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Off-Label Disclosure

The following offlabel/investigational uses will be discussed In

this presentation:

A Usingrilpivirine and cabotegraviin an inductioamaintenance
strategy

A Describing novel antiretroviral agents in advanced clinical
development
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Learning Objectives
Upon completion of this presentation, learners

should be better able to:

A Discuss new combinations approved for the
treatment of HIV

A Describe new HIV medications in advanced clinical
development and their potential utility in HIV
treatment
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Outline

A New combinations approved in 202015
(dolutegravirSPC andobicistatbased)

A Tenofoviralfenamidefumarate (TAF)
A Longacting ART agents
A New ARVSs in development
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Case 1

A 46 yo man newly diagnosed with HIV (CD4 190
cells/mn?, viral load 128,695 copies/ml) presents to
care and initiation of therapy. Has poorly controlled
hypertension, mild renal insufficiency (GFR 60),
marginally housed, depression

A Requests:
AEasyregimeqa 2yt é 2yS LAttt 2171
ANo food restrictiong d L SF 0 @gKSyYy L Ol

ANo sleep problemga L Kl @S UG NRdzo f S
aKSt 0SNE

ACTHIV 2015: A State-of-the-Science Conference for Frontline Health Professionals A CT

THE AMERICAN CONFERENCE
FOR THE TREATMENT OF HIV




What would you start him on?

Elvitegravifcobicistattenofovir/emtricitabine
Efavirenz/tenofoviréemtrictabine
Rilpivirinétenofovir/ emtrictabine
Darunavifcobicistattenofovir/emtricitabine

moowpy

check HLA B5701, if negative, start on
dolutegravifabacavilamivudine

Something else

T
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Major dolutegravirtrials

Swdy _|Patient populatior

SINGLE Treatment naive(ABC/3TC + DT'DTG regimen superior to EFV, driven mai
vs TDF/FTC/EFV) by more discontinuations with EFV

SPRIN& 23 Treatmentnaive(TDF/FTC or DTG regimen noeinferior to RAtbased
ABC/3TC with either DTG or RAregimens

FLAMINGO Treatment naivé TDF/FTC or DTG regimen superior to DRV/r, driven
ABC/3TC with either DTG or  mainly by more discontinuations with DR\
DRVI/r) and more virologic response with DTG in
viral loads >100,000 copies/mL group

SAILING ARTFexperienced, INSHaive DTG regimen superior to RAL, driven by
patients with at least Zlass more discontinuations, virologic failures a
resistance: DTG vs RAL with OEtreatment-emergent resistance with RAL

VIKING3 7  Patients with resistancto 2 or DTG regimen superior to optimized regim
(50mgpo bid) more ART classes, including IN{with failures most prominent (76%) in
DTG vs optimized patients with the Q148H/R +2 other

mutations

Walmsley S. NEJM 20ERaffi F. Lancet 2013Raffi F. Lancet ID 201%;lotet B. Lancet 2014Cahn P.
Lancet 2013/Eron J.J. JID 2028lichols G. CID 201%astagna A. JID 2014



ABC/3TCDOLUTEGRAV(Riumed® approved 8/22/14)

PROS CONS

Well-tolerated Inhibits creatininesecretion(mean rise Cr

No food restrictions 0.11mg/dL)

ABC/3TC backbone can be used in mild
renal insufficiency (GFR >50 mil/min) Separate from MgAl, Fe, Caontaining
antacids by 2 hoursgan take Ca and Fe witl
dolutegravirif with mealt

Abacavir needs HL-B5701 testing

Pregnancyclass B

Retains activity against some RAL, EVG

: : iIncrease dose with concomitant rifampin,
resistant viruses P

efavirenz,carbamazepinegon't give with
etravirine unless PIs present; no dose
adjustments withrilpivirine; DTGncreases
metformin levels (mean ratio AUC 1830
may need doseeduction

1Song I. J. Clinical Pharmacology 2626ng Jint AIDS Soc. 2014



What Is the latestcobicistatbased
fixed dose combination to be
approved?

