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Efficacy and safety of the once-daily,

darunavir/cobicistat/emtricitabine/tenofovir alafenamide (D/C/F/TAF)
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D/C/F/TAF: The First Once-Daily STR Containing Darunavir

- D/C/F/TAF:
— Darunavir (DRV, D, 800mg), cobicistat (C, 150mg), emtricitabine (FTC, F, 200mg) and TAF, 10mg
— Is being evaluated in two ongoing, pivotal phase 3 studies

» = AMBER: in ART-naive adults, D/C/F/TAF was non-inferior to D/C + F/TDF (91% vs 88%; VL <50 ¢/mL
at Week 48 by FDA Snapshot)?!

« EMERALD: in virologically suppressed adults, D/C/F/TAF was non-inferior to bPI + F/TDF
(2.5% vs 2.1%; PDVR cumulative through Week 482; 3.1% through Week 96 in D/C/F/TAF arm?3)

» Better outcomes for D/C/F/TAF bone and renal parameters in both studies

— D/C/F/TAF is a recommended combination in the EACS 2018 guidelines*

1. Eron J, et al. AIDS 2018;32:1431-42

AMBER (NCT02431247) and EMERALD (NCT02269917) 2. Orkin C, et al. Lancet HIV 2018;5:e23-e34
STR, single-tablet regimen; TAF, tenofovir alafenamide; ART, antiretroviral therapy; VL, viral load; 3. Eron J, et al. IDWeek 2018, Abstract 1768
bPI, boosted protease inhibitor; PDVR, Protocol—-defined virologic rebound (confirmed VL =50 ¢/mL) 4, EACS Guidelines, Version 9.1. October 2018




AMBER: Phase 3, Randomised, Double-blind, Multicentre Trial

Double-blind treatment phase Extension phase Roll-over phase

ART-naive adults
(N=725)

= Screening plasma VL
>1,000 ¢/mL

= CD4* >50 cells/mm? ]

= Genotypic susceptibility D/C + F/TDF D/C/F/TAF switch
to DRV, FTC and TFV

* HBV/HCV negative / 3%

Baseline Week 48 Week 48 4@ week 96

Primary endpoint database lock

and unblinding

D/C/F/TAF

Patient-years of exposurea 626 512 109
Median (IQR) exposure, weeksb 96.1 (95.6; 97.0) 73.1 (72.0; 84.3) 22.3 (12.1; 24.3)

This presentation will focus primarily on the D/C/F/TAF group

ART, antiretroviral therapy; VL, viral load; HBV, hepatitis B virus; HCV, hepatitis C virus; IQR, inter-quartile range
3patient-years of exposure = sum of treatment duration (weeks) x 7 /365.25;
bTreatment duration, weeks = (end of treatment phase - start of treatment phase + 1) /7



Patient Disposition

. 866 patients screened ‘

1 » | 141 not randomised, not treated

725 randomised 1:1 and
treated |

}

27 (7%) discontinued
0 died

l 26 (7%) did not switch by Week 96
8 due to adverse events
4 withdrew consent

e . .
363 received 42 (12%) discontinued
D/C + FITDF

8 lost to follow-up 9 lost to follow-up

1 died (follow-up phase)
16 due to adverse events

2 non-adherent with study drug 0 non-adherent with study drug

3 physician decision 4 physician decision

2 other reasons 1 pregnancy

2 other reasons

362 received
DI/ICI/IFITAF

9 withdrew consent

335 treated in extension 295 switched to

16 (5%) discontinued after Week 48 D/C/FITAF 5 (2%) discontinued
0 died G TN

0 due to adverse events

5 withdrew consent
4 lost to follow-up 2 lost to follow-up

0 non-adherent with study drug 0 non-adherent with study drug

4 physician decision - 0 physician decision
3 other reasons 319 (lx%)krggched 290 (33 él ;)krggched 1 other reasons
ee

1 due to adverse events
1 withdrew consent




FDA Snapshot at Weeks 48 and 96 (ITT)

D/C/F/TAF arm (N=362) Control arm (N=363)
[ week48 || Week 96 ] week 48 ] Week 96

VL <50 ¢/mL VL < 200 ¢/mL
100 - 91% o 93% 91%
88% 85% 84% 8O0 8o%
-
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SO 40 -
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VL <50 ¢/mL IS31O196)] 321 (88%) 308 (85%) 304 (84%) |EEIIESIINISSENOS6) 329 (91%) 312 (86%) 312 (86%)
ESNELT 6% 12 (3%) 20 (6%) 16 (4%) |EENESLNNEONESEIN 4 (1%) 15 (4%) 6 (2%)
No virologic data || 5 C L 00 EEclvNE: 17y 34 (9%) 43 (12%) L 16(4%) | 30 (8%) 35 (10%) 45 (12%)

ITT, intent-to-treat; VL, viral load; NVD, no virologic data *Two-sided Exact Clopper-Pearson 95% confidence interval (CI)



Snapshot VL <50 c/mL at Week 96 by Subgroups (ITT)

mD/C/F/TAF arm (N=362) B Control arm (N=363)

100 - 90 86

86

83
86 g4 85
73 6

87 g4

85 85
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R @) o
o o o

N
o

VL <50 ¢/mL (%, 95% CI?)

