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▪ Long-term data on the efficacy and tolerability of lamivudine plus dolutegravir as a switch
strategy in a multi-centre cohort of HIV-1-infected, virologically suppressed patients
Baldin G et al. Int J Antimicrob Agents. 2019 Dec;54(6):728-734.

DTG+3TC
Real life experiences

▪ Retrospective study on the outcome of two-drug regimens based on dolutegravir plus 
one reverse transcriptase inhibitor in virologically-suppresse d HIV-infecte d patients 
Galizzi N et al., J Antimicrob Chemother 2020. Epub ahead of print

▪ Efficacy and durability of 2-Drug vs 3-Drug INSTI-based regimens: data from real life
Fabbiani M et al. CROI 2020; Boston. Poster 0488

▪ Effect of past virological failure on dolutegravir+lamivudine as maintenance regimen
Gagliardini R et al. CROI 2020; Boston. Poster 0486

▪ Shall we dance? Extending TANGO’s results to clinical practice
Baldin G et al. CROI 2020; Boston. Poster 0492



The estimated probabilities of remaining

on 3TC + DTG were 86.6%

(SD ± 5.9) at Week 48 and 79.5%

(SD ± 7.5) at both Weeks 96 and 144 in
the TG, and 85.8% (SD ± 3.5), 78.9%

(SD ± 4.3). and 73.9% (SD ± 5.1) at

Weeks 48, 96, and 144 in the non-TG

(log-rank P = .654), respectively

Higher—albeit not statistically significant—

number of VF was seen in the non-TG. 

Caution should be advised when

considering 3TC + DTG for selected patients
those with previous VF or shorter time of viral

suppression).

Borghetti A. et al, CID 2020



Gianmaria BALDIN et al., International Journal of Antimicrobial Agents 2019 

556 pts, FU 144 weeks 





The lone presence of the M184V resistance mutation is not a predictor of virological failure for this 3TC-

containing dual regimen, probably because of the reduced replicative fitness caused to the virus by this

mutation.

Mutation appears to be associated with virological failure in patients with a reduced time of virological

suppression before switch to dual therapy1

1. Gagliardini R. et  al., Open Forum Infect Dis. 2018



• 110 discontinuations (19.8% of the total population) during the first 60 weeks of 

follow-up

• Neuropsychological events: sleep disorders or a newly onset headache

• Correlation between treatment discontinuations due to neuropsychiatric

disorders and co-infection with hepatitis C virus1

1. Munjal S, Crit Care Clin. 2017 Jul; 33(3): 681–712.

Gianmaria BALDIN et al., International Journal of Antimicrobial Agents 2019 



Fabbiani M. et al, CROI 2020 Retrospective multicentre observational study in 8 italian clinical centres, 1666 tot pts



Delphine Sculier et al. and the Swiss HIV Cohort Study (SHCS), 2019 

188 pts were randomly assigned either to switch to DTG + FTC dual therapy or to continue their cART

The combination demonstrated non-inferiority in efficacy and safety, as well as a greater improvement in 

QoL over time compared to standard regimens.



10,000 ART-experienced individuals (1088 on 2DRs) from across Europe and Australia

Clinical outcomes of two-drug regimens vs. three-drug regimens in antiretroviral

treatment-experienced people living with HIV
Lauren Greenberg1 et al  for the RESPOND study group, Oxford University Press for the Infectious Diseases

Society of America, in press 2020

Primary outcome

Severe clinical event:

AIDS (cancer and non-

cancer)

NADC

CVD (defined as invasive 

cardiovascular procedures, 

myocardial infarction, or 

stroke),

ESLD, ESRD, and death.

Individuals were followed

until the first severe event of 

any type, last clinical visit, or 

1st October 2018



Lauren Greenber et al for the Swiss Cohort, in press 2020



Study population characteristics

Demographic characteristics
Total population (n=122)

Median [IQR]

Age (yrs) 49.5 [44.0-48.0]

Gender M (%) 88 %

BMI 25.0 [22.3-26.9]

Weight 73.0 [66.0-84.0]

Smokers 39.3% (48/122)

Heavy smokers > 10 cigarettes/die % (n) 66.7 % (32/48)

Light smokers < 10 cigarettes/die % (n) 33.3% (16/48)

Unpublished data 

Switch to DTG+3TC 



83 %

18 %

1,6 %

terapia triplice terapia duplice monoterapia

73% switch from DTG-sparing regimens

27% switch from DTG-including regimens

PRE-SWITCH ARV regimens

Triple therapy Dual therapy Monotherapy



Study Population Immunovirological characteristics

Median [IQR]

