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Introduction

* DTG/3TC is a 2-drug regimen with high and durable efficacy, a high barrier to resistance, and
good safety and tolerability that is recommended by international guidelines for most adults

with HIV-11

* Switching to DTG/3TC has demonstrated durable and non-inferior efficacy vs continuing 3-
or 4-drug regimens for maintaining virologic suppression in people living with HIV-1 through
Week 48 in SALSA? and Week 144 in TANGO?3

* At Week 144 in TANGO, 86% (317/369) of participants in the DTG/3TC group were virologically
suppressed compared with 82% (304/372) in the TAF-based regimen group (Snapshot ITT-E results)?3

* Efficacy and safety at Week 196 from TANGO for those who were virologically suppressed on
TAF-based regimens at baseline and switched to DTG/3TC on Day 1 and for those who switched

to DTG/3TC at Week 148 are presented

1. Saag et al. JAMA. 2020;324:1651-1669. 2. Llibre et al. Clin Infect Dis. 2022 [Epub ahead of print]. 3. Osiyemi et al. Clin Infect Dis. 2022;75:975-986.
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TANGO Study Design

Phase 3 randomized, open-label, multicenter, parallel-group, non-inferiority study

Randomization®
1:1 DTG/3TC early-switch (ES) phase

| DTG/3TC (N=369)c
*Adults, virologically . . .

suppressed (HIV-1 DTG/3TC late-switch

Screening

Eligibility criteria
*22 documented HIV-1 RNA
measurements <50 c/mL

*No HBV infection or need

for HCV therapy Eg’g :r??hgl 1L (LS) phase
*No grior virotlogilsuf?a_llillure and «Stable TAF-based

no documente or : . : - —

TS et o regimen TAF-based regimen (N=372) DTG/3TC (N=298)
*TAF/FTC + Pl or INSTI or - -

NNRTI as initial regimen? I I I I ] ] |

Day Week Week Week Week Week Week) Week
1 24 484 96 144 148 196 200

t

Switch if HIV-1 RNA <50 ¢/mL
at Week 144

Exploratory endpoints: proportion of ES and LS participants with
HIV-1 RNA <50 c¢/mL (Snapshot) and safety

aParticipants with initial TDF treatment who switched to TAF =23 months before screening, with no changes to other drugs in their regimen, were also eligible. PStratified by baseline third agent class (PI, INSTI, or NNRTI). €2 participants excluded
who were randomized but not exposed to study drug. YPrimary endpoint was proportion of participants with plasma HIV-1 RNA 250 c¢/mL at Week 48 (Snapshot, ITT-E), with a 4% non-inferiority margin.
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Methods

* Participants who switched to DTG/3TC at Day 1 are referred to as the early-switch (ES) group

* Participants who continued TAF-based regimens and maintained virologic suppression at
Week 144 and then switched to DTG/3TC at Week 148 are referred to as the late-switch
(LS) group

* Efficacy through Week 196 was analyzed using Snapshot algorithm (ITT-E population)

* Post—Week 144, the study entered a non-comparative phase assessing a 4-year follow-up for the
ES group and a 1-year follow-up for the LS group

* Clinical safety and changes from baseline in weight and lipids were also evaluated

* Descriptive and non-comparative summary statistics are presented
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Participants

Early-switch DTG/3TC  Late-switch DTG/3TC

* Demographics and baseline N (N=369) (N=298)

.- Characteristic Baseline (Day 1) Baseline (Week 148)2
CharaCtenStICS were genera”y Age, median (range), years 40 (20-74) 43 (20-76)
balanced between the ES and ~ =%0.n (%) 79 (21) 100 (34)

Female, n (%) 25 (7) 21 (7)

LS groups Race, n (%)

* 21% of participants were aged 250 years \I_i)\llgcl;[lf or African American 25907((184(;) 24315((174?))
in the ES group when starting DTG/3TC Asian 13 (4) 12 (4)
compared with 34% in the LS group when  Other races® 9(2) 10 (3)
starting DTG/3TC (3 years after ES start) ~ Weight, mean (SD), kg 81.2 (15.4) 83.9 (16.6)

_ ) BMI, mean (SD), kg/m? 26.3 (4.8) 27.4 (5.4)

* The LS group also had higher weight, CD4+ cell count, mean (SD), cells/mm? 702.0 (289.2) 751.4 (291.6)
BMI, and CD4+ cell count at DTG/3TC CD4+/CD8+ ratio, mean (SD) 1.028 (0.510) 1.162 (0.500)
start compared with the ES group Baseline third agent class, n (%)

