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Abstract

Objective: To compare the effects of Sodium-glucose cotransporter protein-2 (SGLT-2) inhibitors
and glucagon-like peptide-1 (GLP-1) receptor agonists for non-alcoholic fatty liver disease
Design. Systematic review and network meta-analysis (NMA).

Data sources: Electronic databases (PubMed, Embase, Web of Science, and Cochrane Library).
Study selection: We will include randomized clinical trials (RCT) in which patients were diagnosed
with non-alcoholic fatty liver disease (NAFLD) and treated with SGLT-2 inhibitors or GLP-1
receptor agonists. Pairs of independent reviewers will screen in duplicate title and abstract and full
text of potentially eligible articles.

Methods: After duplicate data abstraction, we will conduct a frequentist pairwise meta-analysis for
each of the outcomes of interest. We will assess the risk of bias of the included studies using a
modification of the Cochrane Risk of Bias tool, and the certainty of the evidence using the GRADE
approach for NMA.

Ethical issues: Ethical approval and patient consent are not required since this is a network meta-
analysis based on published studies.

Publication: We will publish the results in a traditional format for systematic reviews and network

meta-analysis.

Introduction

NAFLD has become the primary cause of current chronic liver disease, with a high incidence rate
of up to 25% worldwide.1 The increased prevalence of NAFLD worldwide is particularly worrisome
as no medication has been approved to treat NAFLD yet. Lifestyle modification, especially dietary
interventions, remains the first-line approach for treating NAFLD currently.2 It is known that type
2 diabetes is one of the strongest clinical risk factors for a faster progression of NAFLD to NASH,
cirrhosis, and hepatocellular carcinoma,3-6 some newly antidiabetic drugs were found to be
beneficial in NAFLD such as sodium-glucose cotransporter protein-2 (SGLT-2) and glucagon-like
peptide-1 (GLP-1). SGLT-2 acts by helping in renal excretion of glucose and, therefore, will cause

a reduction of body weight (on average 2.5-3.0 kg ) and prevalence of obesity that may improve
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the liver histology of those with NAFLD/NASH.7 GLP-1 are a newly introduced class of
antidiabetic drugs that improve glycemic control via several molecular pathways.

The relative effectiveness of GLP-1 and SGLT-2 for NAFLD treatments is difficult to discern from
the literature, in part because few head-to-head comparison studies are available and traditional
pairwise meta-analysis cannot integrate all of the evidence from several competitors. However, to
date, no network meta-analysis has been published on the relative effectiveness of GLP-1 and SGLT-
2 for NAFLD. A network meta-analysis of NAFLD was published in 2021. Therefore, our goal is
to comprehensively review the literature and determine the relative efficacy of each specific drugs
for NAFLD, which include the changes in liver enzymes, blood lipids and glycemic parameters, as
well as changes in body weight and liver fat, while also to examines the evidence as to whether any
drug is better than others.

Methods

Design

We will conduct a systematic review and network meta-analysis.

Eligibility criteria

Studies will include in the systematic review and network meta-analysis if they meet the following
criteria: 1) enrolled individuals with NAFLD, in which the diagnosis of this liver disease was based
on ultrasonography or liver biopsy or magnetic resonance-based techniques; 2) they were active-
controlled or placebo-controlled randomized controlled trials that used GLP-1R agonists, or SGLT2
inhibitors for the treatment of NAFLD; Studies will exclude if they are: 1) observational or non-
randomized intervention studies; 2) trials enrolling children or adolescents (younger than 18 years
old).

Data sources and searches

We will search four large electronic databases (PubMed, Embase, Web of Science, and
Cochrane Library), using predefined keywords to identify relevant active-controlled or
placebo-controlled randomized trials of adults with NAFLD. Searches will restrict to
human studies. Studies in languages other than English will also exclude. Two
independent investigators will review the titles and abstracts of all citations identified
by the search.

Study selection

Full-text articles will retrieve for the included abstracts and will subsequently screen
for eligibility (according to the aforementioned inclusion criteria) by two independent
investigators. Disagreements at this level will resolve by consensus and a third reviewer
if needed.

Data extraction

Data extraction will be individually by two investigators. For all studies, we will extract
information on first author, publication year, study country, number of participants,

main participants’ characteristics, types of interventions (and daily dosages of drugs



used), duration of treatment, methods used for the diagnosis of NAFLD, and outcomes.
Outcomes

We will begin by focusing on the patient-important outcomes listed below. We will consider liver
enzymes and liver fat parameters as primary outcomes.

*  alanine aminotransferase (ALT)

*  agspartate aminotransferase (AST)

*  y-glutamyl transferase (GGT) |

*  subcutaneous adipose tissue (SAT)

*  visceral adipose tissue (VAT)

* liver fat fraction (LFF)

*  controlled attenuation parameter (CAP)

e liver stiffness measurement (LSM)]

We will consider anthropometric measures, blood lipids and glycemic parameters as primary
outcomes.

*  body weight (BW)

*  body mass index (BMI)

*  waist circumference (WC)

*  systobic blood pressure (SBP)

*  diastolic blood pressure (DBP)

¢  [total cholesterol(TC)

e triglycerides (TG)

*  high density lipoprotein-cholesterol (HDL-C)

*  low density lipoprotein-cholesterol (LDL-C)

* adiponectin

» fasting blood.glucose (FBG)

» postprandial blood glucose (PBG)

* glycosylated hemoglobin (HbAlc)

* glucose and homeostasis model assessment (HOMA-IR)].

Risk of bias assessments

Each eligible study will assess for quality by assessing the risk of bias by two
independent reviewers, with disagreements will resolve through con-sensus. The risk
of bias for each study will assess using the Cochrane risk of bias tool, by which studies
will deem to be at low, high, or unclear risk.®

Data synthesis

For each direct comparison of two treatments, we will conduct a frequentist pairwise meta-analysis
using a restricted maximum likelihood estimation and reported, with corresponding 95% confidence
intervals, mean differences for continuous outcomes.” We will assess statistical heterogeneity using

the I? statistic and funnel plots for evidence of small study effects in analyses including 10 or more



studies. A single estimate will obtain for all outcomes and treatment comparisons, which will be
used in combination with the baseline risk estimates to present results as absolute effects. All
pairwise and network meta-analyses will perform with Stata 15 (StataCorp, College Station, TX)
using published routines.!°

Subgroups and sensitivity analyses

We will plan subgroup analysis if sufficient data are available

Certainty assessment

We will conduct network meta-analysis using frequentist methods with restricted maximum
likelihood estimation to quantify network heterogeneity, assuming a common heterogeneity
estimate within a network. We will assess agreement between direct and indirect estimates in every
closed loop of evidence using node splitting approaches, and for the entire network using a design-
by-treatment interaction model.!" We will impute missing standard deviations for continuous
variables when absent using standard deviations borrowed from other similar randomized controlled
trials.!? 13

Ethical issues

Ethical approval and patient consent are not required since this is a network meta-analysis based on
published studies. Publication.

Publication

The papers will be published in a traditional format for systematic reviews and network meta-
analyses.
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Appendix 2 Search strategies

1. Canagliflozin
PubMed

(("Non-alcoholic Fatty Liver Disease"[Mesh]) OR (((((((((((((Non-alcoholic Fatty Liver
Disease[Title/Abstract]) OR (Non alcoholic Fatty Liver Disease[Title/Abstract])) OR
(NAFLD|Title/Abstract])) OR (Nonalcoholic Fatty Liver Disease[Title/Abstract])) OR (Fatty Liver,
Nonalcoholic[Title/Abstract])) OR (Fatty Livers, Nonalcoholic[Title/Abstract])) OR (Liver,
Nonalcoholic Fatty[Title/Abstract])) OR (Livers, Nonalcoholic Fatty[Title/Abstract])) OR
(Nonalcoholic Fatty Liver|[Title/Abstract])) OR (Nonalcoholic Fatty Livers[Title/Abstract])) OR
(Nonalcoholic Steatohepatitis[ Title/Abstract])) OR (Nonalcoholic
Steatohepatitides|[ Title/Abstract])) OR (Steatohepatitides, Nonalcoholic[Title/Abstract])) OR
(Steatohepatitis, ~ Nonalcoholic[Title/Abstract]))) AND  (("Canagliflozin"[Mesh])  OR
(((((Canagliflozin[ Title/Abstract]) OR  (Invokana|Title/Abstract])) = OR  (Canagliflozin
Hemihydrate[Title/Abstract])) OR (Canagliflozin, Anhydrous[Title/Abstract])) OR (1-
(Glucopyranosyl)-4-methyl-3-(5-(4-fluorophenyl)-2-thienylmethyl)benzene-
T777973([Title/Abstract])))
Web of science
TS= (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic) AND TS= (Canagliflozin OR
Invokana OR Canagliflozin Hemihydrate OR Canagliflozin, Anhydrous OR 1-(Glucopyranosyl)-4-
methyl-3-(5-(4-fluorophenyl)-2-thienylmethyl)benzene-T777973)

Embase

#3 #1 AND #2

#2 Canagliflozin:ab,ti OR Invokana:ab,ti OR 'Canagliflozin Hemihydrate":ab,ti OR 'Canagliflozin,
Anhydrous':ab,ti OR '1-(Glucopyranosyl)-4-methyl-3-(5-(4-fluorophenyl)-2-

thienylmethyl)benzene-T777973":ab,ti
#1 'Non-alcoholic Fatty Liver Disease:ab,ti OR 'Non alcoholic Fatty Liver Disease':ab,ti OR
NAFLD:ab,ti OR 'Nonalcoholic Fatty Liver Disease':ab,ti OR 'Fatty Liver, Nonalcoholic':ab,ti OR
'Fatty Livers, Nonalcoholic:ab,ti OR 'Liver, Nonalcoholic Fatty':ab,ti OR 'Livers, Nonalcoholic
Fatty:ab,ti OR 'Nonalcoholic Fatty Liver:ab,ti OR 'Nonalcoholic Fatty Livers:ab,ti OR
'Nonalcoholic Steatohepatitis':ab,ti OR '"Nonalcoholic Steatohepatitides':ab,ti OR 'Steatohepatitides,
Nonalcoholic":ab,ti OR 'Steatohepatitis, Nonalcoholic':ab,ti
Cochrane library
#3 #1 AND #2
#2 (Canagliflozin OR Invokana OR Canagliflozin Hemihydrate OR Canagliflozin,
Anhydrous):ti,ab,kw
#1 (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic):ti,ab,kw
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2. Dapagliflozin

PubMed

(("Non-alcoholic Fatty Liver Disease"[Mesh]) OR ((((((((((((((Non-alcoholic Fatty Liver
Disease[Title/Abstract]) OR (Non alcoholic Fatty Liver Disease[Title/Abstract])) OR
(NAFLDJTitle/Abstract])) OR (Nonalcoholic Fatty Liver Disease[Title/Abstract])) OR (Fatty Liver,
Nonalcoholic[Title/Abstract])) OR (Fatty Livers, Nonalcoholic[Title/Abstract])) OR (Liver,
Nonalcoholic Fatty[Title/Abstract])) OR (Livers, Nonalcoholic Fatty[Title/Abstract])) OR
(Nonalcoholic Fatty Liver[Title/Abstract])) OR (Nonalcoholic Fatty Livers|[Title/Abstract])) OR
(Nonalcoholic Steatohepatitis| Title/Abstract])) OR (Nonalcoholic
Steatohepatitides[ Title/Abstract])) OR (Steatohepatitides, Nonalcoholic[Title/Abstract])) OR
(Steatohepatitis, Nonalcoholic[Title/Abstract]))) AND (("dapagliflozin"[Supplementary Concept])
OR ((((((((dapagliflozin[ Title/Abstract]) OR ((2S,3R,4R,5S,6R)-2-(4-chloro-3-(4-
ethoxybenzyl)phenyl)-6- (hydroxymethyl)tetrahydro-2H-pyran-3,4,5-triol[ Title/Abstract])) OR
(Farxiga[Title/Abstract])) OR  (Forxiga|[Title/Abstract])) OR  (2-(3-(4-ethoxybenzyl)-4-
chlorophenyl)-6-hydroxymethyltetrahydro-2H-pyran-3,4,5-triol[ Title/Abstract]))  OR  (BMS
512148 Title/Abstract])) OR (BMS512148[Title/Abstract])) OR (BMS-512148][Title/Abstract])))
Web of science

TS= (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disecase OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic) AND TS= (dapagliflozin OR
(2S,3R,4R,5S,6R)-2-(4-chloro-3-(4-ethoxybenzyl)phenyl)-6- (hydroxymethyl)tetrahydro-2H-
pyran-3,4,5-triol OR Farxiga OR Forxiga OR 2-(3-(4-ethoxybenzyl)-4-chlorophenyl)-6-
hydroxymethyltetrahydro-2H-pyran-3,4,5-triol OR BMS 512148 OR BMS512148 OR BMS-
512148)

Embase

#3 #1 AND #2

#2  dapagliflozin:ab,ti OR  '(2S,3R,4R,5S,6R)-2-(4-chloro-3-(4-ethoxybenzyl)phenyl)-6-
(hydroxymethyl)tetrahydro-2H-pyran-3,4,5-triol":ab,ti OR Farxiga:ab,ti OR Forxiga:ab,ti OR '2-(3-
(4-ethoxybenzyl)-4-chlorophenyl)-6-hydroxymethyltetrahydro-2H-pyran-3,4,5-triol':ab,ti OR
'BMS 512148":ab,ti OR 'BMS512148":ab,ti OR 'BMS-512148":ab,ti

#1 'Non-alcoholic Fatty Liver Disease':ab,ti OR Non alcoholic Fatty Liver Disease":ab,ti OR
NAFLD:ab,ti OR 'Nonalcoholic Fatty Liver Disease':ab,ti OR 'Fatty Liver, Nonalcoholic':ab,ti OR
'Fatty Livers, Nonalcoholic:ab,ti OR 'Liver, Nonalcoholic Fatty':ab,ti OR 'Livers, Nonalcoholic
Fatty':ab,ti OR 'Nonalcoholic Fatty Liver:ab,ti OR 'Nonalcoholic Fatty Livers:ab,ti OR
'Nonalcoholic Steatohepatitis':ab,ti OR 'Nonalcoholic Steatohepatitides':ab,ti OR 'Steatohepatitides,
Nonalcoholic":ab,ti OR 'Steatohepatitis, Nonalcoholic':ab,ti

Cochrane library

#3 #1 AND #2

#2 (dapagliflozin OR (2S,3R,4R,5S,6R)-2-(4-chloro-3-(4-ethoxybenzyl)phenyl)-6-
(hydroxymethyl)tetrahydro-2H-pyran-3,4,5-triol OR Farxiga OR Forxiga OR 2-(3-(4-
ethoxybenzyl)-4-chlorophenyl)-6-hydroxymethyltetrahydro-2H-pyran-3,4,5-triol OR BMS 512148
OR BMS512148 OR BMS-512148):ti,ab,kw



#1 (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic):ti,ab,kw

3. Ipragliflozin

PubMed

(("Non-alcoholic Fatty Liver Disease"[Mesh]) OR ((((((((((((((Non-alcoholic Fatty Liver
Disease[Title/Abstract]) OR (Non alcoholic Fatty Liver Disease[Title/Abstract])) OR
(NAFLDJTitle/Abstract])) OR (Nonalcoholic Fatty Liver Disease[Title/Abstract])) OR (Fatty Liver,
Nonalcoholic[Title/Abstract])) OR (Fatty Livers, Nonalcoholic[Title/Abstract])) OR (Liver,
Nonalcoholic Fatty[Title/Abstract])) OR (Livers, Nonalcoholic Fatty[Title/Abstract])) OR
(Nonalcoholic Fatty Liver[Title/Abstract])) OR (Nonalcoholic Fatty Livers|Title/Abstract])) OR
(Nonalcoholic Steatohepatitis| Title/Abstract])) OR (Nonalcoholic
Steatohepatitides[Title/Abstract])) OR (Steatohepatitides, Nonalcoholic[Title/Abstract])) OR
(Steatohepatitis, Nonalcoholic[Title/Abstract]))) AND (("Ipragliflozin"[Supplementary Concept])
OR (((((Ipragliflozin[ Title/Abstract]) OR ((1S)-1,5-anhydro-1-(3-(1-benzothiophen-2-ylmethyl)-4-
fluorophenyl)-D-glucitol  [Title/Abstract])) OR (Suglat[Title/Abstract])) OR (ASP1941
[Title/Abstract])) OR (ASP-1941[Title/Abstract])))

Web of science

TS= (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic) AND TS= (Ipragliflozin OR
(1S)-1,5-anhydro-1-(3-(1-benzothiophen-2-ylmethyl)-4-fluorophenyl)-D-glucitol OR Suglat OR
ASP1941 OR ASP-1941)

Embase

#3 #1 AND #2

#2 Ipragliflozin:ab,ti OR '(1S)-1,5-anhydro-1-(3-(1-benzothiophen-2-ylmethyl)-4-fluorophenyl)-
D-glucitol':ab,ti OR Suglat:ab,ti OR ASP1941:ab,ti OR ASP-1941:ab,ti

#1 'Non-alcoholic Fatty Liver Disease':ab,ti OR Non alcoholic Fatty Liver Disease":ab,ti OR
NAFLD:ab,ti OR 'Nonalcoholic Fatty Liver Disease':ab,ti OR 'Fatty Liver, Nonalcoholic':ab,ti OR
'Fatty Livers, Nonalcoholic:ab,ti OR 'Liver, Nonalcoholic Fatty':ab,ti OR 'Livers, Nonalcoholic
Fatty':ab,ti OR 'Nonalcoholic Fatty Liver:ab,ti OR 'Nonalcoholic Fatty Livers:ab,ti OR
'Nonalcoholic Steatohepatitis':ab,ti OR 'Nonalcoholic Steatohepatitides':ab,ti OR 'Steatohepatitides,
Nonalcoholic":ab,ti OR 'Steatohepatitis, Nonalcoholic':ab,ti

Cochrane library

#3 #1 AND #2

#2 (Ipragliflozin OR (1S)-1,5-anhydro-1-(3-(1-benzothiophen-2-ylmethyl)-4-fluorophenyl)-D-
glucitol OR Suglat OR ASP1941 OR ASP-1941):ti,ab,kw

#1 (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
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Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic):ti,ab,kw

4. Luseogliflozin

PubMed

(("Non-alcoholic Fatty Liver Disease"[Mesh]) OR ((((((((((((((Non-alcoholic Fatty Liver
Disease[Title/Abstract]) OR (Non alcoholic Fatty Liver Disease[Title/Abstract])) OR
(NAFLDJTitle/Abstract])) OR (Nonalcoholic Fatty Liver Disease[Title/Abstract])) OR (Fatty Liver,
Nonalcoholic[Title/Abstract])) OR (Fatty Livers, Nonalcoholic[Title/Abstract])) OR (Liver,
Nonalcoholic Fatty[Title/Abstract])) OR (Livers, Nonalcoholic Fatty[Title/Abstract])) OR
(Nonalcoholic Fatty Liver[Title/Abstract])) OR (Nonalcoholic Fatty Livers[Title/Abstract])) OR
(Nonalcoholic Steatohepatitis| Title/Abstract])) OR (Nonalcoholic
Steatohepatitides[ Title/Abstract])) OR (Steatohepatitides, Nonalcoholic[Title/Abstract])) OR
(Steatohepatitis, Nonalcoholic[Title/Abstract]))) AND (("1,5-anhydro-1-(5-(4-ethoxybenzyl)-2-
methoxy-4-methylphenyl)-1-thioglucitol"[Supplementary Concept]) OR ((((((1,5-anhydro-1-(5-(4-
ethoxybenzyl)-2-methoxy-4-methylphenyl)-1-thioglucitol[ Title/ Abstract]) OR
(luseogliflozin[ Title/Abstract])) OR (Lusefi[Title/Abstract])) OR (TS 071[Title/Abstract])) OR
(TS071 cpd[Title/Abstract])) OR (TS-071[Title/Abstract])))

Web of science

TS= (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic) AND TS= (1,5-anhydro-1-(5-
(4-ethoxybenzyl)-2-methoxy-4-methylphenyl)-1-thioglucitol OR luseogliflozin OR Lusefi OR TS
071 OR TS071 cpd OR TS-071)

Embase

#3 #1 AND #2

#2  'l,5-anhydro-1-(5-(4-ethoxybenzyl)-2-methoxy-4-methylphenyl)-1-thioglucitol:ab,ti  OR
luseogliflozin:ab,ti OR Lusefi:ab,ti OR TS 071:ab,ti OR TS071 cpd:ab,ti OR TS-071:ab,ti

#1 'Non-alcoholic Fatty Liver Disease':ab,ti OR Non alcoholic Fatty Liver Disease":ab,ti OR
NAFLD:ab,ti OR 'Nonalcoholic Fatty Liver Disease':ab,ti OR 'Fatty Liver, Nonalcoholic':ab,ti OR
'Fatty Livers, Nonalcoholic:ab,ti OR 'Liver, Nonalcoholic Fatty':ab,ti OR 'Livers, Nonalcoholic
Fatty':ab,ti OR 'Nonalcoholic Fatty Liver:ab,ti OR 'Nonalcoholic Fatty Livers:ab,ti OR
'Nonalcoholic Steatohepatitis':ab,ti OR 'Nonalcoholic Steatohepatitides':ab,ti OR 'Steatohepatitides,
Nonalcoholic":ab,ti OR 'Steatohepatitis, Nonalcoholic':ab,ti

Cochrane library

#3 #1 AND #2

#2 (1,5-anhydro-1-(5-(4-ethoxybenzyl)-2-methoxy-4-methylphenyl)-1-thioglucitol OR
luseogliflozin OR Lusefi OR TS 071 OR TS071 cpd OR TS-071):ti,ab,kw

#1 (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
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Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic):ti,ab,kw