A. Elvitegravifcobicistattenofovir/emtricitabine
B. Atazanavircobicistat

C. Darunavifcobicistat
D. ElvitegravifcobicistatTAF/emtricitabine
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New cobicistatapprovals 2014, 2015

A CobicistaiTybos} 150 mg daily Sept 25, 2014
I For use with ATV or DRV

A Atazanavir 300 mg/COBI 150 mg dalydtazc Jan 29,
2015

I EVOTAZs likeATAZanavir
I Efficacy tested in trial comparing ATV/COBI to ATV/r

A Darunavir800 mg/COBI 150 mg dailrézcobixc Jan 25,
2015

I PREZcobis likePREZista

I Efficacy based on studies of DRV/r
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ATV/COB} PK Bioequivalence

Light-meal conditions

A Bioequivalence in setting of a lighi

TE‘ 7000-{ =e= ATV 300 mg capsule + COBI 150 mqg tablet
meal of Evotaz ATV/COBIFDG/S.  § o] = ATvicos suonsomgoc
ATV + CO B$€éparat9 % 5000 T
g 40004 l
% 3000 fi[
c a
3 2000- {
E 10004 T J;\i-.L -
A Bioequivalence oATV/COBI s | —u ]
E D_ T T | T T | i. — | — T
versusATV/RTV 0 6 12 18 24 30 36 42 48
Table 6: Pharmacokinetic Parameters (Mean + SD) of Atazanavir in the
Pharmacokinetic Sub-study of Study 114
Parameter Atazanavir coadministered Atazanavir coadministered
with cobicistat and with ritonavir and
emiricitabine/tenofovir DF emiricitabine/tenofovir DF
W ‘(ﬂ%‘.‘-é.)\

AUC (ng*h/mL) 46.13 + 26.18 47.59 £ 24.38
Cmax (Lg/mL) 301+ 1.94 476 £ 1.94
Ctan (ng/mL) 80 + 0.72 0.85+0.72

Sevinsky Antivir Ther 2014; Gallant J. JID 2013
(package insert, Evotaz);



Study Design ATV + COBI Phase Hfficacy
Study 114

Randomized, double-blind, double-dummy,
active-controlled, international study

(n=350)

ATV + COBI + FTC/TDF
Treatment Naive /' Plaﬁebu: RTV

HIV-1 RNA 25000 copies/mL 1:1
Any CD4 cell count - (n=330)

eGFR 270 mL/min \ ATV + RTV + FTC/TDF

Placebo: COBI

Randomization stratified

L J

¥

by screening HIV-1 RNA 48 Weeks 192 Weeks
(< vs >100,000 copies/mL) 1
Primary Endpoint

Snapshot analysis (HIV-1 RNA <50 copies/mL)
Noninferiority margin: 12%

Doses: ATV =300 mg; FTC =200 mg; TDF = 300 mg; COBI = 150mg; RTV = 100 mg

Gallant JE et al. J Inf. Dis. 2013;208:32-9_; Gallant JE et al. IAS 2012. Poster TUAB0103.




Baseline Characteristics
Study 114

ATV +
coBl
n=344
Age, years, mean 37 38
\E 83% 82%
Nonwhite 42% 38%
Black or African Descent 19% 18%
Asymptomatic HIV Infection 83% 84%
HBV : HCV seropositive* 5% : 6% 3% : 5%
HIV-1 RNA, log,, copies/mL, median 478 484
>100,000 38% 41%
CD4 count, cells/mm?3, mean 353 351
<200 17% 16%
eGFR by Cockcroft-Gault, mL/min, median 112 116

*Positive HBV surface antigen or HCV antibody.

Gallant JE et al. J Inf. Dis. 2013;208:32-9_; Gallant JE et al. I1AS 2012. Poster TUABO103.




