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Background and Concepts (1)

Ethical Theories o
*‘Deontological’ (obligation-based)

*Religions, humanism, philosohpical
Utilitarian (consequence-based)
*Other: individualism, communitarianism, ethics of care l

Ethical Principles and Rules

And, in spite of greatly differing *You shall not kill
starting points, there is lots of - speaking the truth
agreement on ‘ethical’ actions e don’t do harm

« and many more

Ethical behaviour / Actions
* Informed consent before research
» conflict of interest statements

* plagiarism
- efc
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Background and Concepts (2)

* Principle based ethics

— best known in research

— ‘easiest’ to apply (see further)

— but there are other approaches in ethics:
» Value ethics, ethics of care, ...

 The 3 (4) ethical principles related to research:
— Principle of autonomy / ‘respect for persons’
— Non-malfeasance (‘at least, do no harm’)
— Beneficence (‘do good’)
— Justice (‘distributive justice’ ... )
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Background and Concepts (2a)

From principle to practice:

1. autonomy / ‘respect for persons’
 Informed consent process

2. Non-malfeasance (‘at least, do no harm’)

* Animal evidence before human trials
» technical competence of researchers
 Taking care of trial induced complications

3. Beneficence (‘do good’)
 Research in poor countries: provide capacity building

4. Justice (‘distributive justice’ ... )
e Fair distribution of risks and benefits

Can merge 2 and 3: ‘on balance: need to do more good than harm’



Background and Concepts (3)

* Principles: which is ‘'most important 7’

— not all are equal
* in ‘West’: autonomy is very dominant
* may change over time
* impact of lobby, activism, community involvement ...

— need to balance:
e don'’t do this alone
 ethics review committees
* ethics expertise on trials (DSMBs)
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Background and Concepts (4)

e Ethical dilemma ...

Solution 1: €mrmmnmmnmm e Solution 2:
* Abortion is not allowed * Abortion is permissible

(Ethical) Problem

e.g. abortion
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Background and Concepts (4a)

e Ethical dilemma ...

Solution 1: Crmrrrnnnnnnsnnnand Solution 2:
* Cohort sites with low * ‘Best known intervention’ =
HIV intervention effectively reducing HIV

incidence

\/

(Ethical) Problem

e.g. urgency of vaccine availability
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Background and Concepts (5)

» ‘Equipoise’

— to expose participants to a trial, researchers
have to have a genuine uncertainty about the
efficacy of the treatments being compared

— but:

* based on what evidence ?
e can we ever really be uncertain ?
« what about the use of placebo ?
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Historical notes (1)

* Not much happened in bioethics until World War |l

— experiments on prisoners,
* many fatal or disabling
« all without freedom to refuse

— Ended in war crimes tribunal in Nuremberg
 Nuremberg Code (1948)

* Not surprisingly: focused on autonomy of research participants,
voluntariness of participation, and animal evidence before
human trials

— Still not much happened ... as this was a military
document
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Historical notes (2)

Nuremberg Code

* Declaration of Helsinki (1964):

— World Medical Association
— civil follow-up of Nuremberg

— focused on many more issues

« consent, highest possible care during research, welfare of
patient is first priority, post research benefits, etc

— Now in version 5 (2000) with amendments to
paragraph 29 (2002) and 30 (2004)

— Written for doctors ... but used by all (until now ?)
— Protection against abuse still major driver
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Historical notes (3)

*  Nuremberg Code
» Declaration of Helsinki (1964):

The New England
Journal of Medicine

Copyright, 19066 by the Massshusens Medical Sociey

Volume 274 JUNE 16, 1966 Number 24

Reprined from pages | 334-} 360,
SPECIAL ARTICLE
ETHICS AND CLINICAL RESEARCH*
Hemry K. Beecner, M.D.¢

BOSTON

UMAN experimentation since World War 11 has Experimentation in man takes place in several
created some dificult problems with the in-  areas: in selfexperimentation; in putient volunteers
creasing employment of patients as experimental  and normal suljects; in therapy, and in the different

subjects when it must be apparent that they would  areas of experimentition on g patient net forhis lrene-
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Historical notes (3a)

Nuremberg Code
Declaration of Helsinki (1964):
Beecher 1966

 Examples (22) of unethical studies:

— Withholding of effective treatment:
» Penicillin G against placebo for Rheumatic Fever in 109 men in the military

— Improving understanding of disease:

* injecting ‘infectious hepatitis’ in children in an institution of mentally defective
children ... to study the period of infectivity

« Transplanting melanoma cells from daughter to mother

* Injecting live cancer cells ... to study immunity ... without telling the patient;
permission from hospital director

 Reinforced the need for ethics to protect participants against risks of
research
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Historical notes (5)

Nuremberg Code

Declaration of Helsinki (1964):
Beecher 1966

Tuskegee

 In rapid succession (and all based on abuse prevention):
— 1974 Belmont report

* (‘respect for persons’ replaces ‘principle of autonomy’) IRBs
— 1982 CIOMS
— 1991 CIOMS Epi AIDS activism: benefits of research

— and revisions ...