5. Tofogliflozin

PubMed

(("Non-alcoholic Fatty Liver Disease"[Mesh]) OR ((((((((((((((Non-alcoholic Fatty Liver
Disease[Title/Abstract]) OR (Non alcoholic Fatty Liver Disease[Title/Abstract])) OR
(NAFLDJTitle/Abstract])) OR (Nonalcoholic Fatty Liver Disease[Title/Abstract])) OR (Fatty Liver,
Nonalcoholic[Title/Abstract])) OR (Fatty Livers, Nonalcoholic[Title/Abstract])) OR (Liver,
Nonalcoholic Fatty[Title/Abstract])) OR (Livers, Nonalcoholic Fatty[Title/Abstract])) OR
(Nonalcoholic Fatty Liver[Title/Abstract])) OR (Nonalcoholic Fatty Livers[Title/Abstract])) OR
(Nonalcoholic Steatohepatitis| Title/Abstract])) OR (Nonalcoholic
Steatohepatitides[Title/Abstract])) OR (Steatohepatitides, Nonalcoholic[Title/Abstract])) OR
(Steatohepatitis, Nonalcoholic[Title/Abstract]))) AND (("6-((4-ethylphenyl)methyl)-3',4",5',6'-
tetrahydro-6'-(hydroxymethyl)spiro(isobenzofuran-1(3H),2'-(2H)pyran)-3',4',5'-
triol"[Supplementary  Concept]) OR  (((((((6-((4-ethylphenyl)methyl)-3',4",5',6'-tetrahydro-6'-
(hydroxymethyl)spiro(isobenzofuran-1(3H),2'-(2H)pyran)-3',4',5'-triol[ Title/Abstract]) OR
(tofogliflozin  hydrate[Title/Abstract])) OR (CSG452[Title/Abstract])) OR (tofogliflozin
anhydrous[Title/Abstract])) OR (Apleway[Title/Abstract])) OR (Deberza|Title/Abstract])) OR
(tofogliflozin|[ Title/Abstract])))

Web of science

TS= (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR  Steatohepatitis, Nonalcoholic) AND TS= ( 6-((4-
ethylphenyl)methyl)-3',4',5',6'-tetrahydro-6'-(hydroxymethyl)spiro(isobenzofuran-1(3H),2'-
(2H)pyran)-3',4',5'-triol OR tofogliflozin hydrate OR CSG452 OR tofogliflozin anhydrous OR
Apleway OR Deberza OR tofogliflozin)

Embase

#3 #1 AND #2

#2 '6-((4-ethylphenyl)methyl)-3',4',5',6'-tetrahydro-6'-(hydroxymethyl)spiro(isobenzofuran-
1(3H),2'-(2H)pyran)-3'4",5'-triol":ab,ti OR 'tofogliflozin hydrate:ab,ti OR CSG452:ab,ti OR
Apleway:ab,ti OR 'tofogliflozin anhydrous':ab,ti OR Deberza:ab,ti OR tofogliflozin:ab,ti

#1 'Non-alcoholic Fatty Liver Disease':ab,ti OR Non alcoholic Fatty Liver Disease':ab,ti OR
NAFLD:ab,ti OR 'Nonalcoholic Fatty Liver Disease':ab,ti OR 'Fatty Liver, Nonalcoholic':ab,ti OR
'Fatty Livers, Nonalcoholic:ab,ti OR 'Liver, Nonalcoholic Fatty':ab,ti OR 'Livers, Nonalcoholic
Fatty':ab,ti OR 'Nonalcoholic Fatty Liver:ab,ti OR 'Nonalcoholic Fatty Livers:ab,ti OR
'Nonalcoholic Steatohepatitis':ab,ti OR '"Nonalcoholic Steatohepatitides':ab,ti OR 'Steatohepatitides,
Nonalcoholic":ab,ti OR 'Steatohepatitis, Nonalcoholic':ab,ti

Cochrane library

#3 #1 AND #2

#2 (6-((4-ethylphenyl)methyl)-3',4',5',6'-tetrahydro-6'-(hydroxymethyl)spiro(isobenzofuran-
1(3H),2'-(2H)pyran)-3',4",5'-triol OR tofogliflozin hydrate OR CSG452 OR tofogliflozin anhydrous
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OR Apleway OR Deberza OR tofogliflozin):ti,ab,kw

#1 (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disecase OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic):ti,ab,kw

6. Empagliflozin

PubMed

(("Non-alcoholic Fatty Liver Disease"[Mesh]) OR ((((((((((((((Non-alcoholic Fatty Liver
Disease[Title/Abstract]) OR (Non alcoholic Fatty Liver Disease[Title/Abstract])) OR
(NAFLDJTitle/Abstract])) OR (Nonalcoholic Fatty Liver Disease[Title/Abstract])) OR (Fatty Liver,
Nonalcoholic[Title/Abstract])) OR (Fatty Livers, Nonalcoholic[Title/Abstract])) OR (Liver,
Nonalcoholic Fatty[Title/Abstract])) OR (Livers, Nonalcoholic Fatty[Title/Abstract])) OR
(Nonalcoholic Fatty Liver[Title/Abstract])) OR (Nonalcoholic Fatty Livers|[Title/Abstract])) OR
(Nonalcoholic Steatohepatitis| Title/Abstract])) OR (Nonalcoholic
Steatohepatitides[Title/Abstract])) OR (Steatohepatitides, Nonalcoholic[Title/Abstract])) OR
(Steatohepatitis, Nonalcoholic[ Title/Abstract]))) AND (("Empagliflozin"[Supplementary Concept])
OR (((((Empagliflozin[ Title/ Abstract]) OR (1-chloro-4-(glucopyranos-1-yl)-2-(4-
(tetrahydrofuran-3-yloxy)benzyl)benzene[ Title/Abstract])) OR (BI 10773[Title/Abstract])) OR
(BI10773[Title/Abstract])) OR (BI-10773[Title/Abstract])) OR (Jardiance[Title/Abstract])))

Web of science

TS= (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic) AND TS= (Empagliflozin OR
1-chloro-4-(glucopyranos-1-yl)-2-(4-(tetrahydrofuran-3-yloxy)benzyl)benzene OR BI 10773 OR
BI10773 OR BI-10773 OR Jardiance)

Embase

#3 #1 AND #2

#2 Empagliflozin:ab,ti OR '1-chloro-4-(glucopyranos-1-yl)-2-(4-(tetrahydrofuran-3-
yloxy)benzyl)benzene":ab,ti OR 'BI 10773":ab,ti OR BI10773:ab,ti OR 'BI-10773"ab,ti OR
Jardiance:ab.,ti

#1 'Non-alcoholic Fatty Liver Disease':ab,ti OR Non alcoholic Fatty Liver Disease":ab,ti OR
NAFLD:ab,ti OR 'Nonalcoholic Fatty Liver Disease':ab,ti OR 'Fatty Liver, Nonalcoholic':ab,ti OR
'Fatty Livers, Nonalcoholic:ab,ti OR 'Liver, Nonalcoholic Fatty':ab,ti OR 'Livers, Nonalcoholic
Fatty':ab,ti OR 'Nonalcoholic Fatty Liver:ab,ti OR 'Nonalcoholic Fatty Livers:ab,ti OR
'Nonalcoholic Steatohepatitis':ab,ti OR '"Nonalcoholic Steatohepatitides':ab,ti OR 'Steatohepatitides,
Nonalcoholic":ab,ti OR 'Steatohepatitis, Nonalcoholic':ab,ti

Cochrane library

#3 #1 AND #2

#2 (Empagliflozin OR 1-chloro-4-(glucopyranos-1-yl)-2-(4-(tetrahydrofuran-3-
yloxy)benzyl)benzene OR BI 10773 OR BI10773 OR BI-10773 OR Jardiance):ti,ab,kw
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#1 (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disecase OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic):ti,ab,kw

7. Exenatide

PubMed

(("Non-alcoholic Fatty Liver Disease"[Mesh]) OR ((((((((((((((Non-alcoholic Fatty Liver
Disease[Title/Abstract]) OR (Non alcoholic Fatty Liver Disease[Title/Abstract])) OR
(NAFLDJTitle/Abstract])) OR (Nonalcoholic Fatty Liver Disease[Title/Abstract])) OR (Fatty Liver,
Nonalcoholic[Title/Abstract])) OR (Fatty Livers, Nonalcoholic[Title/Abstract])) OR (Liver,
Nonalcoholic Fatty[Title/Abstract])) OR (Livers, Nonalcoholic Fatty[Title/Abstract])) OR
(Nonalcoholic Fatty Liver[Title/Abstract])) OR (Nonalcoholic Fatty Livers|[Title/Abstract])) OR
(Nonalcoholic Steatohepatitis| Title/Abstract])) OR (Nonalcoholic
Steatohepatitides[Title/Abstract])) OR (Steatohepatitides, Nonalcoholic[Title/Abstract])) OR
(Steatohepatitis, Nonalcoholic[ Title/Abstract]))) AND (("exenatide"[Mesh]) OR
((((((((((exenatide[ Title/Abstract]) OR (Bydureon|Title/Abstract])) OR (ITCA 650[Title/Abstract]))
OR (AC 2993 LAR|[Title/Abstract])) OR (Exendin-4[Title/Abstract])) OR (Ex4
Peptide[ Title/Abstract])) OR (Peptide, Ex4[Title/Abstract])) OR (Exendin 4[Title/Abstract])) OR
(Byetta[ Title/Abstract])) OR (AC 2993[Title/Abstract])))

Web of science

TS= (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic) AND TS= (exenatide OR
Bydureon OR ITCA 650 OR AC 2993 LAR OR Exendin-4 OR Ex4 Peptide OR Peptide, Ex4 OR
Exendin 4 OR Byetta OR AC 2993)

Embase

#3 #1 AND #2

#2 exenatide:ab,ti OR Bydureon:ab,ti OR 'ITCA 650":ab,ti OR 'AC 2993 LAR":ab,ti OR 'Exendin-
4"ab,ti OR 'Ex4 Peptide":ab,ti OR '"Peptide, Ex4'":ab,ti OR 'Exendin 4":ab,ti OR Byetta:ab,ti OR 'AC
2993"ab,ti

#1 'Non-alcoholic Fatty Liver Disease':ab,ti OR Non alcoholic Fatty Liver Disease':ab,ti OR
NAFLD:ab,ti OR 'Nonalcoholic Fatty Liver Disease':ab,ti OR 'Fatty Liver, Nonalcoholic':ab,ti OR
'Fatty Livers, Nonalcoholic:ab,ti OR 'Liver, Nonalcoholic Fatty':ab,ti OR 'Livers, Nonalcoholic
Fatty':ab,ti OR 'Nonalcoholic Fatty Liver:ab,ti OR 'Nonalcoholic Fatty Livers:ab,ti OR
'Nonalcoholic Steatohepatitis':ab,ti OR '"Nonalcoholic Steatohepatitides':ab,ti OR 'Steatohepatitides,
Nonalcoholic":ab,ti OR 'Steatohepatitis, Nonalcoholic':ab,ti

Cochrane library

#3 #1 AND #2

#2 (exenatide OR Bydureon OR ITCA 650 OR AC 2993 LAR OR Exendin-4 OR Ex4 Peptide OR
Peptide, Ex4 OR Exendin 4 OR Byetta OR AC 2993):ti,ab,kw
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#1 (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic):ti,ab,kw

8. Liraglutide

PubMed

(("Non-alcoholic Fatty Liver Disease"[Mesh]) OR ((((((((((((((Non-alcoholic Fatty Liver
Disease[Title/Abstract]) OR (Non alcoholic Fatty Liver Disease[Title/Abstract])) OR
(NAFLDJTitle/Abstract])) OR (Nonalcoholic Fatty Liver Disease[Title/Abstract])) OR (Fatty Liver,
Nonalcoholic[Title/Abstract])) OR (Fatty Livers, Nonalcoholic[Title/Abstract])) OR (Liver,
Nonalcoholic Fatty[Title/Abstract])) OR (Livers, Nonalcoholic Fatty[Title/Abstract])) OR
(Nonalcoholic Fatty Liver[Title/Abstract])) OR (Nonalcoholic Fatty Livers|[Title/Abstract])) OR
(Nonalcoholic Steatohepatitis| Title/Abstract])) OR (Nonalcoholic
Steatohepatitides[Title/Abstract])) OR (Steatohepatitides, Nonalcoholic[Title/Abstract])) OR
(Steatohepatitis, Nonalcoholic[ Title/Abstract]))) AND (("liraglutide"[Mesh]) OR
(((((((liraglutide[ Title/Abstract]) OR (Victoza[Title/Abstract])) OR (Saxenda|Title/Abstract])) OR
(NN 2211[Title/Abstract])) OR (2211, NNJTitle/Abstract])) OR (NN2211[Title/Abstract])) OR
(NN-2211[Title/Abstract])))

Web of science

TS= (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disecase OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic) AND TS= (liraglutide OR
Victoza OR Saxenda OR NN 2211 OR 2211, NN OR NN2211 OR NN-2211)

Embase

#3 #1 AND #2

#2 liraglutide:ab,ti OR Victoza:ab,ti OR Saxenda:ab,ti OR NN 2211"ab,ti OR '2211, NN":ab,ti OR
'NN2211"ab,ti OR 'NN-2211":ab,ti

#1 'Non-alcoholic Fatty Liver Disease':ab,ti OR Non alcoholic Fatty Liver Disease":ab,ti OR
NAFLD:ab,ti OR 'Nonalcoholic Fatty Liver Disease':ab,ti OR 'Fatty Liver, Nonalcoholic':ab,ti OR
'Fatty Livers, Nonalcoholic:ab,ti OR 'Liver, Nonalcoholic Fatty':ab,ti OR 'Livers, Nonalcoholic
Fatty':ab,ti OR 'Nonalcoholic Fatty Liver:ab,ti OR 'Nonalcoholic Fatty Livers:ab,ti OR
'Nonalcoholic Steatohepatitis':ab,ti OR 'Nonalcoholic Steatohepatitides':ab,ti OR 'Steatohepatitides,
Nonalcoholic":ab,ti OR 'Steatohepatitis, Nonalcoholic':ab,ti

Cochrane library

#3 #1 AND #2

#2 (liraglutide OR Victoza OR Saxenda OR NN 2211 OR 2211, NN OR NN2211 OR NN-
2211):ti,ab,kw

#1 (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
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Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic):ti,ab,kw

9. Dulaglutide

PubMed

(("Non-alcoholic Fatty Liver Disease"[Mesh]) OR ((((((((((((((Non-alcoholic Fatty Liver
Disease[Title/Abstract]) OR (Non alcoholic Fatty Liver Disease[Title/Abstract])) OR
(NAFLDJTitle/Abstract])) OR (Nonalcoholic Fatty Liver Disease[Title/Abstract])) OR (Fatty Liver,
Nonalcoholic[Title/Abstract])) OR (Fatty Livers, Nonalcoholic[Title/Abstract])) OR (Liver,
Nonalcoholic Fatty[Title/Abstract])) OR (Livers, Nonalcoholic Fatty[Title/Abstract])) OR
(Nonalcoholic Fatty Liver[Title/Abstract])) OR (Nonalcoholic Fatty Livers[Title/Abstract])) OR
(Nonalcoholic Steatohepatitis| Title/Abstract])) OR (Nonalcoholic
Steatohepatitides[Title/Abstract])) OR (Steatohepatitides, Nonalcoholic[Title/Abstract])) OR
(Steatohepatitis, Nonalcoholic[Title/Abstract]))) AND (("dulaglutide"[Supplementary Concept])
OR  (((((dulaglutide[Title/Abstract])) OR (LY  2189265[Title/Abstract])) OR  (LY-
2189265[Title/Abstract])) OR (LY2189265[Title/Abstract])) OR (Trulicity[ Title/Abstract])))

Web of science

TS= (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic) AND TS= (dulaglutide OR LY
2189265 OR LY-2189265 OR LY2189265 OR Trulicity)

Embase

#3 #1 AND #2

#2 dulaglutide:ab,ti OR 'LY 2189265"ab,ti OR 'LY-2189265"ab,ti OR 'LY2189265"ab,ti OR
Trulicity:ab,ti

#1 'Non-alcoholic Fatty Liver Disease':ab,ti OR Non alcoholic Fatty Liver Disease":ab,ti OR
NAFLD:ab,ti OR 'Nonalcoholic Fatty Liver Disease':ab,ti OR 'Fatty Liver, Nonalcoholic':ab,ti OR
'Fatty Livers, Nonalcoholic:ab,ti OR 'Liver, Nonalcoholic Fatty':ab,ti OR 'Livers, Nonalcoholic
Fatty':ab,ti OR 'Nonalcoholic Fatty Liver:ab,ti OR 'Nonalcoholic Fatty Livers:ab,ti OR
'Nonalcoholic Steatohepatitis':ab,ti OR 'Nonalcoholic Steatohepatitides':ab,ti OR 'Steatohepatitides,
Nonalcoholic":ab,ti OR 'Steatohepatitis, Nonalcoholic':ab,ti

Cochrane library

#3 #1 AND #2

#2 (dulaglutide OR LY 2189265 OR LY-2189265 OR LY2189265 OR Trulicity):ti,ab,kw

#1 (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic):ti,ab,kw

10. Semaglutide
PubMed
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(("Non-alcoholic Fatty Liver Disease"[Mesh]) OR ((((((((((((((Non-alcoholic Fatty Liver
Disease[Title/Abstract]) OR (Non alcoholic Fatty Liver Disease[Title/Abstract])) OR
(NAFLDJTitle/Abstract])) OR (Nonalcoholic Fatty Liver Disease[Title/Abstract])) OR (Fatty Liver,
Nonalcoholic[Title/Abstract])) OR (Fatty Livers, Nonalcoholic[Title/Abstract])) OR (Liver,
Nonalcoholic Fatty[Title/Abstract])) OR (Livers, Nonalcoholic Fatty[Title/Abstract])) OR
(Nonalcoholic Fatty Liver[Title/Abstract])) OR (Nonalcoholic Fatty Livers[Title/Abstract])) OR
(Nonalcoholic Steatohepatitis| Title/Abstract])) OR (Nonalcoholic
Steatohepatitides[Title/Abstract])) OR (Steatohepatitides, Nonalcoholic[Title/Abstract])) OR
(Steatohepatitis, Nonalcoholic[Title/Abstract]))) AND (("semaglutide"[Supplementary Concept])
OR (((semaglutide[Title/Abstract]) OR (rybelsus[Title/Abstract])) OR (Ozempic|[Title/Abstract])))
Web of science

TS= (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic) AND TS= (semaglutide OR
rybelsus OR Ozempic)

Embase

#3 #1 AND #2

#2 semaglutide:ab,ti OR rybelsus:ab,ti OR Ozempic:ab,ti

#1 'Non-alcoholic Fatty Liver Disease:ab,ti OR 'Non alcoholic Fatty Liver Disease":ab,ti OR
NAFLD:ab,ti OR 'Nonalcoholic Fatty Liver Disease':ab,ti OR 'Fatty Liver, Nonalcoholic':ab,ti OR
'Fatty Livers, Nonalcoholic:ab,ti OR 'Liver, Nonalcoholic Fatty':ab,ti OR 'Livers, Nonalcoholic
Fatty":ab,ti OR 'Nonalcoholic Fatty Liver:ab,ti OR 'Nonalcoholic Fatty Livers:ab,ti OR
'Nonalcoholic Steatohepatitis':ab,ti OR '"Nonalcoholic Steatohepatitides':ab,ti OR 'Steatohepatitides,
Nonalcoholic":ab,ti OR 'Steatohepatitis, Nonalcoholic':ab,ti

Cochrane library

#3 #1 AND #2

#2 (semaglutide OR rybelsus OR Ozempic):ti,ab,kw

#1 (Non-alcoholic Fatty Liver Disease OR Non alcoholic Fatty Liver Disease OR NAFLD OR
Nonalcoholic Fatty Liver Disease OR Fatty Liver, Nonalcoholic OR Fatty Livers, Nonalcoholic OR
Liver, Nonalcoholic Fatty OR Livers, Nonalcoholic Fatty OR Nonalcoholic Fatty Liver OR
Nonalcoholic Fatty Livers OR Nonalcoholic Steatohepatitis OR Nonalcoholic Steatohepatitides OR
Steatohepatitides, Nonalcoholic OR Steatohepatitis, Nonalcoholic):ti,ab,kw
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Appendix 3 Included studies

