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Which are the main differences between 2DRs and 3DRs?

INI + 3TC
1. The lack of TAF (TDF) in the 2DRS ‘ ||>\,': + 3TC

2. The lack of NRTIs backbone in the 2DRs PT + INI
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First-line Initial ART Regimens for Most Adults

and Adolescents With HIV

DHHS? IAS-USA?

=  BIC/FTC/TAF
= DTG/3TC/ABC* DTG + FTC/TAF
= DTG+ (FTC or 3TC) + DTG + FTC/TDF

(TAF or TDF) = DTG+ 3TC/TDF
= DTG/3TC" . DTG/3TC™

BIC/FTC/TAF

EACS3 WHO*
DTG/3TC/ABC* or DTG + = DTG+ 3TC (or
3TC/ABC FTC) + TDF

BIC/FTC/TAF

DTG + FTC/TAF or (FTC or
3TC)/TDF

RAL QD or BID + FTC/TAF or
(FTC or 3TC)/TDF

DTG/3TC or DTG + (FTC or
3TC)

DOR/3TC/TDF or DOR +
FTC/TAF or (FTC or 3TC)/TDF

*1f HLA-B*5701 negative and without chronic HBV. "Except for individuals with baseline HIV-1 RNA > 500,000 copies/mL, with HBV, or for whom results of HIV genotypic
resistance testing or HBV testing are not yet available. *Possibly not suitable for individuals with baseline CD4+ cell count <200 cells/mm3.

1. DHHS ART Guidelines. 2022. 2. Saag. JAMA. 2020;324:1651. 3. EACS Guidelines v 11.0.

4. WHO. July 2021. www.who.int/publications/i/item/9789240031593.



Initial ART With BIC/FTC/TAF:
Newest Oral INSTI Now With Data Through 5 Yr

e Studies 1489 and 1490: BIC/FTC/TAF
noninferior to DTG-based ART for
HIV-1 RNA <50 ¢/mlL!

* Randomized through Wk 144
e OLE Wk 145-240

* Pooled BIC/FTC/TAF population?

* N =634 in randomized phase; n = 506
in OLE

* Wk 240 HIV-1 RNA <50 ¢/mL (missing
= excluded): 99% (426/432)

* Wk 240 median CD4+ cell count
increase from baseline: 317 cells/mm3

Virologic Failure With BIC/FTC/TAF at Wk 240 (n = 6)!

Adherence,  BLHIV-1 BL CD4+ HIV-1 RNA, ¢/mL
PT % (Blinded/ RNA, Count, Wk
OLE) c/mL Cells/mm?3 240 Wk 252
1 96/96 <100,000 200 to <350 897 <50
>100,000
2 91/92 - 400,000 200 to <350 128 <50
3 99/99 <100,000 350 to <500 317 <50
>100,000
4 93/93 200000 S0to<200 53 <50
5 86/87 <100,000 200 to <350 141 <50
6 99/98 >400,000 200t0<350 133 Lofs/tuto
Resistance Through Wk 240,! n BIC/FTC/TAF (n = 634)
Met resistance testing criteria 9
L] NRTI resistance detected 0
L] INSTI resistance detected 0

1. Orkin. Lancet HIV. 2020;7:e389. 2. Sax. AIDS 2022. Abstr EPB150.



Three-year durable efficacy of dolutegravir plus
lamivudine in antiretroviral therapy — naive adults
infection

with HIV-1

GEMINI 1&2 Study design
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AIDS 2022, 36:39-48



DTG+3TC IN GEMINI-1 & -2: HIV-1 REPLICATION AT <30 C/ML

AND VL ‘BLIPS" THROUGH 144 WKS

Blaak L derssood, ! Rirmgaile Urbsaingie. © Puoclan Wang." Jos Haran,? Linshan Yuan® Brian ‘Wynne,'

Jusiin FKobelT,! Jean van Wyk,® Choy Man, " Jdng Severs®
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=1 8 12 16 2 35 <48 54 T 84
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% calculated for DTG/3TC and DTG+FTC/TDF, respectively N 716 and N 717 ITT-E population

