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Clinical Question Box

In adults with type 2 diabetes mellitus, does CagriSema provide better outcomes than Semaglutide

or Cagrilintide alone?

A Bayesian network meta-analysis of five randomized controlled trial provides moderate-certainty
evidence that CagriSema results in greater reductions in HbAlc and body weight compared with
Semaglutide or Cagrilintide alone. Evidence regarding serious adverse events, treatment
discontinuation, and gastrointestinal side effects was also of moderate certainty; indicating that

while CagriSema’s efficacy is promising, its tolerability must be carefully considered.
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Abstract

Introduction: Type 2 diabetes mellitus (T2DM) is commonly associated with obesity and
increased cardiometabolic risk, highlighting the need for therapies that optimize both glycemic
control and weight management. Cagrilintide, a long-acting amylin analogue, and Semaglutide, a
glucagon-like peptide-1 receptor agonist, target complementary pathways; and. their co-

formulation (CagriSema) may provide synergistic benefits.

Methods: A Bayesian network meta-analysis was conducted using randomized. controlled trials
(RCTs) comparing Semaglutide, Cagrilintide, and CagriSema in adults with T2DM. Major
databases and clinical trial registries were searched through July 31, 2025. The primary outcome
was change in glycated hemoglobin (HbA1c¢), while secondary outcomes included changes in body
weight and safety endpoints, such as serious.adverse events (SAEs), treatment discontinuation,
and gastrointestinal symptoms. Mean differences (MDs) and odds ratios (ORs) with 95%

confidence intervals (Cls) were calculated.

Results: Five RCTs including 2,780 participants were analyzed. CagriSema produced the greatest
HbA 1c reduction versus placebo (MD, -1.5%; 95% CI, -2.4 to -0.7), followed by Semaglutide (-
1.3%395% €I, -2.0 to -0.8) and Cagrilintide (-0.1%; 95% CI, -1.4 to 1.0). Regarding body weight,
CagriSema achieved the largest reduction (-13.2 kg; 95% CI, -20.2 to -6.0), outperforming
Semaglutide (-5.5 kg; 95% CI, -10.5 to -0.5) and Cagrilintide (-7.1 kg; 95% CI, -16.5 to 2.5). No
significant differences were observed among the treatments in terms of SAEs or treatment
discontinuation. However, gastrointestinal symptoms were more frequent with Semaglutide (OR,

3.3; 95% CI, 2.0 to 5.2) and CagriSema (OR, 5.5; 95% CI, 3.1 to 13.0) compared with placebo.
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Conclusions: CagriSema provides superior reductions in HbA1c and body weight compared with
Semaglutide or Cagrilintide alone, without increasing the risk of serious adverse events.
Semaglutide also demonstrated strong efficacy, whereas Cagrilintide conferred only modest
metabolic benefits. Gastrointestinal tolerability remains an important consideration for

Semaglutide and CagriSema.

Keywords: Type 2 diabetes mellitus; T2DM, Semaglutide; Cagrilintide;-CagriSema; network

meta-analysis
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Introduction

Type 2 diabetes mellitus (T2DM) remains a leading cause of cardiovascular and renal
morbidity worldwide, with both its prevalence and complexity continuing to rise.! The
International Diabetes Federation’s 11th Diabetes Atlas (2025) estimated that 589 million adults
had diabetes in 2024. This corresponds to approximately one in nine adults globally. The number
is projected to increase to about 853 million by 2050. Notably, over 250 million cases are believed
to be undiagnosed, underscoring substantial residual risk and therapeutic inertia at the population
level.? The global economic burden of T2DM is immense, with diabetes-related expenditures
expected to rise from USD 1.3 trillion in 2015 to USD 2.5 trillion by 2030, representing up to 2.2%
of the global gross domestic product.® Although high-income countries incur considerably higher
per-person costs (approximately USD 10,801 annually) compared to USD 242 in low-income
nations, low- and middle-income countries still experience substantial relative financial strain due

