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Abstract

Background and objectives: We have done a meta-analysis to assess influence of glucagon-like peptide-1 receptor agonists (GL-
P1RAs) in individuals with Type 2 Diabetes Mellitus (T2DM). Beyond clinical relevance, GLP1RAs act through metabolic pathways that
may also be influenced by plant-derived bioactive compounds, suggesting possible phytotherapeutic implications.

Materials and methods: A thorough literature search conducted till January 2025 identified 10 studies encompassing 1,639,510
patients with T2DM at study’s inception. Study reported correlations between effects of Impact of GLP1RAs in individuals with T2DM.
We computed Odds Ratio (OR) with 95% Confidence Intervals (Cls) to evaluate impact of Impact of GLP1RAs in individuals with T2DM,
employing dichotomous method with either a random or fixed-effect model.

Results: GLP1RAs demonstrated significantly reduced all-cause mortality (OR, 0.77; 95% CIl, 0.66-0.90, p<0.001), cardiovascular
mortality (OR, 0.87; 95% CI, 0.81-0.94, p<0.001), myocardial infarction (OR, 0.92; 95% CI, 0.85-0.98, p=0.01), stroke (OR, 0.87; 95%
Cl, 0.83-0.91, p<0.001), hospital admissions owing to heart failure (OR, 0.86; 95% CI, 0.74-1.00, p=0.05), and renal events (OR, 0.83;
95% ClI, 0.77-0.89, p<0.001), as well as a composite kidney outcome including macroalbuminuria (OR, 0.86; 95% CI, 0.83-0.89, p<0.001)
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and deterioration of kidney function (OR, 0.83; 95% CI, 0.74-0.93, p=0.002) when compared to placebo in individuals with T2DM. No
significant difference was detected between GLP1RAs and placebo regarding ocular events (OR, 1.18; 95% CI, 0.91-1.54, p=0.21) and
three-component major adverse cardiovascular events (OR, 0.99; 95% ClI, 0.65-1.51, p=0.95) in individuals with T2DM.

Conclusion: GLP1RAs were associated with significantly reduced all-cause mortality, cardiovascular mortality, myocardial infarc-
tion, stroke, hospital admissions for heart failure, and renal events, as well as a composite kidney outcome including macroalbuminuria
and deterioration of kidney function. Yet, no significant differences were detected in ocular events and three-component major ad-
verse cardiovascular events when compared to placebo in individuals with T2DM. Importantly, these findings highlight incretin-based
mechanisms as potential targets for plant-derived compounds (e.g., flavonoids, alkaloids, and terpenoids) that can modulate glucose
homeostasis. Future research should integrate phytochemical screening and phytomorphological studies to identify natural agents with
GLP1RA-like activity.

Keywords: Type 2 diabetes mellitus, Cardiovascular, Glucagon-like peptide-1 receptor agonists, Mortality, Eye, Kidney, Phytochemicals,
Plant-derived bioactive compounds, Flavonoids, Phytotherapy, Gymnema sylvestre, Momordica charantia

Introduction

Effectively reducing the occurrence of cardiovascular events stands as a cornerstone in the management of individuals diag-
nosed with Type 2 Diabetes Mellitus (T2DM) (Zelniker, et al. 2019). Beyond conventional treatments focused on blood pressure and cho-
lesterol control, Glucagon-Like Peptide-1 Receptor Agonists (GLP1RAs) and sodium-glucose cotransporter-2 inhibitors have emerged
as therapeutic agents demonstrating a notable capacity to lower cardiovascular risk. GLP1RAs exert their antihyperglycemic effects by
enhancing insulin release in a glucose-dependent manner while simultaneously suppressing glucagon secretion. Furthermore, they
contribute to slower gastric emptying and reduced appetite (Das, et al. 2018, Davies, et al. 2018). Notably, the use of GLP1RAs in man-
aging T2DM is associated with a low risk of hypoglycemia and offers the additional benefits of modest improvements in lipid profiles,
reductions in blood pressure levels, and a decrease in body weight. Although, medications in this class range in their construction and
period of action, they were examined using various sample sizes and variable groups (Baggio and Drucker, 2007, Marre, et al. 2009).
Impact of GLP1RAs on cardiovascular system in those clinical trials is inconsistent.