Study Year Country Age %Male  Number of Combined Randomised treatments  Dose Additional non- NAFLD
participant  disease randomised diagnostic
S intervention method
Ohki et al 2012 China 542+ 744 82 Type-2 Liraglutide 0.3mg-0.9mg daily Exercise and diet Ultrasonography
13.93 diabetes therapy
Sitagliptin 50-100mg daily Exercise and diet
therapy
Pioglitazone 15mg daily Exercise and diet
therapy
Fanetal 2013 China 5235 564 117 Type-2 Exenatide 5-10pg bid Lifestyle Ultrasonography
+18 diabetes interventions
3
Metformin 0.5-2.0g bid Lifestyle
interventions
Shao et al 2014 China 43+ 48.3 60 Type-2 Intensive insulin NR Insulin glargine Ultrasonography
4.1 diabetes/Obes
ity
42+ Exenatide 5-10pg twice daily Insulin glargine
3.2
FENGetal 2017 China 4715 69 93 Type-2 Liraglutide 0.6 mg/day during the Diet and exercise Ultrasonography
+1.17 diabetes first week, 1.2mg/day
during the second week,
and 1.8 mg/day from the
third week to the
conclusion of the study
Gliclazide 30 mg before breakfast, Diet and exercise

which was gradually
titrated to a maximum of

120 mg/day
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Metformin

250 mg thrice a day
during the first week,
500 mg thrice a day
during the second week,
and 1000 mg twice a day
from the third week to

the conclusion of the

Diet and exercise

study
Tian et al 2018 China 585 = 58.27% 127 Type-2 liraglutide 0.6-1.2 mg/day B-mode
7.6 diabetes ultrasonic
56.4 + Metformin 1000-1500 mg/day
8.4
Yan et al 2019 China 431+ 7038 24 Type-2 Liraglutide 1.8mg daily Metformin MRI-PDFF
9.7 diabetes
457 + 778 27 Sitagliptin 100mg daily Metformin
9.2
456 + 583 24 Insulin glargine 0.21U/Kg/day Metformin
7.6
Zhang et al 2020 China 50.2 + 433 30 Type-2 Liraglutide 0.6-1.2mg daily Metformin MRI
115 diabetes
515 = 50.0 30 Pioglitazone 15-30mg daily Metformin
121
Liuetal 2020 China 47.63 54.3 35 Ttype Exenatide Spg/10pg bid Diet-exercise MRI
+10.1 diabetes
4
50.56  52.8 36 Insulin glargine 0.1-0.3 IU/Kg daily Diet-exercise
+11.7
8
Guo et al 2020 China 52.0 = 60.0 91 Type-2 Insulin glargine 101U Liver biopsy or
8.7 diabetes ultrasongraphy
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53.1 + 520 Type-2 Liraglutide 0.6mg1/day-1.8mg
6.3 diabetes
526 + 67.0 Type-2 Placebo
3.9 diabetes
Jiang et al 2020 China 4459  56.9 116 Type-2 Liraglutide 0. 6 mg-1. 2 mg/day Melbine, insulin Guideline
+5.17 diabetes diagnostic
Criteria
4314 552 Type-2 Metformin 0.75¢g/day Insulin
+6.25 diabetes
Pang et al 2020 China 450+ 47.1 204 Type-2 Pioglitazone 30 mg/day Metformin CT
3.8 diabetes
459+ 412 Type-2 Daglitazine 10 mg/day Metformin
35 diabetes
Armstrong 2016 UK NR 64.3 14 NR Placebo 1.8mg daily NR Liver biopsy
etal
Liraglutide 0.6mg-1.8mg daily NR
Armstrong 2016 UK 51#+1 59.6 52 NR Liraglutide 0.6mg-1.8mg daily NR Liver biopsy
etal 44
Placebo NR
Newsome et 2021 UK 55 39.0 320 With and Semaglutide 0.1 mg once daily Liver biopsy
al without Type-
2 diabetes
Placebo 0.1-0.4 mg once daily
Newsome et 2021 UK 55 39.0 320 With and  Semaglutide 0.4 mg once daily
al without Type-
2 diabetes
Placebo 0.1-0.4 mg once daily
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Newsome et 2021 UK 55 39.0 320 With and Semaglutide 0.2 mg once daily
al without Type-
2 diabetes
Placebo 0.1-0.4 mg once daily
Ito et al 2017 Japan 59.1 + 48.48% 66 Type-2 Pioglitazone 15-30mg daily Diet . exercise and CT or ultrasound
9.8 diabetes diabetes treatment
573 + Ipragliflozin 50mg daily Diet . exercise and
121 diabetes treatment
Shibuya et 2018 Japan 51 =+ 56.25% 32 Type-2 Luseogliflozin 2.5 mg daily CT or ultrasound
al 11.11 diabetes
60 =+ Metformin 1500 mg daily
9.63
Aso et al 2019 Japan NR NR 57 Type-2 Dapagliflozin 5mg/day Ultrasonography
diabetes
Control
Shimizu et 2019 Japan 56.2 = 57.6 33 Type-2 Dapagliflozin 5 mg daily Ultrasonography
al 115 diabetes
571 + 625 24 Non-SGLT-2 Intensifying diet and
13.8 exercise
Kinoshita T 2020 Japan 58.7+ 46.9 32 Type 2 Dapagliflozin 5mg daily Baseline antidiabetic Computed
etal 1.6 diabetes drugs tomography
59.0 + 455 33 Pioglitazone 7.5-15mg daily Baseline antidiabetic
1.9 drugs
580+ 455 33 Glimepiride 0.5-1mg daily Baseline antidiabetic
2.3 drugs
Aso et al 2021 Japan 57 Type-2 Dapagliflozin 5 mg/d Ultrasonography
diabetes
Type-2 Standard treatment
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diabetes

type 2 diabetes

Tobitaetal 2021 Japan 4715 68.2 22 Metabolic Dapagliflozin 5mg once daily Ultrasonography
+49 syndrome/Hy
9 pertension/Dy
slipidemia
Teneligliptin 20mg once daily
Yonedaetal 2021 Japan 58.59 525 40 Type-2 Pioglitazone 15-30mg once a day MRI
+0.3 diabetes
3
Tofogliflozin 20mg once a day
Choetal 2021 Japan 63.45 52.8 53 Type-2 Dapagliflozin Fatty liver index
48.67 diabetes (FLI)
Pioglitazone
Takahashiet 2021 Japan 55.0 14 46 Type-2 Ipragliflozin 50 mg/day Liver biopsy
al (47.0- (66.7) diabetes
65.0)
50.0 13 Enhanced lifestyle
(48.0- (52.0) modification including
69.0) antidiabetic agents except
SGLT?2i, pioglitazone and
GLP-1 analog
Kuchay etal 2018 India NR 60% 42 Type-2 Control Diabetes treatment MRI
diabetes
Empagliflozin 10 mg daily Diabetes treatment
Hussainetal 2021 India 29+16 504 138 Type-2 Dapaglifozin 5-10 mg Glimepiride Ultrasonography
diabetes
31#14  50.7 Type-2 Placebo Glimepiride
diabetes
Khoo et al 2017 Singapore 4135 91.7 24 Obese Diet and exercise dieting (restriction by NR Magnetic
49.43 400 kilocalories/day and resonance
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exercise (200 imaging (MRI)
minutes/week)
Liraglutide 3 mg daily NR
Khoo et al 2019 Singapore  38.6 = 100.0 15 Obesity Liraglutide 0.6-3.0mg daily MRI
8.2
436 = 86.7 15 Diet-exercise
9.9
Taherietal 2020 Iran 438 = 65.1 43 Empagliflozin 10mg daily Diet-exercise Ultrasound
9.7
441 = 46.8 47 Placebo Diet-exercise
9.3
Chehrehgos 2021 Iran 505 = 429 106 Type-2 Empaglififlozin 10 mg Not clear
haetal 8.4 diabetes
525 + 50.0 Type-2 Pioglitazone 30 mg
7.9 diabetes
518 + 37.8 Type-2 Placebo
7.8 diabetes
Flintetal 2021 Germany  60.0x 70.1 67 With Type-2 Semaglutide 0.4 mg once daily MRI
9.3 diabetes
Placebo 0.4 mg once daily
Flintetal 2021 Germany  60.0= 70.1 67 Without Type-  Semaglutide 0.4 mg once daily MRI
9.3 2 diabetes
Placebo 0.4 mg once daily
Savvidou et 2016 Greece 62.9+ 39.1 103 Type-2 Exenatide 5-10pg twice daily NR Liver biopsy
al 7.1 diabetes
Insulin NR NR
Eriksson et 2018 Sweden 65.6 70.24% 84 Type-2 Placebo MRI
al 6.1 diabetes
66.2+ OM-3CA 4 g daily
5.9
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65.0 Dapagliflozin 10 mg daily
.5
65.0+ OM-3CA + dapagliflozin ~ 10mg+4 g daily
54
Kuchay etal 2020 Germany 466 = 720 64 Type-2 Dulaglutide 0.75mg 4week then Standard treatment MRI
9.1 diabetes 1.5mg 20week for type 2 diabetes
48.1 = 69.0 Metformin,DPP-4 standard treatment for
8.9 inhibitors in the control type 2 diabetes
group,sulfonylureas
and/or insulin
Vedtofte et 2020 Denmark  38.8+ 0.0 18 Gestational Liraglutide 1.8 mg daily Ultrasonography
al 4.7 Diabetes
Mellitus
383+ 00 Gestational Placebo
4.2 Diabetes
Mellitus
Han et al 2020 Korea 525 + 63.3 44 Type-2 Ipraglififlozin, metformin 50 mg/day Metformin and  Ultrasonography
10.3 diabetes and pioglitazone pioglitazone
56.7 = 60.0 Type-2 Metformin and
11.8 diabetes pioglitazone
Phrueksotsai 2021 Thailand 59.2 + 31.6 38 Type-2 Dapagliflozin 10 mg/day Ultrasonography
etal 7.3 diabetes or CT
Placebo 10 mg/day
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Appendix 5 Risk of bias in included studies

Number of Randomization | Deviations from
Study Trial registration participants process the mtended
Ohkietal (2012) No provided 82
Fanetal (2013) No provided 117
Shao etal (2014) No provided 60
Sawviouetal (2016) No provided 103
Armstrong etal (2016) NCT01237119 14
Armstrong etal (2016) NCT01237119 52
FENG etal (20172 NCT03068063, 93
Khoo etal (2017) No provided 24
Tto etal (2017) UMIN 000022651 66
Tianetal (2018) No provided 127
Shibuya etal (2018) UMINO000016090 32
W. Erkssonetal (2018) NCT02279407 84
Kuchay etal (2018) NCT02686476 42
Asoetal (2019) UMINO000022155 57
Khoo etal (2019) NCT02654665 15
Shimizu et al (2019) UMINO000022155 33
Yanetal (2019) NCT02147925 24
Zhang et al (2020) No applicable 30
Taheri etal (2020} ]RCT201912122042450 13
Kinoshita et al(2020) UMIN 000021291 98
Liuet al(2020) ESR-14-10096 76
Kuchay et al(2020) NCT03590626 64
Vedtofie et al 2020) E’m%l";’;’f’; 2012- 82
Han et al(2020) NCT02875821 44
Guo et al(2020) ChiCTR2000035091 91
Jiang et al(2020) Not provided 204
Pang et al(2020) Not provided 116
Hussam et al(2021) Not provided 450
Aso etal(2021) UMINO000022155 57
Chehrehgosha et ak2021) IRCT20 1912322“42450 186
Tobita(2021) UMINO000027304 22
Yoneda(2021) JRCTs031180159 40
Phrueksotsai(2021) TCTR20170511001 38
Cho(2021) UMINO000022804 53
T vl B
Flint(2021) NCT03357380 67
Newsome(2021) NCT02970942 320
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Appendix 6 Network plots for each outcome

The size of the circle in each network is proportional to the number of participants randomly
assigned to the treatment comparison. The width of each line is proportional to the number of trials
comparing the two connected treatments. When a line is absent, this indicates that there were no
head-to-head trials of the corresponding treatments reporting the outcome of interest. The number
provided for each treatment class (in parentheses) indicates the number of patients assigned to the
treatment in the network.

Figure 1 Network plot for alanine aminotransferase (ALT)
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Empagliflozin (100) Tofogliflozin (21)

Dulaglutide (27)
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Figure 2 Network plot for aspartate aminotransferase (AST)
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Figure 3 Network plot for y-glutamyl transferase (GGT)

Liraglutide (180)

Exenatide (114)

Active control (674)
Ipragliflozin (82)

Dapagliflozin (304) Placebo (292)

Empagliflozin (22) Semaglutide (240)

Dulaglutide (27) Tofogliflozin (21)

30



Figure 4 Network plot for subcutaneous adipose tissue (SAT)
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Figure 5 Network plot for visceral adipose tissue (VAT)
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Figure 6 Network plot for liver fat fraction (LFF)
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Figure 7 Network plot for controlled attenuation parameter (CAP)
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Figure 8 Network plot for liver stiffness measurement (LSM)
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Figure 9 Network plot for body weight (BW)
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Figure 10 Network plot for body mass index (BMI)
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Figure 11 Network plot for waist circumference (WC)
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Figure 12 Network plot for systobic blood pressure (SBP)
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Figure 13 Network plot for diastolic blood pressure (DBP)

Liraglutide (159)

Active control (335
Exenatide (65) (333)

|praglifiozin (61) Placebo (343)

Dapaglifiozin (76) Semaglutide (308)

Empaglifiozin (22)

35



Figure 14 Network plot for blood lipids [total cholesterol(TC)
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Figure 15 Network plot for triglycerides (TG)
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Figure 16 Network plot for high density lipoprotein-cholesterol (HDL-C)
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Figure 17 Network plot for low density lipoprotein-cholesterol (LDL-C)
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Figure 18 Network plot for serum adiponectin

Active control (427)

Liraglutide (55)

Exenatide (104) Placebo (27)

Ipraglifiozin (32
prag (32) Dapaglifiozin (262)

Figure 19 Network plot for fasting blood glucose (FBG)
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Figure 20 Network plot for postprandial blood glucose (PBG)
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Figure 21 Network plot for glycosylated hemoglobin (HbA1c)
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Figure 22 Network plot for glucose and homeostasis model assessment (HOMA-IR)
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Appendix 7 Evaluations of network inconsistency

Global consistency

Outcome Chi square P value
Alanine Aminotransferase (ALT) 2.39 0.9354
Aspartate Aminotransferase (AST) 5.72 0.5722
y-Glutamyl Transferase (GGT) 0.05 0.8317
Subcutaneous Adipose Tissue (SAT) 1.88 0.8654
Visceral Adipose Tissue (VAT) 9.26 0.2345
Liver Fat Fraction (LFF) 1.4 0.2363
Controlled Attenuation Parameter (CAP) 0.15 0.7017
Liver Stiffness Measurement (LSM) 0 0.9892
Body Weight (BW) 1.78 0.9945
Body Mass Index (BMI) 1.23 0.9903
Waist Circumference (WC) 1 0.9624
Systobic Blood Pressure (SBP) 0.03 0.863
Diastolic Blood Pressure (DBP) 0.45 0.5013
Blood Lipids [Total Cholesterol(TC) 44 0.355
Triglycerides (TG) 1.77 0.9398
High Density Lipoprotein-Cholesterol (HDL-C) 10.45 0.1069
Low Density Lipoprotein-Cholesterol (LDL-C)  4.62 0.5933
Adiponectin 1.76 0.1841
Fasting Blood Glucose (FBG) 14.61 0.1022
Postprandial Blood Glucose (PBG) 0.65 0.4187
Glycosylated Hemoglobin (HbA1C) 7.1 0.5256
Glucose And Homeostasis Model Assessment  15.78 0.0456

(HOMA-IR)
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Appendix 8 Direct, indirect and network treatment estimates

Table 1 Alanine aminotransferase (ALT)

Intervention Comparator  Direct estimate Indirect estimate Incoherence  Network estimate

Mean SD Mean SD p value MD (95%CI)
Active control Placebo -1.47 6.85 -4.96 4.63 0.67 -3.81(-11.16,3.54)
Liraglutide Placebo 1162 58  -495 596 0.43 -8.30 (-16.16,-0.43)
Ipragliflozin Placebo -3.10 912 -1337 930 0.43 -8.00 (-20.72,4.54)
Dapagliflozin Placebo 1234 672 -820 579 0.64 -0.94 (-18.42,-1.46)
Empagliflozin Placebo 2.79 708  -1305 1214 047 5,37 (-17.17,6.43)
Liraglutide Active control 347 334 1169 900 0.39 -4.49 (-10.38,1.41)
Exenatide Active control e 181 769 25016 0.96 -5.84 (-15.26,3.58)
Ipragliflozin Active control  -8.56 8.37 1.71 9.96 0.43 -4.28 (-16.67,8.12)
Luseogliflozin Active control  4.50 10.07 7.62 820.11 1.00 4.50 (-15.23,24.23)
Dapagliflozin Active control  -5.33 3.82 -9.47 8.01 0.64 -6.13 (-12.82,0.57)
Empagliflozin Active control  -3.33 7.99 1.34 10.23 0.72 -1.56 (-13.65,10.53)
Dulaglutide Active control  -12.50 1161 8.10 1698.74 0.99 -6.13 (-12.82,0.57)
Tofogliflozin Active control  10.50 12,70 7.10 1784.77 1.00 10.50 (-14.40,35.40)
Liraglutide Diet and

10.88 11.60 -16.15 1573.51 0.99 -4.49 (-10.38,1.41)

exercise
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Table 2 Aspartate aminotransferase (AST)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Active control Placebo -1.38 4.08 -5.36 2.86 0.43 -4.04 (-8.58,0.50)
Liraglutide Placebo 456 359 -4.69 3.65 0.98 4,60 (-9.48,0.29)
Ipragliflozin Placebo -3.40 5.25 -11.74  5.89 0.29 -7.08(-14.76,0.60)
Dapagliflozin Placebo 1367 372 -1.62 3.23 0.02 .6.70(-12.03,-1.37)
Empagliflozin Placebo -3.19 4.04 -11.75 750 0.31 -5.08 (-12.07,1.92)
Liraglutide Active control  -0.69 1.97 0.38 5.41 0.85 -0.55 (-4.12,3.02)
Exenatide Active control  -4.46 2.84 8.22 23491 0.96 -4.45 (-10.03,1.12)
Ipragliflozin Active control  -6.88 5.34 1.46 5.80 0.29 -3.04 (-10.71,4.64)
Dapagliflozin Active control  -0.45 2.22 -12.50 4.43 0.02 -2.66 (-6.97,1.65)
Empagliflozin Active control ~ -3.89 4.88 3.02 5.81 0.36 -1.03 (-8.34,6.28)
Dulaglutide Active control  -9.30 7.23 8.44 115799 0.99 -9.30 (-23.47,4.87)
Tofogliflozin Active control  12.10 7.34 7.48 1043.61 1.00 12.10 (-2.29,26.49)
Liraglutide Diet and 6.65 6.48 -9.12 860.76  0.99 6.65 (-6.05,19.34)
exercise
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Table 3 y-glutamyl transferase (GGT)

Intervention Comparator  Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%Cl)

Liraglutide Placebo -9.59 7.90 -2.03 12.33 0.61 -7.29(-19.88,5.30)
Ipragliflozin Placebo 930 991 1308 1479 083 -10.37 (-26.04,5.31)
Liraglutide Active control  -0.64 6.40 -8.18 16.62 0.67 -1.69 (-12.94,9.56)
Exenatide Active control  -1.69 5.97 11.75 44374  0.98 -1.69 (-13.38,10.01)
Ipragliflozin Active control  -6.29 11.62 -2.51 13.50 0.83 -4.76 (-21.65,12.12)
Dapagliflozin Active control  -8.22 4.36 11.87 51295 0.97 -8.22 (-16.75,0.32)
Empagliflozin Active control  -11.00 15.06 11.73 2338.13 0.99 -11.00 (-40.52,18.52)
Dulaglutide Active control  -13.10 11.08 11.71 1279.68 0.99 -13.10 (-34.82,8.63)
Tofogliflozin Active control  29.40  13.83 9.73 199759 0.99 29.40 (2.29,56.50)
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Table 4 Subcutaneous adipose tissue (SAT)

Intervention Comparator  Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Active control Placebo -2.60  6.67 7.80 14.06 0.57 0.10 (-0.01,0.21)
Liraglutide Placebo 3225 882 2903 713 077 -30.27(-41.54,-19.01)
Ipragliflozin Placebo -7.90 186 -21.90 27.88 0.62 -7.96 (-11.60,-4.33)
Dapagliflozin Placebo 026 005 1421 1463 034 -0.26 (-0.36,-0.17)
Liraglutide Active control  -27.68 6.50 -42.76 15.17 0.38 -30.37 (-41.63,-19.11)
Exenatide Active control  -31.03 12.62 -0.63 3363.97 0.99 -31.03 (-55.76,-6.30)
Ipragliflozin Active control  -22.00 27.88 -8.00 1.86 0.62 -8.06 (-11.70,-4.42)
Dapagliflozin Active control  -0.34  0.07 -0.44 0.17 0.63 -0.36 (-0.48,-0.24)
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Table 5 Visceral adipose tissue (VAT)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)

Active control Placebo -4.24 724 -7.24 10.52 0.82 4.99 (-5.85,15.84)
Liraglutide Placebo 4351 856 -1583 865  0.02 -30.12 (-45.36,-14.89)
Ipragliflozin Placebo -33.20 9.13 2154 23.80 0.03 -25.13 (-44.49,-5.76)
Dapagliflozin Placebo 023 006 -2686 517 0.00 -6.96 (-18.37,4.46)
Empagliflozin Placebo -8.66 1056 -30.53 29.13 0.49 -11.45 (-30.12,7.22)
Liraglutide Active control ~ -22.22 6.07 -57.93 20.09 0.09 -25.13 (-38.14,-12.12)
Exenatide Active control ~ -35.27 16.47 9.49 3352.63 0.99 -35.27 (-67.55,-2.99)
Ipragliflozin Active control  24.00 2324 -30.74 10.47 0.03 -20.13 (-42.06,1.80)
Dapagliflozin Active control ~ -5.29 499 15.04 11.38 0.10 -1.96 (-11.76,7.84)
Empagliflozin Active control ~ -14.30 1476 1.30 14.62 0.45 -6.45 (-26.29,13.39)
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Table 6 Liver fat fraction (LFF)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Active control Placebo 256 086 0.72 2.77 0.24 -2.34 (-4.36,-0.33)
Dapagliflozin Placebo 095 0.80 6.37 96.06  0.94 -0.95 (-2.52,0.62)
Liraglutide Active control 585 (6 4.42 9268 094 -4.21 (-6.69,-1.73)
Dapagliflozin Active control 595 1 0 4.19 2.55 0.24 1.39 (-0.78,3.56)
Tofogliflozin Active control 345 5 g7 451 397.38  1.00 3.42 (-0.64,7.48)
Liraglutide et . s 2 1035 45616  0.98 1.36 (-4.37,7.10)
exercise
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Table 7 Controlled attenuation parameter (CAP)

Intervention Comparator Direct estimate  Indirect Incoherence  Network estimate
estimate
Mean SD Mean SD p value MD (95%Cl)
Active control Placebo -11.44 1487 409 3754  0.70 -9.26 (-33.78,15.26)
Empagliflozin Placebo 004 910 4376 242730 0.98 -9.04 (-26.88,8.81)
Dapagliflozin Activecontrol 5950 1241 2320 242615 0.98 -29.60 (-53.91,-5.28)
Empagliflozin Activecontrol 175 1484 1377 3795 070 0.22 (-23.92,24.37)
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Table 8 Liver stiffness measurement (LSM)

