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Background and Methods

* Even in the setting of maintained ART-mediated virologic suppression, HIV may be associated with persistent
inflammation, contributing to an increased risk of non—-AIDS-related comorbidities!3

* Several biomarkers of inflammation and atherogenesis have been investigated in HIV and linked to increased risk of
morbidity and mortality; however, correlations of each marker with specific clinical events are largely unknown?

* The 2-drug regimen dolutegravir plus lamivudine (DTG/3TC) has demonstrated rapid and sustained virologic suppression
vs 3-/4-drug regimens (3/4DRs) in phase Il trials.#8 More stringent analyses of residual viremia (target not detected) and
viral blips have demonstrated no difference between DTG/3TC and comparator 3/4DRs®10

* This systematic literature review summarizes clinical trial and real-world evidence (RWE) evaluating the impact of
DTG/3TC on biomarkers of inflammation and atherogenesis in people with HIV-1 (PWH)

* Using records from Ovid MEDLINE®, Embase®, PubMed, and Cochrane library databases published from January 1,
2013, to July 14, 2021, and conference proceedings through October 3, 2021, we searched for studies reporting changes
in inflammatory and atherogenesis biomarkers with DTG/3TC in treatment-experienced, virologically suppressed PWH
aged =18 years

4 records representing 2 randomized controlled trials (RCTs)88°11 and 6 records of RWE met eligibility criterial2-17
* All RWE studies evaluated CD4+/CD8+ ratio, while only 1 assessed inflammatory and atherogenesis biomarkers
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Comparable Impact on Inflammatory Markers After Switch to
DTG/3TC Versus 3- or 4-Drug Regimens

Inflammatory and atherogenesis outcomes in PWH receiving DTG/3TC vs comparator# * No consistent overall pattern of Change in
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value (continuous), treatment-by-visit interaction, and baseline value-by-visit interaction, with visit as the repeated factor. PParticipant numbers
for individual inflammatory biomarkers vary. °Median value at specified time point. 93- or 4-drug current antiretroviral regimen.

1. van Wyk et al. Clin Infect Dis. 2020;71:1920-1929. 2. Osiyemi et al. IDWeek 2021; Virtual. Poster 900. 3. Llibre et al. IAS 2021; Virtual. Slides OALB0303. 4. Wang et al. IAS 2021; Virtual. Slides OAB0301. 5. Lombardi et al. HIV Res Clin Pract.
2019;20:92-98.

31st Annual Canadian Conference on HIV/AIDS Research; April 27-29, 2022; Virtual Llibre et al. CAHR 2022; Virtual. Poster 116.



Increased CD4+/CD8+ Ratios After Switch to DTG/3TC in
Real-world Studies

* Increases in CD4+/CD8+ ratios were observed in all 6 RWE studies (statistically significant in 4/6) after
switch to DTG/3TC over different follow-up periods-®

Study N Time point CD4+/CD8+ ratio
Lombardi 20191 67 48 weeks w NS
Hidalgo-Tenorio 20192 177 48 weeks f P=0.023
Taramasso 20193 22 12 months w P<0.05
Baldin 2019* 556 144 weeks w P=0.002
Reynes 20205 27 48 months w NR
Maggiolo 20216 218 60 months w P<0.0001

- Improved
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NR, not reported; NS, not significant.
aMedian. PMean.
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Conclusions

e Switching to the 2DR DTG/3TC was not associated with consistent changes in inflammatory or
atherogenesis biomarkers in 2 large, randomized, phase Il trials (SALSA, n=246; TANGO, n=369) or
in 1 real-world study (N=67) with 1 to 3 years of follow-up

* Biomarker changes are in concordance with virologic efficacy results from clinical trials, demonstrating
no significant difference in rates of virologic suppression, residual viremia, viral blips, or virologic control
In sanctuary sites and reservoirs with DTG/3TC vs comparator 3/4DRs

* Overall, changes in CD4+/CD8+ ratio were similar between DTG/3TC vs comparator post-switch in
randomized controlled trials
* Consistent increases in CD4+/CD8+ ratios were observed in real-world studies after switch to DTG/3TC

* HIV-associated inflammation is multifactorial, with comorbidities, lifestyle factors, co-infections,

long-term immune damage, and persistent HIV-driven immune activation all contributing to the
inflammatory landscape

The data suggest a lack of impact of the number of drugs in an ART

regimen on inflammation as long as virologic suppression is maintained

Data included in this presentation have previously been presented in full at 23rd International Workshop on Long-term Complications of HIV and SARS-CoV-2; December 6-9, 2021; Virtual; Poster ADRLH-24.
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