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Contents

• 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?

Intervention Level RCTs done

Number

Showing 

Efficacy

Behaviour 

Change

Individual 2 0

Cluster 5 0

Microbicides Individual 6 0

STI Treatment Individual 3 0

Cluster 4 1

HIV Vaccines Individual 4 0

Summer 2005
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What Works For HIV Prevention?

Intervention Level RCTs done

Number

Showing 

Efficacy

Behaviour 

Change

Individual 2 0

Cluster 5 0

Microbicides Individual 6 0

STI Treatment Individual 3 0

Cluster 4 1

HIV Vaccines Individual 4 0

Autumn 2005 + Spring 2007

Male 

Circumcision

Individual 3 3

Impact of Male Circumcision

Big impact (high degree of durable protection)

– and women too.
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Source: UNAIDS 

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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Male Circumcision

• Even bigger effect for 

men?

• New devices for quicker, 

faster, cheaper deliver

• Direct effects on male-to-

female transmission too?

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

What Works For HIV Prevention?

Intervention Level RCTs done

Number

Showing 

Efficacy

Behaviour 

Change

Individual 2 0

Cluster 5 0

Microbicides Individual 6 0

STI Treatment Individual 3 0

Cluster 4 1

HIV Vaccines Individual 4 0

Male 

Circumcision

Individual 3 3

December 2010

Oral PrEP for

MSM

Individual 1 1
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• A pill a day (of FTC-TDF)

• 44% effective at preventing 

new infection overall

All Participants

Took pills at least 

every 2-3 days

Didn’t take pills 

very much at all

50% 50%

Reduction in 

Incidence:
92% ~0%
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Uniform Some 
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Threshold for good value: $4600

But could this ever be a cost-effective intervention in 

Lima, Peru?
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Oral PrEP for MSM

• But it’s still expensive!

What to do Cost

Option 1
Scale-up over 2 years; 

Highly prioritise to most at risk;

Use 434,000 PY of PrEP.

Option 2

Scale-up over 5 years;

Do not prioritise;

Use 630,000 PY of PrEP.

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

Approved HIV Grants to Peru from Global 

Fund
$85 M

$370-540 M

$540-790 M

What Works For HIV Prevention?

Intervention Level RCTs done

Number

Showing 

Efficacy

Behaviour 

Change

Individual 2 0

Cluster 5 0

Microbicides Individual 6 0

STI Treatment Individual 3 0

Cluster 4 1

HIV Vaccines Individual 4 0

Male 

Circumcision

Individual 1 1

Oral PrEP for MSM Individual 1 1

Spring 2010

ART Individual 1 1

+ last month!
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The Economist: June 4-10th, 2011
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96% Reduction in transmission
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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 R0=1?

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 Level RCTs done

Number

Showing 

Efficacy

Behaviour 

Change

Individual 2 0

Cluster 5 0

Microbicides Individual 7 1

STI Treatment Individual 3 0

Cluster 4 1

HIV Vaccines Individual 4 0

Male 

Circumcision

Individual 1 1

Oral PrEP for MSM Individual 1 1

ART Individual 1 1

Summer 2010

Starts ART when CD4<350

+

_

Starts PrEP Stops PrEP

Starts ART when CD4<500

+

_

Starts ART when CD4<350

(Current WHO guidelines)
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Treat HIV+ EarlierGive HIV- PrEP

• Cheaper drug cost

• Protects from 

infection from 

any source

• 96% reduction 

in transmission!

• Clinical benefit 

to HIV+

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/μL.

What Works For HIV Prevention?

Intervention Level RCTs done

Number

Showing 

Efficacy

Behaviour 

Change

Individual 2 0

Cluster 5 0

Microbicides Individual 7 1

STI Treatment Individual 3 0

Cluster 4 1

HIV Vaccines Individual 5 1

Male 

Circumcision

Individual 1 1

Oral PrEP for MSM Individual 1 1

ART Individual 1 1

The table is filling-up...

... But does not look as though any single intervention is likely 

to bring the epidemic under control by itself.
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Combination HIV Prevention
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“Business as usual 

and no silver bullet”

ART as 

currently 

initiated

ART at 350 + 

50% men 

circumcised +  Something 

else ?

The most efficacious 

intervention driven 

to scale together.

New innovations

Three community trials in 

Africa funded by PEPFAR

UNAIDS investment framework

Source: Schwartlander et al., The Lancet 2011
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Other things I 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?

• 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).

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

• No clear silver 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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