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BACKGROUND AND STUDY OBJECTIVE

Introduction
• INSTI-based regimens are highly effective in suppressing the HIV virus and are now first line therapy in 

most countries. 

• Epidemiologic data suggest significant weight gain associated with INSTIs, long-term cardiometabolic 
health consequences of weight gain associated with INSTI-use remain largely unknown.

Study Objective 
• Effects of INSTI-based ART regimens vs non-INSTI based ART regimens on weight and associated 

clinically relevant cardiometabolic parameters at REPRIEVE entry: 
• Fasting glucose, LDL-cholesterol, hypertension, and metabolic syndrome

Hypothesis
• Although use of INSTI-based regimens may be associated with greater weight, these agents will be 

associated with neutral or less adverse cardiometabolic outcomes compared to use of non-INSTI based 
regimens.



METHODS
• REPRIEVE enrolled a global cohort of 

7770 ART-treated PWH, aged 40-75 
years between 2015-2019 with low-to-
moderate traditional CVD risk.

• Cross-sectional analysis
• INSTI-use of least 6 months
• Regions where at least 5% of the 

enrolled population were using INSTI 
based regimens. 

• Characteristics of INSTI users vs Non-
INSTI were balanced by inverse-
probability-of-treatment-weights 
(IPTW).  

• Primary analyses used linear and 
logistic regressions, secondary 
analyses used quantile regressions



RESULTS
• 63% higher odds of obesity associated with INSTI based regimens vs non
• Higher mean WC of 3.6cm associated with INSTI based regimens vs non
• Associations most pronounced among females
• No difference in fasting glucose, LDL-C, HTN, or metabolic syndrome. 
• Results remained consistent in a sensitivity analysis that balanced TDF/TAF use between 

INSTI users vs non

Baseline characteristics 

Overall 
(n=4500) 

INSTI users at entry 
(n=1848)

Non-INSTI users at entry
(n=2652)

Age (years) 51 (46, 55) 51 (47, 56) 50 (46, 55) 

Female sex 1040 (23%) 365 (20%) 675 (25%) 

BMI (kg/m2) 27.5 (±5.7) 28.2 (±6.1) 26.9 (±5.3) 

Waist Circumference (cm)
95.5 (±13.8) 97.7 (±14.8) 94 (±12.8) 

Fasting Glucose (mg/dL)
93.0 (±14) 93..1 (±14.1) 93.0 (±14)

Fasting LDL-C (mg/dL) 108 (±31) 108 (±30) 108 (±31) 

Metabolic Syndrome (yes) 28% 27% 29% 

Hypertension (yes) 37% 39% 36%

Duration of entry ART regimen 
(years) 4 (±3) 2 (±2) 5 (±4) 

CD4 count <500 (cells/mm3)
31% 34% 28%

Age is presented as median (Q1, Q3).  All other continuous variables, including BMI, WC, fasting Glucose, LDL-C, and duration of
entry regimen are presented as mean (+/- sd). 



RESULTS 



CONCLUSIONS
• Using IPTW analyses, INSTI-based regimens were associated with higher BMI, higher odds of obesity and 

higher waist circumference, but not with increased fasting glucose, LDL-C, HTN, or metabolic syndrome.

• Differences in BMI and WC are more consistent and concerning among females, in whom they may be more 
likely to be related to metabolic risk. 

• The greatest differences were seen in the tails of the BMI and WC distributions: at the 90th quantile INSTI-use 
was associated with higher BMI of 3.2kg/m2 (2.0, 4.3) and a higher WC of 7.2cm (4.7, 9.7). 

• These data provide a degree of reassurance that, in general, higher weights associated with INSTI use are not 
associated with increased cardiometabolic risk, but highlight the subgroups for whom such changes may be 
very concerning. Further longitudinal studies are necessary to confirm these results. 
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