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Contents

e Look at “‘What works’ in HIV prevention and
the exciting findings from recent trials

* Discuss how to interpret those findings.
— What could be achieved?

— What will the next decisions need to be?

Focus on low/middle-income countries in southern Africa and
Latin America — the epicentres of the HIV epidemic

What Works For HIV Prevention?

Number
Intervention RCTs done Showing
Efficacy

Behaviour Individual 2 0

Change Cluster 5 0

Microbicides Individual 6 0

STl Treatment Individual 3 0

Cluster 4 1

HIV Vaccines Individual 4 0
Summer 2005
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Whlat Works For HIV Preventinn?
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Autumn 2005 + Spring 2007

Impact of Male Circumcision

Big impact (high degree of durable protection)
—and women too.
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Annual male circumcisions for HIV prevention
in eight countries* in Eastern and Southern
Africa, 2008-2010

Thousands
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* Kenya, Malawi, Namibia, Rwanda, Scuth Africa, Swaziland, Zambia,
Source: UNAIDS Zimbabwe

Male Circumcision

Costs
— 36,000 men circumcised in Kenya.
— Cost per operation $30.
— Total Cost = $ 1,080,000

— Extra expected infections in that group if not circumcised:

5180
— Cost per infection averted: ~$200

— Cost of lifetime provision of ART per man: $3000

— $14.5 M saved
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* Even bigger effect for

men?

Bailey et al, AIDS 2008; Kong et al., CROI 2011

* New devices for quicker,
faster, cheaper deliver

¢ Direct effects on male-to-

Male Circumcision

female transmission too?

What JOURNAL of MEDICINE

Intervention

Behaviour
Change
Microbicides
STl Treatment

HIV Vaccines

Male
Circumcision

Oral PrEP for
MSM

December 2010

The NEW ENGLAND

— = DECEMBER 30, 2010 P

28 years), OF thse subjects, 10+were found to e ben infeeted with HIV ar
i

o5

1510 63 P=0.005).

derected n

Jects (9%) <0001}, Nausea was keported more frequendly duing the st 4 weeks
ILF group than in the placcho group (10001} Tae two groups had

of sercus adverse cvents (P=0.37).

Oral FTC-TDF provided protction against the acguisiton of HIV Infecion among
the sube

Insiutes e the Bl and Meinda Gates Four-
dation: ClincalTrials gos number, NCTOO45:393)

The N Exglnd Tl of Matine
‘Dovaoatad fom semorg ¢ UNTVERSITY OF WASHINGTON an Vi 172011 Frpesonl el o aer s wilbo permision
Coppmn € 2010 Nosachnats N Sockes, Al et

2507

Individual 1

Number

Showing
Efficacy

6/28/2011



* A pill a day (of FTC-TDF)

* 44% effective at preventing
new infection overall

All Participants

50% 50%
Took pills at least Didn’t take pills
every 2-3 days very much at all
Reduction in ~
92% 0%

Incidence:

But could this ever be a cost-effective intervention in
Lima, Peru?

$3.000 [ o
$2500 |
$2,000 F--- e
$1,500 |-

$1,000 |--ccoommmeeeee - __________________
]

$500 [--------m-mommmomesmmseomeeoooooeooe

Cost/DALY gained (in US$)

$0

Uniform Some High
prioritisation _prioritisation

6/28/2011



Oral PrEP for MSM

e But it’s still expensive!

If you want to reduce new infections by 1/3 over ten years ....

T Whattodo —cost

Scale-up over 2 years;

Option 1 Highly prioritise to most at risk; $370-540 M

Use 434,000 PY of PrEP.

Scale-up over 5 years;

. Do not prioritise;
Option 2 Use 630,000 PY of PrEP. $540-790 M

Approved HIV Grants to Peru from Global $85 M
Fund

What Works For H

Oral PrEP for MSM  |ndividual 1 L

ART Individual 1 1

Spring 2010+ last month!
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INSIDE THIS WEEK: TECHNOLOGY QUARTERLY
The trap for Turkey
The Wall Street's plumbing problem

E C 0 n 0 m i S t Lady Gaga, Mother Teresa and profits

Brazil's boiling economy

JUNE 4TH-107H 2011 Economist.com The farce that is FIFA

The end of AIDS?