to limited healthcare resources.*

Over the past decade, glycemic management has evolved from a glucose-centric paradigm
to a comprehensive cardiorenal-metabolic approach, emphasizing weight reduction and risk
modification alongside HbAlc lowering.’ Between 2024 and early 2025, pivotal evidence further
broadened the therapeutic scope of Semaglutide, a potent glucagon-like peptide-1 receptor agonist
(GLP-1 RA). The FLOW trial, a dedicated kidney-outcomes study in individuals with T2DM and
chronic kidney disease (CKD), demonstrated a 24% relative risk reduction in the progression of
kidney disease, kidney failure, and cardiovascular death, corresponding to an absolute risk
reduction of approximately 5% over three years.® Subsequently, on January 28, 2025, the U.S.

Food and Drug Administration (FDA) approved an expanded indication for Semaglutide to reduce
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the risk of progression of kidney disease, end-stage kidney disease, and cardiovascular death in
adults with T2DM and CKD.” In the 2025 Standards of Care issued by the American Diabetes
Association, the use of glucagon-like peptide-1 receptor agonists (GLP-1 RAs) and/or sodium-
glucose cotransporter-2 (SGLT2) inhibitors is strongly recommended for individuals with T2DM
who are at high cardiovascular or kidney risk, irrespective of baseline HbAlc or metformin
therapy.® Taken together, these developments elevate Semaglutide from a glucose-lowering agent

to a disease-modifying therapy with benefits across multiple organ systems.’

Parallel to GLP-1-based therapies, amylin biology has re-emerged as a therapeutic target.
Cagrilintide (AM833) is a long-acting, acylated amylin analogue that acts on amylin/calcitonin
family receptors and is designed for once-weekly <subcutaneous administration.!® By
complementing GLP-1 pathways, amylin primarily reduces meal size, slows gastric emptying,
suppresses postprandial glucagon, and promotes satiety. Cagrilintide offers mechanistic synergy
when combined with GLP-1 RAs.!" These complementary actions provide a strong physiological
rationale for dual-hormone approaches in T2DM, particularly among individuals with obesity or
weight-related complications, where energy balance is central to glycemic durability and
cardiometabolic outcomes.!? Clinically, the Cagrilintide-Semaglutide combination (CagriSema)
has advanced through randomized trials.!* In a 32-week phase 2 trial in T2DM, CagriSema
produced significantly greater weight loss than Semaglutide alone (-15.6% vs. -5.1%) and showed
a non-significant trend toward greater HbA 1c¢ reduction, with mostly mild gastrointestinal adverse
events and no severe hypoglycemia.'* A subsequent 68-week phase 3 trial reported a —13.7%
weight reduction, with 73.5% of participants achieving HbAlc < 6.5% with combination therapy
versus placebo, although gastrointestinal events were common.'> As of 2025, CagriSema remains

investigational and is not approved by the U.S FDA.
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Despite extensive clinical data on Semaglutide and growing evidence supporting
Cagrilintide-based regimens, important comparative-effectiveness questions in T2DM
management remain unresolved. Network meta-analysis (NMA) offers a rigorous and systematic
framework to integrate heterogeneous, multi-arm evidence, enabling simultaneous assessment of
direct and indirect comparisons. This NMA aims to comprehensively evaluate the comparative
efficacy and safety of Semaglutide, Cagrilintide, and CagriSema, providing clinicians with

evidence-based insights to guide therapeutic decision-making in T2DM.
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Methods

Study Design and Protocol Registration

This NMA was conducted in accordance with the Preferred Reporting Items for Systematic
Reviews and Meta-Analyses incorporating Network Meta-Analyses © guidelines and
methodological recommendations from the Cochrane Handbook for Systematic Reviews of
Interventions. The study protocol was prospectively registered in the Open: Science Framework
database (registration number: osf.io/m3f6w), which included prespecified inclusion criteria, data
extraction methods, risk-of-bias assessment, and statistical approaches. Because only aggregated
data from previously published clinical trials were analyzed, institutional ethical approval was not
required. The study adhered to the principles of the Declaration of Helsinki and complied with

standards for good scientific reporting.

