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• GLP-1 RA–containing agents are highly eff ecti ve treatments for weight 
loss and for improving metabolic outcomes in adults who are obese or 
overweight, with nearly all included SLRs reporti ng signifi cant weight loss 
eff ects

• Semagluti de and liragluti de were the most frequently studied interventi ons

• Newer agents like ti rzepati de (a dual GIP/GLP-1 RA) and retatruti de 
(a triple-hormone [GIP, GLP-1, and glucagon] receptor agonist) are gaining 
att enti on, highlighti ng ongoing innovati on in AOMs

• Although weight loss was the primary outcome in most reviews, 
cardiometabolic outcomes such as blood pressure and lipid profi les were 
also commonly assessed, while PROs and AEs were evaluated less frequently, 
highlighti ng potenti al areas for further research

• Access to GLP-1 RA–containing agents for weight management has been 
hindered by drug shortages and payer coverage restricti ons; these hurdles 
will need to be addressed for pati ents who are overweight or obese to 
benefi t from these innovati ve medicines

Conclusions

• Obesity prevalence conti nues to rise globally, signifi cantly contributi ng to chronic 
diseases, such as type 2 diabetes mellitus (T2DM) and cardiovascular disorders1

• Lifestyle-based interventi ons have shown limited long-term success in managing 
obesity,2 necessitati ng more eff ecti ve treatment opti ons

• Glucagon-like pepti de-1 receptor agonists (GLP-1 RAs) were initi ally developed to 
manage T2DM3 but have demonstrated additi onal benefi ts in promoti ng weight loss 
and improving cardiovascular health

• As research into anti -obesity medicati ons (AOMs) conti nues to evolve, systemati c 
literature reviews (SLRs) provide valuable insights into the effi  cacy and safety of 
these treatments in the management of obesity

• Understanding the current trends in the usage of GLP-1 RA–containing agents for 
weight management is essenti al to guide future research and therapeuti c strategies

• A systemati c literature search was conducted using Nati onal Insti tute for Health 
and Care Excellence (NICE)–published search terms for obesity, GLP-1 RAs, and SLRs 
across Embase, Medline, and Cochrane databases

• SLRs of investi gati onal and approved GLP-1 RA–containing agents published between 
1 January 2019 and 19 April 2024 were included; an updated search was also run 
14 October 2024

• SLRs focusing solely on GLP-1 RAs for diabetes management or on nonpharmacological 
interventi ons (surgical, herbal/supplement-based, or lifestyle interventi ons) 
were excluded

• Titles and abstracts were screened by a single reviewer, with a 20% check by a 
second reviewer for accuracy

• Full-text SLRs that met predefi ned eligibility criteria were included in the 
fi nal analysis

Methods

• A total of 390 records were identi fi ed, with 277 records screened and 162 full-text 
reports assessed for eligibility

• Aft er exclusions, 76 SLR publicati ons were included in the fi nal analysis: original 
search, n=58; updated search, n=18

• Of the 86 excluded full-text reports, the main reasons for exclusion were no 
GLP-1 RA (n=2), diabetes focus (n=22), economic evaluati ons (n=1), unavailable 
publicati on (n=1), and nonsystemati c reviews (n=2) (Figure 1)

• The number of SLRs published during the past 5 years increased by 480%, with 
5 (7%) published in 2019 and 29 (38%) published in 2024 (Figure 2)

SLR characteristics
• The number of included publicati ons in the SLRs ranged from 2 studies (Yokote 2024 

and Dutt a 2024) to 424 studies (Tsapas 2021)
• Five SLRs (Abdel-Maboud 2021, Tsapas 2021, Shi 2022, Iannone 2023, Shi 2024) 

included over 100 studies
• The majority of SLRs included meta-analyses (63/76, 84.2%) 
• Of the 76 included SLRs, 69 focused solely on randomised controlled trials (RCTs), 

1 included only observati onal studies, and 6 incorporated both RCTs and 
observati onal studies

Subgroups
• The most common subpopulati ons assessed were individuals who were overweight 

or obese and without diabetes (37%), individuals with type 1 or 2 diabetes (32%), 
and individuals with metabolic dysfuncti on-associated fatt y liver disease or with 
postbariatric surgery (both 8%), polycysti c ovary syndrome (7%), schizophrenia (4%), 
and sleep apnoea (2%)

