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Enfermedades diagnósticas de SIDA 
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 Toxicidades (renal, ósea, metabolica, ….)

 Dificultades en adherencia a largo plazo
- número de pastillas y/o dosis, restricciones alimentarias…

 Interacciones (con otros ARV u otros fármacos)

 Coste

Pero muchas limitaciones del 
TAR





Estrategias de cambio en TAR

• Objectivo:

Mantener la supresión virológica al optimizar 
el TAR en términos de tolerabilidad a corto y 
largo, y/o comodidad de administración

Esto puede ayudar a :
• Reducir toxicidades (metabólica, renal…)
• Mejorar la adherencia (pautas más simples)
• Mejorar la calidad de vida 
• Éxito a largo plazo del TAR



Estrategias de cambio para reducir costes del 
TAR

Llibre JM, et al. Clin Econ Outcomes Res 2013; 5: 215-21

Cohort, n=2401
16% of treated pts 
Savings of €87,410/month

At 48 wks: 
84.1% same ARV regimen
2.1% virologic failure
6.9% changes due to AE



Estrategias de 
cambio/simplificación en TAR

Riesgos potenciales:

• Rebote de la carga viral

- Menor barrera genética, historia de FV y resistencias,

restricciones alimentarias

• Interacciones entre fármacos desconocidas o no 
esperadas

- con ARV u otros fármacos

• Nuevas toxicidades y/o no mejoría de previas 
(lipodistrofia, aumento de peso?)
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Improvement in lipid parameters and in proinflammatory markers after swtching to RAL
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Options for 2-drug therapy in VS patients
 Boosted PI +3TC

 DTG/RPV

 DTG/3TC

 DTG + DRVr

 LAI CAB + RPV

Options under investigation (some phase 2/3 studies)

 Coming during the talk….(no spoiler)



Snapshot Outcomes at Week 48 (Pooled) 

Llibre et al. CROI 2017; Seattle, WA. Abstract 2421.

Virologic outcomes Adjusted treatment difference (95% CI)a

Percentage-point difference

DTG + RPV is non-inferior to CAR 
with respect to snapshot in the ITT-
E population (<50 c/mL) at Week 
48

95 95

<1 1
5 4

CAR DTG + RPV

-3.0 2.5

-0.2

aAdjusted for age and baseline 3rd agent.

SWORD: DTG + RPV



Key Secondary Endpoint
(HIV-1 RNA < 50 c/mL)
DTG/3TC noninferior to 

continued TAF-based ART

TANGO: Switch to DTG/3TC vs Continuing TAF-Based 
3-Drug or 4-Drug Regimen
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Virologic Outcomes by FDA Snapshot (ITT-E) at Wk 48 Adjusted Treatment Difference (95% CI)*

Primary Endpoint
(HIV-1 RNA ≥ 50 c/mL)
DTG/3TC noninferior to 

continued TAF-based ART

*Adjusted for baseline third agent 
class.

Difference (%)
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4% NI
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van Wyk. IAS 2019. Abstr WEAB0403LB.

 No CVW in DTG/3TC arm, CVW in 1 (< 1%) patient in 
TAF-based ART arm; no resistance detected at failure

 All 7 patients (4 in DTG/3TC group, 3 in TAF-based ART 
group) with proviral M184V/I mutation at baseline 
maintained HIV-1 RNA < 50 c/mL at Wk 48

 International, randomized, open-label phase III noninferiority study in adults with HIV-1 RNA < 50 c/mL for > 6 
mos on TAF-based ART



TANGO study 48w: no differences in PCR and D-dímer (n= 369)

Adapted from  van Wyk J, Ajana F, Bisshop F, et al. Clin Infect Dis, ciz1243, https://doi.org/10.1093/cid/ciz1243