VL <20 cp/mL

VL 20-50 cp/mL

97% (118)  

3 % (4)

nadir CD4+ cells/mm3 327.5 [222.0-416.0]

CD4+ T cells/mm3 771.0 [586.0-1023.0]

CD4+/CD8+ ratio 1.1 [0.8-1.4]

Time of HIV exposure (yrs) 8.0 [4.8-14.0]

Time of ARV exposure (yrs) 6.5 [3.0-12.0]

HBV + 0/122

HCV + 5/122



RESULTS • Efficacy

97% 98% 100%

3% 2%

BL W24 W48

VL<20 20<VL<50



RESULTS • Tolerability

Metabolic

Parameters

Baseline Week 24 Week 48

Median (IQR) Median (IQR) p Median (IQR) p

Creatinine
1.0

[0.8-1.2]

1.1

[-2.6-4.9]
0.005

1.1

[1.2-3.5]
0.039

Total cholesterol

(mg/dL)

185.9

[178.5-193.5]

182.2

[173.0-191.3]
0.04

179.4

[170.5-188.3]
0.029

LDL cholesterol

(mg/dL)

118.2

[111.8-124.6]

115.7

[107.0-124.4]
0.026

113.3

[101.5-126.4]
0.423

HDL cholesterol

(mg/dL)

48.7

[45.1-52.2]

44.8

[41.1-48.4]
0.142

47.5

[44.6-50.3]
0.204

Triglycerides
121.0

[95.9-146.1]

111.7

[90.9-132.5]
0.146

114.0

[101.5-126-4]
0.851

Glicemia
88.3

[83.7-93.0]

79.6

[74.3-84.9]
0.914

89.9

[83.0-97.0]
0.202
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DTG plasma and IC Ctrough analysis

PK 

Parameters

DTG+3TC

(26 pz)

DTG+bPI1

(40 pz)
p

DTG IC (ng/mL) 449,37 [338,01-560,73] 323.04 [243.47-402.62] 0.023

DTG pls (ng/mL) 1956,4 [1604,9-2307,8] 2090.76 [1339.26-2842.26] 0.172

DTG  IC/plasma 

Ratio
0.231 [0.196-0.265] 0.248 [0.186-0.309] 0.346

1. Ferrara et al. Unpublished data, ICAR 2019 



PK Results

(p<0.001; r=0.831)



PK Results_2

(p=0.019; r=-0.475)

No correlation observed

between DTG PK 

parameters and age

No difference between

gender 



Beyond the virological efficay? 



The existence of ongoing HIV replication onART remains a highly

controversial topic

Poor antiviral drug diffusion

Favor residual replication

Viral persistence

Chronic state of inflammation

potentiates the risk on non-AIDS morbidity and mortality and
virological rebound
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1. Petrara MR et al. PLoS One 2017; 2. Torres B et al, AIDS Soc 2014; 3. Mussini C et al, BMC Med 2018; 

Does the number of drugs impact on viral production and, consequently, on immune activation and

associated comorbidities?

• CD8 T cell and memory B cell activation in subjects either under multi-ART or under PI 

monotherapy . After 96 weeks, a significant increase in the activation level of both lymphocyte

populations was noticed in subjects being treated with monotherapy1

• PI monotherapy has also been associated with markers of inflammation (IL-6) and of monocyte

activation(plasma levels of soluble CD14 and CD163)2

• The restoration of CD4+/CD8+ ratio was better achieved under multi therapy. Due to a decrease

in CD8 T cell count under triple therapy contrasting with an increase in this count under double-

ART3

S Moreno et al, HIV Medicine (2019)



Impact of ART Intensification on Residual Viremia and Other HIV Reservoir Markers

• INSTI-based regimens were associated with significantly lower cumulative RV compared to both

PI-based and NNRTI-based regimens1

• Switching from a PI-based to a DTG-based regimen on blood and tissue HIV reservoirs might

decrease RV in individuals who have a  relatively high residual viral load2

Darcis G et al, Viruses 2020, 12, 489

1. Pascom et al, J. Int. AIDS Soc. 2019. 2. Morón-López et al. Clin. Infect. Dis. 2019



Eron J et al. J Acquir Immune Defic Syndr 2020 
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Conclusion

• Good virologic efficay, safety and tolerability

• Good options for therapeutic switch un selected patients

• Impact of the different regimens on immune dysfunction, such as immune activation, systemic

inflammation, microbial translocation, mitochondrial dysfunction, and oxidative stress, is

unclear

• Systematic follow-up of the viral blood reservoir, and when possible of viral tissue reservoirs, in 

studies of treatment and trials of new regimens would provide much needed information
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