Proportions?2 of Participants With TMND by BL Subgroups Were Similar
Across Arms at Week 144

A whs 144 similar proportions of ITT-E COwverall participants with TRD
receiving DTG + 3TC vs DTG + TDF/FTC by Snapshot (83% [451/718] vs
65% [465/717]), or for Observed (OBS) population (77% [451/584] vs 78%
[HE5/599])

Proportions with TMND within subgroups generally similar between arms

Underwood el al. 145 2021, Vifual. Pesier PES163



Efficay and safety of therapy from major
switching studies with dual antiretroviral regimens
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TANGO: Wk 144 Analysis of Switch to DTG/3TC vs
Continued 3- or 4-Drug TAF-Based Regimen

® Multicenter, randomized, open-label noninferiority phase Ill study

Randomized 1-1 Early-Switch Phase Late-Switch Phase Continuation Phase
Stratified by 3rd agent Primary Analysis
l Wk 48 Wk 144 Wk 196
Adults with confirmed HIV-1 RNA | | l

<50 ¢/mL for >6 mo on stable -
TAF-based ART,* no prior VF and A Switc to(l?':r(;;;_gc PO QD Continuation
no NRTI or INSTI resistance

tati HBV infecti — 0of DTG/3TC
mutation, no infection or . ] i
- \ Continue TAF-based ART Switch to permitted
HCV requiring therapy

n=372 DTG/3TC PO QD
(N = 741) : ) !

*Patients eligible if initial regimen was TAF/FTC with PI, NNRTI, or INSTI, or TDF switched to TAF 23 mo prior to screening with no other regimen
changes.

" DTG/3TC met primary endpoint of noninferiority in maintaining virologic suppression vs TAF-based
ART at Wk 48 by FDA Snapshot in ITT-E, and also at Wk 962

= Current analysis includes assessment of virologic outcomes, weight, and metabolic, renal, and

inflammatory biomarkers at Wk 1443

1. van Wyk. Clin Infect Dis. 2020;71:1920. 2. Wang. IAS 2021. Abstr OAB0O301. 3. Osiyemi. IDWeek 2021. Abstr 900.



TANGO: Wk 144 Virologic Outcomes by FDA Snapshot

Adjusted differences at Wk 144

Efficacy Evaluable*
=  HIV-1 RNA >50 ¢/mL:
Snapshot Outcome, n (%) DTG/3TC TAF-Based ART DTG/3TC TAF-Based ART o acos 1.
(n = 369) (n=372) (n = 364) (n = 370) -1.1% (95% Cl: -2.4 t0 0.2)
=  HIV-1 RNA <50 ¢/mL:
HIV-1 RNA <50 c/mL 317 (86) 304 (82) 317(87) 304 (82) 4.2% (95% CI: -1.1 t0 9.5)
HIV-1 RNA 250 ¢/mL 1(<1) 5 (1) 1(<1) 5(1)
= Data in window 0 0 0 0
= D/cfor lack of efficacy 0 4(1) 0 4 (1) *Sensitivity analysis excluded 5 and 2
= D/cfor other reason 1(<1) g 1(<1) 0 individuals in DTG/3TC and TAF-based ART
= Change in ART 0 1(<1) g 1(<1) arms, respectively, as no Wk 144 data due
No virologic data 51(14) 63 (17) 46 (13) 61 (16) COVID-19 pandemic effects.
= Non—COVID-19 related 46 (12) 61 (16) 46 (13) 61 (16) '3 fatal AEs unrelated to study drug
— D/c due to AE or death’ 23 (6) 6(2) 23 (6) 6(2) treatment (homicide, ischemic hepatitis,
— D/cfor other reason* 22 (6) 55 (15) 23(6) 55 (15) and acute intoxication, in DTG/3TC group).
— Missing data but on study 1(<1) 0 1(<1) 0 *Other reasons for d/c included protocol
= COVID-19 related 5(1) 2 (<1) NA NA deviation, physician decision, lost to follow-
— D/c due to AE or death 0 0 NA NA up, patient withdrawal, and lack of efficacy
— D/c for other reason® 2 (<1) 2 (<1) NA NA (2 patients in TAF-based ART arm)
— Missing data but on study 3 (<1) 0] NA NA

