
and, where appropriate, made publicly available.
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Qld paragraph 35.
1B 3518,

Intended to clarify the intent of this paragraph.
Strengthens requirement to make the intervention the
object of subsequent research.
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THE WORLD MEDICAL ASSOCIATION, INC.

DECLARATION OF HELSINKI
Ethical Principles for Medical Research Involving Human Subjects

Adopted by the 18th WMA General Assembly, Helsinki, Finland, June 1964, and amended by the:

29th WMA General Assembly, Tokyo, Japan, October 1975

35th WMA General Assembly, Venice, Italy, October 1983

41st WMA General Assembly, Hong Kong, September 1989

48th WMA General Assembly, Somerset West, Republic of South Africa, October 1996
52nd WMA General Assembly, Edinburgh, Scotland, October 2000
53th WMA General Assembly, Washington, United States, October 2002

(Note of Clarification on paragraph 29 added) '

55th WMA General Assembly, Tokyo, Japan, October 2004
(Note of Clarification on Paragraph 30 added)

WMA General Assembly, Seoul, Korea, October 2008

INTRODUCTION

The World Medical Association (WMA) has developed the Declaration of Helsinki as a
statement of ethical principles for medical research involving human subjects, including
research on identifiable human material and data.

The Declaration is intended to be read as a whole and each of its constituent paragraphs
should not be applied without consideration of all other relevant paragraphs.

i :
Although the Declaration is addressed primarily to physicians, the WMA encourages
other participants in medical research involving human subjects to adopt these
principles.

It is the duty of the physician to promote and safeguard the health of patients, including
those who are involved in medical research. The physician's knowledge and conscience
are dedicated to the fulfilment of this duty.

The Declaration of Geneva of the WMA binds the physician with the words, “The
health of my patient will be my first consideration,” and the International Code of
Medical Ethics declares that, “A physician shall act in the patient's best interest when
providing medical care.”

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

In medical research involving human subjects, the well-being of the individual research
subject must take precedence over all other interests.

The primary purpose of medical research involving human subjects is to understand the
causes, development and effects of diseases and improve preventive, diagnostic and
therapeutic interventions (methods, procedures and treatments). Even the best current
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15.

interventions must be evaluated continually through research for their safety,
effectiveness, efficiency, accessibility and quality.

In medical practice and in medical research, most interventions involve risks and
burdens.

Medical research is subject to ethical standards that promote respect for all human
subjects and protect their health and rights. Some research populations are particularly
vulnerable and need special protection. These include those who cannot give or refuse

consent for themselves and those who may be vulnerable to coercion or undue influence,

‘Physicians should consider the ethical, legal and regulatory norms and standards for

research involving human subjects in their own countries as well as applicable
international norms and standards. No national or international ethical, legal or
regulatory requirement should reduce or eliminate any of the protections for research
subjects set forth in this Declaration.

PRINCIPLES FOR ALL MEDICAL RESEARCH

It is the duty of physicians who participate in medical research to protect the life, health,
dignity, integrity, right to self-determination, privacy, and confidentiality of personal
information of research subjects.

Medical research involving human subjects must conform to generally accepted
scientific principles, be based on a thorough knowledge of the scientific literature, other
relevant sources of information, and adequate laboratory and, as appropriate, animal
experimentation. The welfare of animals used for research must be respected.

Appropriate caution must be exercised in the conduct of medical research that may
harm the environment.

The design and performance of each research study involving human subjects must be
clearly described in a research protocol. The protocel should contain a statement of the
ethical considerations involved and should indicate how the principles in this
Declaration have been addressed. The protocol should include information regarding
funding, sponsors, institutional affiliations, other potential conflicts of interest,
incentives for subjects and provisions for treating and/or compensating subjects who are
harmed as a consequence of participation in the research study. The protocol should
describe arrangements for post-study access by study subjects to interventions identified
as beneficial in the study or access to other appropriate care or benefits.

The research protocol must be submitted for consideration, comment, guidance and
approval to a research ethics committee before the study begins. This committee must
be independent of the researcher, the sponsor and any other undue influence. It must
take into consideration the laws and regulations of the country or countries in which the
research is to be performed as well as applicable international norms and standards but
these must not be allowed to reduce or eliminate any of the protections for research
subjects set forth in this Declaration. The committee must have the right to monitor
ongoing studies. The researcher must provide monitoring information to the committee,
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especially information about any serious adverse events. No change to the protocol may
be made without consideration and approval by the committee.

Medical research involving human subjects must be conducted only by individuals with
the appropriate scientific training and qualifications. Research on patients or healthy
volunteers requires the supervision of a competent and appropriately qualified physician
or other health care professional. The responsibility for the protection of research
subjects must always rest with the physician or other health care professional and never
the research subjects, even though they have given consent.

Medical research involving a disadvantaged or vulnerable population or community is
only justified if the research is responsive to the health needs and priorities of this
population or community and if there is a reasonable likelihood that this population or
community stands to benefit from the results of the research.

Every medical research study involving human subjects must be preceded by careful
assessment of predictable risks and burdens to the individuals and communities
involved in the research in comparison with foreseeable benefits to them and to other
individuals or communities affected by the condition under investigation.

Every clinical trial must be registered in a publicly accessible database before
recruitment of the first subject.