In parallel, numerous plant-derived compounds such as flavonoids, alkaloids, and terpenoids have been reported to modulate
glucose metabolism, insulin sensitivity, and even GLP-1 secretion, highlighting a potential link between pharmacological GLP1RA ac-
tion and phytotherapy. Integrating insights from both clinical and phytochemical studies can help identify novel plant-based agents
acting on incretin pathways. This study aims to conduct a meta-analysis to assess influence of GLP1RAs in individuals with T2DM.
Several medicinal plants, including Gymnema sylvestre (gurmar), Momordica charantia (bitter melon), and Cinnamomum verum (true cin-
namon), have been investigated for antidiabetic effects and may influence incretin biology.

Materials and Methods

This study adhered to meta-analysis of epidemiological research as outlined in statement, conducted according to a predeter-
mined process (Stroup, et al. 2000).

Study selection
Included studies utilized statistical to compare effects of Impact of GLP1RAs in individuals with TaDM (Emad, et al. 2023).

Studies eligible for inclusion were restricted to those involving human participants and published in English. No constraints
were applied to study scale or methodological design during the selection process. Exclusion criteria targeted non-empirical works,
such as reviews and opinion pieces, as well as investigations lacking quantitative outcome measures. A comprehensive visualization of
the study selection protocol is provided in Fig. 1.

Eligible studies met the following predefined criteria:

1. Study design: Prospective Randomized Controlled Trials (RCTs) or retrospective cohort analyses.
2.Population: Participants with a confirmed diagnosis of T2DM.

3.Intervention: Therapeutic protocols involving GLP1RAs.

4.Comparator: Direct comparisons between GLP1RA regimens and placebo controls.

Criteria for excluding participants from intervention groups were:

1. Research that failed to ascertain impact of Impact of GLP1RAs in individuals with T2DM.

2.Research on diabetes mellitus treatments excluding GLP1Ras.
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3.Research did not concentrate on impact on comparative outcomes.
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Figure 1. Schematic representation of study protocol.

Identification

To methodically evaluate the therapeutic effects of GLP1RAs in patients with T2DM, a structured literature search was designed
and executed in alignment with the PICOS (Population, Intervention, Comparator, Outcomes, Study Design) framework (Higgins, et
al. 2003, Liberati, et al. 2009). This framework provided a structured approach, defining the Population as individuals diagnosed with
T2DM, the Intervention/Exposure as treatment with GLP1RAs, the Comparison as GLP1RAs versus placebo, the Outcome as changes
in the prevalence of various health outcomes in individuals with T2DM, and the Study design as having no restrictions. Subsequently,
an exhaustive systematic search was conducted across several major databases, including PubMed, Embase, OVID, Google Scholar,
and the Cochrane Library, covering the literature up to January 2025. This search employed a carefully constructed combination of
keywords and related terms specifically focused on GLP1RAs, T2DM, mortality, cardiovascular health, renal function, and ocular con-
ditions, with the precise search terms detailed in Tab. 1.

All the studies identified through this process were initially compiled into an endnote library. Following this, duplicate entries
were removed, and the titles and abstracts of the remaining studies were meticulously reviewed to exclude those that did not demon-
strate any connection between the effects of GLP1RAs and individuals with TaDM. The studies that met the inclusion criteria then

underwent a thorough analysis to extract relevant information.

Table 1. Search strategy for each database.

Database Search strategy

#1 «glucagon-like peptide-1 receptor agonists»[MeSH Terms] OR «type 2 diabetes mellitus»[All Fields]
OR «mortality»[All Fields]

Pubmed #2 «cardiovascular»[MeSH Terms] OR «glucagon-like peptide-1 receptor agonists»[All Fields] OR
«kidney»[All Fields] OR «eye»[All Fields]

#3 #1 AND #2
‘glucagon-like peptide-1 receptor agonists’/exp OR ‘type 2 diabetes mellitus’/exp OR ‘mortality’/exp
Embase #2 ‘cardiovascular’/exp OR ‘ICBG’/exp OR ‘kidney’/exp OR ‘eye’/exp
#3 #1 AND #2



387 | Imam M. S,, et al.
#1 (glucagon-like peptide-1 receptor agonists):ti,ab,kw OR (type 2 diabetes mellitus):ti,ab,kw OR (mor-
tality):ti,ab,kw (Word variations have been searched)

