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Self-Testing

Other African Studies
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Numerous studies of self-testing (HIVST) in sub-
Saharan Africa presented at IAS 2017
Estimated size of the African self-testing market by
2020:
— 3-5 million users with tests distributed through
community channels
— 11-15 million users with investment in
distribution through pharmacies and healthcare
facilities
Secondary distribution to male partners by women
attending antenatal services: randomised study in
Uganda
— Partners tested: 74% vs 36%

Self-testing feasible and acceptable for female
sex workers in Zimbabwe and Zambia

— Linkage to care may be lower than in facility-
based testing

— No increase in intimate partner violence

Community-
based

{door-to-door)

Workplace
programmes

Partner-
delivered
Integrated
{e.g. VMMC,
TB, 5Tis,
reproductive
Facility-based health)
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Treatment as Prevention
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S%] swaziland

Convincing evidence that massively expanding HIV treatment coverage
reduces new HIV infections (incidence) across the population

The study “shows that our efforts can pay off and is a proof of concept.”
— Linda Gail-Bekker, International AIDS Society
Swaziland: population 1.5 million, 79% rural, 32% living with HIV

Significant expansion of HIV testing, prevention and treatment services
between 2011 and 2016:
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Treatment as Prevention
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Swaziland HIV Incidence Measurement Survey (nationally representative sample of
the population) conducted in 2011 and 2016

Progress to 90-90-90 targets: 85-87-92
Remaining challenges:
— Undiagnosed infection in 15-24 year olds (33.9% vs 12.9% in >25 years)

— Unsuppressed viral load in 15-24 year olds on treatment (23.6% vs 6.7% in >25
years)

— Undiagnosed infection in men (22.5% vs 11.4% in women)
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Promising developments

« Swaziland demonstrates that the ‘theory’ of treatment as prevention works in
practice, at a population level

« Data to support a wider range of PrEP options, both agents and dosing
schedules

« Self-testing helps individuals who do not engage with other testing services to
learn their HIV status

Challenges

* Engaging younger people and men with HIV testing services and the treatment
cascade

« Scaling up PrEP in the many countries where it is not currently available




I A Oral PrEP
SR Roll Out of PrEP

« PreP is being effectively scaled up, mostly in countries where research was
conducted (e.g. USA, France, Australia)

« Elsewhere much has been achieved without government support, through
community and online mobilisation
« It's important to focus on what the ‘consumer’ wants

— As seen in contraception, choice of method and choice of model of service
delivery
« Urgently need to scale up PrEP implementation in at-risk populations

« “Give the power to the people, put the pill in their palms.” Sheena McCormack, UCL

*Yellow countries have
some form of PrEP
programming; blue
countries do not.

McCormack MOPL0103
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I A Oral PrEP

SR On Demand or Daily?

* Qualitative study (AMPrEP) in Dutch MSM explored reasons why men chose on
demand or daily regimens

* At baseline, 273 men chose daily and 103 chose on demand.

« Conclusion: give PrEP users a choice between regimens; allow choices to change
as circumstances evolve

Reasons to choose daily or on-demand PrEP

Daily PrEP (N=420) n (%) Event-driven PrEP (N=206) n (%)
Expected Need for daily structure 133 (32%) Issues with daily PrEP 20 (10%)
adherence Issues with event-driven PrEP 129 (31%) adherence

adherence
Perceived HIV Unplanned/frequent sex 79 (19%) Sex is planned 87 (42%)
risk Low frequency of HIV risk 57 (28%)
Expected safety | Fear of side-effects related to 5(1%) Toxicity and burden of daily 38 (19%)
of the other event-driven PrEP reinitiation medication
regimen

Fear of resistance development 2 (<1%)

with event-driven PrEP

Zimmermann WEACO0106LB
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Oral PrEP

éﬁ PlusPills

« Early data on safety and acceptability of oral TDF/FTC PrEP in sexually active
South African adolescents (15-19 years)

« 148 participants (99 female)
* Open-label demonstration study: daily PrEP + HIV prevention support
« PrEP was reasonably well tolerated with minimal safety concerns
« One HIV infection, in a 19 year old who had stopped PrEP 24 weeks previously
» Adherence decreased over time and with less frequent study visits:
— Week 12 (monthly visits), 57% had detectable tenofovir
— Week 48 (visits every 3 months), 38% had detectable tenofovir

« Side-effects and perceived side-effects were an important reason for PrEP
discontinuations

