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TasP é novidade?

e PACTG 076 1994:
- Uso de AZT na gestacao profilaticamente
- Reducao de transmissao em 70%! (25%- 8%)

Entao por que nao pra todos??

Connor et al. NEJM 1994



HTPN 052

A Linked HIV Transmission * 1763 Casals

7 03- sorodiscordantes
_ * End point:
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Years since Randomization transmissoes
No. at Risk
Early 893 658 298 79 31 24

Delayed 882 655 297 80 26 22 Cohen et al, NEJM 2011



Adjusted hazard ratio

TasP se aplica a todas as populacoes?
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Cada 1% de aumento em TARV
declinou 1.4% novas infeccoes

0.20
Cobertura 30%-40% TARV: risco de Infeccao cai 38%
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Proportion of all HIV-infected people receiving ART

« 16.667 pacientes — Africa do Sul
* 7 anos de acompanhamento Tanser et al, Science 2013
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Months since Randomization

- 4758 casais sorodiscordantes Uganda e Quénia

Baeten et al, NEJM 2012



Test and Treat
e Racional simples!

Testar e oferecer tratamento

Baixa carga viral =
Alta carga viral = facil transmissao baixa probabilidade de transmissao



7%, World Health
-#¢ Organization
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START
* 4685 pacientes — 3 anos
* CD4 >500

* Endpoint primario: morte /evento grave por AIDS
Serious AlDS-Related Event
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Month Start Study, NEJM 2015



Percentage Immediate Deferred P Value foi
Subgroup in Group Initiation Initiation Hazard Ratio (95% Cl) Interactior

no. of patients with event
(rate per 100 person-yr)

Age : 0.92
<35 yr 43.8 15 (0.43) 31 (0.91) - 0.47
=35 yr 51.2 27 (0.78) 65 (1.85) — 0.42

Sex ! 0.38
Male 73.2 35 (0.66) 74 (1.40) —— 0.47
Female 26.8 7 (0.42) 27 (1.34) *— 031

Race : 0.65
Black 30.1 15 (0.82) 28 (1.52) — 0.57
White 445 21 (0.63) 53 (1.54) — e—— 0.40
Other 25.4 6 (0.34) 15 (0.91) - 037

Geographic region ! 0.55
High income 46.0 20 (0.56) 51 (1.42) — 0.39
Low or moderate income 54.0 22 (0.65) 45 (1.35) —:.— 0.48

Baseline CD4+ ! 071
<600 cells/mm? 315 10 (0.44) 35 (1.54) *— 0.28
600-800 cells/mm? 48.6 24 (0.70) 46 (1.38) — 0.50
=800 cells/mm? 19.9 8 (0.63) 15 (1.14) — @ 0.56

Baseline HIV RNA ; 0.25
<5000 copies/ml 31.8 12 (0.56) 18 (0.83) — 0.66
5000-30,000 copies/ml 355 13 (0.53) 36 (1.41) - 0.38
30,000 copies/ml 325 17 (0.72) 42 (1.92) o 0.37

Smoker ; 0.93
Yes 31.9 18 (0.78) 43 (1.81) — 0.43
No 68.1 24 (0.52) 53 (L.16) ——— 0.44

Framingham 10-yr CHD risk : 0.56
<0.8 32.7 8 {0.35) 17 (0.77) . 0.46
0.8-3.6 32.3 11 (0.48) 27 (1.23) o 0.39
~3.6 335 23 (1.00) 50 (2.05) | —'-—I | 0.50

I 1
0.25 0.30 1.00 2.00

I

Immediate Initiation = Deferred Initiation
Better Better

Start Study, NEJM 2015



Entao TasP é 100% efetiva?




Comportamento sexual é dificil de
controlar...

* HTPN 052: 30% dos casais com parceiro
externo?

* Coorte Suica 2010: 7309 casalis.

- Uso de preservativo ignorado em

sorodiscordantes em TARV?