Data Sources and Search Strategy

A comprehensive literature search was conducted from database inception through July 31,
2025, across PubMed, Embase, the Cochrane Library, and Web of Science. The strategy combined
Medical Subject Headings and free-text terms related to T2DM, Semaglutide, Cagrilintide, and
relevant comparators, including “T2DM,” “type 2 diabetes mellitus,” “Semaglutide,”

9 ¢

“Cagrilintide,” “CagriSema,” “GLP-1 receptor agonists,” “amylin analogue,” and “randomized
controlled trial.” Reference lists of eligible studies, prior meta-analyses, and systematic reviews

were manually screened to ensure completeness.

Eligibility Criteria

Randomized controlled trials (RCTs) enrolling adults (>18 years) with T2DM, diagnosed

according to the American Diabetes Association criteria, were considered eligible for inclusion.
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Eligible interventions included oral or once-weekly subcutaneous Semaglutide, subcutaneous
Cagrilintide, and CagriSema. Comparators comprised placebo, lifestyle interventions, or other
active glucose-lowering agents. Studies exclusively involving participants with type 1 diabetes,
gestational diabetes, or latent autoimmune diabetes were excluded. Additionally, subgroup

analyses that did not provide information beyond the primary trial results were excluded.

Outcomes of Interest

The primary efficacy outcome was the change in glycated hemoglobin (HbAlc, %) from
baseline to the end of follow-up. Secondary outcomes included changes in body weight (%), the
incidence of serious adverse events (SAEs), and treatment discontinuations due to adverse events.
Gastrointestinal symptoms, including nausea, vomiting, diarrhea, and constipation, were also

assessed.

Study Selection and Data Extraction

All retrieved records were imported.into EndNote 21 for de-duplication. Titles and
abstracts were independently screened by two reviewers (T.J. and Y.M.), followed by full-text
assessment to confirm eligibility. Discrepancies were resolved by consensus or, when necessary,
by adjudication from a third reviewer (Y.W.). Data were extracted using a standardized form,
capturing study characteristics (design, publication year, geographic setting, sample size, and
follow-up duration), participant demographics, details of interventions and comparators, and
outcome measures, including mean changes, standard deviations, proportions, and 95% confidence
intervals (CIs). When necessary, study authors were contacted to obtain missing or unpublished

data.

Statistical Analysis
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A Bayesian network meta-analysis was conducted to integrate direct and indirect evidence
from the eligible trials. The treatment network was visualized using node-link diagrams, in which
nodes represented interventions and edges indicated direct comparisons. A Bayesian hierarchical
random-effects model was employed to account for variability in baseline characteristics and
background therapies. Analyses were performed in R (version 4.5.1) using the gemtc and BUGSnet
packages, with four parallel Markov Chain Monte Carlo chains of 50,000 iterations each, including
a 20,000-iteration burn-in period. Convergence was assessed using the Gelman—Rubin diagnostic
(R-hat < 1.05) and by inspecting trace plots. Effect sizes were reported as mean differences (MDs)
or percentage changes with 95% Cls for continuous outcomes, and as odds ratios (ORs) or log
ORs (LORs) with 95% Cls for dichotomous outcomes: Treatment rankings were generated using
the surface under the cumulative ranking curve (SUCRA) to/estimate the probability of each

intervention being the most effective or the safest.