« Conclusion: South African adolescents need access to PrEP with tailored
adherence support and frequent clinic visits

PLU =) P§LLS

Gill TUAC0207LB
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New PreP Agents
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S 2| Injectable Cabotegravir (strand-transfer

Integrase inhibitor)
HPTNO77: double-blind, randomised, placebo-controlled, phase Il tolerability

and pharmacokinetics study

199 male and female participants at low risk of HIV, assigned 3:1 to
cabotegravir or placebo

— Cohort 1: 800mg every 12 weeks
— Cohort 2: 600mg every 8 weeks

Adverse events: injection site pain (34% vs 2%) and headache (15% vs 2%)
— Study withdrawals due to adverse events: 7.9% vs 2.1%

Pharmacokinetic analyses: 600mg 8 week injections consistently met pre-
specified pharmacokinetic targets for both sexes; are being evaluated in Phase
3 efficacy studies
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Dual Therapy
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g 9| Do we need triple therapy for

everyone for life?

Requirements for dual therapy agents:

— Potent, long half life, once daily, minimal side-effects, low primary
resistance rates

Treatment-naive patients: dual ART with robust drugs is a realistic ART
option for individuals with low to moderate viral load and good immune
status

Some guidelines now include dual therapy as an alternative option,
when other therapies cannot be used

Switching studies for treatment experienced patients - only two types of
reduced drug regimens have matched the efficacy of triple therapy:

— Boosted protease inhibitor + lamivudine

— Dolutegravir + rilpivirine

Rather than only assessing dual therapy by viral suppression,
evaluation should also be based on residual viremia, persistent

inflammation and immune activation, penetration in reservoirs, toxicity,
and cost Katlama WESY0302  Arribas
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Dual Therapy
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« 120 participants in single-arm phase Il study (ACTG A5353)

« Eligibility criteria: treatment naive, viral load < 500,000 cpm, no major resistance

mutations
* Interim analysis at 24 weeks

 High rate of virologic suppression regardless of baseline viral load
« 3 cases of virological failure, including one patient with emergent integrase

resistance (M184V)

Baseline HIV-1 RNA

> 100,000 cpm <100,000 cpm Total
N=37 N=83 N=120
Virologic success 33 (89%) 75 (90%) 108 (90%)
HIV-1 RNA < 50 cpm [95% Cl] [75%,97%] [82%,96%] [83%,95%]
Virologic non-success 3 (8%) 2 (2%) 5 (4%)
HIV-1 RNA = 50 cpm 3 0 3
Discontinued study treatment for other 0 2 2

reasons while HIV RNA = 50*

- Data from larger, comparative studies with longer follow-up are needed to

confirm these findings - two phase Il studies are ongoing

Taiwo MOABO107LB
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Efficacy and safety of switching from boosted-protease
inhibitors plus emtricitabine/tenofovir disoproxil fumarate
regimens to the single-tablet regimen (STR) of
darunavir/cobicistat/emtricitabine/tenofovir alafenamide
(D/C/FITAF) in virologically suppressed, HIV-1-infected

adults through 24 weeks: EMERALD Study

« Jean-Michel Molinal, Joel Gallant?, Chloe Orkin3, Eugenia Negredo?,
Laveeza Bhatti®, Joseph Gathe®, Erika Van Landuyt’, Erkki
Lathouwers’, Veerle Hufkens’, Simon Vanveggel’, Magda Opsomer’

1Depar Iflft s Dist ospital, Unive tny Dd ot, Pari Fa SlhwelCARECt SI e,
NeWM USA Bt dH IthNHST tL ndon, UK ansT P]IU tyH spital, Badalona, Spain: AIDS
Healthcal und.
Beverly

I
HII le a, USA; 6Ther rapeutic Concepts, Houston, Texas, USA; "Ja n Pharmaceutica NV, Beerse, Belgium

Molina J-M, et al. 9th IAS 2017. Abstract TUAB0101



EMERALD: Open-label, Randomised, Multicentre,
Parallel-group, Non-inferiority Phase III Trial

Screening phase Treatment phase Extension phase Roll-over phase

; Randomisation* D/ c/ F/ TAF
i D/C/F/TAF  D/C/F/Tj

Continue bPI + F/TDF

N=1149

Baseline Week 24 Week 48 Week 96
Interim analysis Primary endpoint
Objective: Non-inferiority and safety of switching to D/C/F/TAF vs continuing bPl + FTC/TDF regimens

in virologically suppressed HIV-1-infected adults at Week 48

Key inclusion criteria:
*  Previous ART VF allowed
e Absence of history of VF on DRV, and if historical genotype available, absence of DRV RAMs*