INSTI 289 (78) 242 (81)
EVG/c 243 (66) 202 (68)
NNRTI 51 (14) 33 (11)
RPV 43 (12) 30 (10)
Pl 29 (8) 23 (8)
bDRV 25 (7) 22 (7)
Duration of ART before Day 1, median (range), mo 33.8(7.1-201.2) 34.0 (7.0-160.8)
Duration of TAF before Day 1, median (range), mo 17.7 (3.6-73.7) 18.3 (3.9-71.2)
ES, early-switch; LS, late-switch. aAge, weight, and BMI were calculated at LS baseline; all other characteristics were only collected at screening. PIncludes American Indian or Alaska Native,

Native Hawaiian or Other Pacific Islander, and individuals of multiple races.
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High Efficacy Observed in the Early-Switch and Late-Switch
DTG/3TC Groups

DTG/3TC virologic outcomes (Snapshot, ITT-E) DTG/3TC immunologic outcomes
ES, Day 1-Week 48 (N=369) M LS, Weeks 148-196 (N=298)

W ES, Day 1-Week 196 (N=369) Early-switch Late-switch
DTG/3TC DTG/3TC
100 - 93 93 83 Mean (SD) change from baseline? (N=369)b (N=298)c
S go A CD4+ cell count, cells/mms3
%) After 48 weeks on DTG/3TC +29.2 (179.5) +64.8 (201.3)
§ 60 - After 196 weeks on DTG/3TC +65.7 (210.6) —
S 401 CD4+/CD8+ ratio
S o0 - v 7 16 After 48 weeks on DTG/3TC +0.039 (0.204) +0.041 (0.204)
0 <1 0 <1 After 196 weeks on DTG/3TC +0.113 (0.277) —
DTG/STC 48w 48w 106w 48w 48w 106w 48w 4Bw 106w e e e e vt ks
exposure HIV-1 RNA HIV-1 RNA No virologic data raafi?or’ii;vgselg,l_?g;;?ﬁi ::11(; r;z&;(;g ?;tt(; ]Aizewvg(;il;s. ¢In the LS group, for CD4+ cell count and CD4+/CD8+
>50 ¢/mL <50 ¢/mL

* Over 196 weeks, 83% of participants in the ES group had HIV-1 RNA <50 c¢/mL (Snapshot, ITT-E analysis)
* <1% of participants had HIV-1 RNA =50 c/mL
* Over 48 weeks, proportions of participants maintaining virologic suppression in the ES and LS groups were similar at 93%
* 99% of participants remaining on study at Week 196 in the ES group were virologically suppressed (observed analysis)
* 1 ES participant met CVW criteria* at Week 196 with no INSTI or NRTI resistance-associated mutations observed at failure

ES, early-switch; LS, late-switch.
*Criteria for confirmed virologic withdrawal (CVW) were defined as HIV-1 RNA =50 c¢/mL followed by a second consecutive on-treatment HIV-1 RNA =200 ¢/mL.
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Comparable Safety in the Early-Switch and Late-Switch DTG/3TC
Groups During First 48 Weeks After Switch

Summary of AEs in the early-switch and late-switch DTG/3TC groups

* Few participants in the ES group
reported additional safety events
between Weeks 144 and 196

* The safety profile in the LS group
at Week 196 was comparable to
the Week 48 safety profile in the
ES group

e 2 drug-related SAEs were
reported
* Hypertransaminasemia (ES, n=1)

* Type 1 hypersensitivity (LS, n=1)

* No fatal AEs were considered

related to study treatment

ES, early-switch; LS, late-switch.

AE, n (%)
Any AE

AEs in 210% of participants?
COVID-19
Nasopharynagitis
Diarrhea
Upper respiratory tract infection
Syphilis
Back pain
Arthralgia
Anxiety
Headache

AEs leading to withdrawal

Grade 2-5 AEs
Drug-related grade 2-5 AEs

SAEs
Fatal AEsP

Early-switch

DTG/3TC

Late-switch
DTG/3TC

Day 1-
Week 48
295 (80)

43 (12)
30 (8)
31 (8)
24 (7)
21 (6)
12 (3)
17 (5)
24 (7)

13 (4)

193 (52)
17 (5)

21 (6)
1 (<1)

(N=369)

Day 1-
Week 144
336 (91)

33 (9)
63 (17)
50 (14)
50 (14)
39 (11)
43 (12)
31 (8)
35 (9)
35 (9)

23 (6)

279 (76)
21 (6)

57 (15)
3 (<1)

Day 1-
Week 196
347 (94)

77 (21)
71 (19)
54 (15)
52 (14)
49 (13)
47 (13)
46 (12)
44 (12)
41 (11)

25 (7)

295 (80)
23 (6)

65 (18)
4 (1)

(N=298)

Weeks
148-196

239 (80)

55 (18)
16 (5)
12 (4)
7(2)
14 (5)
11 (4)
15 (5)
7(2)
17 (6)

9 (3)

165 (55)
11 (4)