Certainty of Evidence

Global inconsistency was assessed using a design-by-treatment interaction model, whereas
local inconsistency was evaluated via the node-splitting approach. Publication bias was examined
using Egger’s test. The risk of bias was independently assessed by two reviewers using the
Cochrane Risk of Bias 2.0(RoB 2.0) tool, which evaluates randomization, allocation concealment,
blinding, missing data, outcome measurement, and selective reporting; disagreements were
resolved by consensus. The certainty of evidence for each outcome was graded according to the
Grading of Recommendations, Assessment, Development, and Evaluation (GRADE) framework,
adapted for network meta-analyses, taking into account study limitations, inconsistency,

indirectness, imprecision, and publication bias.

10
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Results
Study Selection

A total of 2,800 records were identified through database searches: PubMed (n = 289),
Embase (n = 1,476), Cochrane Library (n = 788), and Web of Science (n = 247) (Figure 1). After
removing 475 duplicates, 2,325 records were screened by title and abstract, of which 2,191 were
excluded. Full-text assessment was conducted for 134 reports, and 129 were subsequently
excluded for the following reasons: review articles (n = 47), not RCTs (n = 33), not focused on
T2DM (n = 29), or duplicate publications (n = 20).!*!¥ Ultimately, five RCTs met the inclusion
criteria and were incorporated into the NMA. These trials were REDEFINE 2 (Davies et al., 2025),
STEP 7 (Mu et al., 2024), STEP 2 (Davies et al., 2021), STEP 6 (Kadowaki et al., 2022), and a
phase 2 trial by Frias et al. (2023), collectively enrolling 2,780 participants (Table 1). The studies
evaluated Semaglutide, Cagrilintide, and CagriSema. Across the trials, adults aged 41 to 58 years
with a BMI >27 kg/m? and baseline HbAlc levels of 7%—10% were included. Sample sizes ranged
from 92 to 1,206 participants, with 36%—51% female, and mean waist circumference between
103.8 and 115.8 cm. Baseline characteristics were broadly comparable across studies, supporting

the transitivity assumption required for valid indirect comparisons.
HbAle

The network graph for the NMA assessing changes in HbA ¢ is shown in Figure 2. Three
studies compared Semaglutide with placebo, whereas no study directly compared Cagrilintide with
placebo. The effects of the different agents versus placebo are illustrated in Figure 3A. The greatest
mean reduction in HbAlc was observed with CagriSema (MD, -1.5%; 95% CI, -2.4 to -0.7),

followed by Semaglutide (MD, -1.3%; 95% CI, -2.0 to -0.8) and Cagrilintide (MD, -0.1%; 95%

11



198 CI, -1.4 to 1.0). Results of all pairwise comparisons are summarized in Table 2. Indirect
199  comparisons favored both CagriSema and Semaglutide over Cagrilintide, with MDs of -1.3% (95%
200 CI, -2.4 to -0.3) and -1.2% (95% CI, -2.3 to -0.1), respectively. Based on SUCRA rankings, the
201  probability of being the most effective was highest for CagriSema (0.908), followed by
202 Semaglutide (0.744), Cagrilintide (0.225), and placebo (0.123) (Figure S1). Assessment of
203  inconsistency between direct, indirect, and network estimates revealed no significant inconsistency

204  (p=>0.05) (Figure S2).

205  Body Weight

206 The studies assessing body weight were identical to those evaluating HbAlc outcomes
207  (Figure 2). Comparisons versus placebo are presented in Figure 3B. CagriSema produced the
208  greatest reduction in body weight (MD, -13.2 kg; 95% CI, -20.2 to -6.0), followed by Cagrilintide
209  (MD, -7.1 kg; 95% CI, -16.5 to 2.5) and Semaglutide (MD, -5.5 kg; 95% CI, -10.5 to -0.5). Results
210  of all pairwise comparisons are summarized in Table 2. Indirect comparisons favored CagriSema
211 over Semaglutide (MD, -7.7 kg; 95% CI, -14.8 to -0.6), but not over Cagrilintide (MD, -6.1 kg;
212 95% CI, -14.8 to 2.6). According to SUCRA rankings, the probability of being the most effective
213 was highest for CagriSema (0.972), followed by Cagrilintide (0.568), Semaglutide (0.435), and
214 placebo (0.025) (Figure S3). Evaluation of inconsistency among direct, indirect, and network

215  estimates revealed no significant inconsistency (p > 0.05) (Figure S4).