Intervention Comparator Direct estimate  Indirect estimate  Incoherence Network estimate
Mean SD Mean SD p value MD (95%CI)
Active control Placebo 026 062 028 129 0.99 0.26 (-0.77,1.30)
Empagliflozin Placebo 049 032  -097 6298  0.99 -0.49 (-1.11,0.12)
Dapagliflozin Activecontrol 393 134 022 32260  1.00 -1.93 (-4.56,0.70)
Empagliflozin Activecontrol 76 057 074 135 0.99 -0.76 (-1.76,0.25)
Dulaglutide Activecontrol 137 0gg 048 19124  1.00 -1.31 (-3.04,0.43)
Tofogliflozin Activecontrol 550 045 054  68.20 0.99 0.20 (-0.68,1.08)
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Table 9 Body weight (BW)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%Cl)
Active control v Placebo 036  1.88 0.03 156 0.89 0.16 (-2.16,2.47)
Liraglutide ~ v Flacebo 517 174 -1.92 1.97 0.22 -3.75 (-6.34,-1.15)
praglifiozin v Placebo 200 289 488 384 0.55 -3.04 (-7.54,1.47)
Dapaglifiozin v Placebo 287 148 480 218 0.47 -3.48 (-5.88,-1.08)
Empaglifiozin v Flacebo 231 287 329 449 0.85 -2.60 (-7.31,2.12)
Liraglutide ~ v Activecontrol 359 459 676 258 0.22 -3.90 (-6.05,-1.75)
Exenatide y Activecontrol 455 4 48 -0.15 10153  0.97 -4.56 (-7.47,-1.65)
Ipraglifiozin v Activecontrol g5 36, 197 314 0.55 -3.19 (-7.84,1.45)
Dapaglifiozin v Activecontrol 395 4 35 270 235 0.64 -3.64 (-5.92,-1.35)
Empaglifiozin v Activecontrol 349 347 179 382 0.74 -2.75 (-7.53,2.02)
Dulaglutide v Activecontrol 535 5 gq 022 19182  0.99 -2.30 (-8.16,3.56)
Tofogliflozin v Activecontrol 4 44 2.99 -0.39 17376 0.9 1.4 (-4.43,7.31)
Ligluide V00 "™ 025 216 749 12183 095 0.25(-3.99.4.49)
exercise
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Table 10 Body mass index (BMI)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Active control Placebo 001  0.80 027 055 0.77 -0.18 (-1.06,0.69)
Liraglutide Placebo 179 059 101 074 0.41 -1.49 (-2.39,-0.59)
Ipragliflozin Placebo -0.80 0091 205 173 0.52 -1.07 (-2.64,0.50)
Dapagliflozin Placebo 116 0.71 1107 0.80 0.93 -1.13 (-2.14,-0.11)
Empagliflozin Placebo 088 0.85 152 132 0.69 -1.07 (-2.45,0.31)
Liraglutide Activecontrol 1 5 37 193 097 0.50 -1.30 (-1.97,-0.63)
Exenatide Activecontrol 3 67 47 0.45 3299 095 -1.67 (-2.59,-0.76)
Ipragliflozin Active control 1 gy 1 67 055  1.02 0.52 -0.88 (-2.59,0.82)
Luseogliflozin Active control 565 (.92 0.37 2946 097 -0.65 (-2.44,1.15)
Dapagliflozin Active control 591 g6 -1.00 0.88 0.93 -0.94 (-1.89,0.01)
Empagliflozin Activecontrol 3 54 g2 032 117 0.54 -0.88 (-2.29,0.52)
Dulaglutide Activecontrol 585 (g7 0.40 7976 0.9 -0.82 (-2.72,1.08)
Liraglutide DIt o o0 oee 208 4251 04 0.20 (-1.15,1.56)
exercise
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Table 11 Waist circumference (WC)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)

Placebo

Active control 042 2.03 143 214 0.74 -0.90 (-3.70,1.90)
Placebo

Liraglutide 553 177 252 250 0.33 -4.53 (-7.37,-1.69)
Placebo

Dapagliflozin 229 162 498 342 0.48 -2.78 (-5.61,0.06)
Active control

Liraglutide 328 126 587 320 0.45 -3.63 (-5.90,-1.35)

. Active control -5.22 (-8.28,-2.15)

Exenatide -5.22 156 1.86 103.53 0.95 : eOTe
Active control

Dapagliflozin 278  2.03 021 277 0.46 -1.88 (-5.04,1.29)
Diet and -1.05 (-5.18,3.07)

Liraglutide exercise -1.05 210 -9.06 168.78  0.96
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Table 12 Systobic blood pressure (SBP)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Liraglutide Placebo 371 331 294 292 0.86 -3.27 (-7.45,0.91)
Ipragliflozin Placebo 380 1.68 456 408 0.86 -3.90 (-6.79,-1.01)
Liraglutide Active control 554 1 67 301 4.09 0.86 -2.36 (-5.35,0.63)
Exenatide Active control 5 55 793 1.68 379.02 0.9 -2.20 (-5.98,1.58)
Ipragliflozin Activecontrol 319 177 234 407 0.86 -2.99 (-5.94,-0.05)
Dapagliflozin Active control 5 71 559 1.92 47304 0.9 2.71 (-7.65,2.24)
Empagliflozin Activecontrol g9 472 1.53 888.49  1.00 6.00 (-3.25,15.25)
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Table 13 Diastolic blood pressure (DBP)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Liraglutide Placebo -1.80  3.39 0.76 1.72 0.50 0.24 (-2.76,3.24)
Ipragliflozin Placebo 050 098 204 366 0.50 0.33 (-1.50,2.17)
Liraglutide Active control 55 9 1g 200 361 0.50 0.31 (-1.87,2.50)
Exenatide Active control 579 14 0.12 28024  1.00 -0.70 (-3.13,1.73)
Ipragliflozin Active control 39 ¢ 79 2.85 371 0.50 0.40 (-1.08,1.89)
Dapagliflozin Active control ;1 55 155 -0.37 30354  1.00 -1.52 (-4.56,1.52)
Empagliflozin Active control 5 59 305 0.05 60126  1.00 2.00 (-3.97,7.97)
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Table 14 Blood lipids [total cholesterol (TC)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)

Active control Placebo 024 023 013 020 0.71 -0.17 (-0.47,0.12)
Liraglutide Placebo 043 0.19 0.07 0.24 0.10 -0.24 (-0.55,0.06)
Ipragliflozin Placebo 024 022 017 024 0.20 0.05 (-0.28,0.38)
Empagliflozin Placebo 014 031 057 066 0.58 -0.23 (-0.76,0.30)
Liraglutide Active control 593 (13 035 032 0.35 -0.07 (-0.30,0.16)
Exenatide Active control g 15 014 0.34 21.50 0.98 -0.16 (-0.44,0.12)
Ipragliflozin Active control 59 018 053 0.28 0.18 0.22 (-0.09,0.53)
Dapagliflozin Active control 47 19 0.35 2221 1.00 0.47 (0.09,0.85)
Empagliflozin Active control 13 31 0.29 0.67 0.58 -0.06 (-0.58,0.46)
Tofogliflozin Active control 15 38 0.34 60.99 1.00 0.16 (-0.59,0.91)
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Table 15 Triglycerides (TG)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Active control Placebo 006 017 004 012 0.93 -0.05 (-0.24,0.15)
Liraglutide Placebo 035 016 004 017 0.18 -0.20 (-0.43,0.03)
Ipragliflozin Placebo 025 0.14 028 0.19 0.88 -0.26 (-0.48,-0.04)
Dapagliflozin Placebo 012 018 032 015 0.39 -0.23 (-0.46,-0.01)
Empagliflozin Placebo 004 036 013 035 0.86 -0.09 (-0.60,0.42)
Liraglutide Active control 513 (g9 036 026 0.39 -0.15 (-0.33,0.02)
Exenatide Activecontrol 417 (g 0.11 1341 098 -0.17 (-0.35,0.02)
Ipragliflozin Active control 553 g 15 -0.19 0.18 0.88 -0.21 (-0.44,0.01)
Dapagliflozin Active control 555 g19 002 021 0.39 -0.19 (-0.36,-0.02)
Empagliflozin Active control 505 g 97 0.02 0.62 0.1 -0.04 (-0.53,0.45)
Dulaglutide Activecontrol 535 1 53 0.10 27142 1.0 -0.19 (-0.36,-0.02)
Tofogliflozin Activecontrol 56 31 008 4912 099 0.56 (-0.05,1.17)
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Table 16 High density lipoprotein-cholesterol (HDL-C)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)

Active control Placebo 015 0.6 0.05 0.04 0.16 0.08 (0.02,0.14)
Liraglutide Placebo 012  0.04 0.02 0.05 0.10 0.08 (0.02,0.15)
Ipragliflozin Placebo 006 0.3 0.13 0.07 0.35 0.08 (0.01,0.14)
Dapagliflozin Placebo 005 007 0.17 0.04 0.13 0.14 (0.06,0.21)
Empagliflozin Placebo 002 006 0.07 0.10 0.61 0.03 (-0.07,0.14)
Liraglutide Activecontrol 59> g3 0.08 0.06 0.11 0.00 (-0.05,0.06)
Exenatide Activecontrol 597 004 016 844 0.99 -0.01 (-0.08,0.07)
Ipragliflozin Active control o040 06 -0.03 0.05 0.35 -0.00 (-0.08,0.07)
Dapagliflozin Active control g7 (03 005 007 0.13 0.06 (0.01,0.11)
Empagliflozin Active control 504 (06 007 013 0.83 -0.04 (-0.15,0.06)
Dulaglutide Activecontrol 415 gog -0.15 64.53 1.00 -0.10 (-0.66,0.46)
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Table 17 Low density lipoprotein-cholesterol (LDL-C)

Intervention Comparator Direct estimate  Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Active control Placebo 003 024  -009 0.9 0.83 -0.07 (-0.36,0.22)
Liraglutide Placebo 014 021 011 0.24 0.43 -0.03 (-0.34,0.28)
Ipragliflozin Placebo 029 029  -013 0.29 0.31 0.08 (-0.32,0.49)
Dapagliflozin Placebo 006 036 001 0.21 0.85 -0.00 (-0.35,0.34)
Empagliflozin Placebo 011 032  -053 038 0.40 -0.28 (-0.76,0.19)
Liraglutide Activecontrol 515 012 041 032 0.14 0.04 (-0.18,0.26)
Exenatide Activecontrol 598 919  0.14 2279 0.99 -0.18 (-0.55,0.19)
Ipragliflozin Activecontrol 900 024 043 0.33 0.31 0.15 (-0.24,0.53)
Dapagliflozin Activecontrol  gq7 013 001 039 0.85 0.06 (-0.17,0.30)
Empagliflozin Activecontrol 554 924 005 0.67 0.79 -0.22 (-0.66,0.22)
Dulaglutide Activecontrol 555 9 0.13 23923 1.00 0.20 (-2.00,2.40)
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Table 18 Serum adiponectin

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%Cl)
Liraglutide Placebo 155 2.01 6.47 3.10 0.18 3.03 (-0.43,6.49)
Dapagliflozin Placebo -0.20 1.96 -5.03 3.11 0.19 -1.61 (-5.02,1.81)
Liraglutide Active control  6.05 2.27 1.13 291 0.18 4.25 (0.56,7.94)
Exenatide Active control 537 144 2.32 9135  0.98 -0.37 (-3.20,2.46)
Ipragliflozin Active control 5 g5 5 43 2.26 32744 098 -5.96 (-10.73,-1.19)
Dapagliflozin Active control 563 ggp 4.27 3.60 0.19 -0.39 (-2.02,1.25)
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Table 19 Fasting blood glucose (FBG)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%Cl)
Active control v Placebo 061 028 015 021 0.19 -0.32 (-0.66,0.02)
Liraglutide vy Placebo -0.93  0.28 060 031 0.41 -0.77 (-1.19,-0.35)
praglifiozin v Placebo 009 0.29 090 046 0.13 -0.33 (-0.84,0.18)
Dapaglifiozin v  Placebo -0.63 022 2101 031 031 -0.75 (-1.12,-0.39)
Empaglifiozin v Placebo 003 026 0.74 0.71 0.30 0.06 (-0.44,0.55)
Liraglutide y Activecontrol 5345 (g 107 040 0.09 -0.45 (-0.79,-0.11)
Exenatide y Activecontrol 504 23 0.65 39.46 0.99 -0.04 (-0.48,0.41)
Ipragliflozin v Activecontrol 555 g4 0.31 0.34 0.13 -0.01 (-0.55,0.54)
Luseogliflozin v Activecontrol 5y 734 0.64 1311.72  1.00 -2.00 (-16.42,12.42)
Dapaglifiozin v Activecontrol 555 g 0.08 0.33 0.08 -0.43 (-0.76,-0.11)
Empaglifiozin v Activecontol 94 g5 0.12 0.34 0.19 0.38 (-0.19,0.95)
Dulaglutide y Activecontrol 4 g9 449 0.68 1023.12  1.00 -1.00 (-9.80,7.80)
Tofogliflozin v Activecontrol 599 gy 0.59 15208  1.00 0.9 (-0.59,2.58)
Liraglutide Vv Diet_ 15 025 155 2460  0.96 -0.15 (-0.64,0.33)
exercise
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Table 20 Postprandial blood glucose (PBG)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Active control Placebo -0.30 1.02 2.27 2.98 0.42 -0.00 (-1.82,1.81)
Dapagliflozin Placebo 214 078  -133 5109 099 -2.14 (-3.67,-0.61)
Liraglutide Activecontrol 170 948 006 7735 098 -1.70 (-2.63,-0.76)
Exenatide Activecontrol 515 g0 0.02 68.02  1.00 -0.15 (-1.33,1.04)
Dapagliflozin Activecontrol 550 116 002  2.83 0.42 -2.14 (-4.09,-0.19)
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Table 21 Glycosylated hemoglobin (HbA1c)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Active control Placebo -0.34  0.20 -0.36 0.19 0.93 -0.35 (-0.61,-0.09)
Liraglutide Placebo -0.57 0.23 -0.44 0.21 0.68 -0.50 (-0.81,-0.19)
Ipragliflozin Placebo -0.30 0.29 -0.43 0.31 0.76 -0.36 (-0.77,0.04)
Dapagliflozin Placebo -0.61 0.21 -0.82 0.21 0.47 -0.72 (-1.01,-0.42)
Empagliflozin Placebo -042 034 0.28 0.39 0.18 -0.12 (-0.64,0.39)
Liraglutide Activecontrol 513 (13 025 033 0.74 -0.15 (-0.38,0.09)
Exenatide Activecontrol 95 (16 0.70 2146 097 -0.06 (-0.37,0.26)
Ipragliflozin Active control 05 097 0.07 0.32 0.76 -0.01 (-0.41,0.39)
Luseogliflozin Active control 579 036 0.70 3514 097 -0.70 (-1.41,0.01)
Dapagliflozin Active control 549 g12 006 032 0.31 -0.36 (-0.58,-0.14)
Empagliflozin Activecontrol ¢ 45 g 96 090 063 0.05 0.23 (-0.26,0.72)
Dulaglutide Activecontrol 37 40 071 6453  0.99 -0.30 (-1.08,0.48)
Tofogliflozin Activecontrol 59 (g 0.69 1106 097 0.29 (-0.26,0.85)
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Table 22 Glucose and homeostasis model assessment (HOMA-IR)

Intervention Comparator Direct estimate Indirect estimate Incoherence  Network estimate
Mean SD Mean SD p value MD (95%CI)
Active control Placebo 008  0.36 099 047 0.08 -0.35 (-0.95,0.25)
Liraglutide Placebo 157 059 101 061 0.50 -1.57 (-2.18,-0.96)
Ipragliflozin Placebo -0.60 058 030 073 0.75 -0.60 (-1.01,-0.19)
Dapagliflozin Placebo 084 049 087 051 0.97 -0.84 (-1.53,-0.15)
Empagliflozin Placebo 2011 050 1.38 163 0.37 -0.11 (-0.49,0.27)
Liraglutide Active control 597 38 065 119 0.79 -0.93 (-1.65,-0.22)
Exenatide Activecontrol g1 g53 0.70 2757 098 0.01 (-1.02,1.04)
Ipragliflozin Active control 59 (65 029 067 0.75 -0.13 (-1.03,0.76)
Dapagliflozin Activecontrol 555 (31 026 076 0.73 -0.51 (-1.05,0.04)
Empagliflozin Activecontrol 179 g3 0.00 0.65 0.32 0.35 (-0.70,1.40)
Liraglutide DL 6 072 28 10226 098 “0.93(-165:-0.22)
exercise
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Appendix 9 Network meta-analysis treatment estimates

Table 1 Alanine aminotransferase (ALT)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in ALT for diet and exercise therapy compared to semaglutide therapy

is -4.47 U/L (95% confidence interval -30.55 U/L to 21.61 U/L). The mean difference in ALT for semaglutide therapy compared to diet and exercise therapy is the

inverse (4.47 U/L (95% confidence interval -21.61 U/L to 30.55 U/L)).

Diet and 4.47 (- 2.86 (- 9.24 (- 9.52 (- 10.87 (- 11.08 (- 13.80 (- 15.36 (- 19.86 (- 19.17 (- 25.86 (-
exercise | 21.61,30.55) | 29.84,35.56) | 15.04,33.52) | 15.78,34.82) | 11.85,33.60) | 15.23,37.40) | 12.31,39.91) | 8.12,38.84) |10.81,50.53) | 4.88,43.22) | 8.37,60.09)
-4.47 (- semaglutide | -6 - 476 (- 5.05 (- 6.40 (- 6.61 (- 9.33(- 10.89 (- 15.39 (- 14.70 21.39 (-
30.55,21.61) 27.56,24.34) | 8.42,17.95) | 10.63,20.73) | 6.39,19.20) | 9.55,22.78) | 6.20,24.86) | 1.60,23.37) | 7.96,38.74) | (4.61,24.79) | 6.47,49.24)
-2.86 (- 1.61 (- Dulgutide | _ 5% (- 6.66 (- 8.01 (- 8.22 (- 10.94 (- 12.50 (- 17.00 (- 16.31 (- 23.00 (-
35.56,20.84) | 24.34,27.56) 17.34,30.09) | 17.97,31.29) | 15.49,31.52) | 17.69,34.13) | 14.83,36.70) | 10.25,35.25) | 13.12,47.12) | 7.60,40.22) | 10.73,56.73)
-9.24 (- -4.76 (- -6.37 (- Dapaiifiozin| _ 02° - 1.64 (- 1.85 (- 457 (- 6.13 (- 10.63 (- 9.94 16.62 (-
33.52,15.04) | 17.958.42) |30.09,17.34) 11.30,11.87) | 6.90,10.18) | 11.82,15.51) | 8.70,17.83) | 0.57,12.82) | 10.21,31.46) | (1.46,18.42) | 9.16,42.41)
-9.52 (- -5.05 (- -6.66 (- -0.29 (- Eenatide 1.35(- 1.56 (- 4.28 (- 5.84 (- 10.34 (- 9.65 (- 16.34 (-
34.82,15.78) | 20.73,10.63) | 31.29,17.97) | 11.87,11.30) 9.75,12.46) | 13.98,17.10) | 11.04,19.60) | 3.58,15.26) | 11.53,32.21) | 2.35,21.65) | 10.28,42.96)
-10.87 (- -6.40 (- -8.01 (- -1.64 (- -1.35 (- Liragiutide 021 (- 2.93 (- 4.49 (- 8.99 (- 8.30 14.99 (-
33.60,11.85) | 19.20,6.39) | 31.52,15.49) | 10.18,6.90) | 12.46,9.75) 13.05,13.46) | 9.93,15.78) | 1.41,10.38) | 11.61,29.58) | (0.43,16.16) | 10.60,40.57)
-11.08 (- 6.61 (- -8.22 (- -1.85 (- -1.56 (- -0.21 (- pragifiozin| 272 - 4.28 (- 8.78 (- 8.09 (- 14.78 (-
37.40,15.23) | 22.78,9.55) |34.13,17.69) | 15.51,11.82) | 17.10,13.98) | 13.46,13.05) 13.77,19.20) | 8.12,16.67) | 14.52,32.08) | 4.54,20.72) | 13.04,42.59)
-13.80 (- 9.33 (- -10.94 (- -4.57 (- -4.28 (- -2.93 (- 2.72 (- empagiifiozin| 18 - 6.06 (- 5.37 (- 12.06 (-
39.91,12.31) | 24.86,6.20) | 36.70,14.83) | 17.83,8.70) | 19.60,11.04) | 15.78,9.93) |19.20,13.77) 10.53,13.65) | 17.08,29.20) | 6.43,17.17) | 15.62,39.74)
-15.36 (- -10.89 (- -12.50 (- -6.13 (- -5.84 (- -4.49 (- -4.28 (- -1.56 (- Active 450 (- 3.81(- 10.50 (-
38.84,8.12) | 23.37,1.60) |35.25,10.25) | 12.82,057) | 15.26,3.58) | 10.38,1.41) | 16.67,8.12) |13.65,1053) | control | 15.23,24.23) | 3.54,11.16) | 14.40,35.40)
-19.86 (- -15.39 (- -17.00 (- -10.63 (- -10.34 (- -8.99 (- -8.78 (- -6.06 (- -4.50 (- Luscoglifiozin| 02 - 6.00 (-
50.53,10.81) | 38.74,7.96) |47.12,13.12) | 31.46,10.21) | 32.21,11.53) | 29.58,11.61) | 32.08,14.52) | 29.20,17.08) | 24.23,15.23) 21.75,20.37) | 25.77,37.77)
-19.17 (- -14.70 (- -16.31 (- -9.94 (- -9.65 (- -8.30 (- -8.09 (- -5.37 (- -3.81 (- 0.69 (- Dlaceho 6.6 (-
43.22,4.88) | 24.79-4.61) | 40.22,7.60) | 18.42,-1.46) | 21.65,2.35) | 16.16,-0.43) | 20.72,4.54) | 17.17,6.43) | 11.16,3.54) |?20.37,21.75) 19.27,32.65)
-25.86 (- -21.39 (- -23.00 (- -16.62 (- -16.34 (- -14.99 (- -14.78 (- -12.06 (- -10.50 (- -6.00 (- -6.69 (- Tofogifiozin
60.09,8.37) | 49.24,6.47) | 56.73,10.73) | 42.41,9.16) | 42.96,10.28) | 40.57,10.60) | 42.59,13.04) | 39.74,15.62) | 35.40,14.40) | 37.77,25.77) | 32.65,19.27)
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Table 2 Aspartate aminotransferase (AST)
The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in AST for dulaglutide therapy compared to diet and exercise therapy

is -2.10 U/L (95% confidence interval -21.46 U/L to 17.26 U/L). The mean difference in AST for diet and exercise therapy compared to dulaglutide therapy is the

inverse (2.10 U/L (95% confidence interval -17.26 U/L to 21.46 U/L)).

