N
N

N

HAL

open science

Semaglutide in people with HIV-associated
lipohypertrophy

y Joseph Hwang, Todd T Brown, Jacqueline Capeau

» To cite this version:

y Joseph Hwang, Todd T Brown, Jacqueline Capeau. Semaglutide in people with HIV-associated
lipohypertrophy. The Lancet. Diabetes & Endocrinology , 2024, 10.1016/S2213-8587(24)00162-1 .

hal-04638797

HAL Id: hal-04638797
https://hal.sorbonne-universite.fr /hal-04638797v1
Submitted on 8 Jul 2024

HAL is a multi-disciplinary open access
archive for the deposit and dissemination of sci-
entific research documents, whether they are pub-
lished or not. The documents may come from
teaching and research institutions in France or
abroad, or from public or private research centers.

L’archive ouverte pluridisciplinaire HAL, est
destinée au dépot et a la diffusion de documents
scientifiques de niveau recherche, publiés ou non,
émanant des établissements d’enseignement et de
recherche francais ou étrangers, des laboratoires
publics ou privés.


https://hal.sorbonne-universite.fr/hal-04638797v1
https://hal.archives-ouvertes.fr

Commentary
Semaglutide in people with HIV-associated lipohypertrophy
Y. Joseph Hwang, MD, MSc'; Todd T. Brown, MD, PhD*; Jacqueline Capeau, MD, PhD?

1. Department of Medicine, Johns Hopkins University School of Medicine, Baltimore, MD,
United States

2. Sorbonne Université, Inserm UMR_S938, Centre de Recherche Saint-Antoine, Institut
Hospitalo-Universitaire de Cardio-Métabolisme et Nutrition (ICAN), Paris, France.

Correspondence: Jacqueline Capeau, Centre de Recherche Saint-Antoine, Faculty of health, 27
rue Chaligny 75012 Paris

Jacqueline.capeau@inserm.fr

+33 668 45 69 88



mailto:Jacqueline.capeau@inserm.fr

With the introduction of combination antiretroviral therapy (ART) and increasingly
obesogenic environments around the world, the rate of overweight or obesity in people with HIV
(PWH) has increased.* Importantly, PWH previously treated with some first generation
antiretrovirals exhibit lipohypertrophy characterized by the disproportionate accumulation of
body fat in visceral adipose tissue (VAT), contributing to increased inflammation and altered
metabolism of glucose and lipid, and exacerbating the risk of cardiometabolic complications,
such as diabetes and cardiovascular diseases.*

Glucagon-like peptide-1 (GLP-1) receptor agonists are incretin analogues that regulate
appetite and promote weight loss in overweight or obese patients with or without diabetes.?
Moreover, these drugs reduce visceral fat and waist circumference in addition to improving
glycemic control and cardiovascular outcomes in the population without HIV.?* In addition to
traditional risk factors, PWH face unique viral and ART-associated risk factors for
cardiometabolic diseases. In recent studies of PWH, semaglutide has demonstrated a similar
degree of weight loss as in the general population,* as well as reduction in VAT and
subcutaneous adipose tissue (SAT).> Given these properties, GLP-1 receptor agonists have the
potential to be a novel therapy for HIV-associated lipohypertrophy, as well as obesity.

In The Lancet Diabetes & Endocrinology, Allison Eckard and colleagues® report the first
phase IlIb randomized, double-blind, placebo-controlled trial that investigated the effects of
semaglutide treatment on HIV-associated lipohypertrophy for the duration of 32 weeks in 108
adults with controlled HIV. The participants had body mass index >25 kg/m? and evidence of
lipohypertrophy as characterized by increased waist circumference and waist-to-hip ratio but
were without diabetes. The semaglutide arm initiated weekly 0.25 mg subcutaneous injections
and uptitrated over 8 weeks to the 1 mg dose administered over the subsequent 24 weeks.
Semaglutide compared to placebo resulted in a substantial reduction in abdominal adipose tissue,
with a larger 31% reduction in VAT compared to 11% decrease in SAT. The absence of
significant reduction in the waist-to-hip ratio with concomitant greater limb fat loss with
semaglutide versus placebo suggests a global pattern of body fat reduction. Importantly,
semaglutide conferred a significantly higher reduction in hemoglobin Alc and triglyceride levels
compared to placebo. However, similarly to the effects evident in the general population, there
was 5.7% reduction in the lean body mass with semaglutide treatment in the study.