216 SAEs

217  The studies assessing SAEs were identical to those evaluating HbAlc outcomes (Figure 2). Results
218  of comparisons versus placebo are presented in Figure 3C. The ORs for Cagrilintide, CagriSema,

219  and Semaglutide compared with placebo were 0.90 (95% CI, 0.04—-12.0), 0.79 (95% CI, 0.46—

12



220

221

222

223

224

225

226

227

228

229

230

231

232

233

234

235

236

237

238

239

240

241

1.40), and 0.94 (95% CI, 0.59-1.50), respectively. All pairwise comparisons of log odds ratios
(LORs) are summarized in Table 2. No therapy demonstrated a significantly increased risk of SAEs
compared with placebo or other active treatments. According to SUCRA rankings, the probability
of being the safest was highest for CagriSema (0.678), followed by Cagrilintide (0.517),
Semaglutide (0.461), and placebo (0.343) (Figure S5). Assessment of inconsistency between direct,

indirect, and network estimates revealed no significant inconsistency (p > 0.05) (Figure S6).

Treatment Discontinuation

The studies assessing treatment discontinuation were identical to those evaluating HbAlc
outcomes (Figure 2). Results of comparisons with placebo are presented in Figure 3D. The ORs
for Cagrilintide, CagriSema, and Semaglutide compared with placebo were 2.4 (95% CI, 0.1 to
40.0), 3.0 (95% CI, 0.9 t0 9.4), and 2.0 (95% CI, 0.9 to 5.2), respectively. All pairwise comparisons
of LORs are summarized in Table 2. No therapy demonstrated a significantly increased risk of
treatment discontinuation compared with placebo or other active treatments. According to SUCRA
rankings, the probability of being the safest was highest for placebo (0.879), followed by
Semaglutide (0.440), Cagrilintide (0.434), and CagriSema (0.261) (Figure S7). Assessment of
inconsistency between direct, indirect, and network estimates revealed no significant inconsistency

(p > 0.05) (Figure S8).

Gastrointestinal Symptoms

The studies assessing gastrointestinal symptoms were the same as those evaluating HbAlc
outcomes (Figure 2). Results of comparisons versus placebo are shown in Figure 3E. The ORs for
Cagrilintide, CagriSema, and Semaglutide compared with placebo were 2.6 (95% CI, 0.8 to 9.1),

5.5 (95% CI, 3.1 to 13.0), and 3.3 (95% CI, 2.0 to 5.2), respectively. Results of all pairwise

13
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comparisons of LORs are summarized in Table 2. Both CagriSema and Semaglutide were
associated with a higher risk of gastrointestinal symptoms compared with placebo, with LORs of
1.7 (95% CI, 1.1 to 2.6) and 1.2 (95% CI, 0.7 to 1.7), respectively. However, no significant
differences in safety were observed among the three active agents. Based on SUCRA rankings, the
probability of being the safest was highest for placebo (0.980), followed by Cagrilintide (0.548),
Semaglutide (0.431), and CagriSema (0.042) (Figure S9). Assessment of inconsistency between
direct, indirect, and network estimates revealed no significant inconsistency (p > 0.05) (Figure

S10).

