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Why are we here



Role of National Regulatory Authority in
establisning the threshold of evidence for new
prevention tools

STANDARD OF CARE —Local
Guidédine of essential minimal care.

LEVEL OF EVIDENCE THAT IS
REQUIRED (MARKET
AUTHORIZATION)

SPECIAL ACCESS (SECTION 21)
ROLE OF PHARMACOVIGILANCE




First dono harm.....



Soecial attention to Sandards of
prevention in HIV Prevention trials

Counseling and use of condoms —No Debate

Benefit vs. risk ratio to be considered on other
prevention tools

One has to show superiority of the new
Intervention or treatment to cater for
confounding of the partially effective prevention
tool used in the trial.

If unethical to use placebo or no treatment , then
can design non-inferiority trial to show whether
your alternative is as good as what is the gold
standard available at the present time

Simple rule to apply for the Pl —will | do that to
myself or my family




Sandards of prevention in HIV
Prevention trials-Circumcision

Circumcision —Counseling but not to insist
I.e. exclude from trial if do not circumcise.

At this stage not sufficient evidence to
Introduce as a mandatory intervention

Longer term protection to be established
(3-5 years)

Further research re traditional vs. medical



Sandards of prevention in HIV
Prevention trials-PrEP

One has to first show efficacy that is
statistically significant

PrEP — one has to balance this against the
Comprehensive plan in which Tenofir is
reserved for third level.

Issue of resistance and access and
allocation of resources (do you treat
patients or use on widespread prevention)



Sandards of prevention in HIV
Prevention trialssMICROBICIDES

Evidence again to show product is
statistically significant

Combination- (MICROBICIDES and ARV)
Scientific argument for the selection of
ARV with systemic bio-availability that
may lead to resistance in treatment failure
(which often Is a study end point)

Is It registered with MCC or FDA, EMEA,
TGA, Canada and MHRA



Sandards of prevention in HIV
Prevention trials -Vaccine

Level of evidence required to approve new
vaccine first in adults before adolescents

and children.

Lack of understanding about the immunity
to HIV

Issues about DNA vaccine, live viral,
vectored vaccine and adjuvant vaccine

Risk of increased risky behavior with a
partially protective vaccine.



Sandards of prevention in HIV
Prevention trials -New entity

Level of evidence required to approve new drugs
FDA and EMEA generally 2 RCT and MCC same
However it need to be balanced against burden of
disease

MCC has based approval on single RCT (Hivnet 012
Uganda for Neveripine for Prevention of Mother to Child
transmission ) Do not forget the lessons learnt.

Safety will always override efficacy
Thus anything above 50% Prevention will be considered

Important point as you add more standards of care and
you reduce the incidence rate , your sample size
Increases in order to power the study



Please communicate correctly






Special Access—Sect 21

Exemption to the act to use unregistered
medicine

Can befirst accessfor product in process of
registration

No mention that it iIsonly for disease /patients
Thusfor high risk individuals it can be given

as prevention at discretion of attending
physician



Role of PHARMACOVIGILANCE

Aswith all new chemical entities when all the safety is
not fully known or we have a particular concern —-we
register with a condition that a Risk Benefit Plan is put
In place to monitor for a specific period

Ensure Cohort Event Monitoring to pick up new
safety issues not found in Clinical Trial Phase

Focused survelllance when particular signalsarefound

| ssue of Resistance can be followed up herefor longer
term



CAN WE BEAT THISVIRUS

So If we put our mindstogether
YESWE CAN



Final Word

We have a enormous task ahead of usand
we have a golden opportunity to develop
prevention strategiesand curefor a
healthy future population for the World
free of thisdeadly disease HIV and AIDS.

am confident we can do thiswith your
eader ship, guidance and commitment.
pledge my individual and my team’s
total support and | am surel speak for

my fellow South Africansfor this
transformation and vision.




Syabonga (Thank you in Zulu)

IN AFRICA WE EMBRACE
NEW TECHNOLOGY WITH
OLD TRADITIONS
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