*  Viralload (VL) <50 ¢/mL for >2 months before screening; one VL>50 and <200 ¢/mL within 12 months prior to screening
allowed

*  Creatinine clearance (by Cockcroft-Gault) 250 mL/min

*Stratified by bPI (protease inhibitor boosted with low-dose ritonavir or COBI) at screening; TDRV RAMs: V111, V32,
L33F, 147V, I50V, I54L or M, T74P, L76V, 184V or L89V (IAS-USA)

Molina JM, IAS 2017
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VF (50c/mL) at W24 defined as last VL in W24 window >50c/mL, or premature discontinuations (#
AE/death), with last (single) VL 250c/mL

* Most rebounders (10/14 D/C/F/TAF and 5/8 control) resuppressed (<50c/mL) by Week 24
* No confirmed rebounds =200 ¢/mL
* No discontinuations for VF

* No DRV/primary Pl or NRTI RAMs were observed (2 patients genotyped in each group)

Molina JM, IAS 2017



Safety of 400 mg Darunavir/100 mg Ritonavir with
TDF/FTC or ABC/3TC in Virologically Suppressed HIV-1 Infected Adults:
An Open-label Study — ANRS 165 Darulight
Molina JM1,, and the ANRS Darulight Study Group

Treatment success 87 (91.6%)

Treatment failure 8 (8.4%)

Changed DRV dose without virologic failure 2
Virologic failure > 50 c/ml 6 (6.3%)
Virologic failure > 200 c/ml

Successful genotypic resistance test

Primary NRTI-RAMs

Primary PI-RAMs

Molina JM, IAS 2017



Late Treatment Initiation
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Median CD4 count at cART start

Epidemiology

WHO guidelines say treat all regardless of CD4 count, but what is actually happening?
Cohort data from 2002 to 2015: 16 low-income countries, 11 lower-middle countries, 9

upper-middle countries, 19 high-income countries

Median CD4 count at treatment initiation has increased over time, but remained

below 350 in 2015 in all income brackets

In 2015, >25% of people in all income brackets began treatment with CD4 below 200, i.e.

severe immunodeficiency

Income group — Low-income — Lower middle-income — Upper middle-income — High-income

Male

Female

2002 2006 2009

2013 2015 2002

2006

2009

2013 2015

Percent starting cART with severe
immunadeficiency (CD4 < 200)
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Income group — Low-income — Lower middle-income — Upper middle-income — High-income

Male

Female

2006 2009

2013 2015 2002 2006 2009

"Substantial additional efforts and resources are needed to increase testing
coverage with the aim of achieving earlier diagnosis, linkage to care, and initiation

of ART globally."

Anderegg MOAB0101

2013 2015
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Hepatitis C Co-Infection
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S| Treatment in West Africa

Almost all studies of hepatitis C treatment have been conducted in high income
countries - very little research in resource-limited settings

Do different health systems have an impact on outcomes?

TAC ANRS 12311 trial assessed the feasibility, efficacy and safety of interferon-free
direc-acting antivirals (DAA) treatment in Cameroon, Ivory Coast and Senegal

110 treatment-naive adults, 10% with compensated liver cirrhosis

12 week therapy: Primary endpoint: Secondary endpoints
SVR 12 HIV, HCV kinetics, tolerability
inclusion | \Week 12 Week 24 Week 36
q >
Genotype 1, Genotype 4
N= 80 Sofosbuvir-Ledipasvir 400mg/90mg
Genotyp! 2 Sofosbuvir 400 mg /day
N=40 Ribavirin 1000 or 1200 mg

89% sustained virological response (SVR12), similar to studies in high-income
countries and 78% in those with cirrhosis: treatment safe and well tolerated

“This is very good proof that when treatment is available, patients are adherent and
keen on taking treatment — this is the time to advocate for larger access to DAAs in

Africa.” — Karine Lacombe, Saint-Antoine Hospital, Paris. Lacombe MOAX0206LE
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Hepatitis C Co-Infection

| A
S| Treatment in West Africa

Cameroon was presented as an example of good practice
— The government treats hepatitis C as a public health
priority
Co-operative agreement with pharmaceutical companies
to obtain DAAs at reduced prices
Ten treatment centres established

— a demonstration project evaluating feasibility, efficacy
and cost effectiveness is on its way

Challenges: implementing screening programmes,
sustainable financing mechanisms
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= 1. ART will not cure HIV, novel strategies needed
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2. Enhance immune response
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Track B: Clinical Science
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Promising developments

* New fixed dose combinations will increase treatment options for patients and
allow for increasingly individualised therapy.

