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= |NSTI: Elvitegravir, Dolutegravir
=  NNRTI: Lersivirine
= NRTI: GS-7340 (TDF-prodrug)

New combinations
= INSTI-NRTI: TDF-FTC-EVG-Cobi

=  P|/cobi: DRV-Cobicistat booster
= PI/c-NRTI:  DRV-Cobi-TDF,,-FTC
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VL <50, VL<50, OT VL VL Never Aes
TLOVR Rebound <50

*TLOVR: Difference: 1.1% (95% Cl: -6.0 to 8.2; P =.001).

Noninferiority: lower limit of 95% Cl for difference between arms = -10%.

Molina JM, et al. IAS 2011. Abstract WELBBO5.
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*HIV-1 RNA < 400 copies/mL or = 0.7 log,, copies/mL reduction from baseline at Day 11.
Eron J. CROI 2011, Abstract 151LB.
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Vernazza P, et al. IAS 2011. Abstract TUABO0O101.
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TDF 300 mg QD (n = 10)
GS-7340 50 mg QD (n = 10)
GS-7340 150 mg QD (n = 10)

Change in VL From Baseline
(log,, c/mL)

Markowitz M, et al. CROI 2011. Abstract 152LB. Graphic used with permission.
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TDF-FTC-EVR/Cobi -vs- TDF-FTC-EFV
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Cohen AIDS 2011; 25:F7-12
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SBEEEIZEITAATV/RTVEHEAMVC vs TDF/FTC
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Portsmouth S, et al. IAS 2011. Abstract TUABO103.
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A: Time to Virologic Failure (VF) B: Time to VF by Baseline HIV-1 RNA
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nwithWF: 0 O 3 14 5 & nwithWF: O 0O 1 4 1 1
rnatrisk: 112111 110 108 89 81 natrisk: 63 63 G2 58 54 50
HIV-1 RNA > 100,000 c/ml.
nwith WF: O 0O 2 10 4 3
natrisk: 49 48 48 46 35 3

Taiwo B. CROI IAS 2011. Abstract 551
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Nettles R, et al. CROI 2011. Abstract 49.
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Khanlou H, et al. ICAAC 2011. Abstract H2-794b.
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RIS R: 297427 —(ZFN)
3 CCD4f5E#RRIZ &+ HCCRERTF R 18

<FP A3Rr{nutatlon
DNA | | | |
Y04
CCR5
ZFP ZFN modification
Site 165
Mechanism: Early HIV-infected patient studies :

T: ZFN cleavage results in double- Engraftment with rapid clonal expansion
stranded DNA break with nonhomologous  and persistence of ZFN-modified cells in
end repair leading to permanent CCR5 circulation and rectal mucosa
gene modification Median ~100 cells/mm3 increase in CD4+

Treated CD4+ cells anticipated to be count after 1 year
resistant to HIV infection Most AEs mild; no SAEs by median 337 d

Mitsuyasu R. ICAAC 2011. Abstract H1-375; Lalezari J. CROI 2011. Abstract 46.
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Desimmie CROI 2011 #526; Urano CROI 2011 #525; Wilen CROI 2011 #47; Titolo CROI 2010 #50.
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Human studies on-going to determine
correlates of immunity from elite controllers:

= Broadly reacting neutralizing antibodies

=  Specific neutralizing envelope epitopes

= Precise B-cell clonal expansion

Animal studies on-going to elucidate immune response

Comments, A. Fauci, NIH, 2011



S %O EIHICHAART: 20124F L&

R
FED=——X: BEBERIA R vs DA )L X HERR
BHRBE R BE:
BT —/N— BIEMY -N-%
i HERR 9 B1= D4
REIvrO—- %7 — =
AbF B 5| =< HHAAENT=IMN
SBEDIFY AEAEHEIEELL

[FBEFRT 2= D
E‘K%/nﬁ

Comments, A. Fauci, NIH, 2011
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Study Effect Size, % (95% CI)
Z%%ﬁg%aéRT; HPTN 052, Africa, _— 96 (73-99)
oy e = 73 (49-85)
TOF2 Botewana = 63 (21-84)
G IR Kisumu = 54 (38-66)
Thaln, St A 0 Ameriaas. = 44 (15-63)
Hﬁﬁ??én;zania O 42 (21-38)
gggR?Si%Jiféouth Africa = 39 (6-60)
RV124 Thailand . 31 (1-51)
0 20 40 60 80 100
Efficacy (%)

Abdool Karim SS, et al. Lancet. 2011;[Epub ahead of print].
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http://www.unaids.org/en/media/unaids/contentassets/documents/unaidspublication/2011/20110607 JC2

069 _300utlook_en.pdf
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http://www.unaids.org/en/media/unaids/contentassets/documents/unaidspublication/2011/20110607_JC2069_300utlook_en.pdf
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http://www.unaids.org/en/media/unaids/contentassets/documents/
unaidspublication/2011/20110607 JC2069 300utlook_en.pdf
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De Cock; Jaffe; Curran. Emerging Infectious Diseases. 2011;17(6) (CDC)
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Adapted from Gardner Clin Inf Dis 2011;52:181
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