ENVISION PHARMA
GROUP

Driven by evidence, enabled by technology

Overview of Recent Systematic Literature Reviews on Glucagon-Like

Peptide-1 Receptor Agonists for Weight Loss in Adults With Obesity

Karen E Smoyer,! Lauren Moubarak,”> Sheena Singh,? Suki Kandola?

'Envision Pharma Group, Fairfield, CT, USA; 2Envision Pharma Group, London, UK

Figure 2. Number of SLRs published between Figure 3. GLP-1 RAs assessed in included SLRs (n=47)

1 January 2018 and 16 May 2023

Background

Number of SLRs

* The global prevalence of obesity has drastically increased over the past 18
. . . . . 17 _ _

three decades, increasing the risk of obesity-related morbidity and Liraglutide _ 40

premature mortality? 16
e Lifestyle and behavioural interventions for weight loss have had Semaglutide _ 20

limited success i
e Glucagon-like peptide-1 receptor agonists (GLP-1 RAs) are emerging as n 12 Exenatide |GG 16

highly effective anti-obesity medications (AOMs) g

« 10 .
. . o Dulaglutide - 6
Objective 5 : :
o) /
_ _ _ o _ _ £ Lixisenatide [ 4

» To identify key trends in systematic literature reviews (SLRs) on GLP-1 RAs in 2 6

adults with obesity , 4 A - 2

3

MethOdS 2 | | Albiglutide ' 1
e Literature searches in Embase, Medline, and Cochrane databases were 0 Tirzepatide ' :

conducted using a National Institute for Health and Care Excellence (NICE)— 2018 2019 2020 2021 2022 2023 P

published search strategy for obesity,? along with intervention and SLR Year

terms to identify English-language SLRs published between 01 January 2018 O > 1015 20 25 30 35 40 45

and 16 May 2023

e SLRs of adults with obesity treated with GLP-1 RAs were included;
SLRs focusing exclusively on other AOMs, herbal treatments, or
nonpharmacological interventions were excluded
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Figure 4. Outcomes reported in included SLRs (n=47)
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e Of 106 publications, 47 SLRs (41 full texts; 6 congress abstracts) met the
eligibility criteria for inclusion (Figure 1, Box)
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2Four SLRs did not report weight parameters. The focus of these SLRs were other outcomes (blood pressure [n=2], arrhythmias [n=1], and appetite regulation [n=1])

PROs, patient-reported outcomes; SLRs, systematic literature reviews

Publication details

e The SLRs were published in a range of journals, of which 7 (14.9%) were
obesity specific, and 15 (31.9%) were endocrinology/metabolic journals

e Obesity-specific journals included Obesity, Obesity Reviews, and
Obesity Medicine

e One SLR was published in JAMA (LeBlanc et al, 2018) and 1 SLR was
published in The Lancet (Shi et al, 2022)

SLR characteristics

e The number of SLRs more than quadrupled from 2018 to 2022, and as of 16
May 2023, 7 additional SLRs had been published (Figure 2)

e The majority included meta-analysis (n=38, 80.9%)

e The number of GLP-1 RA studies included in the SLRs ranged from 1
(Haywood et al, 2019) to 64 (Vosoughi et al, 2021)

e Eight SLRs did not report the number of studies assessing GLP-1 RAs

e For the majority of the SLRs, literature databases were searched from
inception; the date the search was conducted ranged from February 2017
(Khera et al, 2018) to January 2023 (Long et al, 2023)

Subgroups

* The most common subpopulations were those without diabetes (21.3%),
diabetes (10.6%), polycystic ovary syndrome (8.5%), and schizophrenia or
psychosis (6.4%)

e Subgroups such as older populations, persons with genetic variants, and
those with hypothalamic obesity were studied in 1 SLR each

Interventions

* The most commonly assessed GLP-1 RA was liraglutide (85.1%), followed by
semaglutide (42.6%), exenatide (34.0%), and dulaglutide (12.8%) (Figure 3)
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e Lixisenatide (8.5%) and efpeglenatide (6.4%) were also identified

e One SLR included albiglutide, which was discontinued in 2018 for
commercial reasons?

e One SLR assessed the use of tirzepatide, a newer AOM targeting both
glucose-dependent insulinotropic peptide and GLP-1 receptors (Lin et al, 2023)

e Currently, for adults, liraglutide and semaglutide are approved by the
European Medicines Agency and the US Food and Drug Administration for
weight loss in individuals with body mass index (BMI) =30 kg/m? or BMI
>27 to <30 kg/m? and one or more weight-related comorbidity

Outcomes

e The majority of studies (91.5%) assessed weight parameters, including
change in weight, BMI, or waist circumference (Figure 4), and found GLP-1
RAs to be effective for these outcomes

e Four studies did not report change in weight. These studies focused on
other outcomes, including blood pressure (Kennedy et al, 2023; Usman
et al, 2022), cardiac arrhythmias (Wu et al, 2022), and appetite regulation
(Aldawsari et al, 2023)

* Also assessed were glucose control (51.1%), lipid parameters (46.8%), and
blood pressure (42.6%)

e Approximately three-fourths of included SLRs (74.5%) reported
information on adverse events (AEs), noting that GLP-1 RAs were generally
well tolerated, with gastrointestinal-related events being the most
common AEs

e Four SLRs included patient-reported outcomes or health-related quality of
life (HRQOL) after treatment with GLP-1 RAs (Jobanputra 2022; Martenstyn
2020; Shi 2022; Zhong 2022). The most commonly used tools were the
Short-Form 36 (SF-36) and Impact of Weight on Quality of Life (IWQOL)-Lite

e Where assessed, GLP-1 RAs were associated with an improvement in
selected domains of HRQOL and physical function; however, few SLRs
reported these outcomes

Conclusions

e Recent SLRs reflect the growing number of GLP-1 RAs, which
uniquely target both peripheral and brain mechanisms involved in
weight regulation

e GLP-1 RAs show promise as efficacious and safe pharmacological
treatment for obesity; however, the long-term benefits are not
yet known

e Subsequent SLRs are needed to synthesize evidence on newer
AOMs, including dual-receptor agonists such as tirzepatide, once
data are published

References

1. World Obesity Federation. World Obesity Atlas 2022. World Obesity Federation; 2022. Accessed 10 August 2023.
https://data.worldobesity.org/publications/?cat=15

2. National Institute for Health and Care Excellence (NICE). Obesity: identification, assessment and management.
NICE; 2014. Guideline CG189. Updated July 2023. Accessed 10 August 2023. https://www.nice.org.uk/guidance/
cg189/evidence

3. Eperzan: withdrawal of the marketing authorisation in the European Union. News release. European Medicines
Agency; 29 October 2018. Accessed 10 August 2023. https://www.ema.europa.eu/en/documents/assessment-
report/public-statement-eperzan-withdrawal-marketing-authorisation-european-union_en.pdf

Acknowledgments and disclosures

KES, SS, and SK are employees and shareholders of Envision Pharma Group. LM was an employee and shareholder of Envision
Pharma Group when the research was conducted. The authors would like to thank Collette Placek for editorial support and
Markd Benes for poster design and layout, both of Envision Pharma Group.