FDA Snapshot Week 144 (ITT)

95% CI for Differance

m COBI (n=344) @ RTV (n=348) mﬁ? T}éﬁw ATZET:E;EI

) .
< 7879 - : :
E lwag 2.2 :
£ : . i
= .74 3.0 .
E | W95 =1.4 :
g | . :
S ! 78 4.7 :
g ; :
' W144 2.1 :
W48 W96 W144 W48 W96 W144 W48 W96 W144 | 87 T as E

i
Virologic Success  Virologic Failure No data” 129, 0 12%

Mean CD4 cell increase (cellsfmm?) was 310 (COBI) vs 332 (RTV)

Mo data inchede : DC study drug due to AEdeath; DT study dnug (other reasons) and last available HWV-1RMNA < 50ciml; Messing data during window

Comidents

Gallant J. JID 2013; 208:92
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Common Adverse Events (Grade 1-4)*

COBI RTV
(n=344) (n=348)
W9b W44 (A) W96 W144({A)
Jaundice 21% +0.6% 17% +0.3%
Ocular icterus 19% +0.3% 20% +1%

Diar Nephrolithiasis (FDA label)

Nau A 8 patients on ATV/COBI (median time to onset wRkg
Hea A 0patients on ATVIr

Nas

:‘:I';;’:t'i;ﬁ""a“"]’ ract 15% +1% 12% +6%
Hyperbilirubinemia 12% +0.6% 10% +0.9%
Fatigue 9% +1% 9% +0.6%
Fever 8% +2% 7% +2%
Back Pain 7% +2% 9% +2%

"2 10°% in either treatment group at Week 144

Comiicents

Gallant J. JID 2013; 208:92



Changes in Serum Creatinine and eGFR

= COBI increases serum creatinine by inhibiting renal creatinine secretion’
= (COBI does not affect actual glomerular filiration rate2

B coel [ RTV

Change in Serum Creatinine, Median [IQR]
0.4

mg/dL

1 1
BL 24 48 72 O 120 144
Week

Change in Cr (mg/dL) at Week 144
COBIl: 0.13 vs RTV: 0.07

1. Lepist El, et al. Kidney int, 2014; 2. German P, et al. JAIDS 2012

ICAAC 2014

1,“-

Change in eGFR, Median [IQR]

I I
BL 24 48 T2 96 120 144

Woarmalk

Change in eGFR (mL/min) at Week 144
COBIl: -15vs RTV: -8
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DRV COBI PK Bioequivalence

Bioequivalence of a darunavir/cobicistat fixed-dose
combination tablet versus single agents and food
effect in healthy volunteers

A

8,000 ——&—— Single agents - fasted (h=72)

T FDC - fasted (n=74)

—&—— Single agents - fed (n=38)
FDC - fed (n=40)

Fed

—_ L__j.
6,000 - / \
A
4,000 ~ /

Bioequivalence if 95% CI
of least square means
within limits of 80-125%

o

Mean plasma concentration of darunavir, ng/ml (+=p)

g I

(T)“LLL- 1 1™~ i
¥
jﬁ Fasted | [ J.L: _—_Lﬁ

KakudaAntivir Ther2014



DRV + COBI vs DRV + RPK (N = 36 healthy

volunteers)

I Treatment A

)

Darunavir/ritonavir
£00/100 mg qd

I 10 days

Table 1.

27 days

washout

Treatment B

Darunavir/cobicistat
800/150 mg qd
G003

10 days

Comparison of pharmacokinetics of 800 mg of darunavir when coadministered with 150 mg of cobicistat or 100 mg of

ritonavir'®

Darunavir pharmacokinetic
parameter (n=31)

AUCz4 (ng-h/mL)

mean (CV%)]
81100 (31.0)

Cmax (ng/mL) 7740 (21.8)
Cz4 (ng/mL) 1330 (66.8)
Co (ng/mL) 2400 (50.7)

+150 mg of cobicistat [geometric

+100 mg of ritonavir [geometric
mean (CV%)]

80000 (34.0)
7460 (20.3)
1870 (83.3)
2480 (34.3)