* DTG/3TC demonstrated continued non-inferiority in virologic and immunologic outcomes at Wk 144

Osiyemi. IDWeek 2021. Abstr 900.



mDTG/3TC B TAF-based regimen
Overall !369 86 _n:z_|
304/372 82 1.1 9 9.5 o o
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S — o - wol® ... |ITT-E) across subgroups
ex
veio [T o i s at week 144
White ;5:-‘;’:; 3"? ° 37 -fi- 8.0
Black!Afr!can 42/50 84 133
Race American |15 71 2.2 —— )8 8
T :::: 205 p—— 205
o D o In all 8 Snapshot nonresponders
— B I receiving DTG/3TCwith a
INSTI . .
Bacoine — 32 e 86 baseline CD4+ cell count
third agent  NNRT! [ 28 | st 23 <350/uL, Snapshot nonresponse
clas
P B 21,9 st 15.9 occurred for nonvirologic
Baseline <350 :;ﬁ 93 . Sl 03 reasons
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cells/uL 2350 [Faian - &7 0.6 bt 11.7
6 2I0 4I0 E‘:O BID 1CI|D -4;0 -BID -L;D -1I0 0 1ID 2ID 3I0 4I0
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roporion of pariopants with piasma HIV.1 RNA. - Difrence i proporon CID 2022;75(6):975-86




Switching to BIC/FTC/TAF in Patients With
History of or Archived M184V/I

n/n %
" Pooled data from 6 trials of switch Pooled BIC/FTC/TAF with baseline data [REIETAERE 99
to BIC/FTC/TAF in virologically Wild-type M184 | 1624/1643 5
suppressed PWH VIEEWVI) 179/182 98
M184V/1 alone [ERIEE 97
= Preexisting resistance by historical M184V/I + other resistance |ILa Lol %9
GT and/or baseline proviral DNA M184V/1 + K65N/R JRIE 100
M184V/I + 21 TAM e 99
= N =1825 switched to BIC/FTC/TAF M184V/I + 1-2 TAMs |2 EE! 97
with baseline GT and follow-up M184V/I + 3 TAMs JIESIER 100
HIV-1 RNA data available M184V/I + K70E, L741/V, Y115F, and /or Q151M |Ralidd 100
M184V/l + NNRTI-R |l 99
— n =182 (10%) with preexisting M184V/1 + PI-R UL T
M184V/I M184V/I + INSTI-R |5 100
. 0 20 40 60 80 100
— No treatment-emergent resistance Participants With HIV-1 RNA
to BlC/FTC/TAF <50 copies/mL at Last Visit

Sax. AIDS. 2022;36:1511



SE AVETE CREDUTO
ALLE PROMESSE WVUDL
PIRE CHE EEAMO CRETBILL,

How Confident Are

We With the Efficacy
and Safety of Oral
Two-Drug Regimens?
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Proportion of of patients treated with TDF/FTC or TAF/FTC or ABC/3TC as firstline
backbone, according to calendar period

for 2022, first 6

months

81,9%

1957-1959
n=2658

2000-2002
n=1030

2003-2005
n=723
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n=718

2015-2017
n=3863

2018-2019
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17.9%

0,9%
2020-2022
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Proportion of usage of different ART classes as third drug in first line regimen according to calendar

period of starting (NRTIs not considered)

100%
for 2022, first 6
months
20% 53.a%
20%: *.\ I I i
67.9%
s _‘._____.-.'
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o \ 53'5?/ i}
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20%
105 lﬂ_ﬁﬁ_/
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Most frequent regimens used in first line according to calendar period of starting

