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* Polyurethan-Ring mit TFV Reservolir X
« Abgabe TFV im flussigen Milieu: 2.7mg/d; 28d

 TFV wird In Lymphocyten aufgenommen
 Makakken-Modell
* Ring 4 Wochen
« 16 Challenges
* Wirksamkeit: Infekt
« 0/ 6 TFV-Vag-Ring
« 11/12 Placebo
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VOICE: Endlich Resultate aus TDF/FT

 TDF Vaginal-Gel, RCT, >5000 Frauen
4

Randomized to once daily use

+

O F| | Oral FTC/TDF

-
Placebo

|

Monthly visits

* Adherence (return): 87-94%

e 312 SC (Inzidenz 5.7%)

 Problem: <40% TDF I. Pla

» Besser bel Alter >25J,

* Verheiratet

HIV-CUP CROI 2013 (18.3.13)

Probability of HIV Infection

Follow-up Time, Years
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Hauptproblem Adherence

Neue Applikationsformen fur PrEP

 GSK-744: LA-INI: 800mg >12 Wo / ICy,
 PrEP im Makakkenmodell: 50mg im. WO0/4
8 rektale Challengedosen (1/wo)
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Welitere Kandidaten... (Gulick, #122)

* |balizumab: mAB bindet an CD4, blockiert
« Monatliche Injektion moglich
« TMC-278-C158: LA-RIlpivirine

TMC278-C158: Plasma Exposure Following
Repeated Dosing (1200, 600, 600 mg)
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Tenofovir Alafenamide (TAF)

Reduziertes Potential fur Nephrotoxizitat
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Head-to-head Vergleich TDF/TAF

Randomized, placebo-controlled, double-blind study

Treatment Arm 1 (n=100)

l' E/CIFITAF QD |
Treatrment-narve E/C/FITDF (STB) Placebo QD
subpects (n=1501
— Wask 40
Randormized 2 1 Treatment Arm 2 (n=350)
Stranfication by
HIV RNA >/5100,000 E/C/FITDF (STB) QD

__ ECFTAF PlacsboaD

Primary endposnt

—Proporton wath -1 BMA
= 50 at Weshk 24 |(Snapshot)
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Intrazellulare Akkumulation

PBMC TFV-DP AUC,,,, at Week 4 or 8

ean wth S0

- 5.3X
! E/C/F/TAF
- ¢ PBMC TFV-DP exposure was 5 3-foid
E = higher (90% CI: 2.9 to 9.6)
g ¢ Plasma TFV exposure (AUC,,,) was 91%
& lower
Plasma TFV PK
Mean (%CV)
Cirougn (Ng/mI) 11.4(17.9) 82.8 (26.6)
AUC,,, (ng*hrimi) 326.2 (14.8) 3795.2 (21.9)
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Ein neuer CCR5 & CCR2 Antagonist | 8T,
Cenicriviroc — Phase llb Studie v

HIV-1 RNA <50 copies/mL (ITT-FDA Snapshot) ‘x
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Ein neuer CCR5 & CCR2 Antagonist
Cenicriviroc — Phase Illb Studie

Nebenwirkungen: Grad 2 oder schwerer

CVvC CVvC

Adverse events?

(incidence 25%) 100 mg 200 mg

= (N=58) (N=57)

Any Grade 22 AE 9% 9% 32%
Nausea 0% 4% 1%
Abnormal dreams 2% 0% 11%
Rash events 2% 0% 7%
Insomnia 0% 0% 7%
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New target — new drugs

Defective

Target Cell

< IN-Dependent
1 | FNGFidndanandant

¢ NCINI potency is on stage

¢ Targets an essen WT + DMSO geny

¢ Ailters the confor | rions

¢ Disrupts normal

¢ Defective core dc¢ in target cells

WT + GS-B
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Behandlung von (Elite-) Controllern \!.‘,

A HIV-RNA im Plasma (ultrasensitiv) )
N Rektaler HIV-RNA X gh X
N aktivierte CDS8

© HIV-DNA (Blut/Rektum), © Effekt auf aktivierte CD4  N=16 (4 Elite)
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Gehelltes Kind — gute PR-Arbeit !
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19,812 ¢/mil (4.3 log)

Closad symbols= Detectable
Open Symbuoils= Undetectable Viral Load
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