Cochrane library #2 (cardiovascular):ti,ab,kw OR (kidney):ti,ab,kw OR (eye):ti,ab,kw (Word variations have been
searched)

#3 #1 AND #2

Screening

To ensure consistency and facilitate analysis, data from the included studies were systematically organized into a standardized
format based on characteristics related to the study itself and the participants involved (Gupta, et al. 2018). For each included trial,
epidemiological parameters such as the lead investigator’s surname, study timeframe (including publication year), and geographic
location (country and region) were systematically extracted, alongside details on methodological design. Information about the study
population included the type of individuals participating, the total number of subjects, their demographic characteristics, as well as
relevant clinical features and management approaches.

Following predefined inclusion criteria, two independent researchers extracted the data. Any disagreements that arose during
this process were resolved by consulting the corresponding author of the original study to reach a consensus. In cases where a single
clinical trial evaluated the effects of GLP1RAs in individuals with T2DM and presented distinct sets of data, each of these individual
data points was extracted separately.

To ensure the robustness of synthesized evidence, two investigators independently appraised the risk of bias across included
studies. Methodological rigor was evaluated using the Cochrane RoB 2 tool, a validated framework for assessing bias in randomized
controlled trials (RoB, 2020). Based on predefined criteria, studies were categorized into three tiers:

1. Low risk: Full adherence to all methodological standards.
2.Moderate risk: Partial compliance or ambiguous reporting of key criteria.
3.High risk: Critical methodological omissions or deviations.

Discrepancies in bias ratings were resolved through consensus-driven reappraisal of primary source materials (Sayed, et al.
202.3).

Eligibility

Primary outcome focused on impact of GLP1RAs in individuals with T2DM. An evaluation of effects of GLP1RAs compared to
placebo on these outcomes in subjects with T2DM was compiled into a summary.

Inclusion

Sensitivity analyses were confined to studies that reported effects of Impact of GLP1RAs in individuals with T2DM. For sensitiv-
ity analysis and subcategory we compared GLP1RAs with placebo.

Statistical analysis

To aggregate quantitative evidence, pooled Odds Ratios (ORs) and 95% Confidence Intervals (CIs) were derived through me-
ta-analytical frameworks. Data synthesis was performed using either binary or continuous variable models, with selection between
random-effects or fixed-effects approaches guided by observed heterogeneity levels. Interstudy variability was quantified via the I
statistic, a standardized metric (range: 0-100%) reflecting the proportion of total variability attributable to true differences rather than
chance.

According to established conventions (Higgins, et al. 2003), I> values were interpreted as indicating no (around 0%), low (around
25%), moderate (around 50%), or significant (around 75%) heterogeneity. In our meta-analysis, we adopted a decision rule whereby a
random-effects model was applied when the I* value exceeded 50%, indicating substantial heterogeneity, while a fixed-effects model
was used when the I? value was below 50%, suggesting more homogeneity across the studies. To further explore potential sources of
variability and to examine the consistency of findings across different contexts, we performed subgroup analyses by stratifying the
initial evaluations based on predefined outcome categories, as described in our earlier methodology. A p-value of less than 0.05 was
set as the threshold for determining statistically significant differences between these subgroups. From a phytotherapy perspective,
subgroup or sensitivity analyses could also investigate whether plant-based compounds targeting GLP-1 or related metabolic pathways
yield comparable cardiovascular, renal, or metabolic outcomes. This would provide a bridge between pharmacological and phytochem-
ical evidence. Future subgroup analyses might also stratify findings by synthetic versus plant-derived GLP-1 modulators, enabling com-
parative insights into efficacy and safety profiles.

To evaluate the potential for publication bias, we employed both objective and subjective methods. Objectively, we conducted
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Egger’s regression test, where a p-value greater than or equal to 0.05 was considered indicative of significant bias. Subjectively, we
visually inspected funnel plots, which graph the logarithm of the odds ratios against their standard errors, to assess the symmetry of
the plot, with asymmetry suggesting possible publication bias (Gupta, et al. 2018). All hypothesis testing employed two-tailed signifi-
cance thresholds, with statistical significance defined a priori as p<0.05 for all analytical endpoints unless explicitly stated otherwise.
Statistical analyses and visual outputs, including forest plots and funnel plots, were generated using Review Manager 5.3 (The Nordic
Cochrane Centre, Cochrane Collaboration, Copenhagen, Denmark), a validated software platform for meta-analytical computations.

