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STUDY DESIGN
Randomized, double-blind, placebo-controlled phase IIb clinical 

trial
Participants with HIV-associated lipohypertrophy enrolled at a 

single site (Cleveland) and randomized 1:1 to receive 32 weeks of 
once-weekly subcutaneous semaglutide or matching placebo

KEY INCLUSION/EXCLUSION CRITERIA
Inclusion: Age ≥18 years, HIV RNA <400 copies/mL ≥6 months, 

stable ART ≥12 weeks, BMI ≥25 kg/m2, WC >95 cm (men) and 
>94 cm (women), WHR >0.94 (men) and >0.88 (women), 
subjective abdominal girth increase after ART initiation 

Exclusion: Diabetes, known cardiovascular disease, pregnancy, 
history of pancreatitis, thyroid cancer, multiple endocrine 
neoplasia syndrome type 2, or severe HIV-associated lipoatrophy

MAIN STUDY ASSESSMENTS
Body composition by whole-body dual-energy X-ray 

absorptiometry; non-contrast helical computed tomography at L4-
L5 level

STATISTICAL ANALYSIS
Regressions: Generalized estimating equations were used to 

model effects of semaglutide on outcome variables, examining the 
interaction between time and treatment while controlling for 
covariates. Appropriate linear combination of regression 
coefficients were then assembled to extract the true effect size of 
semaglutide.

This work was made possible through funding support of the National Institutes of Health 
(R01DK121619 to GAM and ARE) and from the Clinical and Translational Science Collaborative 
(CTSC) of Northern Ohio (UM1TR004528 to GAM) which is funded by the National Institutes of 
Health, National Center for Advancing Translational Sciences. Its contents are solely the 
responsibility of the authors and do not necessarily represent the official views of the NIH.

#862

 Primarily characterized by abnormal  accumulation of  
abdominal VAT, HIV-associated lipohypertrophy 
remains a common problem in antiretroviral-treated 
people with HIV and contributes to co-morbidities. 

 We previously showed that the GLP1RA, 
semaglutide, significantly reduced weight, total body 
fat and central fat, especially abdominal VAT, after 32 
weeks of use (Eckard AR, et al. Lancet Diabetes 
Endocrinol 2024; 12: 523–34). 

 In other populations, majority regain weight and/or 
outcome measures revert to pre-treatment values 
following drug discontinuation. 

 GLP1RA treatment withdrawal effects have not been 
evaluated in people with HIV. 
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SUMMARY OF RESULTS

 This is the first randomized controlled trial 
of GLP1RAs in HIV and the first study to 
investigate the durability of semaglutide 
treatment after drug discontinuation. 

 Semaglutide holds promise as an effective 
treatment in HIV, HIV-associated 
lipohypertrophy, and related co-morbidities.  

 However, much of the positive semaglutide 
effects achieved over 32 weeks of 
treatment were largely reversed after 24 
weeks off drug.

 Apparent lack of durability with GLP-1RA 
treatment in people with HIV raises concern 
for prolonged treatment requirements. 

 Longer and larger studies of GLP-1RAs are 
needed in HIV.  
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RESULTS
 We previously showed that 32 weeks of 

semaglutide use was effective in producing 
meaningful improvements in many key body 
composition and cardiometabolic parameters 
(e.g., total body fat, abdominal fat, liver fat, 
glucose metabolism, systolic blood pressure, 
10-year ASCVD risk, hsCRP, among others). 

 In the current analysis, some residual 
semaglutide effects were still present, but 
most outcome measures no longer showed 
statistically significant effects 24 weeks after 
drug discontinuation. 

 Among participants in the semaglutide group 
with ≥5% body weight loss at week 32, 
majority showed weight regain with over a 
third regaining all the weight 24 weeks after 
drug discontinuation; however, more than 
half still had ≥5% net loss.  

Abbreviations: GLP1RA, glucacon-like peptide 1 receptor agonist; BMI, 
body mass index; WC, waist circumference, WHR, waist-to-hip ratio, 
INSTI, integrase strand transfer inhibitor; VAT, visceral adipose tissue; 
SAT, subcutaneous adipose tissue; TAT, total adipose tissue; HU, 
Hounsfield unit, HbA1c, glycated hemoglobin; HOMA-IR, homeostatic 
model assessment of insulin resistance; OGTT, oral glucose tolerance 
test; HDL, high-density lipoprotein; LDL, low-density lipoprotein; VLDL, 
very low-density lipoprotein; ASCVD, atherosclerotic ovascular disease; 
TG, triglycerides; BP, blood pressure; hsCRP, high-sensitivity C-reactive 
protein

Box and whisker plots depicting abdominal A. TAT and B. 
VAT at each time point by group.. Statistically significant effects 
of semaglutide were evident at week 32; however, there were no 
statistically significant treatment effects at week 56 compared to 
baseline (24 weeks after drug discontinuation). 
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Data in bottom graph represent means and include only 
participants in semaglutide group who completed the study. 15 of 
28 (53.6%) participants with ≥5% weight loss at week 32 still had 
a ≥5% net loss at week 56 compared to baseline. 
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