0% 5% 10%% 15%% 20% 25%

FTC,TAF, DTS
3ITC,ABC,DTG
FTC, TAF,DRV,cob
FTC,TDF,DTS
FTC, TAF,EVG,cob
FTC, TAF, RPV
FTC,TAF,BIC

3TC, DTG
FTC,TAF,RAL
FTC,TDF,RAL

= 2018-2019

D% 5% 10%% 15% 20% 25% 30% 35% 40%a 45% 50%a

FTC, TAF,BIC
FTC,TOF, DTG
3ITC, DTG
FTC,TAF,DTG
FTC,TAF,DRV,cob
3TC,TDF,DOR
FTC, TDF,RAL
FTC,TAF,RPV

for 2022, first
& months

[ 2020-2022 Jun 2022 Report
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DTG+3TC and DTG+RPV dual therapies used in naive and
experienced patients from 2017 to 2022

for 2022, first

6 manths
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2017
n=1224

16,0%
11.7% 10.6%
1.6% I 20
-
2018 2020 2021 2022
n=987 n=915 n=5%44 n=631 n=217
Maive
m3TC,DTG

5.4%
e
2017 2018
n=3940 n=2811
RPV,DTG

23.94%%
17.1%
3%
O%
2019 2020
=2189 n=1786
Experienced

45,1%
I 42,9%
n—129}' I'|=3-II-3

Jun 2022 Report



HIV Treatment with the Two-Drug Regimen
Dolutegravir Plus Lamivudine in Real-world Clinical
Practice: A Systematic Literature Review

100

. . . . . . .
&0

Results from this systematic literature review demonstrate that real-world effectiveness and
safety of dolutegravir plus lamivudine in clinical practice support data from randomized

controlled trials regarding high rates of virologic response, low rates of discontinuation due
to adverse events, and a high bamer to re31stance

veness, %

E:ff;tl'_:zn;ﬁfWH Estimated Estimatec Estimatec WL =50 copiesiml Estimatad VL =50 copissiml
on treatment with probability of probability of probakbility of (PP} probability of
DTG + 3TC at WR it W with maintaining WL maintaining

no pricr W rior WF =50 copies/mL WL =50 copies/mL
Week 48 P a P p

S WF in )
i ; _ 11 VR in 11 VR in 17 WF in 163 PYFEU 12 WF in O WF in

Virologic failure 1555 PYFU 1555 PYFU 500 PYFU (3.1 VF in 1020 PYFU 449 PYFU
on DTG + 3TC (0.5 VR in {1.4 VR in (3.3 VF in 100 PYFIU) (1.2 VF per

100 PYFU) 100 PYFU) 100 PYFU) 100 PYFU)

Proportion of PWH in switch cohorts treated with DTG/3TC reporting effectiveness at Week 48. Data
included for studies with N>100 pts

Infect Dis Ther (2021) 10:2051-2070



What could be the main concerns?

 Immune and not forgetting........
GCTiVOTiOH/inﬂammaﬁon m Rapid start?

= Women with childbearing

* Residual viral burden potential?

- Forai = Opportunistic
orgiveness infection/TB?

= Neurocognitive
impairment?



What could be the main concerns?

 Immune
activation/inflammation



Visit to baseline Visit to baseline

ralio (95% CIy

Visit to baseline
ratio (95% CI)°

TANGO: Changes in Inflammatory

Biomarkers From Baseline to Wk 144

ratio (95% CIy
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0 48 96 144
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Week 48 Week 86 Week 144
0.9353 1.041 0.742
(o] 43 o8 14
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Blood D-dimer, nmol/L FEU

= =
¢ + $
Week 48 Week 96 Week 144
0.970 0.958 0.951
u] 48 96 144

Study visit, week

Visit to baseline

Visit to baseline

ratio (95% CIf

ratio (95% CIF

1.3
11
0.9
0.7
0.5

1.3

Serum interleukin-6, ng/L

-

I
._I,._—/_' .
WWeek 48 Week 96 Week 144
0939 1112 1 D66
o 48 96 144

Study visil, week

Serum soluble CD163, ng/L

(o] 48 o8B

144
Study visit, week

TAF-based regimen (N=371)
il DTGEAITC (M=369)