Results

A rotal of 1,223 distinct research articles were identified, of which 10 investigations (conducted between 2015 and 2024) met in-
clusion criteria and were incorporated into analysis (Pfeffer, et al. 2015, Marso, Bain, et al. 2016, Marso, Daniels, et al. 2016, Holman, et
al. 2017, Hernandez, et al. 2018, Gerstein, et al. 2019, Husain, et al. 2019, Huang, et al. 2021, Elsaid, et al. 2024, Yen, et al. 2024).

The ten studies encompassed 1,639,510 participants diagnosed with T2DM at outset; 60,651 were administered GLP1RAs, while
1,576,859 received a placebo. All studies assessed impact of GLP1RAs versus placebo on mortality, cardiovascular health, renal function,
and ocular outcomes in individuals with T2DM.

The study population varied from 3,183 to 1,569,553 participants with T2DM at commencement of research. Specifics of ten
investigations are presented in Tab. 2.

Table 2. Characteristics of selected studies for meta-analysis.

Glucagon-like peptide-1

Study Country Total receptor agonists Placebo

Pfeffer, et al. (2015) USA and Europe 6068 3034 3034
Marso, et al. (2016) USA and Europe 3297 1648 1649
Marso, et al. (2016) USA 9340 4668 4672
Holman, et al. (2017) UK 14752 7356 7396
Hernandez, et al. (2018) USA and Europe 9463 4731 4732
Gerstein, et al. (2019) USA and Europe 9901 4949 4952
Husain, et al. (2019) USA and Europe 3183 1591 1592
Huang, et al. (2021) Taiwan 5657 1057 4600
Elsaid, et al. (2024) USA 6296 401 5895

Yen, et al. (2024) China 1569553 31216 1538337

Total 1637510 60651 1576859

In individuals with T2DM, the pooled meta-analysis revealed that GLP1RAs demonstrated significant benefits compared to pla-
cebo across several key outcomes. Specifically, GLP1RAs were associated with a statistically significant reduction in the risk of all-cause
mortality (Odds Ratio [OR], 0.77; 95% Confidence Interval [CI], 0.66-0.90; p<0.001), although this finding exhibited considerable het-
erogeneity (1>=79%). The therapeutic use of GLP1RAs demonstrated a significant reduction in cardiovascular mortality risk (OR: 0.87;
95% CI: 0.81-0.94; p<0.001), with negligible heterogeneity (I>=10%). Similarly, GLP1RA therapy was associated with lower incidence
rates of myocardial infarction (OR: 0.92; 95% CI: 0.85-0.98; p=0.01; >=42%) and stroke (OR: 0.87; 95% CI: 0.83-0.91; p<0.001; >=40%),
both outcomes exhibiting low interstudy variability.
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GLP1RA therapy demonstrated a trend toward reduced hospitalization due to heart failure (OR: 0.86; 95% CI: 0.74-1.00; p=0.05),
though with substantial between-study variability (I=76%). Concurrently, it exhibited a statistically significant decline in renal com-
plications (OR: 0.83; 95% CI: 0.77-0.89; p<0.001), with no observed heterogeneity across trials (1?=0%). Regarding kidney-related out-
comes, GLP1RAs were associated with a lower incidence of the composite kidney outcome, including macroalbuminuria (OR, 0.86;95%
CI, 0.83-0.89; p<0.001), which showed no heterogeneity (1>=19%), and a reduced risk of worsening kidney function (OR, 0.83; 95% CI,
0.74-0.93; p=0.002), also with no significant heterogeneity (1?=22%). These findings are visually represented in Figs. 2-9.