N= 303 253 59 70 22 2S5 340 334 326 331 36 32 44 41 318 322 300 300 40 40 20 21
<100k >100k <200 =200 <50 >50 Female Male White Black Other
BL VL, ¢/mL BL CD4%, cells/mm? Age, years Gender Race

ITT, intent-to-treat; BL, baseline; VL, viral load; sided Exact Clopper-Pearson 95% confidence interval (CI) - -



Resistance Analysis Through Week 96

Post-baseline genotyping/phenotyping (PhenoSenseGT) performed in PDVFs (virologic
non-response, virologic rebound and/or viraemic at final timepoint) with VL 2400 ¢/mL at

failure or at later time points
- Available genotype/phenotype data in:
— 9/15 PDVFs (D/C/F/TAF from baseline through Week 96)
« M184I/V RAM detected at Week 36 in one patienta:l
— 8/19 PDVFs (Control arm from baseline through Week 96)

= M184V RAM detected at Week 84 (post-switch visit) in one patient?

— No DRV, primary PI or TFV RAMs observed post-baseline

PDVF, protocol-defined virologic failure; VL, viral load; RAMs, resistance-associated mutations;
3FTC and 3TC resistance; patient had transmitted NNRTI resistance at screening and M184V was detected pre-treatment as minority variant (9%);

Adherence based on pill count: 102%: discontinued due to non-compliance (DRV PK levels low);
PFTC and 3TC resistance; Adherence based on pill count: 90%-switch-80%:; no PK data 1. Lathouwers E, et al. HIV Glasgow 2018. Abstract P294



Most frequent (=25%) Grade 3 or 4 Laboratory Abnormalities

D/C/F/TAF arm

Incidence, n/N (%) Baseline—-Week 48 Baseline-Week 96
N=362 N=362
Patient-years exposurea 323 626

Fasting LDL-cholesterol
(24-90 mmol/L; 2190 mg/dL), n (%) 17/345 (5) 30/346 (9)




AMBER Week 96 Analysis: Conclusions
* Through Week 96 in treatment-naive patients, D/C/F/TAF resulted in:

— High response rates (85% VL <50 ¢/mL in D/C/F/TAF arm; FDA Snapshot)
= Consistent results across patient subgroups

— Low VF rates (6% VL =250 c¢/mL; FDA Snapshot)
— No development of DRV, primary PI or TFV RAMs

= M184I and/or V detected in one patient in each arm

» D/C/F/TAF bone, renal and lipid safety consistent with known TAF and
cobicistat profiles

AMBER results through 96 weeks confirm the efficacy, high genetic barrier to resistance
and bone/renal safety benefits of D/C/F/TAF for treatment-naive patients
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Phase Ill Randomized, Controlled Clinical Trial of
Bictegravir Coformulated with FTC/TAF in a
Fixed-dose Combination (B/F/TAF) versus
Dolutegravir (DTG) + F/TAF in Treatment-naive
HIV-1 Positive Adults: Week 96
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Introduction

* Bictegravir, a novel, potent INSTI with a high barrier to resistance, was coformulated with
emtricitabine and tenofovir alafenamide into a single-tablet regimen (B/F/TAF) and is approved in the
US, Europe, Australia, and Canada as Biktarvy®

* Unboosted, once daily dosing without regard to food

* B/F/TAF has shown noninferiority at Week 48 to current standard-of-care comparators, with no
treatment-emergent resistance, and was well tolerated across five randomized, phase 3 studies in
adults living with HIV-1, including a study of 470 women*-

* A study comparing B/F/TAF to coformulated dolutegravir (DTG), abacavir, and lamivudine, showed
noninferior efficacy, changes in bone mineral density and renal markers were comparable between
arms, and there were no cases of renal tubulopathy through 96 weeks®

1. Saxetal. Lancet 2017;390:2073-82. Gallant et al. Lancet 2017;390:2063-72.

Molina et al. Lancet HIV 2018;5:e357-65.

Daar et al. Lancet HIV 2018;5:e347-56.

Kityo et al. CROI 2018; March 3-7, Boston, abstr #500.

Wohl et al. Presented at IDWeek 2018; October 3-7, abstr #74246. 13
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GS-US-380-1490 Study Design

1° Endpoint 22 Endpoint
v \ 4
Week (I) 418 916 14114
n=320 B/F/TAF QD
Treatment-Naive Adults DTG + F/TAF Placebo QD

= HIV-1 RNA =500 ¢/mL

= eGFR.; 230 mL/min DTG + F/TAF QD

n=325 B/F/TAF Placebo QD

* Phase 3, randomized, double-blind, active-controlled study
» Stratified by HIV-1 RNA, CD4 cell count, geographic region (USA vs non-USA)
* North America, Europe, Australia, and Latin America
* Chronic hepatitis B and/or C virus (HBV/HCV) infection allowed

* Primary endpoint: proportion with HIV-1 RNA <50 copies/mL at Week 48
* B/F/TAF 89.4% vs DTG + F/TAF 92.9% with HIV-1 RNA <50 ¢/mL (p=0.12)!

» Secondary endpoint: proportion with HIV-1 RNA <50 copies/mL at Week 96
* Noninferiority margin of 12% based on FDA Snapshot algorithm

ClinicalTrials.gov NCT02607956. c, copies; eGFR, estimated glomerular filtration rate by Cockcroft-Gault equation.
1. Sax et al. Lancet 2017; 390:2073-82.