Dulgiutide | _ 220 - 4.02 (- 4.85 (- 6.26 (- 6.64 (- 8.27 (- 8.75 (- 9.30 (- 13.34 (- 21.40
17.26,21.46) | 11.95,19.99) | 10.38,20.07) | 9.85,22.37) | 8.17,21.45) | 7.68,24.21) | 5.86,23.36) | 4.87,23.47) | 1.53,28.22) | (1.21,41.59)
-2.10 (- Diet and 1.92 (- 2.74 (- 4.16 (- 454 (- 6.17 (- 6.65 (- 7.20 (- 11.24 (- 19.30 (-
21.46,17.26) | exercise | 12.87,16.71) | 11.57,17.06) | 10.93,19.25) | 9.26,18.33) | 8.72,21.05) | 6.05,19.34) | 5.99,20.39) | 2.36,24.84) | 0.22,38.82)
-4.02 (- -1.92 (- Semagiutide | 02 - 2.24 (- 2.62 (- 4.25 (- 473 (- 5.28 (- 9.32 17.38
19.99,11.95) | 16.71,12.87) 8.43,10.08) | 7.38,11.86) | 5.26,10.49) | 4.84,13.33) | 2.85,12.30) | 2.09,12.64) | (3.52,15.12) | (1.22,33.54)
-4.85 (- 2.74 (- -0.82 (- Eenatide 1.42 (- 1.79 (- 3.42 (- 3.90 (- 4.45 (- 8.50 16.55
20.07,10.38) | 17.06,11.57) | 10.08,8.43) 8.01,10.85) | 5.30,8.88) | 5.76,12.60) | 2.70,10.51) | 1.12,10.03) | (1.29,15.70) | (1.13,31.98)
-6.26 (- -4.16 (- 2.24 (- 142 (- pragifiozin| 0 (- 2.00 (- 2.48 (- 3.04 (- 7.08 (- 15.14 (-
22.37,9.85) | 19.25,10.93) | 11.86,7.38) | 10.85,8.01) 8.17,8.92) | 7.9511.95) | 5.67,10.63) | 4.64,10.71) | 0.60,14.76) | 1.17,31.44)
-6.64 (- -4.54 (- 2.62 (- 179 (- -0.38 (- Dapagifiozin| - (- 2.11(- 2.66 (- 6.70 14.76 (-
21.458.17) | 18.339.26) | 10.49,55.26) | 8.885.30) | 8.92,8.17) 6.499.74) | 3.29,7.50) | 1.65,6.97) | (1.37,12.03) | 0.26,29.78)
-8.27 (- -6.17 (- -4.25 (- -3.42 (- -2.00 (- -1.63 (- Empagiifiozin] _ 08 - 1.03 (- 5.08 (- 13.13 (-
24.21,7.68) | 21.058.72) | 13.33,4.84) | 12.60,5.76) | 11.95,7.95) | 9.74,6.49) 7.28,8.24) | 6.28834) | 1.9212.07) | 3.00,29.27)
-8.75 (- -6.65 (- -4.73 (- -3.90 (- -2.48 (- 2,11 (- -0.48 (- Liragiutide 0.55 (- 4.60 (- 12.65 (-
23.36,5.86) | 19.34,6.05) | 12.30,2.85) | 10.51,2.70) | 10.635.67) | 7.50,3.29) | 8.24,7.28) 3.02,4.12) | 0.299.48) | 2.17,27.48)
-9.30 (- -7.20 (- -5.28 (- -4.45 (- -3.04 (- -2.66 (- -1.03 (- 055(- [l 404 12.10 (-
23.47,4.87) | 20.39,5.99) | 12.64,2.09) | 10.03,1.12) | 10.71,4.64) | 6.97,1.65) | 8.34,6.28) | 4.12,3.02) 0.50,8.58) | 2.29,26.49)
-13.34 (- -11.24 (- -9.32 (- -8.50 (- -7.08 (- -6.70 (- -5.08 (- -4.60 (- -4.04 (- olaceho 8.06 (-
28.22,1.53) | 24.84,2.36) | 15.12,-3.52) | 15.70,-1.29) | 14.76,0.60) | 12.03,-1.37) | 12.07,1.92) | 9.48,0.29) | 8.58,0.50) 7.03,23.14)
-21.40 (- -19.30 (- -17.38 (- -16.55 (- -15.14 (- -14.76 (- -13.13 (- -12.65 (- -12.10 (- -8.06 (- Tofogiflozin
4159,-1.21) | 38.82,0.22) | 33.54,-1.22) | 31.98,-1.13) | 31.44,1.17) | 29.78,0.26) | 29.27,3.00) | 27.48,2.17) | 26.49,2.29) | 23.14,7.03)
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Table 3 y-glutamyl transferase (GGT)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in GGT for dulaglutide therapy compared to semaglutide therapy is -

2.14 U/L (95% confidence interval -30.67 U/L to 26.39 U/L). The mean difference in GGT for semaglutide therapy compared to dulaglutide therapy is the inverse (2.14

U/L (95% confidence interval -26.39 U/L to 30.67 U/L)).

Dulagutide | 2 - 4.88 (- 2.10 (- 8.33 (- 11.41 (- 11.41 (- 13.10 (- 18.70 (- 42.50
26.39,30.67) | 18.46,28.22) | 34.55,38.75) | 19.18,35.85) | 13.06,35.87) | 13.26,36.08) | 8.63,34.82) | 7.73,45.13) | (7.76,77.23)
-2.14(- semagiutive | _ 27 - -0.04 (- 6.19 (- 9.27 (- 9.27 (- 10.96 (- 16.56 40.36
30.67,26.39) 17.69,23.18) | 34.87,34.79) | 12.81,25.20) | 7.28,25.82) | 12.68,31.22) | 7.54,29.46) | (5.82,27.30) | (7.54,73.17)
-4.88 (- -2.74(- Dapaiifiozin| 272 - 3.45 (- 6.53 (- 6.53 (- 8.22 (- 13.82 (- 37.61
28.22,18.46) | 23.18,17.69) 33.51,27.94) | 15.50,22.40) | 7.63,20.68) | 7.93,20.99) | 0.32,16.75) | 3.57,31.20) | (9.20,66.03)
-2.10 (- 0.04 (- 2.78 (- Empagiifiozin| _ 62 - 9.31 (- 9.31 (- 11.00 (- 16.60 (- 40.40
38.75,34.55) | 34.79,34.87) | 27.94,33.51) 27.77,40.24) | 22.28,40.90) | 22.44,41.06) | 18.52,40.52) | 16.53,49.74) | (0.32,80.47)
-8.33 (- -6.19 (- -3.45 (- -6.23 (- pragifiozin | >°7 - 3.08 (- 4.76 (- 10.37 (- 34.16
35.85,19.18) | 25.20,12.81) | 22.40,15.50) | 40.24,27.77) 14.17,20.31) | 17.49,23.65) | 12.12,21.65) | 5.31,26.04) | (2.23,66.10)
-11.41 (- -9.27 (- -6.53 (- -9.31 (- -3.07 (- Liraglutide 0.00 (- 1.69 (- 7.29 (- 31.09
35.87,13.06) | 25.82,7.28) | 20.68,7.63) | 40.90,22.28) | 20.31,14.17) 16.25,16.26) | 9.56,12.94) | 5.30,19.88) | (1.74,60.44)
-11.41 (- -9.27 (- -6.53 (- -9.31 (- -3.08 (- -0.00 (- Exenatide 1.69 (- 7.29 (- 31.08
36.08,13.26) | 31.22,12.68) | 20.99,7.93) | 41.06,22.44) | 23.65,17.49) | 16.26,16.25) 10.01,13.38) | 11.85,26.43) | (1.56,60.60)
-13.10 (- -10.96 (- -8.22 (- -11.00 (- -4.76 (- -1.69 (- -1.69 (- Active 5.60 (- 29.40
34.82,8.63) | 29.46,7.54) | 16.75,0.32) | 40.52,18.52) | 21.65,12.12) | 12.94,9.56) | 13.38,10.01) | control | 9.45,20.66) | (2.29,56.50)
-18.70 (- -16.56 (- -13.82 (- -16.60 (- -10.37 (- -7.29 (- 729 (- -5.60 (- Dlacebo 23.80 (-
45.13,7.73) | 27.30,-5.82) | 31.20,3.57) | 49.74,16.53) | 26.04,5.31) | 19.88,5.30) | 26.43,11.85) | 20.66,9.45) 7.21,54.80)
-42.50 (- -40.36 (- -37.61 (- -40.40 (- -34.16 (- -31.00 (- -31.08 (- -29.40 (- -23.80 (- Tofogiflozin
77.23,-7.76) | 73.17,-7.54) | 66.03,-9.20) | 80.47,-0.32) | 66.10,-2.23) | 60.44,-1.74) | 60.60,-1.56) | 56.50,-2.29) | 54.80,7.21)
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Table 4 Subcutaneous adipose tissue (SAT)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in SAT for exenatide therapy compared to liraglutide therapy is -0.66
cm? (95% confidence interval -27.84 ¢cm? to 26.52 cm?). The mean difference in SAT for liraglutide therapy compared to exenatide therapy is the inverse (0.66 cm?

(95% confidence interval -26.52 cm? to 27.84 cm?)).

Exenatide 0.66 (- 22.97 (- 30.67 30.93 31.03
26.52,27.84) | 2.03,47.97) | (5.93,55.40) | (6.20,55.67) | (6.30,55.76)
-0.66 (- . . 2231 30.01 30.27 30.37
Liraglutide
27.84,26.52) (10.48,34.15) | (18.75,41.27) | (19.01,41.54) | (19.11,41.63)
-22.97 (- -22.31 (- Ipragiifiozin 7.70 7.96 8.06
47.97,2.03) |34.15-10.48) (4.06,11.34) | (4.33,11.60) | (4.42,11.70)
-30.67 (- -30.01 (- -7.70 (- Dapagiifiozin 0.26 0.36
55.40,-5.93) |41.27,-18.75) | 11.34,-4.06) (0.17,0.36) | (0.24,0.48)
-30.93 (- -30.27 (- 796(- |-0.26(-036-| o 0.10 (-
55.67,-6.20) |41.54,-19.01) | 11.60,-4.33) 0.17) 0.01,0.21)
-31.03 (- -30.37 (- -8.06 (- |[-0.36(-0.48-| -0.10(- Active
55.76,-6.30) |41.63,-19.11) | 11.70,-4.42) 0.24) 0.21,0.01) control
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Table 5 Visceral adipose tissue (VAT)
The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates

are expressed as mean difference and 95% confidence interval. For example, the mean difference in VAT for exenatide therapy compared to liraglutide therapy is -

10.14 cm? (95% confidence interval -44.95 cm? to 24.66 cm?). The mean difference in VAT for liraglutide therapy compared to exenatide therapy is the inverse (10.14

cm? (95% confidence interval -24.66 cm? to 44.95 cm?)).

Benatide | 1014 15.14 (- 28.81 (- 3331 (- 35.27 40.26
24.66,44.95) | 23.89,54.17) | 9.08,66.71) | 0.43,67.05) | (2.99,67.55) | (6.21,74.32)
-10.14 (- Liragutide 5.00 (- 18.67 (- 23.17 25.13 30.12
44.95,24.66) 19.43,29.43) | 4.24,41.59) | (7.49,38.85) | (12.12,38.14) | (14.89,45.36)
-15.14 (- -5.00 (- ipragiifiozin| 238 - 18.17 (- 20.13 (- 25.13
54.17,23.89) | 29.43,19.43) 13.18,40.53) | 4.25,40.59) | 1.80,42.06) | (5.76,44.49)
2881 (- | -18.67(- -13.68 (- Empagiifiozin| 9 - 6.45 (- 11.45 (-
66.71,9.08) | 41.59,4.24) | 40.53,13.18) 16.29,25.28) | 13.39,26.29) | 7.22,30.12)
-3331(- | -2317(- -18.17 (- -4.49 (- Dapagiifiozin| _ - - 6.96 (-
67.05,0.43) | 38.85,-7.49) | 40.59,4.25) | 25.28,16.29) 7.84,11.76) | 4.46,18.37)
3527 (- | -25.13(- -20.13 (- -6.45 (- -1.96 (- Active 4.99 (-
67.55,-2.99) |38.14,-12.12) | 42.06,1.80) | 26.29,13.39) | 11.76,7.84) | control | 5.85,15.84)
-40.26 (- | -30.12¢(- -25.13 (- -11.45 (- -6.96 (- -4.99 (- Dlacebo
74.32,-6.21) |45.36,-14.89) | 44.49,-5.76) | 30.12,7.22) | 18.37,4.46) | 15.84,5.85)
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Table 6 Liver fat fraction (LFF)
The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in LFF for diet and exercise therapy compared to liraglutide therapy

is -1.36 % (95% confidence interval -7.10 % to 4.37 %). The mean difference in LFF for liraglutide therapy compared to diet and exercise therapy is the inverse (1.36 %

(95% confidence interval -4.37 % to 7.10 %)).

Diet and 1.36 (- 418 (- 557 (- 6.53 7.60
exercise | 4.37,7.10) | 1.68,10.04) | 0.67,11.82) | (0.33,12.72) | (0.48,14.73)
136 ([ e 2.82 4.21 5.16 6.24
7.10,4.37) (1.60,4.04) | (1736.69) | (2.81,751) | (2.00,10.48)
418(- |-282(-4.04-| Active 139 (- 2.34 342 (-
10.04.168) |  1.60) control | 0.78356) | (0.33.4.36) | 0.64,7.48)
S57( [420(669-| L3 [oo s T 095( 2.03 (-
1182067) |  173) 3.56,0.78) 0.62,252) | 2.57,6.63)
653 (- |-5.16(-7.51-|-2.34 (436-| -0.95 (- laceho 1.08 (-
1272033) | 281 0.33) 2.52,0.62) 3.45,5.61)
7.60 (- 6.24 (- 342 (- 203 (- 108 (- __
14.73.-0.48) | 10.48.-2.00) | 7.48.064) | 6.63257) | 561,345 |!orodiflozin
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Table 7 Controlled attenuation parameter (CAP)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in CAP for dapagliflozin therapy compared to ipragliflozin therapy
is -19.16 db/m (95% confidence interval -60.19 db/m to 21.87 db/m). The mean difference in CAP for ipragliflozin therapy compared to dapagliflozin therapy is the
inverse (19.16 db/m (95% confidence interval -21.87 db/m to 60.19 db/m)).

Dapagiifiozin 19.16 (- 23.29 (- 22.16 (- 29.60 29.82 (- 38.86
21.87,60.19) | 13.86,60.44) | 50.14,94.46) | (5.28,53.91) | 4.45,64.09) | (4.33,73.39)
-19.16 (- \pragiifiozin 413 (- 3.00 (- 10.44 (- 10.66 (- 19.70 (-
60.19,21.87) 21.93,30.19) | 64.27,70.27) | 22.61,43.49) | 17.79,39.11) | 2.46,41.86)
-23.29 (- -4.13 (- ) -1.13 (- 6.31 (- 6.53 (- 15.57
Semaglutide
60.44,13.86) | 30.19,21.93) 66.11,63.85) | 21.79,34.40) | 15.98,29.04) [ (1.85,29.29)
-22.16 (- -3.00 (- 1.13 (- Liraglutide 7.44 (- 7.66 (- 16.70 (-
94.46,50.14) | 70.27,64.27) | 63.85,66.11) 60.65,75.52) | 58.32,73.64) | 46.82,80.22)
-29.60 (- -10.44 (- -6.31 (- -7.44 (- Active 0.22 (- 9.26 (-
53.91,-5.28) | 43.49,22.61) | 34.40,21.79) | 75.52,60.65) control 23.92,24.37) | 15.26,33.78)
-29.82 (- -10.66 (- -6.53 (- -7.66 (- -0.22 (- Empagiifiozin 9.04 (-
64.09,4.45) | 39.11,17.79) | 29.04,15.98) | 73.64,58.32) | 24.37,23.92) 8.81,26.88)
-38.86 (- -19.70 (- -15.57 (- -16.70 (- -9.26 (- -9.04 (- —_—
73.39,-4.33) | 41.86,2.46) [ 29.29,-1.85) | 80.22,46.82) | 33.78,15.26) | 26.88,8.81)
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Table 8 Liver stiffness measurement (LSM)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in LSM for semaglutide therapy compared to dapagliflozin therapy
is -1.42 kPa (95% confidence interval -4.26 kPa to 1.42 kPa). The mean difference in LSM for dapagliflozin therapy compared to semaglutide therapy is the inverse
(1.42 kPa (95% confidence interval -1.42 kPa to 4.26 kPa)).

S| 142¢ 2.04 (- 259 3.08 3.35 355
142426) | 001,4.08) | (1.90328) | (277,339) | (2.27.4.42) | (2.16,4.94)
1a2( [ ] 0e2C 117 (- 167 (- 193 (- 213 (-
4.26,1.42) 2533.77) | 164399) | 1.164.49) | 0704.56) | 0644.90)
2,04 (- 2062 (- . 0.55 (- 1.05 (- 131 (- 151 (-
408001) | 377253 | DWaUbdE | o056 | 097.307) | 043304) | 043345
259 (-3.28-| -117(- 055 o o] 049C 0.76 (- 0.96 (-
1.90) 399,1.64) | 2.56,1.45) 0.12,1.11) | 0.251.76) | 0.382.29)
3.08(-339-| -167( 105 (- 2049 (- acebo 0.26 (- 0.46 (-
2.77) 449116) | 307,097) | 111,012 0.77,1.30) | 0.89,1.82)
335 (442-| -1.93(- 131 (- 0.76 (- 20,26 (- Active 0.20 (-
2.27) 456,070) | 3.04,043) | 176025 | 1.30077) | control | 068.1.08)
355 (4.94-| 213(- 151 (- 20.96 (- 2046 (- 20.20 (- o
2.16) 490,064) | 345043) | 220038) | 1.82.080) | 1.08,068) | orodifiozin
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Table 9 Body weight (BW)
The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in BW for semaglutide therapy compared to exenatide therapy is -

3.74 kg (95% confidence interval -8.71 kg to 1.23 kg). The mean difference in BW for exenatide therapy compared to semaglutide therapy is the inverse (3.74 kg (95%

confidence interval -1.23 kg to 8.71 kg)).

semagiutive | 37 ¢ 4.15 (- 4.40 4.66 5.11 (- 555 (- 6.00 (- 8.14 8.30 9.74
1.23871) | 1.82,10.12) | (0.20,8.60) | (0.58,8.75) | 0.48,10.69) | 0.21,11.30) | 1.11,13.12) | (4.84,11.45) | (4.27,12.33) | (2.62,16.86)
-3.74 (- Eenatide 0.41 (- 0.66 (- 0.92 (- 137 (- 1.81(- 2.26 (- 4.40 4.56 6.00 (-
8.71,1.23) 517,598) | 2.964.28) | 277.462) | 4.126.85 | 3.787.40) | 4.28880) | (0.69,8.12) | (1.65,7.47) | 0.55,12.55)
-4.15 (- -0.41 (- Diet and 0.25 (- 0.52 (- 0.96 (- 1.40 (- 1.85 (- 4.00 (- 4.15 (- 5.5 (-
10.12,1.82) | 5.985.17) exercise | 3.99,4.49) | 4.62565) | 553745 | 5208000 | 5709.40) | 097,897) | 0.60,8.91) | 1.96,13.14)
-4.40 (-8.60,-| -0.66 (- -0.25 (- Liraglutide 0.27 (- 0.71 (- 115 (- 1.60 (- 3.75 3.90 5.34 (-
0.20) 4.282.96) | 4.49,3.99) 2.63,3.16) | 4.205.62) | 3.916.21) | 464,785 | (1.156.34) | (1.75,6.05 | 0.91,11.59)
-4.66 (-8.75,-| -0.92 (- -0.52 (- -0.27 (- Dapagifiozin|  °* - 0.88 (- 1.34 (- 3.48 3.64 5.08 (-
0.58) 462,2.77) | 5.654.62) | 3.16,2.63) 4.44532) | 4155.92) | 4.957.63) | (1.085.88) | (1.355.92) | 1.22,11.37)
5.11 (- 137 (- -0.96 (- -0.71(- -0.44 (- — - 0.89 (- 3.04 (- 3.19 (- 4.63 (-
10.69,0.48) | 6.854.12) | 7.45553) | 562,4.20) | 5.32,4.44) 594,6.82) | 659,8.38) | 1.47,754) | 1.457.84) | 2.8512.12)
-5.55 (- -1.81(- -1.40 (- -1.15 (- -0.88 (- -0.44 (- Empagifiozin] _ °5 (- 2.60 (- 2.75 (- 4.19 (-
11.30,021) | 7.40,3.78) | 8.00520) | 6.21,391) | 5924.15) | 6.82,5.94) 7.11,8.01) | 212731) | 202753 | 3.37,1176)
-6.00 (- -2.26 (- -1.85 (- -1.60 (- -1.34 (- -0.89 (- -0.45 (- Dukgtide | 2% - 2.30 (- 3.74 (-
13.12,1.11) | 8.80,4.28) | 9.40570) | 7.854.64) | 7.634.95) | 8.38,6.59) | 8.01,7.11) 4.16,8.45) | 3.56,8.16) | 4.55,12.03)
814 (- |-440(-812-| -400(- |[-3.75(-6.34,-|-3.48(-5.88,-| -3.04 (- -2.60 (- -2.14 (- Dlacebo 0.16 (- 1.60 (-
11.45,-4.84) 0.69) 8.97,0.97) 1.15) 1.08) 7541.47) | 7.31,212) | 8.454.16) 2.16,2.47) | 4.71,7.90)
-830(- |-456(-7.47-| -415(- |-3.90(-6.05-|-3.64(-5.92,-| -3.19 (- 2,75 (- -2.30 (- -0.16 (- Active 1.44 (-
12.33,-4.27) 1.65) 8.91,0.60) 1.75) 1.35) 7.84,1.45) | 7532.02) | 8.16356) | 2.47.2.16) control 4.43,7.31)
-9.74 (- -6.00 (- -5.59 (- -5.34 (- -5.08 (- -4.63 (- -4.19 (- -3.74 (- -1.60 (- 144 ¢ [ itionin
16.86,-2.62) | 12.55,0.55) | 13.14,1.96) | 11.50,0.91) | 11.37,1.22) | 12.12,2.85) | 11.76,3.37) | 12.03,4.55) | 7.90,4.71) | 7.31,4.43)
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Table 10 Body mass index (BMI)
The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in BMI for exenatide therapy compared to diet and exercise therapy

is -0.17 kg/m? (95% confidence interval -1.94 kg/m? to 1.60 kg/m?). The mean difference in BMI for diet and exercise therapy compared to exenatide therapy is the

inverse (0.17 kg/m? (95% confidence interval -1.60 kg/m? to 1.94 kg/m?)).