Glucagonlike peptide-1 receptor agonists Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Fieffer, 2015 211 3034 23 303 130 ] 2015 - i
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Gerstein, 2019 538 4952 2019 =
Husain, 2019 23 2019 — 5
Huang, 2021 29 07
Yen, 2024 20 2024 s
Total (95% Cl) 60250 157094  100.0% 0.77 [0.66, 0.90] L 3
Total events 1985 3700
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Figure 2. Forest plot illustrating prevalence of all-cause mortality in glucagon-like peptide-1 receptor agonists group versus placebo group.
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Figure 3. Forest plot illustrating prevalence of cardiovascular mortality in glucagon-like peptide-1 receptor agonists group against placebo

group.
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Figure 4. Forest plot illustrating prevalence of myocardial infarction in glucagon-like peptide-1 receptor agonists cohort against placebo cohort.
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Figure 5. Forest plot illustrating prevalence of stroke in glucagon-like peptide-1 receptor agonists group versus placebo group.
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Figure 6. Forest plot illustrating prevalence of hospital admissions for heart failure in glucagon-like peptide-1 receptor agonists group versus
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placebo group.
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Figure 7. Forest plot illustrating prevalence of renal events in glucagon-like peptide-1 receptor agonists cohort versus placebo cohort.
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Figure 8. Forest plot illustrating prevalence of composite kidney outcomes, including macroalbuminuria, in glucagon-like peptide-1 receptor

agonists group versus placebo group.
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Figure 9. Forest plot illustrating prevalence of deteriorating kidney function in glucagon-like peptide-1 receptor agonists group against placebo
group.

Pooled analyses revealed no statistically meaningful disparity between GLP1RAs and placebo in the incidence of ocular com-
plications (OR: 1.18; 95% CI: 0.91-1.54; p=0.21), marked by substantial between-study variability (12=80%), or in the three-component
MACE endpoint (OR: 0.99; 95% CI: 0.65-1.51; p=0.95), characterized by extreme heterogeneity (1>=99%), among patients with T2DM.
These findings are visually summarized in Figs 10 and 11. Selected studies conducted stratified analyses that did not account for in-
dividual-level characteristics or ethnicity, as no research provided or adjusted for these variables. The integrity of the synthesized
evidence was reinforced by the absence of detectable publication bias. This conclusion was drawn from a symmetrical funnel plot
upon graphical evaluation, which showed no significant asymmetry, and corroborated statistically by Egger’s linear regression analysis
(p=0.89). Additionally, the majority of incorporated studies demonstrated robust methodological rigor, attributable to their retrospec-
tive or prospective observational frameworks and the inclusion of extensive participant cohorts, enhancing the reliability of pooled
estimates. Furthermore, a thorough evaluation of the included studies revealed no indication of selective reporting bias, as all articles
provided comprehensive outcome data without any apparent omission or preferential reporting of specific results. Although the cur-
rent findings are based on synthetic GLP1RA therapies, future analyses could investigate whether plant-derived compounds with GLP-1
receptor activity demonstrate comparable outcomes in cardiovascular, renal, and metabolic domains.
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Test for overall effect Z=1.24(P=0.21)

Figure 10. Forest plot illustrating prevalence of ocular events in glucagon-like peptide-1 receptor agonists cohort versus placebo cohort.
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Figure 11. Forest plot illustrating prevalence of three-component major adverse cardiovascular events in glucagon-like peptide-1 receptor

agonists group versus placebo group.

Discussion

This meta-analysis, encompassing 10 studies, involved 1,639,510 patients with T2DM at baseline; 60,651 received GLP1RAs, while
1,576,859 were assigned to placebo. GLP1RAs demonstrated marked reductions in all-cause and cardiovascular mortality, alongside
lower incidence rates of myocardial infarction, stroke, and heart failure-related hospitalizations in patients with T2DM compared to
placebo. Additionally, GLP1RA therapy was linked to improved renal outcomes, including decreased risks of renal events, composite
kidney endpoints (e.g., macroalbuminuria progression), and slower deterioration of renal function.

