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“In the predictive model the only variables associated with telomere gain at W96 were treatment with
TDF/FTC, younger age (mean difference 0.001, p=0.042) and no current use of alcohol at baseline (mean 
difference 0.048, p=0.038)”

Estella-Ascariz. JID 2018
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Participant characteristics
RAL + DRV/r

N=104

TDF/FTC + DRV/r

N=97
p-value

Age, (yr) * 38.7 (10.4) 38.6 (10.8) 0.961

Female, n(%) 11 (10.6) 11 (11.3) 0.862

Smoking (Currently), n(%) 35 (33.7) 39 (40.2) 0.417

Alcohol use (Currently), n(%) 4 (3.8) 10 (10.3) 0.197

Time since HIV diagnosis (yr) * 2.2 (3.3) 2.0 (2.8) 0.699

Baseline HIV-1 RNA (log10 cp/mL) * 4.7 (0.7) 4.7 (0.6) 0.729

HIV RNA < 50 copies/mL at week 96, n(%) 99 (95.2) 89 (91.8) 0.322

Median time to HIV RNA < 50 copies/mL, (weeks) 8 (4-12.6) 18 (9.4-24.1) <0.001

CD4 Baseline (cells/mm3)* 

CD4 Change (cells/mm3)* 

332.6 ± 133.3 

265.52 ± 159.6

315.3 ± 122.2 

253.40 ± 167.4

0.339

0.602

CD8  Baseline (cells/mm3)* 

CD8  Change (cells/mm3)* 

948.2 ± 442.7 

-123.9 ± 442.2

924.6 ± 500.2 

-124.9.6 ± 350.4 

0.507

0.987

CD4/CD8 Baseline*

CD4/CD8 Change*

0.5 ± 0.8

0.4 ± 0.8 

0.4 ± 0.2

0.4 ± 0.3 

0.536

0.333

CD4/CD8 >0.4 at week 96, n(%) 94 (90.4) 83 (85.6) 0.558

CD4/CD8 >1 at week 96, n(%) 35 (33.7) 30 (30.9) 0.918

Estella-Ascariz. JID 2018
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GEMINI 1-2
DTG+3TC vs. DTG+TDF/FTC

Cahn et al. AIDS 2018; Amsterdam, the Netherlands. Slides TUAB0106LB.



Individual Patient-Data Metanalysis of Dual Therapy RCT

Pérez Molina. EACS 2017



SWORD 1 & 2: Switch From Suppressive ART to DTG + RPV in 
Patients With No Previous VF

Llibre JM, et al. Lancet. 2018;391:839-849.

Virologic 
Nonresponse

HIV-1 RNA
< 50 c/mL

No Data

100

80

60

40

20

0

P
at

ie
n

ts
 (

%
)

95 95

< 1 1
5 4

DTG + RPV (n = 513)

Baseline ART (n = 511)

Virologic Efficacy, Wk 48

-4%

Treatment Difference (95% CI)

Favors
Baseline ART

Favors
DTG + RPV

0 4%

-3.0 2.5

-0.2

Slide credit: clinicaloptions.com
arv-trials.com

http://www.clinicaloptions.com/


• 201 NEAT001/ANRS143 participants were randomly selected among those
from whom stored blood samples were available (baseline and week 96).

Blood telomere lengths after FTC/TDF or RAL as First-Line 
ART in ANRS143/NEAT001

Estella-Ascariz. JID 2018



“No consistent pattern of change from

baseline to week 48 or differentiation

between the dolutegravir-rilpivirine group

and the CAR group was observed for the

inflammatory or cardiovascular 

biomarkers:

interleukin-6, C-reactive protein, soluble 

vascular cell adhesion molecule-1, soluble 

CD14, soluble CD163, fatty acid binding

protein-2, and d-dimer (data not shown)”.

SWORD Studies: Inflammation (Week 48)

Orkin. EACS 2017
Llibre. Lancet Infect Dis 2017



Mussini. BMC Medicine 2018



Do we really need to 
routinize the treatment

with less than three drugs?



Current Nukes ……

• Are highly convenient

• Can be administered in fixed dose combinations (Kivexa®, Truvada®, 
Descovy®) or as a single tablet regimen (Atripla®, Eviplera®, Stribild®, 
Triumeq®, Odefsey®, Genvoya®)

• At any time of the day

• With no food or fluid requirements

• With long half-lives and high permisiveness

• Also in special situations (TB, pregancy, HBV,…)

• Have no significant interactions

• Have a favorable safety profile

• In triple ART protect against the development of mutations





Rationale for dual therapy benefits
and risks

Personal communication



Cannae Battle
August 2nd, 216 a.C.
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IL-6 levels

10 

pg/ml
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Barriers for the Comparison of Inflammatory 
Markers Dynamics Between Strategies

Sergio Serrano. Personal communication (Based on Wada. AIDS 2015)



A Plethora of Uncontrolled and Unpowered 
Studies to Correlate ART with Inflammatory 

Markers

Sculier. HIV Medicine 2018

N=8

“HIV-1 RNA remained undetectable in all samples of blood, cerebrospinal
fluid and sperm throughout the 24 weeks, except for one cerebrospinal
fluid sample with a value of 28 HIV-1 RNA copies/mL at week 24”

“CONCLUSIONS: HIV-1 reservoirs were well controlled on DTG 
monotherapy over a period of 24 weeks”



Where do we stand
after 22 years of 

triple ART?



Lohse & Obels. Annals Intern Med 2016

Higher survival in HIV-infected persons since the introduction 
of HAART (3DR)



AIDS and even most non-AIDS events (CAD, liver) have 
slowly declined, even during the late ART era

Smith C et al. Lancet 2014



ART-CC (Trickey et al). Lancet HIV 2017

Survival During the First 3 years of ART Continues to Improve

“Even in the late ART era, survival during the first 3 years of ART continues
to improve, which probably reflects transition to less toxic antiretroviral 
drugs, improved adherence, prophylactic measures, and management of 
comorbidity”. 



Normal Life Expectancy in People Living with HIV when 
Controlling for Risk Factors 

Obel. Plos One 2011



Life-Expectancy Could be Already Comparable to the
General Population

Samji H. PLOS ONE. 2013
Gueler. AIDS 2017 

Normal life-expectancy in higher educational level in HIV-
infected subjects

NA-ACCORD: Mid-point life expectancy estimates at age 20 
years



Hay dúos… y 
dúos

Y hay tríos… y 
tríos



Conclusions

Monotherapy Dual therapy Triple therapy

Promising, but still lots of unknowns Still standard

• Higher rates of virologic
failure.

• Important proof of 
concept showing the
risks of decreasing the
number of drugs/nukes-
free therapies.

Inferior

• Non-inferior for VL suppression in 
switching and ART initiation (one study)

• Non-inferior for AE in switching.
• Unknown long-term effects on residual 

replication and inflammation.
• Unknown long-term effects on

prognosis

• Has allowed to nearly life
expectancy.

• Need to compare the
differences on surrogate
markers of non-AIDS events
with dual therapy.



¡Gracias!

Monument Valley, Utah

Email: serranovillar@gmail.com

Twitter: @serranovillar