G, .xand AUG,, within limits of bioequivalence.
G.i, and G were lower for the COBI arms vs. Rdt required in FDA approval)

Geometric mean ratio (%)
mean (90% CI)]

102 (97.4-106)
103 (100-106)
69.4 (59.0-81.7)
89.4 (80.4-99.4)

KakudalClinPharm 2014



DRV/COBHI Phasedlllb - Efficacy

Cobicistat-boosted darunavir in HIV-1-infected
adults: week 48 results of a Phase lllb, open-label
single-arm trial

A Openlabel, single arm trial, 48k (N = 313)

I DRVB00 mg + COBI 150 mg daily

I 2 Investigator selected NRTIs (99% on)TDF
A Treatmentnaive (295) or experienced (18)

A No DRV RAM&/(L1l, V32I, L33F, 147V, 150V, I54M, 154L,, T74R/
184V, L89V); Ats with M184V and 6 with M184I at baseline

A No prior use of DRV
A VL >=1000 c/ml, GFR >80 TashimaAIDS ReSher2014
A Primary endpointgrade 3 or 4 AE%ot virologic outcomes)
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Virologic responders (%)

100 1

81%

81% HIVL RNA <50 at 48 weeks
(87.4% response in ARTEMIS
OrkinC. HIV Med 2013)

24 32 40 48

Time (weeks) TashimaAIDS Resher2014

Table 2 Treatment-emergent AEs and grade 3-4 laboratory abnormalities

All patients

Incidence, [n (%)] Week 24 analysis Week 48 analysis

N =313 N =313
Grade 3-4 AEs 18 (6) 24 (8)
Any AE 275 (88) 286 (91)
Any drug-related AE 123 (39) 128 (41)
Serious AEs 15 (5) 26 (8)
Deaths 0 0
AEs any grade, regardless of relationship to study treatment and occurring in =10% of patients
Diarrhea 78 (25) 86 (27)
Mausea 67 (21) 72 (23)
Upper respiratory tract infection 31 (10) 44 (14)
Headache 29 (9) 38(12)




Pros/Cons of COBI FDC vs. RTV

Pros Cons
A Pill burden (FDC) A Limited efficacy dataesp
A Expected TAFTC/DRK (BRI |
A Cmin Ctroughlower in
DRV/Cobi
A Slight increase in Gr
Other considerations: Increase monitoring if used
No major difference in with TDF
Gl AEs . — .
Linide A Mainly studied in pts with
Hyperbilirubinemia GFR >7@0 (not
Drug interactions recommended for <70)
B A Use only in pts without DRV
Expert opinion mutations (so daily DRV)

ACT

THE AMERICAN CONFERENCE
FOR THE TREATMENT OF HIV
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GuT PLASMA LymPHOID CELL

TFV
TDF TFV
TAF TFV ¢
.
 TFV-DP J

Image fromWohl D, et al. 22nd CROI; Seattle, WA; February-28, 2015Abst 113LB.

TENOFOVIR ALAFENAMIDE (TAF)

A TFVprodrug

A Up to 4x higher intracellular concentration in lymphoid cells

A Relativeto TDF 300 mg, tenofovadafenamideg(TAF) 25 mg has 9C
lower circulating plasma TFV, while maintaining high antiviral
activity intracellularly

A Phase Il studySax P JAIDS 20T¥dund TAF was associated with
reduced renal and bone effects



Phase 3 Trials Find TAF Non-inferior to TDF

Studies 104 and 111: Week 48 Combined Analysis

Virologic Outcome Treatment Difference (95% CI)

m E/C/F/TAF (n=866)
100 | 92 g9 =E/CIF/TDF (n=g6)

80 1 : |
60 - | |
; 2.0% ;
40 - | 0.7% +—4— 4.7%'
20 1 | |
4 4 4 6 | ;