15 (5)
0(0)

aBased on AEs reported in 210% of ES participants from Day 1-Week 196. PFatal AEs were gunshot wound (homicide; Day 1-Week 48), substance abuse (Weeks

48-144), ischemic hepatitis (Week 48-Week 144), and acute myocardial infarction (Weeks 144-196); none were considered related to study treatment.
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DTG/3TC Group

Weeks 144 and 196, indicating minimal weight change between Years 3

were comparable to those in the ES group between Day 1 and Week 48
Weight decreases were also observed

and 4

8 9

Minimal Weight Changes Between Years 3 and 4 in the Early-Switch

In the ES group, mean weight change over 4 years was 2.70 kg (0.29 kg increase in the last year) and 0.43 kg in the LS group over 1 year
In the ES group, the proportion of participants with weight gain from baseline (Day 1) above 25% or 210% thresholds remained stable between

In the LS group, the proportions of participants with weight gain above 25% or 210% thresholds between LS baseline (Week 148) and Week 196

Wk 48 Wk 144 WKk 196 Wk 48 Wk 144 Wk 196

B ESDTG/3TC
(baseline = Day 1)

B | SDTG/3TC
(baseline = Week 148)

11 11

- e e : S
| I B 20O O S

>5% 210%

£ 100 Wk 48 Wk 144 Wk196 | Wk48 Wk 144 Wk 196
o -
1)
g 80 -
o
o
g 60 -
u“— 39 39
O 40 -
S 20
£ 20 - L7 13 13
xa O0-
>5% 210%
Weight increase from baseline
N= 343 316 290 271 343 316 290 271

ES, early-switch; LS, late-switch.
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Weight decrease from baseline
290 271 343 316 290 271
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Percentage Change From Baseline in Lipids Was Favorable in the
Early-Switch and Late-Switch DTG/3TC Groups

* Lipid profiles remained favorable to DTG/3TC from baseline to Week 196 in the ES group and from LS baseline
(Week 148) to Week 196 in the LS group, with overall decreases in most lipid parameters

ES DTG/3TC Week 48 B ES DTG/3TC Week 144 B ES DTG/3TC Week 196 B LS DTG/3TC Week 196
TC (mmol/L) LDL-C (mmol/L) HDL-C (mmol/L) Triglycerides (mmol/L) TC/HDL-C ratio
>% 60 A
© .=
f=ira -
: 1 o | 08 ] 01 o Wsw
~5 . oy
@i 20 { -37-25-31 586 J 'ql J 'd8 21 45 -]{.2 J -q.9-4
c 2
Sl .
L
= © .60 -
Group ES ES ES LS ES ES ES LS ES ES ES LS ES ES ES LS ES ES ES LS
Week 48 144 196 48 144 196 48 144 196 48 144 196 48 144 196
n= 265 220 208 192 265 220 208 192 265 220 208 192 265 220 208 192 265 220 208 192

ES, early-switch; LS, late-switch.
aL S baseline values taken from latest available pre-switch data for the LS DTG/3TC group.
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Conclusions

* Switching from 3- or 4-drug TAF-based regimens to the 2-drug regimen DTG/3TC showed durable high efficacy, a high
barrier to resistance, and good tolerability through 4 years, with very few additional safety events between Years 3 and 4

* 99% of participants on study at Week 196 remained virologically suppressed (observed analysis)
* <1% of participants had HIV-1 RNA =50 c/mL at Week 196 (Snapshot, ITT-E analysis)
* 86% at Year 3 and 83% at Year 4 of total ES group participants had HIV-1 RNA <50 c/mL (Snapshot, ITT-E analysis)

* Only 1 CVW was reported at Week 196, with no resistance observed over 4 years of treatment

* Week 196 efficacy and safety in the LS group were consistent with Week 48 data in the ES group, demonstrating
reproducibility of DTG/3TC efficacy vs 3- or 4-drug TAF-based regimens

* Weight gain above clinically meaningful thresholds of 25% and =210% was stable between Weeks 144 and 196 in
the ES group; weight changes in the LS group were similar to 48-week data for the ES group

* Lipid profile remained favorable to DTG/3TC over 4 years in the ES group and was reproduced over 1 year in the
LS group

* These results support DTG/3TC as a robust and durable treatment alternative to 3- or 4-drug TAF-based regimens,
demonstrating longer-term sustained virologic suppression with fewer antiretroviral agents while providing a consistent
tolerability profile and favorable lipid profile
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Disclaimer

This content was acquired following an unsolicited medical information enquiry by a healthcare professional. Always
consult the product information for your country, before prescribing a ViiV medicine. ViiV does not recommend the
use of our medicines outside the terms of their licence. In some cases, the scientific Information requested and
downloaded may relate to the use of our medicine(s) outside of their license.

HIV Drug Therapy Glasgow; October 23-26, 2022; Virtual and Glasgow, Scotland