Exenatide 0.17 (- 0.37 (- 0.73 (- 0.79 (- 0.79 (- 0.85 (- 1.03 (- 1.67 1.86
1.60,1.94) | 0.76,150) | 0592.05) | 1.142.72) | 0.88247) | 1.262.97) | 0.99,3.04) | (0.76,2.59) | (0.59,3.12)
-0.17 (- Diet and 0.20 (- 0.56 (- 0.62 (- 0.62 (- 0.68 (- 0.86 (- 150 (- 1.69
1.94,1.60) exercise | 1.151.56) | 1.18,2.30) | 1582.82) | 1.39263) | 1.75311) | 1.493.20) | 0.01,3.02) | (0.06,3.31)
-0.37 (- -0.20 (- Liragiutide 0.36 (- 0.42 (- 0.42 (- 0.48 (- 0.66 (- 1.30 1.49
150,0.76) | 156,1.15) 073,1.45) | 1.32,2.16) | 1.06,1.90) | 153250) | 1.26257) | (0.63,1.97) | (0.59,2.39)
-0.73 (- -0.56 (- 036 oo eniftonin| 08 € 0.06 (- 0.12 (- 0.29 (- 0.94 (- 113
2.05059) | 2.30,1.18) | 1.450.73) 1.76,1.88) | 153165 | 2.002.25 | 1.742.33) | 0.01,1.89) | (0.11,2.14)
-0.79 (- -0.62 (- -0.42 (- 008 ¢ [ ittoain| 00 € 0.06 (- 0.24 (- 0.88 (- 1.07 (-
272,1.14) | 2.82,158) | 2.16,1.32) | 1.881.76) 2.052.05) | 249262 | 224271) | 082259 | 0502.64)
-0.79 (- -0.62 (- -0.42 (- -0.06 (- 000¢ | itozin| %8 € 0.24 (- 0.88 (- 1.07 (-
2.47,088) | 2.63,1.39) | 1.90,1.06) | 165153 | 2.052.05) 2.30,2.43) | 2.04251) | 052229 | 031245
-0.85 (- -0.68 (- -0.48 (- -0.12 (- -0.06 (- 006 ¢ g poiutide | 017 € 0.82 (- 1.00 (-
2.97,126) | 3.11,1.75) | 250153 | 225200 | 2.62249) | 2.432.30) 2.44279) | 1.08272) | 1.093.10)
-1.03 (- -0.86 (- -0.66 (- -0.29 (- -0.24 (- -0.24 (- 017C | ceogifozin| %5 € 0.83 (-
3.04,099) | 3.201.49) | 257126) | 233174) | 271224) | 251204) | 2.79,2.44) 1.152.44) | 1.162.83)
-167(-259,-| -150(- [-1.30(-1.97-| -0.94( -0.88 (- -0.88 (- -0.82 (- -0.65 (- Active 0.18 (-
0.76) 3.02,0.01) 0.63) 1.89,001) | 259082 | 229052 | 272108 | 244,1.15) control 0.69,1.06)
-1.86 (-3.12,- [ -1.69 (-3.31,- [-1.49 (-2.39,- [ -1.13 (-2.14- | -1.07(- -1.07 (- -1.00 (- -0.83 (- -0.18 (- Blacebo
0.59) 0.06) 0.59) 0.11) 2.64050) | 2.45031) | 3.101.09) | 2.831.16) | 1.06,0.69)

73




Table 11 Waist circumference (WC)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in WC for exenatide therapy compared to liraglutide therapy is -1.59

cm (95% confidence interval -5.40 cm to 2.23 cm). The mean difference in WC for liraglutide therapy compared to exenatide therapy is the inverse (1.59 cm (95%

confidence interval -2.23 cm to 5.40 cm)).

6.12
. 159 (- 242(- | 264( 3.34 (- 482 (- 5.2
Benatide | ) 3¢ 40) | 415.8.99) | 297.826) | 1.067.74) | 2.671231) |(2.158.28) (1'97‘)10'26
159 C [onge| 083C | L05C 175 (- 3.23( 3.63 453
5.40,2.23) 5.01,6.66) | 3.07,5.18) | 1.735.23) | 3.62,10.08) |(1.35,5.90) | (1.69,7.37)
242( | 083( [T 023 ( 0.92 (- 2.40 (- 280( | 370(-
8.99,4.15) | 6.66,5.01) 6.92,7.37) | 4.916.75) | 5.651045) |3.02,8.61) | 1.408.80)
264(- | -105( | 023 | Dietand | 0.70( 217 (- 257( | 347(-
8.26,2.97) | 5.18,3.07) | 7.37,6.92) | exercise | 4.70,6.09) | 5.82,1017) | 2.147.28) | 1.53,8.48)
B3 | 4750 | 092( | 070( [T 148 188(- | 278(
7.74,1.06) | 5.23,1.73) | 6.75.4.91) | 6.09,4.70) 537,833) | 1.295.04) | 0.06,5.61)
482( | 823( | 240( | 2m7( | -148( [oon el 040( | 130(
12.31,2.67) | 10.08,3.62) | 10.45,5.65) |10.17,5.82)| 8.33,5.37) 6.44,7.23) | 4.94,754)
522(- | 363( | 280( | 257( | -188(- 040(- | Active | 090(
8.28,-2.15) | 5.90,-1.35) | 8.61,3.02) | 7.282.14) | 5.04,129) | 7.236.44) | control | 1.90,3.70)
-166.1226(: -4.53 (- -3.70 (- -3.47 (- -2.78 (- -1.30 (- 090 | o
Lo7y |737-169)| BE0LAD) | 848153 | 561006) | 7544.94) |3701.90)
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Table 12 Systobic blood pressure (SBP)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in SBP for ipragliflozin therapy compared to dapagliflozin therapy is
-0.29 mmHg (95% confidence interval -6.04 mmHg to 5.46 mmHg). The mean difference in SBP for dapagliflozin therapy compared to ipragliflozin therapy is the
inverse (0.29 mmHg (95% confidence interval -5.46 mmHg to 6.04 mmHg)).

pragifiozin| 2 - 0.63 (- 0.79 (- 1.66 (- 2.99 3.90 8.99 (-
5.46,6.04) | 3.19.4.46) | 4.00559) | 1.82515) | (0.055.94) | (1.01,6.79) | 0.71,18.70)
-0.29 (- Dapaifiozin] 03 - 0.51 (- 1.37 (- 2.71 (- 361 (- 8.71 (-
6.04,5.46) 5436.12) | 5716.72) | 5147.89) | 224765 | 261,984) | 1.7819.19)
-0.63 (- -0.34 (- Liraglutide 0.16 (- 1.03 (- 2.36 (- 3.27 (- 8.36 (-
4.463.19) | 6.12,5.43) 466,4.98) | 3585.64) | 063535 | 091,7.45 | 1.3618.09)
-0.79 (- -0.51 (- -0.16 (- Exenatide 0.87 (- 2.20 (- 3.11 (- 8.20 (-
550,4.00) | 6.72571) | 4.984.66) 4.82,656) | 1.58598) | 2.258.46) | 1.79,18.19)
-1.66 (- -1.37 (- -1.03 (- -0.87 (- semagutide | -3 R 2.24 7.33(-
5151.82) | 7.895.14) | 5.64,358) | 6564.82) 2.92558) | (0.27,4.20) | 2.85,17.51)
299 (5.94,-| -271( -2.36 (- 220 (- -1.33 (- Active 0.91 (- 6.00 (-
0.05) 7.652.24) | 5.35063) | 598158 | 558292 control 2.88,4.69) | 3.25,15.25)
-3.90 (-6.79,-| -3.61 (- -3.27 (- 311(- |-2.24(-4.20-] -0.91(- Dlacebo 5.00 (-
1.01) 9.84261) | 7.45091) | 8.46,2.25) 0.27) 4.69,2.88) 4.90,15.09)
-8.99 (- 8.71 (- -8.36 (- -8.20 (- -7.33 (- -6.00 (- 509 |2 iflozin
18.70,0.71) | 19.19,1.78) | 18.09,1.36) | 18.19,1.79) | 17.51,2.85) | 15.25,3.25) | 15.09,4.90)
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Table 13 Diastolic blood pressure (DBP)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in DBP for dapagliflozin therapy compared to exenatide therapy is -
0.82 mm Hg (95% confidence interval -4.71 mm Hg to 3.07 mm Hg). The mean difference in DBP for exenatide therapy compared to dapagliflozin therapy is the
inverse (0.82 mm Hg (95% confidence interval -3.07 mm Hg to 4.71 mm Hg)).

Bz 0.82 (- 1.21 (- 1.52 (- 1.59 (- 1.83 (- 1.92 (- 3.52 (-
3.07,4.71) 2.73,5.15) 1.52,4.56) 2.23,5.41) 1.91,5.57) 1.46,5.31) | 3.18,10.22)
-0.82 (- Exenatide 0.38 (- 0.70 (- 0.77 (- 1.01 (- 1.10 (- 2.70 (-
4.71,3.07) 3.12,3.88) 1.73,3.13) 2.60,4.14) 2.26,4.28) 1.75,3.96) 3.75,9.14)
-1.21 (- -0.38 (- Sery G 0.31 (- 0.38 (- 0.63 (- 0.72 (- 2.31(-
5.15,2.73) 3.88,3.12) 2.20,2.82) 0.64,1.41) 2.53,3.78) 1.37,2.81) 4.16,8.79)
-1.52 (- -0.70 (- -0.31 (- Active 0.07 (- 0.31 (- 0.40 (- 2.00 (-
4.56,1.52) 3.13,1.73) 2.82,2.20) control 2.25,2.39) 1.87,2.50) 1.08,1.89) 3.97,7.97)
-1.59 (- -0.77 (- -0.38 (- -0.07 (- Placebo 0.24 (- 0.33 (- 1.93 (-
5.41,2.23) 4.14,2.60) 1.41,0.64) 2.39,2.25) 2.76,3.24) 1.50,2.17) 4.47,8.33)
-1.83 (- -1.01 (- -0.63 (- -0.31 (- -0.24 (- L 0.09 (- 1.69 (-
5.57,1.91) 4.28,2.26) 3.78,2.53) 2.50,1.87) 3.24,2.76) 2.47,2.65) 4.67,8.05)
-1.92 (- -1.10 (- -0.72 (- -0.40 (- -0.33 (- -0.09 (- . 1.60 (-
Ipragliflozin
5.31,1.46) 3.96,1.75) 2.81,1.37) 1.89,1.08) 2.17,1.50) 2.65,2.47) 4.56,7.75)
-3.52 (- -2.70 (- -2.31 (- -2.00 (- -1.93 (- -1.69 (- -1.60 (- EREr
10.22,3.18) | 9.14,3.75) 8.79,4.16) 7.97,3.97) 8.33,4.47) 8.05,4.67) 7.75,4.56)
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Table 14 Blood lipids [total cholesterol(TC)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in TC for exenatide therapy compared to liraglutide therapy is -0.09
mmol/L (95% confidence interval -0.45 mmol/L to 0.27 mmol/L). The mean difference in TC for liraglutide therapy compared to exenatide therapy is the inverse (0.09
mmol/L (95% confidence interval -0.27 mmol/L to 0.45 mmol/L)).

Exenatide 0.09 (- 0.10 (- 0.16 (- 0.32 (- 0.33 (- 0.38 (- 0.46 (- 0.63
0.27,0.45) 0.49,0.69) 0.12,0.44) 0.48,1.12) 0.07,0.74) 0.03,0.80) 0.02,0.94) | (0.16,1.09)
-0.09 (- Ll 0.01 (- 0.07 (- 0.23 (- 0.24 (- 0.29 (- 0.37 (- 0.54
0.45,0.27) 0.54,0.56) 0.16,0.30) 0.55,1.01) 0.06,0.55) 0.07,0.65) 0.03,0.77) (0.09,0.98)
-0.10 (- -0.01 (- . 0.06 (- 0.22 (- 0.23 (- 0.28 (- 0.36 (- 0.53 (-
Empagliflozin
0.69,0.49) 0.56,0.54) 0.46,0.58) 0.69,1.13) 0.30,0.76) 0.30,0.86) 0.23,0.94) 0.12,1.17)
-0.16 (- -0.07 (- -0.06 (- Active 0.16 (- 0.17 (- 0.22 (- 0.30 (- 0.47
0.44,0.12) 0.30,0.16) 0.58,0.46) control 0.59,0.91) 0.12,0.47) 0.09,0.53) 0.09,0.69) | (0.09,0.85)
-0.32 (- -0.23 (- -0.22 (- -0.16 (- Ttor bz 0.01 (- 0.06 (- 0.14 (- 0.31 (-
1.12,0.48) 1.01,0.55) 1.13,0.69) 0.91,0.59) 0.79,0.81) 0.75,0.87) 0.70,0.98) 0.53,1.14)
-0.33 (- -0.24 (- -0.23 (- -0.17 (- -0.01 (- Placebo 0.05 (- 0.13 (- 0.30 (-
0.74,0.07) 0.55,0.06) 0.76,0.30) 0.47,0.12) 0.81,0.79) 0.28,0.38) 0.13,0.39) 0.19,0.78)
-0.38 (- -0.29 (- -0.28 (- -0.22 (- -0.06 (- -0.05 (- o Tl 0.08 (- 0.24 (-
0.80,0.03) 0.65,0.07) 0.86,0.30) 0.53,0.09) 0.87,0.75) 0.38,0.28) 0.34,0.50) 0.25,0.74)
-0.46 (- -0.37 (- -0.36 (- -0.30 (- -0.14 (- -0.13 (- -0.08 (- e i 0.17 (-
0.94,0.02) 0.77,0.03) 0.94,0.23) 0.69,0.09) 0.98,0.70) 0.39,0.13) 0.50,0.34) 0.39,0.72)
-0.63 (-1.09,- | -0.54 (-0.98,- -0.53 (- -0.47 (-0.85,- -0.31 (- -0.30 (- -0.24 (- -0.17 (- BB
0.16) 0.09) 1.17,0.12) 0.09) 1.14,0.53) 0.78,0.19) 0.74,0.25) 0.72,0.39)
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Table 15 Triglycerides (TG)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in TG for ipragliflozin therapy compared to semaglutide therapy is -
0.01 mmol/L (95% confidence interval -0.27 mmol/L to 0.26 mmol/L). The mean difference in TG for semaglutide therapy compared to ipragliflozin therapy is the
inverse (0.01 mmol/L (95% confidence interval -0.26 mmol/L to 0.27 mmol/L)).

Inragifiozin |°°: ¢ 0.04 (- 0.04 (- 0.05 (- -0.10 (- 0.17 (- 0.20 (- 0.26 0.77

0.26,027) [0.260.33) [0.22031) [0.22,0.32) [251232) [0.37,070) [0.02,0.43) [(0.04,0.48) [(0.19,1.34)
-0.01 (- semagutide |°%3 € 0.03 (- 0.04 (- -0.11 (- 0.16 (- 0.19 (- 0.25 0.76
0.27,0.26) 0.28,0.33) [0.23,030) [0.23031) [252,231) [0.37,0.69) [0.050.44) [(0.10,0.40) [(0.17,1.34)
-0.04 (- -0.03 (- Benatide |00 € 0.01 (- -0.13 (- 0.13 (- 0.17 (- 0.22 (- 0.73
0.33,0.26) |0.33,0.28) 0.24,026) [0.24,027) [2552.28) [0.40,0.66) 0.02,0.35) [0.05,0.49) [(0.17,1.29)
-0.04 (- -0.03 (- -0.01 (- Dapagiifiozin | °2 (- -0.14 (- 0.12 (- 0.16 (- 0.22 (- 0.72
0.31,0.22) [0.30,0.23) [0.26,0.24) 0.23024) [255227) [0.39,064) (001,033 [0.01,044) [(0.17,1.28)
-0.05 (- -0.04 (- -0.01 (- -0.01 (- Liragiutide | 0 - 0.12 (- 0.15 (- 0.21(- 0.72
032,022 [0.31,023) [0.27,0.24) [0.24,0.23) 2.56,2.27) [0.40063) [0.02,033) [0.02044) [(0.16,1.27)
0.10 (- 0.11(- 0.13(- 0.14 (- 0.15 (- Dulaglutide |°2° - 0.30 (- 0.36 (- 0.86 (-
2.32251) [2.31252) [2.28255) [2.27255) |2.27,2.56) 2192.72)  [211271) [2.062.77) [1.60,3.33)
-0.17 (- -0.16 (- -0.13 (- -0.12 (- -0.12 (- -0.26 (- Empagiifiozin| " ¢ 0.09 (- 0.60 (-
0.70,0.37) [0.69,0.37) [0.66,0.40) 0.64,039) 0.63,0.40) [2.72,2.19) 0.46,053) [0.41,060) [0.12,1.33)
-0.20 (- -0.19 (- -0.17 (- -0.16 (- -0.15 (- -0.30 (- -0.04 (- Active 0.06 (- 0.56
0.43,0.02) (044,005 (035002 [0.33001) 033002 [271,211) [053046) |control 0.14,0.25) [(0.03,1.09)
-0.26 (-0.48,-[-0.25 (-0.40,-[-0.22 (- -0.22 (- -0.21 (- -0.36 (- -0.09 (- -0.06 (- Blacebo 051 (-
0.04) 0.10) 0.49,005) [0.44,001) [0.44,002) [2.77,2.06) [0.60,0.41) |0.25,0.14) 0.06,1.07)
-0.77 (-1.34,-[-0.76 (-1.34,-|-0.73 (-1.29,-|-0.72 (-1.28,- [-0.72 (-1.27,-[-0.86 (- -0.60 (- -0.56 (-1.09,-|-0.51 (- Tofogiiflozin
0.19) 0.17) 0.17) 0.17) 0.16) 3.33,1.60) [1.33,0.12) |0.03) 1.07,0.06)
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Table 16 High density lipoprotein-cholesterol (HDL-C)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in HDL-C for dapagliflozin therapy compared to liraglutide therapy
is 0.05 mmol/L (95% confidence interval -0.02 mmol/L to 0.13 mmol/L). The mean difference in HDL-C for liraglutide therapy compared to dapagliflozin therapy is
the inverse (-0.05 mmol/L (95% confidence interval -0.13 mmol/L to 0.02 mmol/L)).

Devadiifiogin] 005 ¢ |-0.06 (0IL-]  -0.06 (- -0.06 (- [-0.09 (-0.17,-| -0.16 (- 0.10 (- |[-0.14 (-0.21,-
apag 0.13,0.02) 0.01) 0.15,0.03) | 0.15,0.03) 0.01) 0.72,0.40) | 0.22,0.01) 0.06)
0.05 (- Lraolutige | 000 C -0.01 (- -0.01 (- -0.03 (- -0.10 (- -0.05(- |-0.08 (-0.15,-
0.02,0.13) 9 0.06,0.05) | 0.09,007) | 010,008 | 011,004) | 067,046) | 0.16,0.06) 0.02)
0.06 0.00 (- Active -0.00 (- -0.01 (- -0.03 (- -0.10 (- -0.04 (- |-0.08 (-0.14,
(0.01,0.11) | 0.05,0.06) control 0.08,0.07) | 008007 | 010004) | 066,046) | 0.150.06) 0.02)
0.06 (- 0.01 (- 000(- oo 0.00(- -0.03 (- -0.10 (- -0.04 (- |-0.08 (-0.14,-
0.03,015) | 007,009 | 007,008 | P9 0.11,0.10) | 0.10,0.04) | 0.66,047) | 0.16,0.07) 0.01)
0.06 (- 0.01 (- 0.01 (- 0.00 (- Eenatide -0.02 (- -0.09 (- -0.04 (- -0.07 (-
0.03,0.15) | 0.08,0.10) | 0.07,0.08) | 0.100.11) 0.13,0.08) | 0.66,0.47) | 0.16,0.09) | 0.17,0.02)
0.09 0.03 (- 0.03 (- 0.03 (- 002(-  [ggren e | 0.07(- 0.01(- |[-0.05 (-0.09,-
(0.01,0.17) | 004,0.11) | 004,0.10) | 004,0.10) | 0.080.13) 9 0.63,0.49) | 0.13,0.10) 0.01)
0.16 (- 0.10 (- 0.10 (- 0.10 (- 0.09 (- 0.07 (- Duladlutige | 006 0.02 (-
0.40,0.72) | 0.46,067) | 0.46,0.66) | 0.47,066) | 047,066) | 0.49,0.63) 9 051,0.62) | 0.54,0.58)
0.10 (- 0.05 (- 0.04 (- 0.04 (- 0.04 (- 0.01 (- 006 (- |goo e o 0,03 (-
0.01,0.22) | 0.06,0.16) | 006,015 | 007,0.16) | 0090.16) | 0100.13) | 0.62,051) pag 0.14,0.07)
0.14 0.08 0.08 0.08 0.07 (- 0.05 -0.02 (- 0.03 (- Dlaceho
(0.06,021) | (0.02,0.15) | (0.02,0.14) | (0.01,0.14) | 0.02,0.17) | (0.01,0.09) | 058,054) | 0.07,0.14)
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Table 17 Low density lipoprotein-cholesterol (LDL-C)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in LDL-C for exenatide therapy compared to active control therapy
is -0.18 mmol/L (95% confidence interval -0.54 mmol/L to 0.18 mmol/L). The mean difference in LDL-C for active control therapy compared to exenatide therapy is

the inverse (0.18 mmol/L (95% confidence interval -0.18 mmol/L to 0.54 mmol/L)).