DTG, dolutegravir; FEU, fibrinogen equivalent unit; hs-CRP,
high-sensitivity C-reactive protein; IL-6, interleukin-6;
MMRM, mixed model repeated measures; sCD14, soluble
CD14; sCD163, soluble CD163; TAF, tenofovir alafenamide;
3TC, lamivudine. aRatio is the estimated adjusted ratio
(Week 48 to baseline) in each group calculated using
MMRM applied to change from baseline in loge-
transformed data adjusting for the following: treatment,
visit, baseline third agent class, CD4+ cell count
(continuous), age (continuous), sex, race, body mass index
(continuous), smoking status, hepatitis C virus coinfection
status, loge-transformed baseline biomarker (continuous),
treatment-by-visit interaction, and baseline value-by-visit
interaction, with visit as the repeated factor. bTreatment
ratio is DTG/3TC to TAF-based regimen. cP value for
treatment comparison.

Small effect on inflammatory markers with no differences in D-dimer or usPCR , and with differences
in diferent directions in IL-6 and sCD14

Parameter Treatment n/N
Baseline Geometric Mean

(95% CI)a
Visit to baseline

(95% CI)b
Treatment ratio

(95% CI)c P
valued

Blood D-dimer, 

nmol/L FEU

DTG/3TC 334/369 1.69 (1.59, 1.79)
0.968 

(0.920, 1.019)
0,973 (0.907, 1.044) 0.440

TAF-based
regimen

334/371 1.66 (1.58, 1.76)
0.995 

(0.948, 1.044)

Serum hs-CRP, 

mg/L

DTG/3TC 342/369 1.37 (1.23, 1.53) 
1.012 

(0.911, 1.124)
0.934 (0.811, 1.075) 0.341

TAF-based
regimen

342/371 1.30 (1.16, 1.46)
1.083 

(0.986, 1.190)

Serum IL-6,

ng/L

DTG/3TC 343/369 1.64 (1.52, 1.78) 
0.990 

(0.909, 1.078)
1.163 (1.045, 1.293) 0.006

TAF-based
regimen

340/371 1.67 (1.54, 1.80) 
0.852 

(0.800, 0.907)

Serum sCD14,   

ng/L

DTG/3TC 343/369 1606.5 (1573.1, 1640.6)
0.953 

(0.933, 0.973)
0.971 (0.942, 1.000) 0.048

TAF-based
regimen

343/371 1578.6 (1546.4, 1611.4)
0.982 

(0.962, 1.002)

Serum sCD163, 

ng/L

DTG/3TC 342/369 660.9 (630.5, 692.7)
0.916 

(0.889, 0.943)
1.013 (0.974, 1.054) 0.508

TAF-based 
regimen

342/371 642.0 (615.3, 670.0)
0.904 

(0.881, 0.927)
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8aStratified by baseline third agent class (PI, INSTI, or NNRTI). b5% non-inferiority margin. 

SALSA Phase III Study Design

Randomized, open-label, active-controlled, multicenter, parallel-group, non-inferiority study

DTG/3TC (N=246)

Day 
1

Screening 

CAR (N=247) 

Randomization phase

Week
48

Week 
24

• Adults, virologically 
suppressed (HIV-1 RNA
<50 c/mL) for >6 months

• ≥3 months uninterrupted 
CAR (2 NRTIs + INSTI, 
NNRTI, or PI)

Randomizationa

1:1

Week 
52

Primary endpoint: participants
with plasma HIV-1 RNA ≥50 c/mL at 
Week 48 per FDA Snapshot (ITT-E)b

Eligibility criteria
• ≥2 documented HIV-1 RNA 

measurements <50 c/mL
• Prior ART could be 2 NRTIs + INSTI, 

NNRTI, or bPI
• No HBV infection or need for 

HCV therapy
• No prior VF and no documented NRTI 

or INSTI resistance

Countries

Llibre et al. IAS 2021; Virtual. Slides OALB0303.
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DTG/3TC Is Non-Inferior to CAR at Week 48 

aPrimary endpoint (Snapshot virologic non-response, ITT-E). bBased on Cochran-Mantel-Haenszel stratified analysis (DTG/3TC − CAR) adjusting for baseline third agent class. 