How 5 miillion lives have
been saved, and a plague
could now be defeated
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96% reduction in
risk transmission
in couples over 2
years may not
translate into a
96% reduction in
population level
HIV incidence.

Is this above or
below R0O=17?

Tumulative proportion of HIV transmissions
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‘Year since infection

Treatment for prevention

The questions will be all about:
— Feasibility and acceptability
— Effectiveness study
(Design challenges to that)

But.... would it ever be better to protect the HIV-uninfected
individual?

Pre-Exposure Prophylaxis (PrEP)

Oral Topical
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What Works For HIV Prevention?

Intervention Effectiveness and ';afety ofTen;)fnv'ilr Gel, 7
an Anti i i icide, for the
Prevention of HIV Infection in Women
Behaviour Indivi EFEEESEE 0
Change Cluste i 0
Microbicides Indivi g 1
STI Treatment Indivi g 0
Clustt i1
HIV Vaccines Indivi E 0
Male Indivi 1
Circumcision
Oral PrEP for MSM  Indivi 1
ART Indivi v 1
Summer 2010
/ Starts ART when CD4<500 \

Starts ART when CD4<350

(Current WHO guidelines)

N

Starts ART when CD4<350 \

Starts PrEP Stops PrEP j
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* 96% reduction
in transmission!

¢ Cheaper drug cost
¢ Clinical benefit

¢ Protects from
to HIV+

infection from
any source

Unless PrEP is highly effective (>60%) and very cheap (<40%

annual cost of ART) then it would be more cost-effective to
initiate ART at CD4 500 cells/pL.

What Works For HIV Prevention?

Number
Intervention RCTs done Showing
Efficacy
Behaviour Individual 2 0
Change Cluster 5 0

The table is filling-up...
... But does not look as though any single intervention is likely

to bring the epidemic under control by itself.
Male Individual 1 1
Circumcision
Individual 1 1
1 1

Oral PrEP for MSM
Individual

ART




Combination HIV Prevention

“Business as usual
25 andno silver bullet”

\

15

ART as
currently
initiated

0.5

Incidence in 2031 (/100 pyar)

THE UNITED STATES PRESIDENT'S

EMERGENCY/PLAN ror AIDS RELIEF

Three community trials in
Africa funded by PEPFAR

UNAIDS investment framework

/ Critical enablers Basic programme activities
Sodial enablers PMTCT

« Political i el ady

+Laws, legal policies, and practices Condom premotion and distiibution

« Community

- Stigma reduction Key populations (sex, work

- Mass media MSM, IDU programmes)

+ Local respanses to change risk
environment

Reduce risk

Reduce
likelihood
of
transmission

Treatment care and support
topeaple living with HIV/AIDS
Programme enablers (including facility-based testing)

«Community centred design

and delivery ) [Mecirumeson” ]
= ation

Reduce

< Prociemertacd ditibition Behaviour change programmes mortality
Researchand innovation g
b merbidity

. mmm W

. health systems (including ST treatment, bload safety),

Synergieswith Social protection, education, legal reform, gander equality, poverty reduction,
i 2 :
community systems, and employer practices

Source: Schwartlander et al., The Lancet 2011
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Other things | didn’t have time to talk about:

¢ NIMH Project Accept:

— Randomized Controlled Trial of Community Mobilization, Mobile Testing,
Same-Day Results, and Post-Test Support for HIV in Sub-Saharan Africa and
Thailand

— Results due: mid 2012.

¢ Schooling, Income and HIV Risk (SIHR) trial:

- School girls whose families receive monthly cash transfer were much less likely
to become infected (Zomba, Malawi).

- Due to changes in own behaviour and in sexual contact patterns — mostly
because “income shock” reduces transactional sex. Longer-term impact?

e RV144 Vaccine:

— Four priming injections of a recombinant canarypox vector vaccine (ALVAC-HIV
[vCP1521]) plus two booster injections of a recombinant glycoprotein 120
subunit vaccine (AIDSVAX B/E).

— Result: 30% protective effect.

Conclusions

¢ Increasing number of things that “work” (show efficacy in trials).

e Questions will now about their impact in limiting transmission at
population level.

¢ No clearsilver bullet...
... but plenty of difficult trade-offs ...
... And complicated findings to try to interpret.

In the next few years we could see some real achievements in HIV
prevention --- but will development in science be matched by
further financial commitments?
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