14



Participant Disposition From Baseline to Week
96

Screened, n=742 — Screen failures, n=60
|
* Met eligibility criteria but

not randomized, n=25%*

Randomized and P . Randomized and

not treated, n=7 v not treated, n=5
B/F/TAF .
/¥l Randomized and treated
n=320

—> 48 (15%) Reason for D/C, n 36 (11%) +—
14 Patient decision 12
14 Lost to follow-up
AE
Investigator discretion
Pregnancy
Death
Protocol violation
Noncompliance
Lack of efficacy

O O DNNDN PO O
O W =W whN O N

Still on treatment

n=272

* Lost to follow-up (n=3), withdrew consent (n=14), investigator’s discretion (n=2), AE (n=1), outside of visit window (n=2), other (n=3).

15



Virologic Outcome at Week 96

Snapshot analySWS'ologic Outcome % Treatment Difference (95% Cl)
100 1
X 84 86 - B/F/TAF (n=320) Favors Favors
o : DTG + F/TAF B/F/TAF :
£ % U DTG + F/TAF (n=325) | |
=1 | i
2 60 e e
3 ! -2.3 !
5 I = I
o 40 | -7.9 3.2 |
S . .
€ | |
g 20 ! !
o ! !
o ! !
0 .' : : :
HIV-1 RNA HIV-1 RNA No Virologic 12 6 0 6 12
<50 copies/mL 250 copies/mL Data f
269 281 14 9 37 35
320 325 320 325 320 325

* At Week 96, B/F/TAF was noninferior to DTG + F/TAF by FDA Snapshot analysis
* Per protocol analysis: B/F/TAF 100% vs DTG + F/TAF 98%

* Mean CD4 increase from baseline at Week 96:
* B/F/TAF +237 cells/uL vs DTG + F/TAF +281 cells/uL (p=0.008)
* Mean CD4 % change B/F/TAF 11% vs DTG + F/TAF 11% (p=0.37)
* Mean absolute CD4 B/F/TAF 693 vs DTG + F/TAF 733 (p=0.13)

P-value was from analysis of variance (ANOVA) model adjusted by the baseline HIV-1 RNA and region stratum.

16



Resistance Analysis Population through Week

B/FITAF
n=320
Resistance analysis population 7 6

Emergent resistance 0 0

No participant developed treatment-emergent resistance through Week 96

Resistance analysis population includes any participant with virologic rebound at or after Week 8

Confirmed virologic failure without resuppression
Two consecutive HIV-1 RNA tests > 50 ¢/mL after achieving < 50 ¢/ml and HIV-1 RNA > 200 c/mL at the confirmation test
or
>1 log,, copies/mL increase in HIV-1 RNA from nadir

HIV-1 RNA > 200 ¢/mL at Week 96 or last visit on study drug (did not require confirmation)

The second, confirmatory sample was sent for resistance analysis, unless there was no follow-up sample

17



Fasting Lipid Changes at Week 96

B B/F/TAF " DTG + F/TAF

Fasting Lipid Component

Total Cholesterol LDL Cholesterol HDL Cholesterol Triglycerides
p=0.51 p=0.24 p=0.23 p=0.79

40

19

Median Change From
Baseline, mg/dL
N
o
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N
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0 .
Baseline, mg/dL | <15 (il 98 99 m 97 95

» Similar percentages of participants:
* Were on lipid-lowering agents at baseline: B/F/TAF 6.6%, DTG + F/TAF 5.5%, p=0.62
* |Initiated lipid-lowering agents during the study: B/F/TAF 3.4%, DTG/ABC/3TC 3.7%, p=1.00

P-values were from the 2-sided Wilcoxon rank sum test to compare the 2 treatment groups.

Median Change From
Baseline

o
&

o

©
(9]

Total Cholesterol:HDL
a p=0.14

3.7 3.7

18



Conclusions

Initial HIV-1 therapy with B/F/TAF was noninferior to DTG + F/TAF at Week 96 by Snapshot algorithm with high
rates of virologic suppression (HIV-1 RNA <50 copies/mL)

* 84% B/F/TAF vs 86% DTG + F/TAF

* Sensitivity analyses confirmed noninferiority
* Per-protocol: 100% B/F/TAF vs 98% DTG + F/TAF

* No treatment-emergent resistance

 B/F/TAF was well tolerated

* Few AEs leading to discontinuation occurred (6 vs 5 in the DTG + F/TAF arm)
* More treatment-related AEs were reported in the DTG + F/TAF arm (p=0.02)

* There were no discontinuations due to renal AEs and no cases of tubulopathy, including Fanconi syndrome, in
either treatment group

* Changes from baseline in lipid parameters were equivalent

* These results provide further evidence of longer-term safety, efficacy, and high barrier to resistance of B/F/TAF in
people living with HIV-1

19
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Week 48 Safety and Efficacy of the HIV-1

Attachment Inhibitor Prodrug Fostemsavir in

Heavily Treatment-Experienced Participants
(BRIGHTE Study)
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Buenos Aires, Argentina; *Quest Clinical Research, San Francisco, CA, USA; 6AIDS Research Consortium of Atlanta, GA, USA;
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Overview of Fostemsavir