Virologic outcomes (Snapshot analysis) Adjusted treatment difference (95% CI)b

Difference in proportion of participants with HIV-1 RNA <50 c/mL, %

CAR

HIV-1 RNA ≥50 c/mL
DTG/3TC is non-inferior 
to CAR at Week 48 based 
on a 5% non-inferiority 
margin

HIV-1 RNA <50 c/mL
DTG/3TC is non-inferior 
to CAR at Week 48 based on 
a −12% non-inferiority margin

DTG/3TC 

CAR DTG/3TC

ITT-E DTG/3TC (N=246) CAR (N=247)

<1

ITT-Ea

ITT-E

Difference in proportion of participants with HIV-1 RNA ≥50 c/mL, %

Primary endpointa Key secondary 
endpoint

Llibre et al. IAS 2021; Virtual. Slides OALB0303.
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Change in Renal Biomarkers at Week 48: Safety Population

eGFR from cystatin 
C, 

CKD-EPI
(mL/min/1.73 m2)

Protein/
Creatinine

(g/mol)

Retinol-binding
protein/

Creatinine
(µg/mmol)

Beta-2
microglobulin/

Creatinine
(mg/mmol)

DTG/3TC (N=246)   CAR (N=247)

Plasma/Serum markers Urine markers

eGFR from 
creatinine, 
CKD-EPI 

(mL/min/1.73 m2)

n= 230        228                  231       226                    231      226

Llibre et al. IAS 2021; Virtual. Slides OALB0303.

-27.3 -23.0

-32.6

-9.6

3.6

-11.1

n= 189       185     205           195 66         69

/ Similar small changes in eGFR from cystatin C were observed in both treatment groups; decreases in eGFR by creatinine were 
observed in both treatment groups, with a greater decrease with DTG/3TC

/ Improvements in markers for proximal tubular renal function were observed with DTG/3TC

-19.5 (-26.0, -12.5)

-25.7 (-33.9, -16.4)

-24.2 (-41.3, -2.2)

Creatinine
(µmol/L)
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MMRM analysis was not performed for D-dimer due to high proportion of participants with D-dimer < LLQ in both treatment groups. Baseline geometric mean values (DTG/3TC group; CAR group): C-reactive protein (1.34; 1.27), interleukin-6 (1.73; 
1.68), soluble CD14 (1.55 × 106; 1.46 × 106), and soluble CD163 (538.18; 541.70).  
aRatio is the estimated adjusted ratio (Week 144 to baseline) in each group calculated using MMRM applied to change from baseline in loge-transformed data adjusting for treatment, visit, baseline third agent class, CD4+ cell count (continuous), 
age (continuous), sex, race, BMI (continuous), smoking status, HCV co-infection status, loge-transformed baseline biomarker value (continuous), treatment-by-visit interaction, and baseline value-by-visit interaction, with visit as the repeated factor.  

Change in Inflammatory Biomarkers at Week 48: Safety 
Population

Serum soluble CD14 (ng/L) Serum soluble CD163 (µg/L)

Llibre et al. IAS 2021; Virtual. Slides OALB0303.
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Serum C-reactive protein (mg/L) Serum interleukin-6 (ng/L)

Week 24
0.950
1.010

Week 48
0.904
1.036

Week 24
1.025
1.142

Week 48
0.836
0.935

Week 24
1.024
1.061

Week 48
1.001
1.038

Week 24
1.003
0.970

Week 48
1.045
1.030

DTG/3TC (n=246) CAR (n=247)

P=0.125 P=0.526

P=0.002

P=0.509
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Differences in weight change according to previous ART regimens



Efficacy of DTG/3TC after switching from several ART regimens in stable pts: 
the DOLAM Study

Rojas J, et al. Lancet HIV (in press)



Tiraboschi J, et al. J Infect Dis 2020

Viral Efficacy, inflammatory markers and drug concentration
in CSF of patients switching to DTG/3TC (a substudy of the DOLAM study)

At 48w, viral suppression maintained, no changes in inflammatory markers (sTREM-2, YKL-40, NFL)
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DUALIS: DTG + DRVr in virologically suppressed patients

Spinner Ch, et al. Open Forum Infect Dis 2020



LATTE-2:Comparable Response Across Arms ITT-ME (Snapshot) 
Week 96 VL <50c/mL

Eron et al. IAS 2017; Paris, MOAX0205LB.