Physicians may not participate in a research study involving human subjects unless they
are confident that the risks involved have been adequately assessed and can be
satisfactorily managed. Physicians must immediately stop a study when the risks are
found to outweigh the potential benefits or when there is conclusive proof of positive
and beneficial results.

Medical research involving human subjects may only be conducted if the importance of
the objective outweighs the inherent risks and burdens to the research subjects.

Participation by competent individuals as subjects in medical research must be
voluntary. Although it may be appropriate to consult family members or community
leaders, no competent individual may be enrolled in a research study unless he or she
freely agrees.

Every precaution must be taken to protect the privacy of research subjects and the

confidentiality of their personal information and to minimize the impact of the study on
their physical, mental and social integrity.

In medical research involving competent human subjects, each potential subject must be
adequately informed of the aims, methods, sources of funding, any possible conflicts of
interest, institutional affiliations of the researcher, the anticipated benefits and potential
risks of the study and the discomfort it may entail, and any other relevant aspects of the
study. The potential subject must be informed of the right to refuse to participate in the
study or to withdraw consent to participate at any time without reprisal. Special
attention should be given to the specific information needs of individual potential
subjects as well as to the methods used to deliver the information. After ensuring that
the potential subject has understood the information, the physician or another
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appropriately qualified individual must then seek the potential subject’s freely-given
informed consent, preferably in writing. If the consent cannot be expressed in writing,
the non-written consent must be formally documented and witnessed.

For medical research using identifiable human material or data, physicians must
normally seek consent for the collection, analysis, storage and/or reuse. There may be
situations where consent would be impossible or impractical to obtain for such research
or would pose a threat to the validity of the research. In such situations the research may
be done only after consideration and approval of a research ethics committee.

When seeking informed consent for participation in a research study the physician
should be particularly cautious if the potential subject is in a dependent relationship
with the physician or may consent under duress. In such situations the informed consent
should be sought by an appropriately qualified individual who is completely
independent of this relationship.

For a potential research subject who is incompetent, the physician must seek informed
consent from the legally authorized representative. These individuals must not be
included in a research study that has no likelihood of benefit for them unless it is
intended to promote the health of the population represented by the potential subject,
the research cannot instead be performed with competent persons, and the research
entails only minimal risk and minimal burden.

When a potential research subject who is deemed incompetent is able to give assent to
decisions about participation in research, the physician must seek that assent in addition
to the consent of the legally authorized representative. The potential subject’s dissent
should be respected.

Research involving subjects who are physically or mentally incapable of giving consent,

for example, unconscious patients, may be done only if the physical or mental condition
that prevents giving informed consent is a necessary characteristic of the research
population. In such circumstances the physician should seek informed consent from the
legally authorized representative. If no such representative is available and if the
research cannot be delayed, the study may proceed without informed consent provided
that the specific reasons for involving subjects with a condition that renders them
unable to give informed consent have been stated in the research protocol and the study
has been approved by a research ethics committee. Consent to remain in the research
should be obtained as soon as possible from the subject or a legally authorized
representative. '

Authors, editors and publishers all have’ ethical obligations with regard to the
publication of the results of research. Authors have a duty to make publicly available
the results of their research on human subjects and are accountable for the completeness
and accuracy of their reports. They should adhere to accepted guidelines for ethical
reporting. Negative and inconclusive as well as positive results should be published or
otherwise made publicly available. Sources of funding, institutional affiliations and
conflicts of interest should be declared in the publication. Reports of research not in
accordance with the principles of this Declaration should not be accepted for
publication.

25



DoH/Oct2008

31.

32.

33.

34.

35.

ADDITIONAL PRINCIPLES FOR MEDICAL RESEARCH COMBINED WITH

MEDICAL CARE

The physician may combine medical research with medical care only to the extent that
the research is justified by its potential preventive, diagnostic or therapeutic value and if
the physician has good reason to believe that participation in the research study will not
adversely affect the health of the patients who serve as research subjects.

The benefits, risks, burdens and effectiveness of a new intervention must be tested

against those of the best current proven intervention, except in the following

circumstances:

e The use of placebo, or no treatment, is acceptable in studies where no current
proven intervention exists; or

o Where for compelling and scientifically sound methodological reasons the use of
placebo is necessary to determine the efficacy or safety of an intervention and the
patients who receive placebo or no treatment will not be subject to any risk of
serious or irreversible harm. Extreme care must be taken to avoid abuse of this
option. ‘

At the conclusion of the study, patients entered into the study are entitled to be
informed about the outcome of the study and to share any benefits that result from it, for
example, access to interventions identified as beneficial in the study or to other
appropriate care or benefits.

The physician must fully inform the patient which aspects of the care are related to the
research. The refusal of a patient to participate in a study or the patient’s decision to
withdraw from the study must never interfere with the patient-physician relationship.

In the treatment of a patient, where proven interventions do not exist or have been
ineffective, the physician, after secking expert advice, with informed consent from the
patient or a legally authorized representative, may use an unproven intervention if in the
physician's judgement it offers hope of saving life, re-establishing health or alleviating
suffering. Where possible, this intervention should be made the object of research,
designed to evaluate its safety and efficacy. In all cases, new information should be
recorded and, where appropriate, made publicly available.
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