0 |

1 O ]
Success Failure No Data 12 % +12%

A E/C/IFITAF was neimferior to E/C/F/TDFit Week48 ineachstudy
I 93% E/C/FITA¥92% E/C/F/TDF (Study 104)
I 92% E/C/FITA¥89% E/C/F/TDF (Study 311
I Nodifferencesin outcomewhenstratified by CD4and VL

HIV-1 RNA <50 ¢/mL, %

Wohl D, et al. 22nd CROI; Seattle, WA; February-28, 2015Abst 113LB



Genotypic Resistance <1% In Both Arms

Studies 104 and 111: Week 48 Combined Analysis
E/CIFITAF | EICIFITDF

Nn=866 n=867
Patients analyzed for resistance*, n (%) 16 (1.8) 19 (2.2)
: : Any, n (%) 7 (0.8) 5 (0.6)
Eggstrgnfgnotyplc Study 104, n 3 3
Study 111,n 4 2
Any 7 5
NRTI Resistance, n M184VI/I 6 3
M184V/I + K65R 1 2
Any 5 3
T66A 1 0
E92Q 2 1
INSTI Resistance, n Q148R 0 1
Q148R + T66I/A 1 0
Q148R+ E92Q 0 1
N155H 1 0

*With 2 consecutive HIV-1 RNA O50 ¢/ mL after first achieving <50
or had 0400 c¢c/ mL at Week 48 or |last study visit.

24
WohID, et al. 22nd CROI; Seattle, WA: Februar@®@3015Abst 113LB



TAF: Smaller Decreases in eGFR (?clinical
significance)

20- —E/CIFITAF
—E/CIFITDF

[HEY
o
1
1
1

-101 I I I j 2% p <0.001
-11.2 —

Mean (SD) Change
from Baseline eGFR*

0 12 24 36 48
Time (Weeks)

E/C/FITAF E/C/FITDF

n (%) n=866 n=867

Renal adverse events leading to discontinuation 0 4 (0.5)*
Events

Tubulopathy/Fanconi syndrome 0 0

Renal failure (2), decreased GFR (1), nephropathy (1).

Sax P, et al. 22nd CROI; Seattle, WA; Februa?®,23015Abst 143LB



TAF: Less alteration in tubular function

(?clinical significance)
Studies 104 and 111: Week 48 Combined Analysis

Urine [protein]:Creatinine Ratio
I I
Protein Albumin Retinol Binding Beta2 -
(UPCR) (UACR) Protein microglobulin
76 133 168

51

75

Median % Change from Baseline (Q1, Q3)

-50 -
57
: 44 44 5 5 64 67 101 103
Baseline
- mg/lg  mg/g mg/g  mglg eg/g eg/g eg/g eg/g

Sax P, et al. 22nd CROI; Seattle, WA; February 23-26, 2015. Abst. 143LB.

B E/C/FTAF
B E/C/FITDF

p <0.001
for all

26



TAF vs. TDF: Spine and Hip BMD (?Clinical

significance)

Spine Hip
p <0.001 p <0.001
S 2 _ 2 -
2 _
g, I
OLE o0 T 0
29
. —u  1.30+ 0.66-
[a) m _2_ '2-
5”5 5 5 2.86- 2.95-
SRS + 1 -4-
=
-6- - L -6 1
0 24 48 0 24 48
Week Week
Ay 345 797 784 836 789 780
=elZaz S50 816 773 848 815 767

Sax P, et al. 22nd CROI; Seattle, WA;

February 23-26, 2015. Abst. 143LB.



