Implications for Real Life
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“Why haven’t you bullt a tarred
road?....”




This Talk

e Context
 The questions
e Recommendations

* Provocative noting it's 4.00pm on
Friday



Context: The Research
Environment




The Researcher’s “TO DQ” list

Talk To:
* Policy makers

e Government

« Politicians

* Local leadership

« Community

 Media

« Advocates
 Donors and Sponsors




The Researcher’s “TO DQ” list

Make sure you have
understood the:

e Science

* Protocol

* Informed consent

e« Community norms

e Ethics requirements
 NRA requirements

e Sponsor reguirements



The Researcher’s “TO DQO” list

Make sure you take care of:

Participants wellbeing
Standard of Care (treatment)
Referral







The Researcher’s “TO DQO” list

Make sure you take care of:

« Participants wellbeing

« Standard of Care (treatment)
* Referral

« GCP

 Adherence

 Loss to follow up
 SAE reporting

 NRA and Ethics reporting
* Protocol amendments

o Staff

 Research team

o Community partnership

o« Community development

Budgets

Security

Facilities

Pharmacy

Conference calls (at night)
Network meetings
Conference presentation
Capacity building

Paper writing
Dissemination

Access to product/intervention
Sustainability




AND DON'T.......

BURN OUT




1.Researchers in HIV prevention
sites are carrying enormous
workloads and pressures that for
senior staff go beyond the basic
study requirements.




Context: The Prevention
Package
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Current prevention programmes in
RSA

Intervention HIV prevention for
individual

Male condom +++

(Female condom) +++

STI syndromic Rx +

including partner

notification

PMTCT for prevention of | +++
paediatric HIV

PMTCT for prevention of | ? Impact but not being
HIV in pregnant women | done




Current prevention programmes in
RSA

Intervention HIV prevention for
individual

VCT

Post exposure +++ Not promoted post

prophylaxis unprotected sex

(occupational and post

rape)

Risk reduction +

counselling

Schools programmes /? Longer term

impact
Mass media + small impact
Behaviour change ?

interventions: numerous




RSA'’s Prevention Policy versus
HIV Prevention Trials

Intervention

HIV prevention for
individual

HIV Prevention Trials

Male condom +++

Female condom +++ /

STI syndromic Rx ++ / no

(includes partner

notification)

PMTCT for prevention of | +++ by referral
paediatric HIV

PMTCT for prevention of | ? Impact but not being N/A

HIV in pregnant women

done

(ARV Rollout)

Referral as part of
clinical care




Current prevention programmes in

RSA

Intervention

HIV prevention for
individual

HIV Prevention Trials

VCT

Post exposure
prophylaxis
(occupational and post
rape)

+++ Not promoted for
unprotected sex

/ Occupational

exposure but not PEP
after sexual exposure

Risk reduction
counselling

+/

Schools programmes

/? Longer term
impact

Mass media

+ small impact

/ community radio

Behaviour change
interventions: numerous

?




2. There Is currently no evidence-based
National Prevention Policy in RSA to guide
HIV prevention trials’ packages. The policy Is
currently being developed against the
background of budget constraints in country.
National policies should be considered when
prevention trials develop prevention
packages.




Context: The UNAIDS/WHO Ethical
Considerations Document:
Standard of Prevention




Standard of Prevention says...

 Researchers should guarantee that all
communities engaged in biomedical HIV
prevention trials have state of the art
reproductive health care services




Some reality checks......

 Researchers should guarantee that all
communities engaged in biomedical HIV

prevention trials have
reproductive health care services




Some reality checks......

e Researchers should

engaged In biomedical
HIV prevention trials have state of the art
reproductive health care services




Some reality checks......

should guarantee that all
communities engaged in biomedical HIV
prevention trials have state of the art
reproductive health care services




3. The UNAIDS/WHO Ethical
Considerations Document should be
modified in country by local researchers,
Ethics Committees & NRAS, for national
applicability.

Future revision of the UNAIDS/WHO
document might benefit from more
iInvolvement by in-country researchers
and advocates.