1. Cohen et al, NEJM 2011
2. Haase et al. CID, 2010.



Nurmberof couples enrolked

casais soro
discordantes
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TasP # Carga viral INDETECTAVEL

ADESAQ!!



Percentage

HIV Care Cascade in US, UK, France,
Mozambique
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BUSA France QUK (general population) [JUK (men who have sex with men) [jMozambigue
Nachega et al. Clin Infect Dis. 2014 Jul 1,59



Retenc¢ao na origem = diferencial no

paciente HIV

e Modelos Matematicos

e 8anos
. 85% retengao / 80% cobertura

STI HI"mPr Synthems
Interaction Transmission P
- F 4 -

50 60 70 80 90 100 50 60 70 80 90 100

B CD4<200 B CD4<350 B all
— 85% retention == 100% retention

Reducao em
54% na

incidéncia de

novos
infectados
pelo HIV

Eaton et al, 2012



TARV pra todos = Resisténcia Maior?

e Resisténcia primaria maior encontrada apos

aumento do uso da TARV Africa do Sul

* Prep aumentaria resisténcia nos que se infectarem?

Shelton, 2011



Dose Fixa Combinada!

Odds ratio
M-H, random, 95% CI

Effect of FDCs versus non-FDC on risk of nonadherence

I
0.01

Study #g'a';f’ Disease Risk Ratio (95% CI)
Dezii CM et al, 2000 1 HTN 0.74 (0.65, 0.84)
Dezii CM et al, 2000 1 HTN 0.71 {0.62, 0.80)
Eron JJ et al, 2000 2 HIV — 0.78 {0.55,1.11)
u— Geiter LJ et al, 1987 1 B —i— 0.88 (0.55, 1.42)
T
P Melikian C et al, 2002 1 DM —i— 0.50 {0.35, 0.71)
Melikian C et al, 2002 1 DM i 047 (0.22,1.01)
NDC Dataset, 2003 1 HTN 0.81 (0,77, 0.86)
Su W et al, 2002 1-2 1B — 0,80 (0.51, 1.57)
i
Taylor AA et al, 2003 1 HTN 0.74 {0.67, 0.81
e ¥ (0.67, }
Owverall P <0001 0.74(0.69, 0.80)
| I |
-1 1 10
i ) Risk Ratio .
. . . Favors FDC Favors Free-Drug
0.1 1 10 100 Combinations
Favours separate Favours FDCs
pills
Bangalore et al, 2007

van Galoure et al, 2014



Custo alto de DFC... Barreira?

Protease Inhibitors
« DRV/ICOBI/FTC/TAF
« ATV/COBI

\ DRV/COBI

Integrase Inhibitors
« EVG/COBI/FTC/TDF

- EVG/COBI/FTC/TAF
« DTG/ABC/3TC




Custo: barreira em paises pobres?

Male circumcision 1%
Behavior changes 3%

Mother-to-child
transmission 13%

Condom 6%

Y Sexwork 3%

N / Men having sex
© with men 4%

—Intravenous drug use 7%

Treatment and related 63%
Shelton, 2011



Beneficio= queda da incidéncia

ART coverage (2006-2008 for CD4 200, 2009-2012 for CD4 350) (source: UNAIDS
2010 and 2012 Global progress reports, WHO 2013 HIV treatment progress report)

———— Modelled adult HIV incidence rate (source: UNAIDS, aidsinfo.org accessed June 2014)

15 | & Empirically measured HIV incidence (source: SHIMS study 2011) 1 80
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TARV: Custo de USS18 bilhdes (2012) paises pobres e em
desenvolvimento.

Meta: reducdo mortalidade para 8/100mil 2035 (UNAIDS)
Wilson et al, 2015



Estratégias para TasP funcionar

* Intervencdes para aumentar a retencao, adesao
as consultas e ao tratamento devem ser
implantadas

e Simplificacao de esquemas antirretrovirais (doses
fixas combinadas) e maior diversidade de
esquemas iniciais

* Avaliacdao genotipica pré tratamento e logo na
primeira falha

* Entendimento de TasP como

UMA das medidas da prevencao

combinada.
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