TAF: Greater Increases in Fasting Lipids

E/C/FITAF E/C/F/TDF
Baseline Baseline
B Week 48 W Week 48

200 - 189 5 -
177
e .
g0 teo 163 37 37
g) 3.6 3.6
£ 115 109 L4 108 3 1
? 100 | | —
2 101 104 g5 100
> 29
3 51 48
S 90 A I s
= 44 44 L
0 0
Total Cholesterol LDL HDL Triglycerides TC:HDL Ratio
p <0.001 p <0.001 p <0.001 p=0.027 p=0.84

Patients initiating lipid-modifying medications: 3.6% E/C/F/TAF vs 2.9% E/C/F/TDF (p=0,42)

Sax P, et al. 22nd CROI; Seattle, WA; Februa?®,23015Abst 143LB



Switch to E/C/F/TAF in Mild-Moderate Renal Disease
(eGFR 30-69 mL/min)

Change in eGFR From Baseline to Week 48

Change in eGFR (Cockcroft-Gault) N=222
L] 15 -
> Baseline eGFRcc
s E . . . <50 mL/min
O S Primary Endpoint = = =250 mL/min
EE y
M~ 5 —
= = j 0.6
= :
9 g 0 S geaes— il | (E—— E ------------------- 1.4
Qo
S 5 |
E - -10 = i ! ! 1 U '
= 0 4 8 12 16 24 36 48

Change in eGFR (CKD-EPI, Cystatin C)

L

First studyof this SPC withoutlose adjustment irpts with eGFRbetween 3069 mL/min

A Switchingto E/C/F/TAF was associated with no chaimgactualGFR, reductions in
proteinuriaand markerof proximal renatubular function, and improvements in hip and
spine bonemineraldensity

A 48weekdata supportusing E/C/F/TAferapyin pts with mildto moderate renal

Impairment
Pozniak A, et al. 22nd CROI; Seattle, WA; February 23-26, 2015. Abst. 795.



Are you convinced that the bone and
renal safety profile data for TAF vs
TDF Is clinically meaningful?

A. Yes, | want to switch my patients
B. Not convinced
C. | await realworld data

ACTHIV 2015: A State-of-the-Science Conference for Frontline Health Professionals o \ ¥ |
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CBV and RPV LA Nanosuspensions

A Drug nanocrystal suspended in liquid = nanosuspension
A Nanomilled to increase surface area and drug dissolution rate

A Allows ~100% drug loading vs. matrix approaches for lower injection
volumes

polymeric nanoparticles

poly(ngri
(=~ ~

SIN- gesr;?idolfipid CBV + RPV

being studied
as d mo IM ART (logistical
challenges anticipated)

nanocrystals

100% drug

(. O
B

R H. Mdller, et al. European Journal of Pharmaceutics and Biopharmaceutics 73 ZDHavlir,
Gandhi. Current Opinions in HIV 2015
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LAT TEcabotegravir+rilpivirine as
maintenancetherapy

A Phasdlb, randomized, multicenter, partially blind, dose
ranging study comparincabotegravi(CBTplus RPV to EFV
PlusNRTIs

Oral Induction Phase Oral Maintenance Phase

CBT 10 mg + 2 NRTIs CBT 10 mg + RPV 25 mg

HIV ARINaive
HIV-1 RNA 3000c¢/mL
1:1:1:1 Randomization

Stratified by VL

and NRTI

CBT 30 mg + RPV 25 mg

CBT 60 mg + 2 NRTIs CBT 60 mg + RPV 25 mg

EFV 600 mg + 2 NRTIs

¢ t 4 4 t 4 $

DL Week 16 20 24 48 72 96

Margolis Dgt al. 22ndCROI, 201%Abst 5541LB




LATTE: Cabotegravir (GSK1265744) + RPV
as Maintenance ART: Wk 96 Results

Induction Phase Maintenance Phase

2 NRTI + CAB or EFZ CAB+ RPV vs. EFZ + 2NRTI
100+ :
849%
80+
68%
60- 63%

IN
<

B CAB 10 mg (n =60)
[0 CAB 30 mg (n = 60)*
B CAB 60 mg (n=61)
B EFV 600 mg (n=62)

ITT: HIV-1 RNA <50 c/mL by
Snapshot Algorithm (%)

BL 4 12 24 28 36 48 72 96
WKks

Protocol Derived Virologic Failure:
A Induction phase: 3 in CAB arms and 4 in EFZ, no resistance
A Maintenance phase: 3 in CAB arms and 2 in EFV arm
-Failures in CAB were in 10mg arm, 1 with NRTI resistance and 1 with INSTI and NNRTI resistance

Margolis D, et al. CROI 2015. Abstract 554LB.