« Fostemsavir (FTR) is a first-in-class attachment inhibitor prodrug’
that is being specifically developed for HIV-1-infected, heavily treatment-
experienced (HTE) patients

* FTR has a unique resistance profile with no in vitro cross-resistance
to other classes of ARVs?2:3

* At the Week 24 interim analysis for the ongoing Phase 3 BRIGHTE study, FTR
demonstrated*

Superior efficacy relative to placebo (0.8 log,, c/mL decrease for FTR vs 0.2 log,, c/mL for
placebo; treatment difference = 0.625, P<0.0001) after 8 days of functional
monotherapy (primary endpoint)

A median decrease in HIV-1 RNA of 1 log,, ¢/mL in participants with baseline HIV-1 RNA
>1,000 ¢/mL in the Randomised Cohort at Day 8

Virologic suppression (HIV-1 RNA <40 c/mL) in 53% of participants in the Randomised
Cohort and 37% in the Non-randomised Cohort (81% of whom had FTR as the only fully
active ARV) at Week 24

A mean increase in CD4+ T cell count by 90 cells/uL from baseline at Week 24 in the
Randomized Cohort

A generally well-tolerated safety profile with few AEs leading to discontinuation

* Here we present Week 48 efficacy and safety results from the ongoing
BRIGHTE study (formerly 205888/A1438-047)

AE, adverse event; ARV, antiretroviral.

1. Brown et al. J Pharm Sci. 2013;102:1742-1751. 2. Nowicka-Sans et al. Antimicrob Agents Chemother. 2012;56:3498-3507.
3. Li et al. Antimicrob Agents Chemother. 2013;57:4172-4180. 4. Kozal et al. Presented at: EACS 2017. Oral PS8/5.

Conversion of fostemsavir
to temsavir!

Gastrointestinal
lumen

Fostemsavir
(prodrug)

Alkaline
phosphatase

Temsavir
(active moiety)

Temsavir

Blood plasma

Aberg et al. HIV Glasgow 2018; Glasgow, UK. Oral 334A.



Study Design ViV

BRIGHTE is an ongoing Phase 3 randomised, placebo-controlled, double blind trial

Randomised Cohort : Blinded
HTE participants failing current FTR 600 mg
regimen with confirmed HIV-1 RNA 2 | Bl e
400 ¢/mL and: Randomised S— Open Label FTR 600 mg BID + OBT
e 1or2ARVclasses remaining & 21 3:1 Blinded
fully active & available agent per Y placebo +
class failing
*  Unable to construct viable regimen
regimen from remaining agents ® @ o— —e @ @
Day1 Day8- Day9- End of

Primary Open Label 'Week 24" Week 48" Week 96" Studyt

Endpoint FTR + OBT

Non-randomised Cohort $:
HTE participants, failing current

|
regimen with confirmed HIV-1 RNA >
400 ¢/mL and: o domed Open Label FTR 600 mg BID + OBT

* 0 ARV classes remaining and no -

remaining fully active approved @ L - L o
agents* End of
Day 1 Week 24 Week 48 Week 96 Study'

Aberg et al. HIV Glasgow 2018; Glasgow, UK. Oral 334A.



Prior ARV Exposure and Initial Viiv

NRT

Prior Exposure to ARVs

Fully Active and Available ARV Agents
in Initial OBT

e N\ 7 D
100 - B ARV Agents = 0
100 99 100 90 - ARV Agents = 1 VALORT-
80 - ARV Agents = 2 [ ]
i ARV Agents > 2
80 70 - ?
60 - g 607 50
& 50 - 43
2
40 A S 40 1
00 - & 30 -
° 20 -
N
i 6
0 10 0 0 o
NRTI NNRTI CCR5 Fusion 0 I
Ant t  Inhibit
ntagonis nhibrter Randomised Cohort Non-randomised Cohort
Randomised Cohort ™ Non-randomised Cohort (N=272) (N=99)
(N=272) (N=99)
\ 2L y

* Overall, 71% (262/371) of participants were treated for HIV-1 infection for>15 years, 85% (316/371) had prior experience with 25 ARV
regimens (80% and 96% were INSTI and Pl experienced, respectively), and 86% (320/371) had a history of AIDS

* Inthe Randomised Cohort, 50% (137/272) and 43% had 1 or 2 FAAs in their initial OBT, respectively
* Of the 99 Non-randomized participants, 81 had no approved FAAs or investigational ARVs in their initial OBT and

15 had investigational ibalizumab in their initial OBT

*15/19 received investigational ARV Ibalizumab.

INI, integrase inhibitor; NRTI, nucleoside reverse transcriptase inhibitors; NNRTI, non-NRTI; PI, protease inhibitor.

Aberg et al. HIV Glasgow 2018; Glasgow, UK. Oral 334A.



Study Disposition Through SN
Week 48 et

Screened
N=731

( Screening Failures
L N=360

Non-randomised Cohort
N=99

Ongoing Withdrawn
n=67 (68%) n=32*% (32%)

* Through Week 48, 57/272 (21%, Randomised) and 32/99 (32%, Non-randomised) participants discontinued
early; six participants (FTR n=5; placebo n=1) discontinued during the double-blind period.

