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2000 Ethical Guidance

« What was ethically controversial back then?

> Type and level of care and treatment for participants in
vaccine trials who become HIV infected during the trial

> Series of UNAIDS/WHO consultations revealed sharp
disagreements

> Views ranged from
* “No obligation on part of sponsors and researchers to

provide anything other than what was available outside
the trial”...... to

» “Participants should receive what their cougt%
an industrialized country would receive” |«
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Resulting compromise

« The compromise reached on care and
treatment was unsatisfactory since it gave no
clear guidance

» Guidance Point 16: Care and treatment

> Care and treatment for HIV/AIDS...should be provided to
participants..., with the ideal being to provide the best
proven therapy, and the minimum to provide the highest
level of care attainable in the host country in light of
[circumstances specified].
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2000 Ethical Guidance

 What was not controversial back then?

> RiIsk reduction (now termed “standard of
orevention”)

« Counseling and condoms were the only methods

» Clean needles for IDUs were not made available in
VaxGen vaccine trial in Bangkok and US

» Earlier debates about whether researchers have a
conflict of interest when the do risk-reduction

counseling had subsided.
=4
pg EINSTEIN

Albert Einstein College of Medicine

IIIIIIIIIIIIIIIIIII

Science at the heart of medicine | 4



2007 Revision of Ethical Considerations

* Need arose to revise earlier 2000 guidance document

> Broadened scope of ethical guidance from vaccines only
to other biomedical HIV prevention trials

> Changed circumstances regarding availability of care and
treatment in many developing countries

> Evolution of thinking about what is owed to participants
who acquire HIV infection while enrolled in a prevention

trial
> Many different strategies for HIV prevention have been
Introduced
« Male circumcision recommended :—E EINSTEIN
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What's new?

Standard of prevention (GP 13) replaces Risk-reduction
Interventions (old GP 14) by providing counseling and

access to all state of the art HIV risk reduction methods
Researchers, research staff, and trial sponsors should ensure,
as an integral component of the research protocol, that
appropriate counseling and access to all state of the art HIV
risk reduction methods are provided to participants throughout
the duration of the biomedical HIV prevention trial. New HIV-
risk-reduction methods should be added, based on
consultation among all research stakeholders including the
community, as they are scientifically validated or as they are

approved by relevant authorities.
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Early draft of this guidance point

» Still entitled “Risk reduction interventions”

> Researchers, research staff and trial sponsors should
ensure that appropriate risk-reduction counselling and
access to proven HIV prevention methods are provided to
all biomedical HIV prevention trial participants throughout
the duration of the trial as an integral component of the
research protocol, with new methods being added as they
are discovered and validated.

« Debates occurred over ‘proven’ and ‘validated’
 Final version strengthened the point by adding “all

state of the art HIV risk reduction methow
£
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Challenge by researchers

- “Do you really mean all state of the art prevention
methods?

> Does that include male circumcision?

> Would it include a partially effective vaccine or
microbicide when such methods become available?”

« “If so, it would make it impossible—or at least,
unfeasible—to design future vaccine or microbicide
trials and obtain a result”

* How to respond to this challenge, from a scientific and

methodological point of view?
bg EINSTEIN
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GP 13 commentary

« The commentary under the guidance point adds
a procedural element to the substantive ethical
standard stated in the guidance point

> Negotiations [among all research stakeholders,
iIncluding the community] should take into
consideration feasibility, expected impact, and the
ability to isolate the efficacy of the biomedical HIV
modality being tested, as other prevention activities
Improve.
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Substantive vs. procedural

requirements

» Substantive ethical requirements
> Those embodied in fundamental principles of bioethics
« Respect for persons, beneficence, and justice
» These constitute ethical standards, and should be

applied universally

— Requirement to obtain informed consent individually
from each adult participant

— Need to disclose complete information about the
research maneuvers to be performed and the expected

risks of those interventions
L
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Procedural elements

« GP 13 includes a procedural ethical aspect in

the statement of the guidance point itself:

> New HIV-risk-reduction methods should be added, based
on consultation among all research stakeholders
Including the community, as they are scientifically
validated or as they are approved by relevant authorities.”
« What criteria determine when a method is scientifically
validated?

« What if a preventive method is approved by regulatory
authorities in one country but not in the country where

a new trial is being conducted? :—E EINSTEIN
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Setting a new “standard”

* The concept of a “standard” (as In “standard of
care”) Is ambiguous
> |t can mean

* (a@): what is routinely done as in “standard practice”
> Or it can mean

 (b): what ought to be done: “a standard that should be
attained”

* Intended meaning in new UNAIDS/WHO guidance
document is b): a standard that ought to be attained in

HIV biomedical prevention research
=¢
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Unanswered questions

» Assuming the UNAIDS/WHOQO guideline for
standard of prevention is accepted In

practice
> What should happen if the “state of the art”
prevention package will not be readily

available or sustainable in the community
following completion of a vaccine trial?
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Unanswered questions

« The UNAIDS/WHO guidance calls for
consultations with the community before,
during and after initiation of a trial. What
should be done If the community
determines that it would be unfair to

provide preventive methods to the trial

participants if those methods are not also
provided to family members? . TR
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What is the rationale for including family
planning, pregnancy and childbirth services in

the risk-reduction package?

In discussions during the drafting of the document, one
participant wrote:

Of the thousands of volunteers enrolled in preventive
HIV vaccine studies, a few women have become
pregnant during studies. Some of the women carried
the babies to term, some had miscarriages, and some
elected to have therapeutic abortions. Should family
planning, pregnancy and childbirth

services be included?



New GP 15 on Control Groups strengthens
old GP 11 on Control Groups

“The use of a placebo control arm is ethically
acceptable in a biomedical HIV prevention trial only
when there is no HIV prevention modality of the type
being studied that has been shown to be effective in
comparable populations”

This requires interpretation on a case by case basis
How to interpret ‘the type being studied’?

What are criteria for comparability among
populations?
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Raises a “burden of proof’ question
How to define “prevention modality of the type being
studied”?
Any other microbicide?

How to determine what populations are
“comparable™?

Should there be scientific evidence for comparability or
lack of comparability?

Some examples suggested in commentary for when
placebo may be acceptable

May require negotiation among all stakeholders,
as in GP 13 on standard of prevention
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In the absence of an existing efficacious biomedical HIV
prevention modalities, such as HIV vaccine candidates,
microbicide candidates, pre-exposure prophylaxis or
other drugs, ethics committees should consider a
placebo control arm to be ethically acceptable in a
biomedical HIV prevention efficacy trial. However,
where it is ethically and scientifically acceptable,
consideration should be given to the use in the control
arm of a vaccine to prevent a relevant condition apart
from HIV.



The early version essentially repeated the 2000
guidance point on control groups

Critics had pointed out that the control arm would receive
benefit but if the experimental vaccine turned out not to be
efficacious, participants in the experimental arm would
receive no benefit.

The guidance point is strengthened by abandoning
reliance on ethics committees alone in making such
decisions

Also strengthened by deleting phrases such as
“consideration should be given....”



Will adhering to the guidance points make it
more difficult to interpret the results of trials?

Wil sponsors balk at providing a state-of-the-art
prevention package?

Negotiations among all stakeholders should
determine who or what group is responsible for what



All guidelines require interpretation

There must be some flexibility to allow for
changing or different circumstances

Procedural aspects of the 2007 UNAIDS/WHO
ethical guidance call for negotiations in ways
and among parties rarely before attempted

Although the “standard of prevention” sets the
bar high, it is not an impossible ideal or merely

“faspirational.”