LATTE Study: Results and Conclusion

A Comparablevirologicsuppressiorwk 96 in CBT and
EFV arms

A No clear toxicity signal in CBT/RPV arms

A 3 pts in low dose CBT arm developed drug resistanc
mutations, onept developed Q148R + E138K
mutation

A Currently being studied as maintenanoceas
nanoformulationcombination (RPV + CBV)

Margolis D, et al. 22nd CROI, 2015, Abst. 554LB.
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~ Maturation %,
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2nd Gen Maturation Inhibitor : BMS-955176

Placebo 5mg 10 mg 20 mg 40 mg 80 mg 120 mg
n=12 n=8 n=8 n=38

-0.498

o

o
(63
1

-0.381

1
[
|

-0.976

log,, copies/mL

-1.115

=
(6]
1

-1.701 -1.555 -1.654

Maximum median change in
HIV -1 RNA from baseline

_2 .
ake Home Points:

A Inhibits lasiprotease cleavage event (between capsid protein p24 and spacer peptide
Gag), resulting in the release of immature rAofectiousvirions

_|

A Potent: Exposurgesponse relationship; maximumedian change of..7 log, c/mL at
40mg(then plateaus® active against wild typendviruseswith Gag polymorphisms.

A Long halife allows for once daily dosing

A N iqnifi t safety i f Hwang C, et al. 22nd CROI; Seattle, WA,
O significant satety ISSues so far. February 23-26, 2015. Abst. 114KLB.



Attachment Inhibitor BMS660368

Native Env Attachment and Coreceptor Membrane
— oaLend. 5 —
CD4 binding Binding Fusion

0 viral
L% membrane

gp41
gp120 (ﬁ "I.' oo'n d

Q)-’«tr‘

Coreceptor antagonists X
(Maraviroc-CCR5)

|_ Fusion

variable loops (le':::;:;;)
(IR 00 nn A AR ANA A AR AR e Ao e A A AR AR AR AN A
membrane:;&ax&fﬁﬁ‘ ‘ﬁa&&ﬁﬂaﬁ&a&b ¢ OO

coreceptor prebundle

Antiviral ResearcNol 85, Tilton J.C. anBomsR. W, O Entry i nhibitors in t

CD4 fusion peptide
e
treatmentof HIV1 i n f e e¢100, @opyright 2809,

Genetic approaches to decrease coreceptor expression
(siRNAs, shRNAs, ribozymes, intrabodies and Zinc Finger
Nucleases)

A Binds to HIV1 gp120, preventing viral attachment and entry
Into host CDA4 T cells

A Active against CCR5, CXCR4, and dual tropic strains.

Thompson M, et al. 22nd CROI; Seattle, WA; February 23-26, 2015. Abst. 545



BMS663068: HIV attachment
Inhibitor

A ART experienced, sensitive to TDF, RAL, ATV
A HIV RNA > 1,000 copies/mL

A CD4 > 50

A Baseline sensitivity to BM&E3068 byPhenosense
entry assay

A 50 patients per arm:
I TDF + RAL + (ATV/r or BBME3068) at various doses

Lalezari J, et al. CROI 2014. Abstract 86.
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Thompson M, et al. 22nd CROI; Seattle, WA; February 23-26, 2015. Abst. 545.



Thank you!!

Thanks to Harry
Lampiris Raj
Gandhi, ACTHIV
program
committee

Don't tuvm your back on AIDS.

ik have to be a top scientist working on & cure to make a difference.
v '\l ing yourselt and others from HIV infection, welcoming someone living
with HIV into your life or even just talking about HIV and AIDS can help.
' fve you taking action?

Make your promise now at

THE AMERICAN CONFERENCE
FOR THE TREATMENT OF HIV
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