*6 participants (FTR n=5; placebo n=1) discontinued during the double-blind period of the study. "Withdrawal reasons (n, %): AEs (9, 3%), lack

of efficacy (12, 4%), non-adherence (11, 4%), withdrawn consent (5, 2%), lost to follow-up (7, 3%), no longer met study criteria (3, 1%), death (8,
3%), pregnancy (1, <1%) and other (1, <1%). SWithdrawal reasons (n, %): AEs (5, 5%), lack of efficacy (6, 6%), non-adherence (5, 5%), withdrawn
consent (1, 1%), lost to follow-up (1, 1%), no longer met study criteria (2, 2%) and death (12, 12%).

Aberg et al. HIV Glasgow 2018; Glasgow, UK. Oral 334A.



Outcome

Virologic Success

Non-
randomised

(<40 c/mL), n (%) 146 (54) 38 (38)
Virologic Failure,
(240 c/mL), n (%) 10438 52 (53)
Data in window not
below threshold 72 (26) 33 (33)
D/C for lack of
efficacy 6(2) 2(2)
D/C for other
reason while not 9 (3) 3 (3)
below threshold
Change in OBT* 17 (6) 14 (14)
No Virologic Data 22 (8) 9(9)
D/C study due to
AE or Death 15 (6) 8 (8)
D/C study for Other
Reasons 5(2) 1(1)
Missing data during
window but on 2 (<1) 0
study

*Change in OBT for efficacy reasons were considered virologic failures in this analysis.

ART, antiretroviral therapy; D/C, discontinued.

% of Participants

Non-randomised
Randomised cohort cohort

<400 c/mL
70% (n=191)

<200 c/mL
69% (n=187)

<400 c/mL
44% (n=44)

c/mL
(n=43)

N =272 N =99

At Week 24, 53% of Randomised participants and
37% of Non-randomised participants had an
HIV-1 RNA <40 ¢/mL

Aberg et al. HIV Glasgow 2018; Glasgow, UK. Oral 334A.



Mean Change in CD4+ T-cell Counts from Vf\\/
Baseline through Week 48: Observed Analysis Heal

Mean CD4+ T-cell count at baseline was 153 cells/uL (SD=182) for the Randomised
Cohort and 99 cells/uL (SD=131) for the Non-randomised Cohort

c
= 350 ~
o
@
£ 300 -
2
[T
4] 250 A
5o
o
O 7 200
FTeary
QO3
T @ 150 4 [
g 0
QL
o
< 100 A | T
)
£ 50 -
© VALOR
S [VALOR] [\(,'::g,,?] [ (n=83) :
£ 0 (n=90) (n=87)
] Baseline 12 24 36 48
=
Weeks on Therapy

Randomised Cohort =®=Non-randomised Cohort

SD, standard deviation.

Aberg et al. HIV Glasgow 2018; Glasgow, UK. Oral 334A.



Week 48 Safety Summary * ViiVv

Parameter, n (%) Non-ran?;Tgi;e;d Cohort TreatedT:::‘tlicipants
(N=371)

Any Event 247 (91) 96 (97) 343 (92)
Grade 2-4 related Aes 55 (20) 22 (22) 77 (21)
Grade 3-4 AEs 70 (26) 47 (47) 117 (32)

AEs leading to Discontinuation 14 (5) 13 (13) 27 (7)
SAEs' 85 (31) 44 (44) 129 (35)
Related SAEs 7 (3) 3 (3) 10 (3)
Deaths* 11 (4) 14 (14) 25 (7)

*  FTR was well tolerated through Week 48 with few discontinuations due to AEs

*  92% (343/371) of participants had 21 AEs; most were Grade 1 to 2 in intensity and resolved without interruption of study drug
*  35% of participants had 21 serious AE (SAE); most were related to infections

¢ Compared with the Randomised Cohort, the Non-randomized Cohort experienced higher rates of SAEs (31% vs 44%), Grade 3 to 4 AEs (26%
vs 47%) and deaths (4% vs 14%)

*All safety data reflect cumulative results collected through the data cutoff date of 4 March 2018. All treated participants had the
opportunity to complete the Week 72 study assessment prior to the current data lock; "The majority (15%) of SAEs were from
the infections/infestations system organ class; ¥17/25 deaths were due to AIDS-related events, IRIS, or acute
infection; estimated median CD4 T-cell count among participants who died was 7 cells/uL IRIS, immune reconstitution
inflammatory syndrome; SAE, serious adverse event.

Aberg et al. HIV Glasgow 2018: Glaseow, UK. Oral 334A.



Grade 2 to 4 Treatment-Related

AES*®

Parameter, n (%)

Any Event 55 (20)
Nausea 10 (4)
Diarrhea 7 (3)
Headache 7 (3)
Immune reconstitution
inflammatory syndrome 5(2)
Vomiting 4 (1)
Fatigue 3 (1)
Asthenia 2 (<1)

Total

Non-randomised Cohort

(N=99)

22 (22)
5 (5)
3(3)
1(1)

1(1)

2 (2)
2 (2)
2(2)

Treated Participants
(N=371)

77 (21)
15 (4)
10 (3)
8 (2)

6 (2)
6 (2)
5 (1)
4 (1)

* Consistent with the results from Week 24, the most common Grade 2 to 4 treatment-related AEs were

nausea (4%), diarrhea (3%) and headache (2%)

*Grade 2—4 related AEs occurring in 2% of participants in either arm.

Aberg et al. HIV Glasgow 2018; Glasgow, UK. Oral 334A.