* Approaches to simplify treatment, such as dual therapy, dose reduction and
short cycle therapy, may improve the quality of life for people with HIV and lower
costs.

» Success of providing direct-acting antivirals for hepatitis C in West Africa.

Challenges

« Late diagnosis and poor linkage to care means that a quarter of people with HIV
have severe immunodeficiency when they start treatment.

« The increasing prevalence of drug resistance makes it harder to control the
epidemic.
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Differentiated Service Delivery

Why do we need DSD?

Progress towards HIV epidemic control:

— 19.5 million individuals accessing ART
worldwide

— 1.8 million new HIV infections each year

— 1 million deaths from HIV-related disease
each year

Our successes are due to the public health
approach  (consistent package of care,
decentralised delivery model) enabling scale-up of
services

Challenges to reaching 90-90-90 goals:

— Expanding ART coverage

— Achieving high quality care

— Improving efficiency
There are structural, psychosocial and behavioural
obstacles to successful engagement in care

DSD can address these challenges and reduce
gaps in outcomes

El-Sadr MOPL0102
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I A Differentiated Service Delivery

S R Why do we need DSD?

DSD is a client-centred approach that simplifies and adapts HIV services

— Tailor services to recipients of care: modulate the frequency, location and
content of service provision

For example, multi-month prescribing (MMP): people with less complex care needs
are prescribed several months ARVs at a time

— Monthly clinic visits can be difficult to manage for patients: transport costs, time
away from education/work, etc.

— Frees up staff capacity for patients who are starting treatment, have co-
morbidities, or are unwell

WHICH? WHEN?

Which clinical,
laboratory and

How often are
services provided?

supportive services SERVICE ‘ SERVICE
are needed? INTENSITY FREQUENCY
People
Living
With HIV
SERVICE SERVICE
LOCATION PROVIDERS

WHO?

El-Sadr MOPL0102
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I A Differentiated Service Delivery

S % Why do we need DSD?

DSD implementation studies should focus on adapting DSD to specific populations

— For example, poor engagement of men with services and worse clinical
outcomes for men. Could tailored interventions for men help reduce gender

oo
#h ivs ™

“We have to evolve our public health approach into a new model, a model of
‘precision public health’. Let’s stick with what has worked, what’s served us well thus
far, but let's make it precise and tailored so in the end we’re responsive to the people
we aim to serve.”

— Wafaa El-Sadr, Columbia University

El-Sadr MOPLO102 TUPDDO1
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Economic Incentives
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S X Couples Testing

Cluster randomised trial in Zimbabwe: use of incentives to encourage participation in
couples HIV testing and counselling

68 rural communities

Non financial incentives worth $1.50 - a grocery item such as bar of laundry soap,
petroleum jelly, cooking oil

Incentive for couples testing versus standard community mobilisation
Participation in testing:

— People tested per day: 70 vs 56

— Proportion couple testers: 55.7% vs 10.0%

— HIV prevalence: 8.8% vs 6.5%

Economic analysis: incentives added little to the cost of the intervention, the main
cost in both arms was human resources

— Cost per person tested: $7.96 vs $8.18
Cost per HIV-positive diagnosis: $93.10 vs $128.10

Mangenah TUAD0203
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éﬁ‘ Implementation Science Highlights

Promising developments

« The client centred approach of differentiated service delivery is more
responsive to the needs of different groups of patients and may boost their
engagement with care

« Economic incentives can help engagement with existing services and
technologies

Challenges
« Less commitment to the global HIV/AIDS response from its largest donor

« Stigma against key populations in healthcare settings remains an important
barrier to access to care

« Attention needs to be given to appropriate implementation of differentiated
service delivery models
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“This was the first conference in which we can see the

combination of preventioﬂ and treatment at the popu|atior1 level

and see how it works... It works beautiFtu.”

Francois Dabis, French National Agency for Research on AIDS
and Viral Hepatitis (ANRS)
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