The most profound effect of semaglutide in the trial® was the significant loss of the
abdominal VAT. Disproportionate visceral adiposity is a hallmark of HIVV-associated
lipohypertrophy, and such form of adiposity is associated with insulin resistance, dyslipidemia,
chronic inflammation, and increased mortality in PWH.” Therefore, the effect of semaglutide on
VAT may potentially translate to reduction in the risk of cardiometabolic diseases in PWH. In an
open-label study, semaglutide reduced intrahepatic triglyceride levels and improved glucose and
lipid profiles in 51 PWH.®

However, there remains concerns regarding the adverse effects of semaglutide, especially
those pertaining to gastrointestinal disorders — ranging from the commonly encountered
symptom of nausea to pancreatic and gallbladder diseases. Lipase elevations and cholelithiasis
observed in the semaglutide arm preserve the concerns regarding the risks of pancreatitis and
cholecystitis in PWH, as in the general population.®

Importantly, the dose of semaglutide in the trial was 1.0 mg weekly — the maximum dose
approved by the U.S. Food and Drug Administration at the time of the study.® With the approval
of 2.4 mg weekly dose,™® examining the safety and incremental efficacy of the higher dose would
be warranted. Moreover, the sustainability of the VAT reduction upon cessation of semaglutide



would be important to study in HIV-associated lipohypertrophy. Whether semaglutide has
differential effects in PWH with long-term lipohypertrophy versus those with recent weight gain
following initiation of or switch to certain antiretroviral drugs, such as tenofovir alafenamide or
integrase strand transfer inhibitors®, would also be crucial to understand. Lastly, additional data
on semaglutide is needed to understand the impact of reduction in VAT and lean body mass on
the risk of cardiometabolic complications, as well as sarcopenia, frailty, and mortality in PWH.
In conclusion, the trial demonstrates the efficacy of semaglutide in the reduction of
abdominal VAT in PWH.® There does not appear to be unique semaglutide-associated adverse
effects in PWH compared to the general population, albeit at the 1.0 mg weekly dose studied.
Overall, semaglutide has the potential to be an important drug to treat HIV-associated
lipohypertrophy. PWH are an aging population predisposed to cardiometabolic complications,
and the role of semaglutide in the population would further be informed with additional safety
data at higher doses and assessment of its efficacy on long-term cardiometabolic outcomes.



References

1Bailin SS, Gabriel CL, Wanjalla CN, Koethe JR. Obesity and Weight Gain in Persons with HIV.
Curr HIV/AIDS Rep 2020; 17: 138-50.

2Wilding JPH, Batterham RL, Calanna S, et al. Once-Weekly Semaglutide in Adults with
Overweight or Obesity. N Engl J Med 2021; 384: 989-1002.

3Sattar N, Lee MMY, Kristensen SL, et al. Cardiovascular, mortality, and kidney outcomes with
GLP-1 receptor agonists in patients with type 2 diabetes: a systematic review and meta-analysis
of randomised trials. Lancet Diabetes Endocrinol 2021; 9: 653-62.

4Haidar L, Crane HM, Nance RM, et al. Weight loss associated with semaglutide treatment
among people with HIV. AIDS 2014; 38: 531-5.

5Lee D, Capeau J. Is the GLP-1 receptor agonist, semaglutide, a good option for weight loss in
persons with HIV? AIDS 2024; 38: 603-5.

6Eckard AR, Wu Q, Sattar A, et al. Once-weekly semaglutide in people with HIV-associated
lipohypertrophy: a randomised, double-blind, placebo-controlled phase Ilb single-centered
clinical trial. Lancet Diabetes Endocrinol 2024.

7Scherzer R, Heymsfield SB, Lee D, et al. Decreased limb muscle and increased central
adiposity are associated with 5-year all-cause mortality in HIV infection. AIDS 2011; 25: 1405-
14.

8Lake JE, Kitch DW, Kantor A, et al. The Effect of Open-Label Semaglutide on Metabolic
Dysfunction—Associated Steatotic Liver Disease in People With HIV. Ann Intern Med 2024; :
M23-3354.

9Haider S, Lipska KJ. Glucagon-Like Peptide-1 Receptor Agonists—How Safe Are They?
JAMA Intern Med 2022; 182: 520.

10 U.S. Food and Drug Administration. FDA Approves New Drug Treatment for Chronic
Weight Management, First Since 2014. https://www.fda.gov/news-events/press-
announcements/fda-approves-new-drug-treatment-chronic-weight-management-first-2014.