Conclusions ViiVv

* Rates of virologic suppression were maintained from Week 24 through Week 48,
despite continued attrition in this active trial

* There were continued, clinically meaningful, improvements in CD4+ T-cell count
through Week 48, including among those who were most immune-compromised at
baseline

* FTR-containing regimens were well tolerated through Week 48 with few
discontinuations due to AEs

* Majority of significant safety events (Grade 3-4 AEs/SAEs/deaths) were related to
infections or progression of AIDS and occurred in participants in the Non-randomised
Cohort, who had lower baseline CD4 counts and no approved FAAs to pair with FTR

at study start

* Week 48 results from the ongoing BRIGHTE study support further development of
FTR as a therapeutic option for HIV-1-infected HTE participants with multi-drug
resistance and few remaining active therapies

Aberg et al. HIV Glasgow 2018; Glasgow, UK. Oral 334A.
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Safety, Efficacy and Durability of Long-Acting
Cabotegravir (CAB) and Rilpivirine (RPV) as

Two-Drug IM Maintenance Therapy for HIV-1
Infection: LATTE-2 Week 160 Results
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Introduction

<

* LA injectable suspensions of CAB and RPV are in phase Il
development

* LATTE-2 Week 48/96 data supported the decision to evaluate the
Q4W and Q8W CAB LA + RPV LA IM regimen in ongoing phase Il
studies?!

* The Week 160 analysis evaluated the long-term efficacy, safety,
and tolerability of both IM dosing regimens

CAB, cabotegravir; IM, intramuscular; LA, long acting; Q4W, every 4 wk; Q8W, every 8 wk; RPV, rilpivirine.
1. Margolis et al. Lancet. 2017;390:1499-1510.
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LATTE-2 Study Design ViiV

* Phase llb, multicenter, parallel-group, open-label study in

ART-naive HIV-infected adults
[ Induction 3 Maintenance Period (MP)

CAB 400 mg IM + RPV 600 mg IM CAB 400 mg IM + RPV 600 mg IM
Q4W (n=115) Q4W (n=101)

|
-
-
-
-

—————

Il CAB ] CAB loading dose at Day 1 (800 mg)

' oy ' CAB 600 mg IM + RPV 900 mg IM CAB 600 mg IM + RPV 900 mg IM
1 for 1 Q8W (n=115) Q8W (n=107)

|\ 20 wk

Optimized loading dose
CAB 600 mg IM + RPV 900 mg IM
(Week 100) followed by Q4W (n=10)

Optimized loading dose
CAB 600 mg IM + RPV 900 mg IM
(Weeks 100 and 104) followed by Q8W (n=34)

— ]

CAB loading doses at Day 1 (800 mg) and Week 4 (600 mg)

CAB 30 mg + ABC/3TC PO QD (n=56)

Day 1 Week 32 Week 48 Week 96 Week 160
Randomization Primary Analysis
2:2:1 analysis Dosing

Dosing regimen
regimen confirmation
selection

ART, antiretroviral therapy; CAB, cabotegravir; EP, extension period; IM, intramuscular; LA, long acting; MP, maintenance period; PO, oral; QD, once daily; Q4W, every 4 wk; Q8W, every 8 wk;
RPV, rilpivirine.
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Snapshot Outcomes at Week
160

* 309 patients were enrolled (ITT-exposed): 91% male, 20% non-white, and 19% >100,000 c/mL HIV-1 RNA. 286
patients were randomized into the MP; 258 completed MP with 252 entering EP

Optimized Optimized

Q8w IM Q4W IM Q8w IM Q4W IM
Outcome at W1602 n (%) n (%) n (%) n (%)
Snapshot (ITT-ME) N=115 N=115 N=34 N=10
HIV-1 RNA <50 c/mL 104 (90) 95 (83) 33 (97) 10 (100)
HIV-1 RNA 250 c¢/mL 5(4) 0 1(3) 0
Data in window not <50 ¢/mL 1(<1)P 0 0 0
DC for lack of efficacy 1(<1) 0 1(3) 0
DC for other reason while not 3 (3)° 0 0 0
<50 ¢/mL
No virologic data in window 6 (5) 20 (17) 0 0
W/D due to AE or death 1(<1) 12 (10)d 0 0
W/D due to other reasons 5(4)e 8 (7)f 0 0

3Data presented for the randomized Q8W/Q4W IM arms are inclusive of MP and EP. Data presented for the optimized Q8W/Q4W IM
arms are inclusive of on-treatment events occurring from the first date of first injection in the EP, W100.

b77 ¢/mL. <50 c¢/mL at W96 and did not qualify for EP. 9Added in EP: CAD; Ml (death); motor neuron disease. ¢Relocation; entered LTFU;
burden of travel; lost to FU. fAdded in EP: PD; lost to FU; WD by patient.
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Protocol-Defined Virologic
Failure

<

0
Q
=
)]

* Through 160 weeks, there were 2 PDVFs, both Q8W
* No additional PDVFs occurred after Week 48 in any arm
* Resistance data were previously reported?

Margolis et al. HIV Glasgow; Glasgow, UK. Poster P118.