Small and comparable
changes in
inflammatory markers
across treatment
groups

Osiyemi. IDWeek 2021. Abstr 900. CID 2022;75(6):975-86



INnflamMmmation markers in virologically suppressed
HIilvV-infected patients after switching to
dolutegravir plus lamivudine vs continuing triple
therapy: 4A8-vweek results in real-life setting

ine? leainil> & ibrssesf ViH

Study design: longitudinal study on 208 virologically-suppressed patients on stable 3-drug ART who switched at
baseline to dolutegravir. lamivudine (2DR-group). Median time on ART= 13 yrs; Median N° of ART lines:6
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Changes in Inflammatory and Atherogenesis Biomarkers
With the 2-Drug Regimen Dolutegravir Plus Lamivudine
in Antiretroviral Therapy— Experienced., Virologically
Suppressed People With HIV-1: A Systematic Literature
Review

2 randomized controlled trials (RCTs) and 6 real-world evidence were analysed

Visit to baseline ratio®
Baseline
) ) Blood Serum Serum Serum Serum ) T CD4+/CD8+ Time on ART, Change from BL in
Trial Week Regimen  No.* D-dimer CRP IL-6 sCD14 sCD163 CD4*/CD8*ratio® Seudy No. p::::: N ratio median (IQR) CD4+/CD8+ ratic
- - - - . Median (IOR), 10.9
- i Lombardi 67 48wk Median (TR, ian (| d . .
DIG/ATE 216 @ Lo L% 1008 Lo acan 0.83(0.70-1.00)  (4.8-16.4) y w NS
24(2)
CAR U 1010 1061 L @ Hiclalme- L7 18wk [ P— Mean (SD), 3 (4-18)y
SAISA Tenorio 48.5 (14.2) 0.87 (0.5) .
. - 2019 (38) = -
DIG/ATC 26 1001 08% 1065
[ = 002
6 Petm Tarmmasso 22 12 mo NR NR NR w Peos
CAR €7 103 1038 1050 2019 (35) =
1 1 B B Baldin 556 96 and Median (TR, Median (IQR), s
DIG/ATC 369 0.968 1012 @ @ @ 095 2019 (36) 144 whk 51.7 (45.3-57.4) 0.85 (0.61-1.13) (6.1-18.3) y ' 96 wh
- -
18(8) P=106 P08 — P=.001
TAF-based regimen 371 @ 1083 @ @ 096
— — — ﬁ 144 wk
DTG/TC 5 @ 0380 12 L0 @ o5 f=oo
TANGO %205
TGO %% Reynes 27 48 mo Median, Median, 215
TAF-based regimen 371 1040 1.0% 0.006 OO0 (3T) 59 0.84 {22-329) mo
ﬁ Pvalue NR
DIG/ATC 30 @ 1066 0463 ﬁ
144(33) P=03 =0t
TAFbased egimen 371 @ @ @ @ ﬁ MMaggiolo 218 60 mo Median (TCR), Median (IOR), 102 (13)y
— 2021 (34) 52 (12) 0,93 (0.70) P<.0001
. Improved Worsened

Results show that dolutegravir plus lamivudine has a comparable impact on inflammatory and atherogenesis
biomarkers vs 3/4DRs, with no consistent pattern of change after switch in virologically suppressed PWH.

Open Forum Infect Dis. 2022 Feb 10;9(4)



What could be the main concerns?