Investigator’'s Perspective

* Challenges presented by multi-centre trials

 Implications of “the prevention package”
varying across settings, different trials in
the same country or different countries

 Implications of making a new prevention
tool (or requiring it) in a trial when it is not
yet available elsewhere in the country



Challenges presented by
multi-centre trials

« Political environment surrounding multi-centred
trials

e Supportive
 Neutral

e Hostile

* Regulatory environment and possible clashes
between countries: NRAs, Ethics

e Sponsors may not be sensitive to realities on the
ground




Challenges presented by
multi-centre trials

* Low level of control of the protocol
e Varies with trial type e.g. Phase |, Feasibility, Phase Il

e Constrained budgets

* To do the study
e To do ‘extras’

o Staff commitment to prevention package
» Dedicated to ‘study roles’ and fully occupied
» Conflict of obligation?
» Closure of sites with low incidence (investigators have ‘failed’)




4. Noting current realities of
prevention provision, constrained
budgets and overstretched staff, we
would be wise to limit the trial
prevention package to a reasonable
evidence-based core package which
we execute properly.




Implications of the prevention package
varying across settings, different trials in the
same country or different countries

e Equity for participants across sites

 If one sponsor pays for expanded prevention package
and another sponsor refuses, what impact will this have
on the participants, researchers & the community,
noting sites may be doing several trials?

* How would ethics committees and NRAs react |if
package differed across sites & trials?

« Some prevention packages, If optional, might alter the
science of trial e.g. If PrEP given in some sites but not
other sites for Tenofovir gel trial




Implications of the prevention package
varying across settings, different trials in the
same country or different countries

 BUT could have a core package that
allows sites to adapt to their own
environment and which is justified in the

protocol




5. An agreed core prevention package
across in-country sites and across multi-
centred trials would be more equitable for

participants, easier for ethics committees &
NRASs to approve and easier for
researchers to negotiate with sponsors.




Implications of making a new prevention tool
(or requiring Iit) in a trial when it is not yet
available elsewhere In the country

e Circumcision



A word about circumcision

No traditional circumcision

Traditional circumcision
performed in adolescents
or young men




Circumcision: Not quite like a
haircut....

“If circumcision is introduced without the agreement of
the local Chief, the practice will never take off”

Protests being staged outside the Orange Farm Rollout site




Implications of making a new prevention tool
(or requiring Iit) in a trial when it is not yet
available elsewhere In the country

* Unexpected impact on new technology
Introduction or on the trial

 Trial site might be only community source of
technology

* Possibly difficult to sustain after trial

« Unplanned study expenditure if introduced after
trial started

e Governments concern about researchers pre-
empting their policy role




Implications of making a new prevention tool
(or requiring Iit) in a trial when it is not yet
available elsewhere In the country

New biomedical technologies
— PrepP
— Acyclovir for Herpes suppression
— Pro2000

e Should not be introduced into trials until
registered by local NRA and supplies
guaranteed

— Review of science

— Risk-benefit in national context
— National introductory strategy
— Community awareness




6. Introductory strategies are required for effective
national introduction of new prevention
technologies to optimise impact and to avoid
negative responses.

Clinical trials assessing other prevention
technologies should consider national context,
Including registration status of products, before

adding new technology to its prevention package.

Some prevention technologies might
Interfere/interface with the trial prevention
technology.




/

Evidence-based

\

prevention package

N

/

Adapted to local sites’

context after consultation

Core package at sit

Male & Female condoms

STI treatment

=

(syndromic or lab based noting
limitations and resistance)

Risk reduction counselling &

.

alcohol/substance abuse

Local media

/

/ Referral:
PMTCT

Circumcision

~

(After stakeholder consultation &
mindful of national policy process)

ARV treatment for individuals

and partners

PEP for rape (for unsafe sex?

IDU Programmes)

|
/Defer until registration\

& being mindful of national
policy process:

HSV2 suppression

Microbicides

\ PrEP /




HIV Prevention Research

Individual Public health

De facto
De jure




Thank you