Comparative analyses revealed no statistically meaningful disparities between GLP1RAs and placebo in the incidence of oph-
thalmic complications or three-component Major Adverse Cardiovascular Events (MACE) among individuals with T2DM (Pfeffer, et al.
2015, Marso, Bain, et al. 2016, Marso, Daniels, et al. 2016, Holman, et al. 2017, Hernandez, et al. 2018, Gerstein, et al. 2019, Husain, et
al. 2019, Huang, et al. 2021, Elsaid, et al. 2024, Yen, et al. 2024). This is the first meta-analysis to underscore adverse ocular occurrences
in people utilizing GLP1RAs in comparison to placebo. No prior meta-analyses have reported this effect (Zelniker, et al. 2019, Duan,
et al. 2019, Marsico, et al. 2020, Men, et al. 2020, Alfayez, et al. 2020, Kristensen, et al. 2019). Recent trials yield incongruent findings
about the association between GLP1RAs and diabetic retinopathy (Douros, et al. 2018, Gaborit, et al. 2020). Given the limited number
of studies incorporated into our meta-analysis, interpretation of the observed outcomes should be approached with caution. This con-
straint underscores the importance of further research to either substantiate these initial findings or, conversely, to significantly alter
the confidence in our assessment of the treatment’s influence. The AMPLITUDE-O trial, a cardiovascular outcomes study currently un-
derway, is investigating efpeglenatide a long-acting Glucagon-Like Peptide-1 Receptor Agonist (GLP1RA) derived from exendin-4. This
trial is poised to deliver pivotal insights that may refine clinical understanding of cardiovascular risk modulation in T2DM populations
(Gaborit, et al. 2021). The results of this trial are eagerly awaited as they may offer more definitive insights and potentially strengthen
or refine the conclusions drawn from the current body of evidence. Liraglutide, albiglutide, semaglutide, and dulaglutide resemble
GLP1, whereas exenatide and lixisenatide are derived from exendin-4. Period of action varies among these agents (Madsbad, 2016,
Lund, et al. 2014). Although duration did not alter treatment effect, a probable interaction linked to chemical structure was suggested,
with possible implications for main adverse cardiovascular events associated with exendin-4 drugs, while this finding did not achieve
statistical significance (Kristensen, et al. 2019).

Our results may not sufficiently challenge guideline recommendations advocating use of GLP1RAs to mitigate cardiovascular
event risk in individuals with cardiovascular disease, although they provide additional data backing up these commendations (Das, et
al. 2018, Davies, et al. 2018). Variations in the length of the observation period across different clinical trials might explain some of the
inconsistencies seen in their results. For instance, the ELIXA trial (Pfeffer, et al. 2015) had a shorter median follow-up duration of 2.1
years in comparison to the LEADER trial (Marso, Daniels, et al. 2016), which followed participants for a median of 3.8 years. However,
our meta-analysis suggests that the duration of follow-up did not appear to significantly modify the beneficial effects of GLP1RAs on
cardiovascular event outcomes. Notably, the positive impact of GLP1RA treatment on cardiovascular events remained consistent across
various subgroups defined by age and renal function (Pfeffer, et al. 2015, Marso, Bain, et al. 2016, Marso, Daniels, et al. 2016, Holman, et
al. 2017, Hernandez, et al. 2018, Gerstein, et al. 2019, Husain, et al. 2019, Huang, et al. 2021). It is anticipated that the absolute benefit
derived from GLP1RA therapy could be more pronounced in these specific subgroups, given that older age and reduced estimated glo-
merular filtration rate are independently associated with a higher incidence of MACE (Zelniker, et al. 2019, Duan, et al. 2019, Marsico,
etal. 2020, Men, et al. 2020, Alfayez, et al. 2020, Kristensen, et al. 2019). In clinical management, GLP1RAs may serve as a viable alter-
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native for patients with heart failure or renal impairment who are intolerant to Sodium-Glucose Co-Transporter-2 inhibitors (SGLT2i),
offering a tailored pharmacological strategy to address cardiometabolic comorbidities (Zelniker, et al. 2019).

The mechanistic basis for the cardioprotective effects of GLP1RAs remains incompletely understood, particularly given their
lack of demonstrable clinical benefit in trials involving patients with Heart Failure and reduced Ejection Fraction (HFrEF) (Margulies,
et al. 2016, Jorsal, et al. 2017). The observed benefit in the meta-analysis appears mechanistically driven by a decreased incidence of
Myocardial Infarction (MI), a condition that most commonly precedes the development of Heart Failure (HF) in clinical trajectories
(Pfeffer, et al. 2015 del Olmo-Garcia, et al. 2018). This idea necessitates additional research, including examining temporal sequence of
cardiovascular events in individuals with T2DM. GLP1RAs are considered cardioprotective agents (Dalsgaard, et al. 2018, Read, et al.
2012). Certain investigations indicated that GLP1RAs possess an anti-atherothrombotic effect (Dalsgaard, et al. 2018, Read, et al. 2012).
This benefit contrasts with SGLT2i, which demonstrate a faster onset of cardiovascular benefits and greater efficacy in mitigating heart
failure progression, implying that combination therapy with both drug classes could yield additive or synergistic therapeutic effects
(Zelniker, et al. 2019). Consequently, cardiovascular impact of GLP1RAs may account for reduced hospital admissions for heart failure,
renal complications, and decreased mortality observed in our meta-analysis.