Virologic outcomes Treatment differences (95% CI)

26

Eron et al. IAS 2017; Paris, France. Slides MOAX0205LB

−8.4% 14.4%

Q4W IM

− 0.6% 20.5%

Oral IM

Q8W IM



ATLAS-2M: Virologic Outcomes at Wk 48 in ITT-E by 
FDA Snapshot

Overton. CROI 2020. Abstr 34. 

Q4WQ8WQ8W

Difference (%)

-0.6 2.2

0.8

4% NI
margin
4% NI
margin

Difference (%)

-2.1 3.7
0.8

Q8WQ4W

-10% NI
margin

Primary endpoint
(HIV-1 RNA ≥ 50 c/mL):
CAB LA + RPV LA Q8W 
noninferior to Q4W

Key secondary endpoint 
(HIV-1 RNA < 50 c/mL): 
CAB LA + RPV LA Q8W 
noninferior to Q4W

CAB LA + RPV LA Q8W
(n = 522)

CAB LA + RPV LA Q4W
(n = 523)

Adjusted Treatment Difference (95% CI)*Virologic Outcomes 

*Based on Cochran-Mantel-Haenszel analysis adjusting for prior CAB + RPV exposure.
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Orkin C, et al. Lancet HIV 2021; 8: e668-78



SE-ES-HIV-PPT-190002SE-ES-HIV-PPT-190002

FLAIR Virologic Snapshot Outcomes at Week 48 for ITT-E:
Noninferiority Achieved for Primary and Secondary Endpoints

Orkin C, et al. CROI 2019; Seattle, WA. Abstract 3947.

3TC, lamivudine; ABC, abacavir; CAB, cabotegravir; CI, confidence 
interval; DTG, dolutegravir; ITT-E, intention-to-treat exposed; LA, long-

acting; NI, noninferiority; RPV, rilpivirine.
*Adjusted for sex and baseline HIV-1 RNA (< vs ≥100,000 c/mL).



London, October 28, 2021

ViiV: Injections to be initiated with or without an
Oral lead-in period



SE-ES-HIV-PPT-190002

Resistance to CAB + RPV

31



SE-ES-HIV-PPT-190002

CAB PA-IC90 (0.166 μg/mL)

49          51                      49                      47                       45                      45              
8            8                        9                        8                         9                        9        

259        261                    260                    253                     253                     252

Participants
at visit*

Longer Needle Lengths Were Associated With Higher CAB 
Troughs in the BMI ≥30 kg/m2 Group Early in Treatment

• Use of longer 2-inch needles resulted in higher median CAB trough concentrations for participants with BMI ≥30 kg/m2

• Longer 2-inch needles are recommended to accommodate individual body habitus and in participants with BMI ≥30 kg/m2

to ensure appropriate administration into gluteal muscle†

32

<2 inches (BMI ≥30 kg/m2) ≥2 inches (BMI ≥30 kg/m2) BMI <30 kg/m2 (reference)

*Data beyond Week 40 were not available at time of analysis.
†The majority (78%, n=3889/4970) of injections in participants with BMI ≥30 kg/m2 were administered with needles <1.6 inches in length vs. the recommended longer 2-inch needle due to issues with procurement. 
BMI, body mass index; CAB, cabotegravir; PA-IC90, protein-adjusted 90% inhibitory concentration; Q4W, every 4 weeks; Q8W, every 8 weeks.