— 2005 UNESCO (Universal Declaration on Bioethics and Human
Rights )

2006 : Global control: clinical trial registration
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Problems and Tensions (1)
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Problems and Tensions (3)

* Trials increase massively in number

— more drugs ... more ftrials
— more regulatory demand for trial evidence

— therapeutic margins of improvement lower —
bigger samples, more time, less chance of
success ...

* multi-centre trials
 debate about ‘ethics vs science’

Council on Health Research for Development
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Estimated Number of Drugs Being
Developed Worldwide

70007 -1 6,800
6000 —

5000+

AN

4000+

AN
I

3000+

AN
I

20001

AN
I

1000+

1993 '94 '95 '96 '97 '98

Sources: FDA Biomonitoring Research database; Parexel’s Pharmaceutical R&D Statistical
Sourcebook 1999; Aculaunch; Washington Post Research°uncil on Health Research for Development



Slide from Melody Lin, DHHS, USA, 2002

Average Number of Clinical Trials
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Problems and Tensions (3)

* Trials increase massively in number

* The increase is also — even especially — in
developing countries

—e.g. EDCTP

Council on Health Research for Development
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European and Developing Countries Clinical Trials Partnership
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Slide from Melody Lin, DHHS, USA, 2002
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Slide from Melody Lin, DHHS, USA, 2002

Overseas Spending by U.S.
Pharmaceutical Companies
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AIDS Vaccine Trials and Sites
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Source: Adapted from Global Forum for Health Research, Geneva 2006
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Problems and Tensions (4)

* Health research in developing countries puts
major ethical challenges:

— Very low ethics review capacity : so who reviews and
decides ?

— Issues of data ownership

— Issues of technology transfer

— Issues of (un) equal research partnerships

— Intellectual Property Rights — no way to enforce

Council on Health Research for Development



Problems and Tensions (4a)

* Health research in developing countries puts
major ethical challenges:

— Low income:
* No ‘referral’ system to send patients to
« No ability to purchase care

— Lack of legal infrastructure:
* No ability to obtain legal recourse

— Lack of understanding of the research enterprise:
« Difficulties in obtaining informed consent

— Lack of democratic culture:
» Nature of ‘voluntariness’ (generally or gender-specific)

Council on Health Research for Development
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Some solutions (1)

Build capacity for ethics review:

NIH is lead agent : since 1999

Wellcome Trust, MRC UK, other follow ... but less
Intensive

— EU is only very recently joining

— Global Forum on Bioethics in Research (GFBR)

 Forum 8: Vilnius, Lithuania, 27-29 June 2007: fostering
the research ethics infrastructure in the developing
world / transition societies; and ethical aspects of
mental health research

Council on Health Research for Development
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Some solutions (2)
* International Conference on Harmonisation

— Attempt to reduce need for multiple review of same
protocols across countries

— Driven by industry, and by industrial nations (EU,
Japan, USA)
— Good principle, but ...

« Asks countries to give up autonomous decision making just at
ethics review capacity is being built

* And, does not address IP / technology transfer *

Council on Health Research for Development
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Some solutions (3)

* Revise the Helsinki declaration (and others)
— or ... Ignore it

« Paragraph 29: trials need to test against best
currently known treatment

— What about vaccine trials ?

J

« Paragraph 30: post-trial access to ‘best proven
treatment
— But whose responsibility ?
— And ... only to participant, or wider ?