Adverse Events Through Week

160

Optimized Optimized
Q8w IM Q4w IM Q8W IM Q4w IM
N=115 N=115 N=34 N=10
Week 160 Safety? n (%) n (%) n (%) n (%)
Grade 3/4 AEs, excluding ISRs 24 (21) 29 (25) 0 1(10)
Drug-related grade 3/4 AEs, 2(2) 6 (5) 0 0
excluding ISRs
Serious AEs 17 (15) 21 (18) 2 (6) 0
Drug-related SAEs 0 1 (<1)P 0 0
Fatal SAEs 0 2 (2)° 0 0
AEs leading to withdrawal® 3 (3) 12 (10) 0 1(10)
Grade 3/4 hematology labs 4 (3) 2(2) 0 0
Grade 3/4 chemistry labs 28 (24) 38 (33) 3(9) 1(10)
Select grade 3-4 laboratory abnormalities
Creatine kinase (CK) 11 (10) 13 (11) 1(3) 0
Alanine aminotransferase (ALT) 6 (5) 5(4) 0 0
Lipase 8 (7) 7 (6) 1(3) 1(10)
Total neutrophils 3 (3) 2(2) 0 0
R A R MR A R A i i e R A S

fatigue; Optimized Q4W: injection site pain.
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Adverse Events Through Week 160 -~
(cont)

<

T
0
Q

0
Q
=
0

* In the randomized Q8W/Q4W IM arms, 99% of ISR events were
mild (85%) or moderate (14%), and 87% resolved within 7 days

» 2/230 (<1%) had an ISR that led to discontinuation (both Q8W
subjects) through Week 160

* No randomized IM patient had an ISR that led to discontinuation
after Week 48

* In the optimized Q8W/Q4W IM arms, 98% of ISR events were
mild (81%) or moderate (17%), and 91% resolved within 7 days

e 1/44 (2%) had an ISR that led to discontinuation (Q4W)

IM, intramuscular; ISR, injection-site reaction; LA, long acting; Q4W, every 4 wk; Q8W, every 8 wk; RPV, rilpivirine.

Margolis et al. HIV Glasgow; Glasgow, UK. Poster P118.



<

Conclusions ViiV

 CAB LA + RPV LA, dosed Q8W or Q4W, successfully
maintained HIV-1 viral load <50 ¢/mL

* The Week 160 data demonstrate long-term durability and tolerability
of both dosing options

2 patients on LA dosing met PDVF criteria, no subjects after
Week 48 across all arms

* Good injection tolerability was demonstrated over time

* Majority of ISRs were grade 1/2 pain with a median duration of 3
days

* ~1% of patients had an ISR that led to discontinuation through 3
years of dosing

* Q8W and Q4W dosing are both under evaluation in ongoing
phase lll studies

Margolis et al. HIV Glasgow; Glasgow, UK. Poster P118.
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Safety and Efficacy of Doravirine/Lamivudine/ [swsoichmmiiintu METHODS
Tenofovir Disoproxil Fumarate in Treatment-

Anton Pozniak’; Anthony Rodgers®; Valerie Teal®; Deborah Hepleré;
Sushma Kumars; Peter Sklaré; George J Hanna®; Carey Hwang8;

. . . Cyrus Badshahs; ‘eppler®
Naive HIV-1 Infected Adults With Transmitted o ot e e G Study Design
Non-Nucleoside Reverse Transcriptase S e e + Phase 2, multicenter, open-label, single-arm trial in HIV-1 infected adults
Paris Diderot, | Saint-Louis, Paris, France; "Chelsea and Westminster Hospital, . . .
Inhibitor Resistance Mutations S P ot i U k.. . Ko . 5 (218 years of age) who were naive to antiretroviral therapy and had:

— Plasma HIV-1 RNA 21000 copies/mL and CD4* T-cell count 2100
BACKGROUND cells/mm3 within 45 days prior to initiation of study treatment
— Assingle NNRTI mutation consisting of RT K103N, Y181C, or G190A
~ HIV-1 with mutations conferring resistance to antiretroviral drugs can — Calculated creatinine clearance (CrCL) =250 mL/min, alkaline
be transmitted from infected individuals to uninfected individuals, phosphatase <3.0x upper normal limit, AST (SGOT) and ALT
increasing the risk for subsequent treatment failure (SGPT) <5.0x upper normal limit, and hemoglobin 29.0 g/dL for
— Transmitted mutations associated with resistance to non-nucleoside females or 210.0 g/dL for males

reverse transcriptase inhibitors (NNRTI) have an estimated
prevalence ranging from 3% to 10% in treatment-naive patients’.2

— The most common transmitted NNRTI-resistance mutation is
the reverse transcriptase (RT) amino acid substitution K103N,

followed by mutations at position Y181 and G1903

— . : CONCLUSIONS
Doravirine (DOR) is a novel NNRTI recently approved in the US for

the treatment of HIV-1

— In the DRIVE-FORWARD trial, DOR 100 mg demonstrated
non-inferior efficacy to ritonavir-boosted darunavir and a more
favorable lipid profile4