Exenatide 0.18 (- 0.18 (- 0.22 (- 0.25 (- 0.38 (- 0.28 (- 0.34 (- 0.44 (-
0.18,0.54) 0.38,0.74) 0.20,0.64) 0.18,0.67) 1.84,2.60) 0.18,0.73) 0.18,0.86) 0.12,1.00)
-0.18 (- Active 0.00 (- 0.04 (- 0.07 (- 0.20 (- 0.10 (- 0.16 (- 0.26 (-
0.54,0.18) control 0.42,0.43) 0.17,0.26) 0.16,0.30) 1.99,2.39) 0.19,0.38) 0.21,0.54) 0.17,0.69)
-0.18 (- -0.00 (- o 0.04 (- 0.06 (- 0.20 (- 0.09 (- 0.16 (- 0.25 (-
Empagliflozin
0.74,0.38) 0.43,0.42) 0.43,0.51) 0.42,0.54) 2.04,2.43) 0.37,0.55) 0.40,0.71) 0.31,0.82)
-0.22 (- -0.04 (- -0.04 (- Ll 0.03 (- 0.16 (- 0.05 (- 0.12 (- 0.22 (-
0.64,0.20) 0.26,0.17) 0.51,0.43) 0.28,0.33) 2.05,2.36) 0.25,0.35) 0.30,0.53) 0.22,0.66)
-0.25 (- -0.07 (- -0.06 (- -0.03 (- DT 0.13 (- 0.03 (- 0.09 (- 0.19 (-
0.67,0.18) 0.30,0.16) 0.54,0.42) 0.33,0.28) 2.07,2.34) 0.31,0.37) 0.34,0.52) 0.28,0.66)
-0.38 (- -0.20 (- -0.20 (- -0.16 (- -0.13 (- Sl -0.10 (- -0.04 (- 0.06 (-
2.60,1.84) 2.39,1.99) 2.43,2.04) 2.36,2.05) 2.34,2.07) 2.31,2.11) 2.26,2.18) 2.17,2.29)
-0.28 (- -0.10 (- -0.09 (- -0.05 (- -0.03 (- 0.10 (- Placebo 0.06 (- 0.16 (-
0.73,0.18) 0.38,0.19) 0.55,0.37) 0.35,0.25) 0.37,0.31) 2.11,2.31) 0.33,0.46) 0.16,0.48)
-0.34 (- -0.16 (- -0.16 (- -0.12 (- -0.09 (- 0.04 (- -0.06 (- e e 0.10 (-
0.86,0.18) 0.54,0.21) 0.71,0.40) 0.53,0.30) 0.52,0.34) 2.18,2.26) 0.46,0.33) 0.41,0.61)
-0.44 (- -0.26 (- -0.25 (- -0.22 (- -0.19 (- -0.06 (- -0.16 (- -0.10 (- S i
1.00,0.12) 0.69,0.17) 0.82,0.31) 0.66,0.22) 0.66,0.28) 2.29,2.17) 0.48,0.16) 0.61,0.41)
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Table 18 Serum adiponectin

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in adiponectin for liraglutide therapy compared to placebo therapy is
3.03 pg/ml (95% confidence interval -0.43 pg/ml to 6.49 pg/ml). The mean difference in adiponectin for placebo therapy compared to liraglutide therapy is the
inverse (-3.03 ug/ml (95% confidence interval -6.49 ug/ml to 0.43 pg/ml)).

Lragiutide | 222 € 405 (-7.94,- |-4.62 (- 464 (:8.42,- |-10.21 (-

6.49,043) |0.56) 9.26,0.03)  |0.86) 16.24,-4.18)
303 (- T 159 (- 161 (- 718 (-
0.43,6.49) 478234 [613296) [5.02,181) [13.13-1.23)
425 122 (- Active  |-0.37 (- 2039 (- 5.96 (-
(0.56,7.94) |2.34,4.78) control  [3.202.46) |2.02,1.25) |10.73-1.19)
462 (- 159 (- 037 (- 002 (- 559 (-
0.039.26) |2.966.13) |2.46,3.20) Benatide |, 9395 [11.14.-0.05)
4.64 161 (- 039 (- 0.02 (- Dapagifiozin| 22 ¢
(0.86,842) [1.81502) [1.252.02) [3.253.29) 10.61,-0.53)
1021 7.18 5.96 5.59 557 S
(4.18,16.24) |(1.23,13.13) |(1.19,10.73) [(0.05,11.14) |(0.53,10.61)
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Table 19 Fasting blood glucose (FBG)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in FBG for semaglutide therapy compared to liraglutide therapy is -

0.57 mmol/L (95% confidence interval -2.29 mmol/L to 1.15 mmol/L). The mean difference in FBG for liraglutide therapy compared to semaglutide therapy is the

inverse (0.57 mmol/L (95% confidence interval -1.15 mmol/L to 2.29 mmol/L)).

semagiutide | 057 - 059 (- 0.72 (- -0.98 (- 0.02 (- 0.99 (- 1.02 (- 1.02 (- 1.35(- 1.40 (- 2.02 (-
1.152.29) | 1.11,2.30) | 1.06,2.51) |15.49,13.54) | 8.94,8.99) | 0.77,2.74) | 0.72,276) | 0.68,2.72) | 0.32,3.01) | 0.34,3.14) | 0.31,4.34)
-0.57 (- Liragutide 0.02 (- 0.15 (- -1.55 (- -0.55 (- 0.41 (- 0.45 (- 0.45 0.77 0.83 1.44 (-
2.29,1.15) 0.40,0.44) | 0.33,064) |1597,12.87)| 9.36,8.26) | 0.150.98) | 0.151.04) | (0.11,0.79) | (0.35,1.19) | (0.19,1.47) | 0.18,3.06)
-0.59 (- -0.02 (- Dapaifiozin|  C - 157 (- -0.57 (- 0.39 (- 0.43 (- 0.43 0.75 0.81 142 (-
2.30,1.11) | 0.44,0.40) 051,0.77) |15.99,12.85) | 9.38,8.24) | 0.16,0.95) | 0.14,099) | (0.11,0.76) | (0.39,1.12) | (0.20,1.42) | 0.19,3.04)
-0.72 (- -0.15 (- -0.13 (- Diet and -1.70 (- -0.70 (- 0.26 (- 0.29 (- 0.30 (- 0.62 (- 0.68 (- 1.29 (-
251,1.06) | 0.64,033) | 0.77,051) | exercise | 16.13,12.73) | 952,8.12) | 0.481.00) | 0.47,1.06) | 0.29089) | 0.021.26) | 013,1.48) | 0.40,2.98)
0.98 (- 1.55 (- 157 (- 1.70 (- Luscogifiozin] % - 1.96 (- 1.99 (- 2.00 (- 2.32 (- 2.38 (- 2.99 (-
13.54,15.49) | 12.87,15.97) | 12.85,15.99) | 12.73,16.13) 15.89,17.89) | 12.46,16.39) | 12.43,16.42) | 12.42,16.42) | 12.10,16.74) | 12.05,16.81) | 11.51,17.50)
-0.02 (- 0.55 (- 057 (- 0.70 (- -1.00 (- Dulagitide | %% - 0.99 (- 1.00 (- 132 (- 1.38(- 1.99 (-
8.99,8.94) | 8.269.36) | 8.249.38) | 8.12,952) |17.89,15.89) 7.859.78) | 7.82,0.81) | 7.80,9.80) | 7.49,10.13) | 7.44,10.20) | 6.95,10.94)
-0.99 (- -0.41 (- -0.39 (- -0.26 (- -1.96 (- -0.96 (- Exenatide 0.03 (- 0.04 (- 0.36 (- 0.42 (- 1.03 (-
2.74,0.77) | 0.98,0.15) | 0.950.16) | 1.00,0.48) |16.39,12.46) | 9.78,7.85) 0.67,0.73) | 0.41,048) | 0.20091) | 0.30,1.14) | 0.61,2.68)
-1.02 (- -0.45 (- -0.43 (- -0.29 (- -1.99 (- -0.99 (- -0.03 (- pragifiozin| _** - 0.33(- 0.38 (- 1.00 (-
2.76,0.72) | 1.040.15) | 0.99,0.14) | 1.06,047) |16.42,12.43)| 9.81,7.82) | 0.73,0.67) 0.54,055) | 0.18,084) | 0331.10) | 0.682.67)
-1.02(- |-0.45(-0.79,- [-0.43 (-0.76,-| -0.30 (- -2.00 (- -1.00 (- -0.04 (- -0.01 (- Active 032 (- 0.38 (- 0.99 (-
2.72,0.68) 0.11) 0.11) 0.89,0.29) |16.42,12.42) | 9.80,7.80) | 0.48,0.41) | 0.55,0.54) control 0.02,0.66) | 0.19,0.95) | 0.59,2.58)
1.35(-  |-0.77 (-1.19,- [-0.75 (-1.12,- | -0.62 (- 2.32 (- 1.32 (- -0.36 (- -0.33 (- -0.32 (- olaceho 0.06 (- 0.67 (-
3.01,0.32) 0.35) 0.39) 1.26,0.02) | 16.74,12.10) | 10.13,7.49) | 0.91,0.20) | 0.84,0.18) | 0.66,0.02) 0.44,055) | 0.952.29)
140 (- |-0.83 (-1.47,-|-0.81 (-1.42,-| -0.68 (- -2.38 (- -1.38 (- -0.42 (- -0.38 (- -0.38 (- -0.06 (- Empagiifiozin _ *6- -
3.14,0.34) 0.19) 0.20) 1.48,0.13) | 16.81,12.05) | 10.20,7.44) | 1.14,0.30) | 1.10,0.33) | 0.950.19) | 0.550.44) 1.07,2.30)
2.02 (- -1.44 (- 142 (- 129 (- 2.99 (- -1.99 (- -1.03 (- -1.00 (- -0.99 (- -0.67 (- -0.61 (- Tofogifiozin
434,031) | 3.06,0.18) | 3.04019) | 2.98,0.40) |17.50,11.51) | 10.94,6.95) | 2.68,0.61) | 2.67,0.68) | 2.58,059) | 2.29,0.95) | 2.30,1.07)
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Table 20 Postprandial blood glucose (PBG)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in PBG for dapagliflozin therapy compared to liraglutide therapy is -
0.44 mmol/L (95% confidence interval -2.61 mmol/L to 1.72 mmol/L). The mean difference in PBG for liraglutide therapy compared to dapagliflozin therapy is the
inverse (0.44 mmol/L (95% confidence interval -1.72 mmol/L to 2.61 mmol/L)).

Daoadiitionm] 044 ¢ 1.99 (- 2.14 2.14
apag 172261) | 029.4.28) | (0.61,3.67) | (0.19,4.09)
044 ([ 155 170 (- 170
2.61,1.72) 9 (0.043.06) | 0.34374) | (0.76,2.63)
199 (- |-155 (-3.06.- _ 0.15 (- 0.15 (-
4.28,0.29) 0.04) Denatide | ) )5 3) | 1.04.1.33)
214 (367-| -L70( 0.15(- 20.00 (-

0.61) 374,034) | 232202) | 90 4 051 81)
214 (4.00,-|-1.70 (-2.63-| -0.15 (- 0.00 (- Active
0.19) 0.76) 1.331.04) | 1.81,1.82) | control
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Table 21 Glycosylated hemoglobin (HbA1c)
The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in HbA1C for luseogliflozin therapy compared to semaglutide therapy

is -0.12 % (95% confidence interval -0.93 % to 0.69 %). The mean difference in HbA1C for semaglutide therapy compared to luseogliflozin therapy is the inverse

(0.12 % (95% confidence interval -0.69 % to 0.93 %)).

Luseogiiflozin| O+ ¢ 0.34 (- 0.40 (- 0.55 (- 0.64 (- 0.69 (- 0.70 (- 0.93 0.99 1.05
0.69,093) | 0.40,1.08) | 065145 | 019130) | 013142 | 012150 | 0.01,1.41) | (0.07,1.79) | (0.09,1.89) | (0.30,1.80)
L P e 0.28 (- 0.43 (- 0.52 0.57 0.58 0.81 0.87 0.93
0.93,0.69) 0.21,064) | 0.60,1.15) | 0.00,0.86) | (0.01,1.03) | (0.06,1.08) | (0.18,0.98) | (0.21,1.40) | (0.18,1.55) | (0.63,1.23)
-0.34 (- 021 ¢ oo iftonin| 006 € 0.22 (- 0.31 (- 0.35 (- 0.36 0.59 0.65 0.72
1.08,0.40) | 0.64,0.21) 0.74,087) | 0.10,053) | 0.08069) | 0.09080) | (0.14,058) | (0.061.12) | (0.06,1.25) | (0.42,1.01)
-0.40 (- -0.28 (- 008 ¢ o e tide | 015 C 0.24 (- 0.29 (- 0.30 (- 0.53 (- 0.59 (- 0.65 (-
1.450.65) | 1.15060) | 0.87,0.74) 0.66,0.96) | 0.60,1.08) | 0581.17) | 0.481.08) | 039145 | 036155 | 0.17147)
-0.55 (- -0.43 (- -0.22 (- -0.15 (- Liraglutide 0.09 (- 0.14 (- 0.15 (- 0.38 (- 0.44 (- 0.50
1.30,0.19) | 0.86,0.00) | 0530.10) | 0.96,0.66) 0.30,049) | 0.31,059) | 0.09,0.38) | 0.16,091) | 017,1.04) | (0.19,0.81)
-0.64 (- [-052(-1.03- -0.31¢( -0.24 (- -0.09 (- . 0.05 (- 0.06 (- 0.29 (- 0.35 (- 0.41 (-
1.42,0.13) 0.01) 0.69,0.08) | 1.08,0.60) | 0.49,0.30) 0.46,056) | 0.26,0.37) | 0.30,0.87) | 0.29,099) | 0.00,0.82)
-0.69 (- |-057(-1.08-| -0.35(- -0.29 (- -0.14 (- 005¢ [ iftogin| 001 € 0.24 (- 0.30 (- 0.36 (-
1.50,0.12) 0.06) 0.80,009) | 1.17,058) | 059,031) | 056,0.46) 0.39,041) | 0.38,0.86) | 0.39,098) | 0.04,0.77)
070 (- |-0.58(-0.98,-[-0.36 (-0.58-| -0.30 (- -0.15 (- -0.06 (- -0.01 (- Active 0.23 (- 0.29 (- 0.35
1.41,0.01) 0.18) 0.14) 1.08,0.48) | 0.38,0.09 | 0.37,026) | 041039 control 0.26,0.72) | 0.26,0.85) | (0.09,0.61)
-0.93 (-1.79,- [ -0.81 (-1.40,- [ -0.59 (-1.12,-| -0.53 (- -0.38 (- -0.29 (- -0.24 (- 08¢ g ifogin| 006 € 0.12 (-
0.07) 0.21) 0.06) 1.450.39) | 0.91,0.16) | 087,030) | 086,038 | 0.72,0.26) 0.68,0.80) | 0.39,0.64)
-0.99 (-1.89,- [ -0.87 (-1.55,- [ -0.65 (-1.25,-| -0.59 (- -0.44 (- -0.35 (- -0.30 (- -0.29 (- 008 ¢ [t difiogin| 006 €
0.09) 0.18) 0.06) 1.550.36) | 1.04,0.17) | 099029 | 098039 | 085026 | 0.80,0.68) 0.55,0.67)
-1.05 (-1.80,- [ -0.93 (-1.23- [ -0.72 (-1.01,-| -0.65(- [-0.50 (-0.81-] -0.41(- -0.36 (- |-0.35(-0.61-| -0.12¢( -0.06 (- Blacebo
0.30) 0.63) 0.42) 1.47,0.17) 0.19) 0.82,0.00) | 0.77,0.04) 0.09) 0.64,0.39) | 0.67,0.55)
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Table 22 Glucose and homeostasis model assessment (HOMA-IR)

The columns present the row drug class compared to the column drug class. The rows present the row drug class compared to the column drug class. The effect estimates
are expressed as mean difference and 95% confidence interval. For example, the mean difference in HOMA-IR for diet and exercise therapy compared to liraglutide

therapy is -0.69 (95% confidence interval -2.11 to 0.73). The mean difference in HOMA-IR for liraglutide therapy compared to diet and exercise therapy is the inverse

(0.69 (95% confidence interval -0.73 to 2.11)).

Diet and 0.69 (- 1.12 (- 1.49 (- 1.63 (- 1.62 1.68 (- 1.97 1.97
exercise 0.73,2.11) 0.54,2.78) 0.30,3.28) 0.26,3.52) | (0.04,3.21) | 0.20,3.56) | (0.09,3.85) | (0.33,3.62)
-0.69 (- Ll 0.43 (- 0.80 (- 0.94 (- 0.93 0.99 (- 1.28 1.28
2.11,0.73) 0.44,1.29) 0.29,1.89) 0.31,2.20) | (0.22,1.65) | 0.24,2.22) | (0.05,2.51) | (0.44,2.12)
-1.12 (- -0.43 (- . 0.37 (- 0.52 (- 0.51 (- 0.56 (- 0.85 (- 0.85
Dapagliflozin
2.78,0.54) 1.29,0.44) 0.62,1.36) 0.65,1.68) 0.04,1.05) 0.56,1.69) 0.26,1.97) | (0.18,1.53)
-1.49 (- -0.80 (- -0.37 (- oty oz 0.14 (- 0.13 (- 0.19 (- 0.48 (- 0.48 (-
3.28,0.30) 1.89,0.29) 1.36,0.62) 1.22,1.51) 0.76,1.03) 1.05,1.44) 0.77,1.74) 0.38,1.35)
-1.63 (- -0.94 (- -0.52 (- -0.14 (- Exenatide -0.01 (- 0.05 (- 0.34 (- 0.34 (-
3.52,0.26) 2.20,0.31) 1.68,0.65) 1.51,1.22) 1.04,1.02) 1.45,1.54) 1.14,1.81) 0.86,1.53)
-1.62 (-3.21,- | -0.93 (-1.65,- -0.51 (- -0.13 (- 0.01 (- Active 0.06 (- 0.35 (- 0.35 (-
0.04) 0.22) 1.05,0.04) 1.03,0.76) 1.02,1.04) control 1.02,1.14) 0.70,1.40) 0.25,0.95)
-1.68 (- -0.99 (- -0.56 (- -0.19 (- -0.05 (- -0.06 (- el 0.29 (- 0.29 (-
3.56,0.20) 2.22,0.24) 1.69,0.56) 1.44,1.05) 1.54,1.45) 1.14,1.02) 1.01,1.59) 0.61,1.19)
-1.97 (-3.85,- | -1.28 (-2.51,- -0.85 (- -0.48 (- -0.34 (- -0.35 (- -0.29 (- o 0.00 (-
Empagliflozin
0.09) 0.05) 1.97,0.26) 1.74,0.77) 1.81,1.14) 1.40,0.70) 1.59,1.01) 0.94,0.94)
-1.97 (-3.62,- | -1.28 (-2.12,- | -0.85 (-1.53,- -0.48 (- -0.34 (- -0.35 (- -0.29 (- -0.00 (- Placebo
0.33) 0.44) 0.18) 1.35,0.38) 1.53,0.86) 0.95,0.25) 1.19,0.61) 0.94,0.94)
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Appendix 10 Funnel plots for each outcome

Figure 1 Funnel plot for alanine aminotransferase (ALT)
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Figure 2 Funnel plot for aspartate aminotransferase (AST)
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Figure 3 Funnel plot for y-glutamyl transferase (GGT)
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Figure 4 Funnel plot for subcutaneous adipose tissue (SAT)
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Figure 5 Funnel plot for visceral adipose tissue (VAT)
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Figure 6 Funnel plot for liver fat fraction (LFF)
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Figure 7 Funnel plot for controlled attenuation parameter (CAP)
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Figure 8 Funnel plot for liver stiffness measurement (LSM)
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Figure 9 Funnel plot for body weight (BW)
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Figure 10 Funnel plot for body mass index (BMI)
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Figure 11 Funnel plot for waist circumference (WC)
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Figure 12 Funnel plot for systobic blood pressure (SBP)
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Figure 13 Funnel plot for diastolic blood pressure (DBP)
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Figure 14 Funnel plot for blood lipids [total cholesterol(TC)
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Figure 15 Funnel plot for triglycerides (TG)
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Figure 16 Funnel plot for high density lipoprotein-cholesterol (HDL-C)
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Figure 17 Funnel plot for low density lipoprotein-cholesterol (LDL-C)
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Figure 18 Funnel plot for serum adiponectin
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Figure 19 Funnel plot for fasting blood glucose (FBG)
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Figure 20 Funnel plot for postprandial blood glucose (PBG)
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Figure 21 Funnel plot for glycosylated hemoglobin (HbA1c)
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Figure 22 Funnel plot for glucose and homeostasis model assessment (HOMA-IR)
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Appendix 11 GRADE summary of findings for SGLT-2 inhibitors and GLP-1

receptor agonists compared to placebo or each other

Table 1 Alanine aminotransferase (ALT)

Comparison  Mean difference (95% Certainty in

Plain text summary

Cl) treatment effects
(GRADE)
Liraglutide -8.30 U/L (-16.16, - High Liraglutide therapy could reduce
0.43) ALT levels.
DDODOD
Exenatide -9.65 U/L (-21.65,2.35)  Low due to serious Exenatide therapy may have no
PPOO risk of bias and effect on ALT levels.

indirectness

Dulaglutide -16.31 U/L (- Moderate due to Dulaglutide therapy probably
40.22,7.60) serious indirectness has no effect on ALT levels.
SO
Semaglutide -14.70 U/L (-24.79,- High Semaglutide therapy could
4.61) reduce ALT levels.
DODOD
Dapagliflozin -9.94 U/L (-18.42,- High Dapagliflozin therapy could
1.46) reduce ALT levels.
DODOD

Empagliflozin  -5.37 U/L (-17.17,6.43)  High

DODD

Empagliflozin therapy has no

effect on ALT levels.