This meta-analysis revealed distinct comparative effects of GLP1RAs versus placebo on mortality rates, cardiovascular outcomes,
renal endpoints, and ophthalmic complications in patients diagnosed with T2DM. Nevertheless, further studies are required both to
corroborate these associations and to determine whether the observed effects translate into clinically significant outcomes. This was
also indicated in other analogous meta-analyses, which demonstrated a comparable influence of GLP1RAs and placebo in individuals
with T2DM (Zelniker, et al. 2019, Duan, et al. 2019, Marsico, et al. 2020, Men, et al. 2020, Alfayez, et al. 2020, Kristensen, et al. 2019).
The equivocal findings associated with GLP1RAs in this meta-analysis warrant further investigation, as no conclusive mechanistic ex-
planation emerged to account for these observations. Future studies should rigorously examine the interplay of demographic variables
(e.g., ethnicity) and patient-level covariates, given that this analysis failed to establish definitive correlations between these factors and
clinical outcomes. Future large-scale randomized controlled trials and patient-level meta-analyses will be essential to clarify the role of
GLP1RAs in diverse populations and to establish whether these agents should be preferentially recommended for patients with specific
comorbidities. These clinical results motivate targeted phytomorphological screening of species such as Gymnema sylvestre, Momordica
charantia, and Berberis aristata for bioactive molecules that may mimic or modulate GLP-1 pathways (Tiwari, et al. 2014, Kumar, et al.
2018, Rao, et al. 2014, Singh, et al. 2014, Abiola, et al. 2024).

Limitations

This meta-analysis may be subject to selection bias, as several identified studies were excluded because they did not align with our
predefined inclusion criteria. Additionally, we could not ascertain the correlation of the observed results with participant-level data or
demographic variables such as ethnicity, which represents a limitation in our understanding of the findings’ broader applicability. This
investigation aimed to assess the comparative therapeutic efficacy of GLP1RAs versus placebo in patients with T2DM, leveraging pooled
datasets from prior clinical trials. This approach inherently carries the potential for bias due to limitations in the information reported in
the original publications. It should be noted that all studies included in this meta-analysis were observational in nature, and a consider-
able degree of heterogeneity was observed across the included publications. Several factors could have contributed to this heterogeneity
and introduced bias, such as variations in patient compliance, the absence of detailed subject-level data, differences in the ethnicity and
nutritional health of the participants across studies. Finally, the potential for publication bias due to unpublished studies and missing data
in the aggregated results cannot be entirely ruled out. Participants utilized varying treatment regimens, dosages, and healthcare systems.

Conclusion

In individuals with T2DM, GLP1RAs were associated with significant reductions in all-cause mortality, cardiovascular mortali-
ty, myocardial infarction, stroke, hospitalizations for heart failure, renal events, composite kidney outcomes including macroalbumin-
uria, and deterioration of kidney function compared to placebo. However, no significant differences observed between GLP1RAs and in
relation to ocular events or the three-component Major Adverse Cardiovascular Events (MACE). Further research is required to corrob-
orate these findings. Interpretation of the outcomes should be approached with caution, given the limited number of studies included
in this meta-analysis. Additional investigations are needed to validate these results and to strengthen confidence in the evaluation of
treatment effects. From a phytomorphological perspective, these findings also encourage exploration of plant-derived bioactive com-
pounds with structural or functional similarities to GLP1RAs, as plants remain a rich source of peptides and secondary metabolites
with potential antidiabetic and cardioprotective effects. This integrative approach may expand the scope of GLP1RA-related therapies
toward naturally inspired molecules.
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