• Subgroups, such as those with Prader-Willi syndrome, chronic kidney disease, and 
cardiovascular disease, were studied in 1 SLR each (1%) (Figure 3)

Interventions assessed
• Semagluti de and liragluti de were the most frequently studied interventi ons in 51% 

and 49% of the SLRs, respecti vely (Figure 4)
• Other GLP-1 RAs examined were exenati de (20%) and dulagluti de (17%)
• Less commonly studied agents were orforglipron (7%); mazduti de, efpeglenati de, 

and albigluti de (4% each); cotaduti de (3%); and taspogluti de, danuglipron, and 
ecnogluti de  (1% each)

• Three SLRs (4%) included albigluti de, which was disconti nued in 2018 for 
commercial reasons 

• Eight SLRs (11%) included ti rzepati de, which targets both glucose-dependent 
insulinotropic pepti de (GIP) and GLP-1 receptors

• Retatruti de, a triple-hormone (GIP, GLP-1, and glucagon) receptor agonist, was 
assessed in 2 SLRs (3%)

Results

To identi fy key trends in 
SLRs of GLP-1 RA–containing 
agents in adults who are 
obese or overweight and 
to explore potenti al future 
directi ons for these agents 
for obesity treatment

Objectives

Background
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Identification of studies via 
databases and registers

Identification of studies 
via other methods

Records
identified from 

Original search (n=305)
Updated search (n=85)

TOTAL (N=390)

Records removed
before screening

Original search (n=84)
Updated search (n=29)

TOTAL (N=113)

Records 
identified from 

Hand search (n=0)

Included publications
TOTAL (N=76)

Full-text reports 
assessed for eligibility
Original search (n=141)
Updated search (n=21)

TOTAL (N=162)

Publications included 
from database searches

Original search (n=58)
Updated search (n=18)

TOTAL (N=76)

Full-text reports 
sought for retrieval 

Original search (n=141)
Updated search (n=21)

TOTAL (N=162)

Records screened 
(title/abstract) 

Original search (n=221)
Updated search (n=56)

TOTAL (N=277)

Original search:
Reports excluded (n=83)
• Economic evaluations: (n=1)
• No GLP-1 RA: (n=2)
• Diabetes focused: (n=22)
Updated search:
Reports excluded (n=3)
• Article not available (n=1)
• Review, nonsystematic (n=2)

TOTAL (N=86)

Records excluded 
Original search (n=80)
Updated search (n=35)

TOTAL (N=115)
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Abbreviati on: GLP-1 RA, glucagon-like pepti de-1 receptor agonist

Figure 1. PRISMA diagram

Outcomes
• Weight loss was the most commonly reported outcome in 75/76 SLRs (99%) 

(Figure 5). One SLR reported only cardiovascular outcomes in adults who were 
overweight or obese, without diabetes 

• Waist circumference was evaluated less frequently in 20 SLRs (26%) 

• Approximately 40% of included SLRs (30 SLRs) reported adverse events (AEs), 
noti ng that GLP-1 RA–containing agents were generally well tolerated, with 
gastrointesti nal-related events being the most commonly reported AEs 

• Blood pressure, haemoglobin A1c (HbA1c)/glucose or insulin resistance outcomes, 
and lipid parameters were similarly reported in 23 SLRs (30%), 22 SLRs (29%), and 18 
SLRs (24%), respecti vely

• Pati ent-reported outcomes (PROs) and hypoglycaemia were reported in relati vely 
few studies, with only 2 SLRs (3%) focusing on PROs and 12 SLRs (16%) that 
included hypoglycaemia, refl ecti ng a more limited focus on pati ent experience and 
glycaemic events

Drugs in development
• A targeted search conducted 14 October 2024 for phase 3 trials in adults with 

obesity or overweight of GLP-1 RA–containing agent that were recruiti ng, acti ve, 
or complete as of 2022 or later identi fi ed 1 additi onal agent, survoduti de, a dual 
glucagon/GLP-1 RA, which was not reported in any of the included SLRs
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Figure 2.  Number of SLRs published between
1 January 2019 and 14 October 2024
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Figure 3. Subgroups assessed in included SLRs (n=76)
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Figure 4. GLP-1 RAs assessed in included SLRs (n=76)
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Figure 5. Outcomes reported in included SLRs (n=76)
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