* Residual viral burden



Open Forum Infectious Diseases

BIDSA

Infections Diseases Society of America hiv medicine association

No Significant Changes to Residual
Viremia After Switch to Dolutegravir
and Lamivudine in a Randomized Trial

. 72 patients of the ASPIRE trial were
S included. At entry, levels
60 3 3-drug ART of residual viremia did not differ

significantly between arms
(DTG+3TC vs 3-drug ART: mean, 5.0 vs

E
i 4.2 HIV-1 RNA copies/mL; P = .64).
G : ) After randomization, no significant
% —— ! between group differences were found at
| | T e either week 24 or 48.
N !_‘L\ ° —[ o] B2

0 24 48
Study week

Open Forum Infect Dis. 2019 Feb 11;6(3]



Virological efficacy of switch to DTG plus 3TC in a retrospective
observational cohort of suppressed HIV-1 patients with or without
past M184V: the LAMRES study

Study design: A total of 712 individuals followed in several clinical centres in France, Italy and Spain were analysed.

Past M 184V was present in 60 (8.4%) individuals.
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Results
By 3 years after switch, the overall
probability of VR and blips was 6.7%
and 6.9%, respectively, without any
statistical significance according to
the presence/absence of past M184V.
A significantly higher probability of
VR was found in individuals
harbouring M184V before DTG +
3TC with a duration of virological
suppression (Ts) <=.3.5 years
compared to others
At VF: 1 pt with MI184V; no
resistances to INSTIs were found
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What could be the main concerns?

* Forgiveness



IMPACT OF TREATMENT ADHERENCE
ON EFFICACY OF DTG + 3TC AND

~ DTG + TDF/FTC: POOLED ANALYSIS OF
THE GEMINI-1 AND -2 CLINICAL STUDIES

Mounir Ait-Khaled,! Juan Sierra Madero,” Yicente Estrada Perez,” Roberto Gulminetti,* Debbile Hagins,®
Hung-Chin Tsai,* Choy Man,” Jorg Slevers,' Rimgaile Urbailtyte,.* Richard Grove,? Andrew Zolopa,”
Brian Wynne,” Jeaan van Wyk’

Methods

= Association between adherence and proportion of participants with HIV-1 RNA <50 c/mL was evaluated at Week 48 using
the FDA Snapshot algorithm and an analysis based on the last available on-treatment viral load by Week 48 [assessment of
virclogic response not accounting for discontinuations for non-virologic reasons)

= Percent adherence calculated as:

= number of pills taken (difference betweaen the number of pills available and the number of pills returmed) per number of pills
prescribed estimated using pill count data

* Participants were stratified by 290% vs <30% adherence

* Unadjusted treatment differences with exact 25% Cls were derived for proportion of participants with HIV-1 RMA <50 c/mlL using
both FDWA Snapshot endpoint and last available on-treatment viral load through Week 48
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Adherence Results in GEMINI-1 and -2 (ITT-E Pop

Snapshot Outcomes by Adherence Category

* Baseline HIV-1 R

Adherence results
Adherence category,
<80%
290%

* In each treatment grg

* Demographics and ba
treatment groups'?

Outcomes, n (%)

HIV-1 RNA <50 c/mL

HIV-1 RNA 250 c/mL
Data in window and HIV-1 RNA 250 ¢/mL
Discontinued for lack of efficacy

Discontinued for other reason and HIV-1
RNA 250 ¢/mL

Change in ART

No virologic data at Week 48
Discontinued study for AE or death
Discontinued study for other reason

On study but missing data in window

DTG +3TC

290%  <90%
(N=679) (N=35)

631(93) 24 (69)
16(2) 4(1)
8() 0
3(<1)  2(6)
4 10

1<) 103)
32(5 7(0)
o() 103)
21(3) 6(17)
2(<1) 0

ulation

DTG + TDF/FTC

290%

<90%

(N=677) (N=34)
647 (96) 22 (65)

9(1)
4(1)
2(<1)
2(<1)

1(<1)
21(3)
8(1)
13(2)
0

4(12)
10)
0
3(9)

erence categories

DTG + TOFFTC
(N=T1T7)

34 (5)
677 (94)

4.35 (3.07-5.88)
4.48 (2.11-6.37)

415.0 (19-929)
440.0 (19-1487)

batment adherence

well balanced between
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Discussion

* In this study, adherence level appeared to have a similar impact on the 2DR and 3DR, overall, response rates were
high in those with 280% adherence

* Response rales were high in participants with <90% adherence
* The high rates of response across adherence categories is supported by a réal-world database analysis that suggests
280% adherence as a threshold for achieving virologic suppression’

= Limitations of this analysis inciude the small number of participants in the lower adherence subgroup and the
difficulty in accurately measuring adherence?