Council on Health Research for Development



29. The benefits, risks, burdens and effectiveness of a new method should be tested againstthose
of the best current prophylactic, diagnostic, and therapeutic methods. This does not exclude the
use of placebo, or no treattment, in studies where no proven prophylactic, diagnostic or
therapeutic method exists. See footnote

30. Atthe conclusion of the study, every patient entered into the study should he assured of access

to the best proven prophylactic, diagnostic and therapeutic methods identified by the study. See
footnote

Note: Note of clarffication on paragraph 29 of the WMA Declaration of Helsinki

The WA hereby reaffirms its position that extreme care must be taken in making use of a placebo-cantrolled
trial and that in general this methodology should anly be used in the absence of existing proven therapy.
However, a placebo-controlled trial may be ethically acceptahle, even if proven therapy is availahble, under the
following circumstances:

-WWhere for compelling and scientifically sound methodological reasons its use is necessany to determine
the efficacy ar safety of a prophylactic, diagnostic artherapeutic methaod: ar

-Where a prophylactic, diagnostic ar therapeutic method is heing investigated for a minor condition and the
patients who receive placebo will not be subject to any additional risk of serious ar irreversible harm.

All ather provisions of the Declaration of Helsinki must be adhered to, especially the need for appropriate
ethical and scientific rewiew.

Fade backto paragraph 24,

Mote: Note of clarfication on paragraph 30 of the WMA Declaration of Helsinki

The WA hereby reaffirms its position that it is necessary during the study planning process to identify
post-trial access by study padicipants to prophylactic, diagnostic and therapeutic procedures identified as
bieneficial in the study ar access to other appropriate care. Pasttrial access arrangements ar other care must

bie described in the study protocol so the ethical review committee may consider such arrangements during its
FEN ey,



Some solutions (4)

* New attempt ... to bring ‘reason’ into the
conduct of trials:

 WHO consultation on ‘governance’ of
research, in addition to science and ethics

— Already in use in MRC UK

— Bring in ‘best research governance’ in addition
to ethical 'yes’ or ‘'no’ or ‘morally praiseworthy’
* Problem is: who will take the extra effort ?

Council on Health Research for Development



Degree of responsibilities for care and treatment
provision in the context of vaccine trials

Eligibility for care and 0] iteli) NN Best Research “Morally
treatment current ethical Governance Praiseworthy”
review process

Trial participants: care and  Obligation set by Obligation Obligation
treatment for target disease existing accepted by all recognized
guidelines stakeholders

Trial participants: care and No obligation Must be May be
treatment for linked diseases stipulated considered considered

Trial participants: care and No obligation Must be May be
treatment of other severe stipulated considered considered
diseases

Non-trial participants: care No obligation Must be May be
and treatment for target stipulated considered considered
disease

Non-trial participants: care No obligation Must be May be
and treatment for other stipulated considered considered
severe adverse events




Final Reflections (1)

Ethics ... to protect participants against abuse

|

Ethics ... to provide participants with fair benefits

Activism &

Human rights Negotiation
. g Research as part of
sot development
* ‘hard’

¢
Actual practice

Council on Health Research for Development
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Towards the case study

« Use CIOMS & Helsinki to phrase answers
— or others, if you want

* Try to steer away from ‘personal experience’

* But, ethics of research is (still) developing, so
there will be areas where there are no guidelines
... the true place to explore the application of
ethical principles and rules !

Council on Health Research for Development
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pasmes centeal b local and {nternational des
Dates bt HIN vaccine trials. These isswes

Include the physiological and psycho-social
risks of rial parkicipation, the preventative
interventions to be provided to participants,
access 0 treatment for participants whe
SErOConvert, access o an effective vaccine
after the trial, the role of placebo-controlled
trials, amd obtalindng informed consent,

I M THIS REVIEW WE DESCKINE THE ETHICAL

pantral for the possible impact of such
factors on trial outcomes.

Vaccine trials may be alien or unwel-
come concepts in communities from
which participants for trials are drawn, A
counter-view posits that, since other forms
of immunization and vacelnation are al-
ready so wides pread, HIV vaccine tials
may be perceived as extensions of familiar
health protective practices. Conmunity
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the theoretical basis, design or analysis is
fundamentally flawed, are likely to be
considered unethical. Such shudies waste
resources and may foster false expecta-
tons that have ne possibility of being met,
iy, Froa Eais pL*r':i].':-l:ﬁ:th'e,Ei.‘-m'] sClence 150
necessary component of sound ethics,”
Comparatively little is written about the
reciprocal way in which sound ethics are
a necesgary component of good sdence.
The ethical principles of autonomy,
beneficence and justice are inscribed in
research practices such as informed cons
sent and the protection of conbidentiality.
Thess inscriphons tend 1o be approached
as “add-ons’ to scientific procedures
rather than intrinsic to them; as addis
tional requirements necessitated by
increased sensitivity to human rights in
scientific and other spheres of life,
Evidence exists, however, thal proce-
dures in sclentific investigations associ-
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