Bias and Certainty of Evidence

The risk of bias assessment is presented in Figure S11. Two studies were judged to have a
low risk of bias, while three raised some concerns. Publication bias was evaluated using Egger’s
test (p = 0.43, 0.47, 0.23, 0.18, and 0.49), indicating no significant evidence of publication bias.
According to the GRADE framework;. the certainty of evidence was rated as moderate for
outcomes related to HbAlc reduction, body weight reduction, risk of serious adverse events,

treatment discontinuation, and gastrointestinal symptoms.
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Discussion

This NMA synthesized evidence from five RCTs evaluating Semaglutide, Cagrilintide, and
CagriSema in adults with T2DM. The findings indicate that CagriSema consistently produced the
largest reductions in HbAlc and body weight compared with placebo and active comparators,
aligning with phase 2 data that support the synergistic efficacy of combining GLP-1RAs and
amylin analog therapy.'” Semaglutide alone was also effective in improving glycemic control and
reducing body weight, consistent with the SUSTAIN and STEP programs, while Cagrilintide
demonstrated modest benefits, particularly in weight loss, albeit with greater uncertainty due to
wider CIs.2%2! Importantly, none of the agents was associated with an increased risk of SAEs or
treatment discontinuation compared with placebo, ‘consistent with prior Semaglutide trials.
However, gastrointestinal adverse events were more common with Semaglutide and CagriSema,
reflecting the known tolerability profilecof GLP-1RAs. Overall, these findings reinforce the
potential of CagriSema as a next-generation treatment strategy for T2DM, while highlighting the

need for long-term cardiovascular outcome trials to establish durability and broader clinical impact.

A major strength of this analysis is the use of an NMA framework, which allowed for
indirect comparisons where head-to-head data are lacking. The included studies were generally of
moderate quality, with no significant evidence of publication bias, lending credibility to the
findings. Baseline comparability across trials also supports the validity of transitivity assumptions.
The superior reductions in HbAlc and body weight observed with CagriSema align with
mechanistic expectations, as the combination targets both the GLP-1 and amylin pathways.?? The
weight loss effects from NMA appear large compared to prior trials potential overestimation due

to indirect evidence or small-study bias. Previous studies have highlighted the complementary
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actions of these hormones in regulating appetite, satiety, and glucose metabolism.?* The findings

reinforce recent clinical enthusiasm for dual-agonist strategies in managing metabolic diseases.

The efficacy of Semaglutide observed in this analysis is consistent with prior large-scale
RCTs,?** where reductions in both HbAlc and body weight were clinically meaningful. In
contrast, Cagrilintide alone appears less effective for glycemic control but shows promise for
weight reduction, suggesting its utility may lie more in obesity management rather than as a
standalone therapy for T2DM.2® The absence of significant differences in SAES or discontinuation
rates across agents is reassuring; however, the elevated likelihood of gastrointestinal symptoms
with Semaglutide and CagriSema warrants clinical attention. These adverse events are dose-
dependent and may impact long-term adherence, a key consideration in chronic disease
management. Interestingly, SUCRA rankings for safety outcomes placed placebo highest for both
discontinuation and gastrointestinal tolerability, highlighting the balance between efficacy and

tolerability among antidiabetic therapies.

Clinically, these findings suggest that CagriSema represents a promising therapeutic option
for patients with T2DM and overweight or obesity, offering superior efficacy in both glycemic
control and weight management compared with existing monotherapies.?’” However, the increased
risk of gastrointestinal events underscores the need for individualized treatment selection, patient
education, and careful dose titration. Future research should prioritize longer-duration head-to-
head trials of CagriSema versus Semaglutide and other emerging dual or triple agonists.
Additionally, real-world studies are needed to clarify adherence patterns, long-term cardiovascular

outcomes, and the cost-effectiveness of combination strategies.