Elliot et al. EACS 2021; Virtual. Presentation BPD1/8.
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CAB PA-IC90 (0.166 μg/mL)

Median (5th and 95th percentile)* plasma CAB troughs through Week 40 in participants with BMI ≥30 kg/m2

130      131         88        122        83        122         80        118        82        120
23        22          14         27         15         24          16         27         15         24
742 742        467       729       459       721        458       714       452       706







Virologic outcome after entering part 2 (ISLA+DOR after VL < 50 
copies/mL)







Protocol 013: Dose Ranging, Switch Study of ISL/MK-8507 QW

https://clinicaltrials.gov/ct2/show/NCT04564547 (accessed 26 October 2020)

Day 1 Week 48 Week 
144

Group 1: ISL 20 mg QW + 
MK-8507 100 mg QW 

+ Placebo to BIC/FTC/TAF QD
n = 35

45-day 
Screening 

Period

Scree
n

Total 
(N~140)

Group 4: BIC/FTC/TAF QD + 
Placebo to ISL QW + 
Placebo to MK-8507

n = 35

Randomization

Group 2: ISL 20 mg QW + 
MK-8507 200 mg QW 

+ Placebo to BIC/FTC/TAF QD
n = 35

Group 3: ISL 20 mg QW + 
MK-8507 400 mg QW 

+ Placebo to BIC/FTC/TAF QD
n = 35

ISL 20 mg QW + Selected 
dose of MK-8507 QW

n = 105

BIC/FTC/TAF QD
n = 35

Week 96

ISL 20 mg QW + Selected dose of 
MK-8507 QW

n = 140

Confirmation of dose 
selection based on 

Week 48 data 

Part 1
Double-blind Dose Ranging 

Treatment Period

Part 2
Selected-Dose Open-Label 

Treatment Period

Part 3
ISL+MK-8507 Open-Label 

Treatment Period



LEN Targets Multiple Stages of HIV Replication Cycle

Link JO, et al. Nature 2020;584:614-8; Bester SM, et al. Science 2020;370:360-4.
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Study Design

 DMC recommended continuation of study, based on Week 16 results (i.e. abstract data)

*LEN oral lead-in (600 mg on Days 1 and 2, 300 mg on Day 8) followed by LEN SC 927 mg on Day 15; F/TAF 200/25 mg; †Participants in TG 1 and 2 will need HIV-1 RNA results <50 
copies/mL at Wks 16 and 22 to initiate either TAF 25 mg or BIC 75 mg at Wk 28; those with HIV-1 RNA ≥50 copies/mL will discontinue study at Wk 28; ‡LEN 600 mg on Days 1 and 2, 
followed by LEN 50 mg from Day 3; F/TAF 200/25 mg; §B/F/TAF 50/200/25 mg.
ARV, antiretroviral; BIC, B, bictegravir; BL, baseline; DMC, data monitoring committee; QD, once daily; Q6M, every 6 months; TG, treatment group; Wk, Week.

40

BL
Induction

Wk 28
Maintenance

54 80

LEN SC Q6M*

F/TAF oral QD TAF oral QD†

LEN SC Q6M*

F/TAF oral QD BIC oral QD†

LEN oral QD

F/TAF oral QD

B/F/TAF oral QD

Treatment naïve
N=182

Key eligibility criteria:
 ARV naïve

 HIV-1 RNA ≥200 copies/mL

 CD4+ cell count ≥200 
cells/µL

Open label 

Randomized

Treatment Group 1*
n=52

Treatment Group 4§

n=25

Treatment Group 2*
n=53

Treatment Group 3‡

n=52

2◦ Endpoint 1◦ Endpoint





Conclusiones

 El cambio/simplificación continúa siendo una estrategia relevante en 
pacientes en TAR virológicamente suprimidos, para mejorar la 
adherencia y la tolerabilidad, reducir el número de fármacos y/o de 
comprimidos, así como el coste del tratamiento.

 Las pautas de 2 fármacos –orales e inyectables en un futuro cercano 
(aún no aprobada en España)- se han convertido en una muy buena 
opción para un número creciente de pacientes.

 En los próximos años tendremos nuevas opciones de fármacos de 
acción prolongada, que ayudarán a mantener el éxito a largo plazo del 
TAR, facilitando la adherencia y mejorando la calidad de vida de las 
personas que viven con el VIH. 



Gracias!