Conclusions

* In the GEMINI studies, a lower proportion of participants with <90% adherence achieved HIV-1 RNA <50 c/mL at Wk 48
regardiess of regimen

= The impact of lower adherence on virologic response was similar between treatment groups

. These results provide additional information about the robustness of DTG + 3TC compared with 3-drug DTG-containing
regimens and suggest similar regimen forgiveness
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Forgiveness of INSTI-Containing Regimens at Drug

Concentrations Simulating Variable Adherence In Vitro

wac Antimicrobial Agents
waosooar AN Chemotherapy”

MICROBIOLOGY

A

Study design: time to in vitro viral breakthrough (VB) and resistance barrier using simulated human drug exposures at
either full or suboptimal treatment adherence to each regimen were compared
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Forgiveness to imperfect adherence to BIC/TAF/FTC

Study design: retrospective analysis of PDC. 281 adult PLWH were included, (75%M);median
age of 49 years (IQR 43-58). Median follow-up of the cohort under B/F/TAF was 590 days

(IQR 381-685) for a total of 343 patient/years

100
89,7

A 20 86,8

77.8

&0

of subjects

a7.3

S0

I Conclusions: Adherence dynamics under B/F/TAF inicate that this regimen is highly forgiving and obtains desired virologic outcomes for adherence Ievels as low as 70%.
Long-term success of ART needs well tolerated, effective regimens that are the least intrusive of the patients lfestyle. In this context, an elevated forgiveness may be

considered as an additional feature that can further improve long-term outcomes.

PDC B = 50% W 50.59% MW 60.69% [70.79% EBS80-89% E90.94% B95.99% [ 100%

Maggiolo F. et al Oral Poster ICAR 2022



Adherence rates and forgiveness to uncomplete
adherence to 3TC/DTG

Study design: retrospective study on 240 adult PLWH; (75% M) ;median age=52 years (IQR 43-58). Median
follow-up under 3TC/DTG was 819 days (IQR 450-1459) with some PLWH followed for more of 5 years for a
total of 681 patient/years

ag 84.6
17,3 77.8

Conclusions: Adherence dynamics under 3TC/DTG indicate that forgiveness for this regimen is not
high and that an adherence level equal or greater than 90% is required for long-term success.
However, median adherence levels to this regimen are extremely high (99%) with only a few patients
showing insufficient adherence.

B< B0% M@30-89% 0 90-94 @ 95-99 M 100°

Maggiolo F. et al Oral Poster ICAR 2022



Take home messages

Dual therapy is now incorporated into DHHS and EACS ART guideline recommendations for
first-line and maintenance treatment

DT6/3TC dual-therapy is effective as that with three drugs also in the real-world setting

Although dual therapy is an attractive innovative option as it diminishes the life-time exposure
to antiretroviral drugs with potential toxicity, the impact of a rebound in immune activation and
on residual viremia are currently not well understood.

Additional studies on the role of dual therapy in «difficult-to-treat» populations, such as
patients with high viral load, advanced clinical stage, multiple comorbidities, aging population,
pregnancy, etc, are needed.

A dual therapy regimen reduces the drug burden, which can improve patient adherence and
quality of life. However, forgiveness for this regimen is not high and high level ( >90%) of
adherence is required for long-term success

Dual therapy is an innovative antiretroviral strategy that may be considered in a multifactorial
approach to HIV treatment control in which the personalized target intervention represents the
true paradigm shift.
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