Nonetheless, several limitations should be acknowledged. First, only five RCTs were

included, limiting the precision of some comparisons and the robustness of inconsistency
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assessments. Second, follow-up durations varied, leaving longer-term efficacy and safety
outcomes uncertain. Third, although gastrointestinal adverse events were thoroughly evaluated,
other tolerability measures (e.g., injection-site reactions, treatment satisfaction) were
inconsistently reported. Fourth, data on cardiovascular outcomes were lacking, and the study
populations exhibited limited ethnic diversity. Finally, all included trials enrolled participants with

a BMI 227 kg/m?, which may restrict the generalizability of these findings to individuals with

lower BMI or differing metabolic characteristics.
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Conclusion

This network meta-analysis indicates that CagriSema provides the greatest overall benefit
in terms of HbA 1c reduction and weight loss in patients with T2DM without increasing the risk of
serious adverse events. Semaglutide also demonstrated robust efficacy, while Cagrilintide showed
modest but promising effects, particularly for weight management. The increased risk of
gastrointestinal symptoms associated with GLP-1-based therapies underscores the importance of
balancing efficacy with tolerability. These findings support the growing role of combination
therapies in metabolic disease management and pave the way for future trials to confirm long-term

safety, durability of effect, and comparative effectiveness in'broader patient populations.
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Table 1. Characteristics of enrolled studies

F

Age ™ Weight BMI

WC HbAlc

Study Trial Inclusion Criteria Treatment Arms Cases (years) (02) (kg) (kg/m) (cm) (%) Follow up
e sren IO ST s SR S T
Davies 2025  REDEFINE 2 g?}%x?ﬁ%ﬂf Cagris;ﬁieig MEYS 1206 s6(12) 276;)) (12022;) (366.éz) (llljf) (g:g) 68 weeks
Frias 2023 NCT04982575 T2DM with BMI > 27 Cafsrigz;nr?ﬁ‘; Sﬁi‘gnzl‘f“fﬁgde 92 58(9) (336;)) (12(1‘5.'17) (3’6§55) NA (gig) 32 weeks

Kadowaki 2022 STEP6  T2DM with BMI > 27 Semag{;“gﬁjse;l':c‘;go VST 300 5200 (317101/0) (?gzg) (3’4%4()) (11013.'18) (gié) 68 weeks

wo s TN Semdnsdines o 0 g0 M0 80 50

T2DM: Type 2 Diabetes Mellitus; BMI: Body Mass Index; HbAlc: Hemoglobin Alc; WC: Waist circumference
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Table 2. Network meta-analysis of each agent in different outcomes for the treatment of
T2DM

HbAlc

CagriSema

0.17 (-0.7, 1.0) Semaglutide

1.3(0.3,2.4) 1.2 (0.1,2.3) Cagrilintide

1.5(0.7,2.4) 1.3 (0.8,2.0) 0.1(-1.0, 1.4) Placebo
Body Weight

CagriSema

6.1 (-2.6, 14.8) Cagrilintide

7.7 (0.6, 14.8) 1.6 (-7.2,10.3) Semaglutide

13.2(5.9,20.2) 7.1 (-2.5,16.5) 5.5(0.5, 10.5) Placebo
Seriouse Adverse Events

CagriSema

-0.1 (-2.7,2.9) Cagrilintide

-0.2 (-0.9, 0.5) -0.0 (-3.1, 2.6) Semaglutide

-0.2 (-0.8, 0.3) -0.1 (-3.1, 2.5) -0.1(=0.5, 0.4) Placebo
Treatment Discontinuation

CagriSema

0.2 (-2.6,3.7) Cagrilintide

0.4 (-1.0, 1.7) 0.2 (-3.4,3.0) Semaglutide

1.1(-0.1,2.2) 0.9 (<2.7,3.7) 0.7(-0.1, 1.6) Placebo
Gastrointestinal symptoms

CagriSema

0.5(-0.1, 1.4) Semaglutide

0.8 (-0.4, 2.0) 0.2(-1.0, 1.4) Cagrilintide

1.7 (1.1, 2.6) 1.2 (0.7, 1.7) 1.0 (-0.3,2.2) Placebo

Cells highlighted in yellow indicate statistically significant differences.



Figure 1. Flowchart of the enrolled studies
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Figure 2. Network graph of enrolled studies
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Figure 3. Direct comparison of Semaglutide and Cagrilintide in the treatment of T2DM
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