— In the DRIVE-AHEAD trial, co-formulated DOR 100 mg,

+ Although the targeted enroliment was not reached, antiretroviral
and immunologic efficacy of DOR/3TC/TDF was observed
at Week 48 in participants with transmitted NNRTI resistance
mutations (K103N in 7, and G190A in 1)

lamivudine 300 mg, and tenofovir disoproxil fumarate 300 mg » No participant developed additional drug resistance
(DOR/3TC/TDF) demonstrated non-inferior efficacy to mutations during the trial

co-formulated efavirenz 600 mg, emtricitabine 200 mg, and

TDF 300 mg (EFV/FTC/TDF) and a superior CNS safety profile® * DOR/3TC/TDF was generally well tolerated in this population

with no reported deaths or drug-related serious adverse

- DOR is active in vitro against both wild-type HIV-1 and the most eventeranding discontinliations die toran adverse cvent

common NNRTI-resistant variants at concentrations achieved with
100 mg once-daily dosing® « Although further study is needed, these clinical results

- DOR has an in vitro resistance profile that is unique among NNRTIs” support the activity of DOR against selected HIV-1 NNRTI

. _ _ , resistance mutations, K103N and possibly G190A
- This study examined the efficacy and safety of DOR in treatment-

naive adults with HIVV-1 and transmitted NNRTI resistance mutations



SUMMARY

Efficacy of MK-8591 Against Diverse AND CONCLUSIONS

H J.A. Grobler; Q. Huan ; « MK- isplayed similar activity agail
HIV-1 Subtypes and NRTI-Resistant D Hazuds: M-T. Lai e ey

Clinical Isolates Merck & Co., Inc., Kenilworth, NJ, USA - Against WT HIV-1 (HIVya.5.6rp) in hun

PBMCs, MK-8591 (ICs = 0.2 nM) was
BACKGROUND ‘

WK-8591: The First NRTTI (nucleoside reverse transcriptase ALt e L T
NK-8591: A Novel Nucleoside With a Unique Mechanism of Action \ new class that disrupts multiple key steps in normal HIV replication

ranslocation inhibitor) ?;1: :?Ti?/l(lcsos 0:'2-? f;M, 2.6 nM, and
.3 nM, respectively

MK-8591 (4-ethynyl-2-fluoro-2’-deoxyadenosine; EFdA), licensed RNA S S A S + The NRTI mutations K65R, L74V, and C
from Yamasa : ; H ! o B Moyl bV oo rendered viruses hyper-susceptible to ir
First-in-class nucleoside reverse transcriptase translocation inhibitor EHA. — — A conines o bukt e vONAGhan. by MK-8591
(N RTT') Translocation allows nucleotide incorporation
— Inhibits HIV replication through multiple mechanisms RNA S— ————— i of st « Other NRTI resistapc?tj:' mutations mode
— Potent antiviral activity (PBMC |Cso =0.2 nM) with broad SUbtype —_— g il i x | | —— Following translocation, the NRTI is incorporated decreased Susceptlblllty to MK-8591:
& 2 3 / Pammee—s i g = ——4 ’ into the VDNA, blocking the next nucleotide from
Zr;(:l:vljet?lvr:::: :::;aegcf t(OH;\[:t:\;II'::\:)Oz'l:eI\:CE)yRWT:;a‘:r;sf):D A-approved antiviral Translocation alows nuceotide incorporation AN SNSRI — M184l and M184V, reduced Susceptit
- Py N to MK8591 by 3.9 fold- and 5.0-fold &
agents including lamivudine, emtricitabine, and tenofovir T e e — MK-8591 (NRTTI): Multiple mechanisms of action . y ©
No/ K inhibiti fh DNA = = = [ [ TRANSLOCATIONBLOCKED T respectively.
— No/weak inhibition of human OH DNA o o e T 0 ncomoraion Tis reeuts n MNEDIATE CHAN TERMINATION . i :
polymerases q, B, and y N Thymidine analog mutations and RT

O '\/_\ In the event that translocation does occur and additional mljjc,l‘e:tides . . . d d
.G . e e, PR S—— i , MK- I ch ;
— Ina Phase 2 clinical trial (NCT03272347) b s NHy /RNA - 5 . ’ g S ey insertion mutations decrease suscg\
fOf the treatment Of HIV-1 infeCtion Wlth // . i / O MK-8591 nonselectively binds to any vRNA primers, resulting IeSS than 4'f°|d and 10'f0|d’ respeCt“

N L‘ ‘DNA S SE— in mismatched pairs that lead to CHAIN TERMINATION and are

once daily (QD) administration of 0.25 Ol-f \T diffcul to excise (Not llstrated) The susceptibility of these mutants w
EFdA

mg, 0.75 mg, or 2.25 mg in combination further reduced 2-fold with M1841/V
with doravirine

Methods: Antiviral activity of MK-8591, tenofovir alafenamide (TAF), MK-8591 roy el
zidovudine (AZT), and lamivudine (3TC) were evaluated in human PBMCs vl Wes OIG POIOI agdlisvaso
with WT HIV-1. The Monogram PhenoSense assay was employed to resistant isolates than TAF was against
evaluate the susceptibility of 50 WT isolates from 11 HIV-1 subtypes an’ WT HIV-1 and more potent against con
94 NRTI-resistant clinical isolates to MK-8591, tenofovir (TFV), AZT, NRTI-resistant HIV-1 isolates than any
and 3TC. Susceptibilities were determined using ICsos of WT HIV-1 approved NRTI is against WT HIV-1

in PBMCs and fold-shifts in potencies compared to WT virus.

* MK-8591 should provide broad mutant :
subtype coverage as a component of a
for HIV-1 treatment or prophylaxis