Ipragliflozin -8.09 U/L (-20.72,4.54)  Low due to serious

PO risk of bias and

inconsistency

Ipragliflozin therapy may have

no effect on ALT levels.

Tofogliflozin ~ 6.69 U/L (-19.27,32.65) Moderate due to

Tofogliflozin therapy probably
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PPPO serious indirectness has no effect on ALT levels.

Luseogliflozin  0.69 U/L (-20.37,21.75) Low due to serious Luseogliflozin therapy may
DPOO risk of bias and have no effect on ALT levels.

inconsistency

CI= confidence interval.

Table 2 Aspartate aminotransferase (AST)

Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects

Liraglutide -4.60 U/L (- High Liraglutide therapy has no effect

9.48,0.29)

on AST levels.

DDDOD

Exenatide -8.50 U/L (- Low due to serious Exenatide therapy may reduce
15.70,-1.29) risk of bias and AST levels.

PPOeO indirectness

Dulaglutide -13.34 U/L (- Moderate due to Dulaglutide therapy probably has
28.22,1.53) serious indirectness no effect on AST levels.
DODO
Semaglutide -9.32 U/L (- High Semaglutide therapy could reduce
15.12,-3.52) AST levels.
DODOD
Dapagliflozin -6.70 U/L (- Moderate due to Dapagliflozin therapy probably
12.03,-1.37) serious inconsistency  reduces AST levels.
DODO
Empagliflozin -5.08 U/L (- High Empagliflozin therapy has no
12.07,1.92) effect on AST levels.
DODD
Ipragliflozin -7.08 U/L (- Low due to serious Ipragliflozin therapy may have no
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14.76,0.60) risk of bias and effect on AST levels.
DPOO inconsistency

Tofogliflozin 8.06 U/L (- Moderate due to Tofogliflozin therapy probably
7.03,23.14) serious indirectness has no effect on AST levels.
DODO

CI= confidence interval.

Table 3 y-glutamyl transferase (GGT)

Comparison Mean difference Certainty in Plain text summary
(95% CI) treatment effects
Liraglutide 729 UL (- High Liraglutide therapy has no effect
19.88,5.30)
on GGT levels.
DODD
Exenatide -7.29 U/L (- Low due to serious  Exenatide therapy may have no
26.43,11.85) risk of bias and effect on GGT levels.
PPOO indirectness
Dulaglutide -18.70 U/L (- Moderate due to Dulaglutide therapy probably has
45.13,7.73) serious indirectness  no effect on GGT levels.
DODO
Semaglutide -16.56 U/L (- High Semaglutide therapy could reduce
27.30,-5.82) GGT levels.
DODD
Dapagliflozin -13.82 U/L (- Low due to serious Dapagliflozin therapy may have
31.20,3.57) risk of bias and no effect on GGT levels.
PPOO indirectness
Empagliflozin -16.60 U/L (- Moderate due to Empagliflozin therapy probably
49.74,16.53) serious indirectness  has no effect on GGT levels.
DODO
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Ipragliflozin -10.37 U/L (- Moderate due to Ipragliflozin therapy probably has
26.04,5.31) serious risk of bias no effect on GGT levels.
DODO

Tofogliflozin 23.80 U/L (- Moderate due to Tofogliflozin therapy probably
7.21,54.80) serious indirectness  has no effect on GGT levels.
DODO

CI= confidence interval.

Table 4 Subcutaneous adipose tissue (SAT)

Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects
Liraglutide -30.27 cm? (- High Liraglutide therapy could reduce
41.54,-19.01)
subcutaneous adipose tissue.
DODD
Exenatide -30.93 cm? (- Very low due to Whether exenatide therapy has an
55.67,-6.20) very serious risk of effect on subcutaneous adipose
POOO bias and serious tissue is uncertain.
indirectness
Dapagliflozin -0.26 cm? (-0.36,- Moderate due to Dapagliflozin therapy probably
0.17) serious risk of bias reduces subcutaneous adipose
DPPO tissue.
Ipragliflozin -7.96 cm? (- Moderate due to Ipragliflozin therapy probably
11.60,-4.33) serious risk of bias reduces subcutaneous adipose
DPPO tissue.

CI= confidence interval.

Table 5 Visceral adipose tissue (VAT)

Comparison Mean difference

Certainty in

Plain text summary
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(95% CI) treatment effects
Liraglutide -30.12 cm? (- Moderate due to Liraglutide  therapy  probably
45.36,-14.89)
serious inconsistency  reduces visceral adipose tissue.
DODOO
Exenatide -40.26 cm? (- Very low due to very  Whether exenatide therapy has an
74.32,-6.21) serious risk of bias effect on visceral adipose tissue is
DOOO and serious uncertain.
indirectness
Dapagliflozin -6.96 cm? (- Low due to serious Dapagliflozin therapy may have
18.37,4.46) risk of bias and no effect on visceral adipose
PPOO inconsistency tissue.
Empagliflozin -11.45 cm? (- High Empagliflozin therapy has no
30.12,7.22) effect on visceral adipose tissue.
DODOD
Ipragliflozin -25.13 cm? (- Low due to serious Ipragliflozin therapy may reduce
44.49,-5.76) risk of bias and visceral adipose tissue.
PPOO inconsistency

CI= confidence interval.

Table 6 Liver fat fraction (LFF)

Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects
Liraglutide -5.16% (-7.51,- | ow due to serious Liraglutide therapy may reduce
2.81)
risk of bias and liver fat fraction.
COSS)
indirectness
Dapagliflozin -0.95 % (- Moderate due to Dapagliflozin therapy probably
2.52,0.62) serious inconsistency  has no effect on liver fat fraction.
DODO
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Tofogliflozin 1.08 % (- Moderate due to
3.45,5.61) serious indirectness
DODOO

Tofogliflozin therapy probably

has no effect on liver fat fraction.

CI= confidence interval.

Table 7 Controlled attenuation parameter (CAP)

Comparison Mean difference Certainty in Plain text summary
(95% CI) treatment effects
Liraglutide -16.70 db/m (- High Liraglutide therapy has no effect
80.22,46.82)
on CAP levels.
DODD
Semaglutide -15.57 db/m (- High Semaglutide therapy could reduce
29.29,-1.85) CAP levels.
DODD
Dapagliflozin -38.86 db/m (- Low due to serious  Dapagliflozin therapy may reduce
73.39,-4.33) risk of bias and CAP levels.
PPOO indirectness
Empagliflozin -9.04 db/m (- High Empagliflozin therapy has no
26.88,8.81) effect on CAP levels.
DOOD
Ipragliflozin -19.70 db/m (- Low due to very Ipragliflozin therapy may have no
41.86,2.46) serious risk of bias effect on CAP levels.
DDOO

CI= confidence interval.

Table 8 Liver stiffness measurement (LSM)

Comparison Mean difference  Certainty in Plain text summary
(95% ClI) treatment effects
Dulaglutide -1.05 kPa (- Moderate due to Dulaglutide therapy probably has
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3.07,0.97)

serious indirectness

no effect on LSM levels.

DODO
Semaglutide -3.08 kPa (-3.39,- High Semaglutide therapy could reduce
2.77) LSM levels.
DODD
Dapagliflozin -1.67 kPa (- Moderate due to Dapagliflozin therapy probably
4.49,1.16) serious indirectness has no effect on LSM levels.
DODO
Empagliflozin -0.49 kPa (- Moderate due to Empagliflozin therapy probably
1.11,0.12) serious inconsistency  has no effect on LSM levels.
DODO
Tofogliflozin 0.46 kPa (- Moderate due to Tofogliflozin therapy probably
0.89,1.82) serious indirectness has no effect on LSM levels.
DODO
CI= confidence interval.
Table 9 Body weight (BW)
Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects
Liraglutide -3.75kg (-6:34-  Moderate due to Liraglutide  therapy  probably
1.15)
serious inconsistency  reduces body weight.
DODO
Exenatide -4.40 kg (-8.12,-  Low due to serious Exenatide therapy may reduce
0.69) risk of bias and body weight.
PPOO indirectness
Dulaglutide -2.14 kg (- Moderate due to Dulaglutide therapy probably has
8.45,4.16) serious indirectness no effect on body weight.
DODO
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Semaglutide -8.14 kg (-11.45,- High Semaglutide therapy could reduce
4.84) body weight.
DODD
Dapagliflozin -3.48 kg (-5.88,-  High Dapagliflozin therapy could
1.08) reduce body weight.
DODD
Empagliflozin -2.60 kg (- High Empagliflozin therapy has no
7.31,2.12) effect on body weight.
DODD
Ipragliflozin -3.04 kg (- Moderate due to Ipragliflozin therapy probably has
7.54,1.47) serious risk of bias no effect on body weight.
DOOO
Tofogliflozin 1.60 kg (- Moderate due to Tofogliflozin therapy probably
4.71,7.90) serious indirectness has no effect on body weight.
DOOO

CI= confidence interval.

Table 10 Body mass index (BMI)

Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects
Liraglutide -149kgImA- igh Liraglutide therapy could reduce
2.39,-0.59)
BMI.
DODD
Exenatide -1.86 kg/m=- Low due to serious Exenatide therapy may reduce
3.12,-0.59) risk of bias and BMI.
PPOO indirectness
Dulaglutide -1.00 kg/m=- Moderate due to Dulaglutide therapy probably has
3.10,1.09) serious indirectness  no effect on BMI.
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DDOO

Dapagliflozin -1.13 kg/m=- Moderate due to Dapagliflozin therapy probably

2.14,-0.11) serious risk of bias reduces BMI.

DODO

Empagliflozin -1.07 kg/m=- High Empagliflozin therapy has no
2.45,0.31) effect on BMI.
DODD

Ipragliflozin -1.07 kg/m=x- Moderate due to Ipragliflozin therapy probably has
2.64,0.50) serious risk of bias no effect on BMI.
DOOO

Luseogliflozin -0.83 kg/m=x- Very low due to Whether luseogliflozin therapy has
2.83,1.16) very serious risk of  an effect on BMI is uncertain.

POOO bias and serious

indirectness

CI= confidence interval.

Table 11 Waist circumference (WC)

Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects
Liraglutide -453¢m (-7.37,-  \oderate due to Liraglutide therapy  probably
-89 serious risk of bias reduces waist circumference.
DODO
Exenatide -6.12 cm (-10.26,- Low due to serious Exenatide therapy may reduce
1.97) risk of bias and waist circumference.

PPeO indirectness

Dapagliflozin -2.78 cm (- High Dapagliflozin therapy has no effect
5.61,0.06) on waist circumference.
DODOD
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Empagliflozin -1.30cm (- High Empagliflozin therapy has no
7.54,4.94) effect on waist circumference.
DODD

Ipragliflozin -3.70cm (- Low due to very Ipragliflozin therapy may have no
8.80,1.40) serious risk of bias effect on waist circumference.
COSS)

CI= confidence interval.

Table 12 Systobic blood pressure (SBP)

Comparison Mean difference Certainty in Plain text summary
(95% CI) treatment effects
Liraglutide -3.27mmHg (- pigh Liraglutide therapy has no effect
7.45,0.91)
on systobic blood pressure.
DOOD
Exenatide -3.11 mmHg (- Very low due to Whether exenatide therapy has an
8.46,2.25) very serious risk of  effect on systobic blood pressure
POOO bias and serious is uncertain.
indirectness
Semaglutide -2.24 mmHg (- High Semaglutide therapy could reduce
4.20,-0.27) systobic blood pressure.
DOOD
Dapagliflozin -3.61 mmHg (- Moderate due to Dapagliflozin therapy probably
9.84,2.61) serious indirectness  has no effect on systobic blood
@@@@ pressure.
Empagliflozin 5.09 mmHg (- Moderate due to Empagliflozin therapy probably
4.90,15.09) serious indirectness  has no effect on systobic blood
DPPO pressure.
Ipragliflozin -3.90 mmHg (- Low due to very Ipragliflozin therapy may reduce
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6.79,-1.01)

DDOO

serious risk of bias

systobic blood pressure.

CI= confidence interval.

Table 13 Diastolic blood pressure (DBP)

Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects

Liraglutide 0.24mmHg (- Kigh Liraglutide therapy has no effect on

2.76,3.24)
diastolic blood pressure.

DDDOD

Exenatide -0.77 mmHg (- Very low due to Whether exenatide therapy has an
4.14,2.60) very serious risk of  effect on diastolic blood pressure
POOO bias and serious is uncertain.

indirectness

Semaglutide -0.38 mmHg (- High Semaglutide therapy has no effect
1.41,0.64) on diastolic blood pressure.
DDDOD

Dapagliflozin -1.59 mmHg (- Moderate due to Dapagliflozin therapy probably
5.41,2.23) serious indirectness  has no effect on diastolic blood
PPPO pressure.

Empagliflozin 1.93 mmHg (- Moderate due to Empagliflozin therapy probably
4.47,8.33) serious indirectness  has no effect on diastolic blood
PPPO pressure.

Ipragliflozin 0.33 mmHg (- Low due to very Ipragliflozin therapy may have no
1.50,2.17) serious risk of bias effect on diastolic blood pressure.
CUSS,

CI= confidence interval.

Table 14 Blood lipids total cholesterol (TC)
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Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects

Liraglutide -0.24mmol/L (- pModerate due to Liraglutide therapy probably has

0.55,0.06)
serious inconsistency  no effect on TC levels.

DODO

Exenatide -0.33 mmol/L (-  Low due to serious Exenatide therapy may have no
0.74,0.07) risk of bias and effect on TC levels.
PPOO indirectness

Semaglutide 0.13 mmol/L (- High Semaglutide therapy has no effect
0.13,0.39) on TC levels.
DOOD

Dapagliflozin 0.30 mmol/L (-  Very low due to very  Whether dapagliflozin therapy has
0.19,0.78) serious risk of bias an effect on TC levels is
POOO and serious uncertain.

indirectness

Empagliflozin -0.23 mmol/L (- High Empagliflozin therapy has no
0.76,0.30) effect on TC levels.
DOOD

Ipragliflozin 0.05 mmol/L (- Low due to serious Ipragliflozin therapy may have no
0.28,0.38) risk of bias and effect on TC levels.
PPOO inconsistency

Tofogliflozin -0.01 mmol/L (- Moderate due to Tofogliflozin therapy probably
0.81,0.79) serious indirectness has no effect on TC levels.
DOOO

CI= confidence interval.

Table 15 Triglycerides (TG)

Comparison

Mean difference

(95% Cl)

Certainty in

treatment effects

Plain text summary
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-0.21 mmol/L (-

Liraglutide Moderate due to Liraglutide therapy probably has

0.44,0.02)
serious inconsistency  no effect on TG levels.

OO

Exenatide -0.22 mmol/L (-  Low due to serious Exenatide therapy may have no
0.44,0.05) risk of bias and effect on TG levels.
PPOO indirectness

Dulaglutide -0.36 mmol/L (-  Moderate due to Dulaglutide therapy probably has
2.77,2.06) serious indirectness no effect on TG levels.
DODOO

Semaglutide -0.25 mmol/L (- High Semaglutide therapy could reduce
0.40,-0.10) TG levels.
DODOD

Dapagliflozin -0.22 mmol/L (-  Low due to serious Dapagliflozin therapy may have
0.46,0.01) risk of bias and no effect on TG levels.
PPOO inconsistency

Empagliflozin -0.09 mmol/L (- High Empagliflozin therapy has no
0.60,0.41) effect on TG levels.
DODOD

Ipragliflozin -0.26 mmol/L (-  Moderate due to Ipragliflozin therapy probably
0.48,-0.04) serious risk of bias reduces TG levels.
DODO

Tofogliflozin 0.52 mmol/L (-  Moderate due to Tofogliflozin therapy probably
0.12,1.16) serious indirectness has no effect on TG levels.
DODOO

CI= confidence interval.
Table 16 High density lipoprotein-cholesterol (HDL-C)

Comparison

Mean difference

(95% Cl)

Certainty in

treatment effects

Plain text summary
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0.08 mmol/L

Liraglutide Moderate due to Liraglutide therapy probably

(0.02,0.15)
serious inconsistency  increase HDL-C levels.

OO

Exenatide 0.07 mmol/L (-  Moderate due to Exenatide therapy probably has
0.02,0.17) serious indirectness no effect on HDL-C levels.
DOOO

Dulaglutide -0.02 mmol/L (-  Moderate due to Dulaglutide therapy probably has
0.58,0.54) serious indirectness no effect on HDL-C levels.
OO0

Semaglutide 0.05 mmol/L High Semaglutide therapy could
(0.01,0.09) increase HDL-C levels.
DODOD

Dapagliflozin 0.14 mmol/L Low due to serious Dapagliflozin therapy may
(0.06,0.21) risk of bias and increase HDL-C levels.
PPOO inconsistency

Empagliflozin 0.03 mmol/L (- High Empagliflozin therapy has no
0.07,0.14) effect on HDL-C levels.
DODOD

Ipragliflozin 0.08 mmol/L Moderate due to Ipragliflozin therapy probably

(0.01,0.14) serious risk of bias

DDDO

increases HDL-C levels.

CI= confidence interval.

Table 17 Low density lipoprotein-cholesterol (LDL-C)

Comparison Mean difference  Certainty in Plain text summary
(95% ClI) treatment effects
Liraglutide -0.05mmol/L (- poderate due to Liraglutide therapy probably has

0.35,0.25)
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no effect on LDL-C levels.

DPDO serious inconsistency

Exenatide -0.28 mmol/L (-  Moderate due to Exenatide therapy probably has
0.73,0.18) serious indirectness no effect on LDL-C levels.
DODO

Dulaglutide 0.10 mmol/L (-  Moderate due to Dulaglutide therapy probably has
2.11,2.31) serious indirectness no effect on LDL-C levels.
DODO

Semaglutide 0.16 mmol/L (-  High Semaglutide therapy has no effect
0.16,0.48) on LDL-C levels.
DOOD

Dapagliflozin -0.03 mmol/L (- High Dapagliflozin therapy has no
0.37,0.31) effect on LDL-C levels.
DOOD

Empagliflozin -0.09 mmol/L (- High Empagliflozin therapy has no
0.55,0.37) effect on LDL-C levels.
DOOD

Ipragliflozin 0.06 mmol/L (- Moderate due to Ipragliflozin therapy probably has
0.33,0.46) serious inconsistency  no effect on LDL-C levels.
DOOO

CI= confidence interval.

Table 18 Serum adiponectin

Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects
Liraglutide 3.03ug/ml (- High Liraglutide therapy has no effect
0.43,6.49)
on serum adiponectin.
DODD
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Exenatide -1.59ug/ml (- Moderate due to Exenatide therapy probably has
6.13,2.96) serious indirectness no effect on serum adiponectin.
DODOO

Dapagliflozin -1.61pg/ml (- Moderate due to Dapagliflozin therapy probably
5.02,1.81) serious inconsistency  has no effect on serum
PPPO adiponectin.

Ipragliflozin -7.18pg/ml (- Very low due to very ~ Whether ipragliflozin therapy has

13.13,-1.23) serious risk of bias an effect on serum adiponectin is

POOO and serious uncertain.

indirectness

CI= confidence interval.

Table 19 Fasting blood glucose (FBG)

Comparison Mean difference Certainty in Plain text summary
(95% CI) treatment effects

Liraglutide 0.77mmol/L (- pigh Liraglutide therapy could reduce

1.19,-0.35)
FBG levels.

DOOD

Exenatide -0.36 mmol/L (-  Low due to serious Exenatide therapy may have no
0.91,0.20) risk of bias and effect on FBG levels.
PPOO indirectness

Dulaglutide -1.32 mmol/L (-  Moderate due to Dulaglutide therapy probably has
10.13,7.49) serious indirectness no effect on FBG levels.
DOOO

Semaglutide -1.35 mmol/L (-  High Semaglutide therapy has no
3.01,0.32) effect on FBG levels.
DOOD

Dapagliflozin -0.75 mmol/L (-  High Dapagliflozin therapy could
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1.12,-0.39) reduce FBG levels.
DOOD
Empagliflozin 0.06 mmol/L (- Moderate due to Empagliflozin therapy probably
0.44,0.55) serious inconsistency  has no effect on FBG levels.
DODO
Ipragliflozin -0.33 mmol/L (-  Moderate due to Ipragliflozin therapy probably
0.84,0.18) serious risk of bias has no effect on FBG levels.
DODO
Tofogliflozin 0.67 mmol/L (- Moderate due to Tofogliflozin therapy probably
0.95,2.29) serious indirectness has no effect on FBG levels.
DODO
Luseogliflozin -2.32mmol/L (- Very low due to very  Whether luseogliflozin therapy
16.74,12.10) serious risk of bias has an effect on FBG levels is
POOO and serious uncertain.

indirectness

CI= confidence interval.

Table 20 Postprandial blood glucose (PBG)

Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects

Liraglutide -1.70mmol/L (- \oderate due to Liraglutide therapy probably has

3.74,0.34)
serious indirectness  no effect on PBG levels.

DODO

Exenatide -0.15 mmol/L (-  Low due to serious Exenatide therapy may have no
2.32,2.02) risk of bias and effect on PBG levels.
PPOO indirectness

Dapagliflozin -2.14 mmol/L (-  High Dapagliflozin therapy could
3.67,-0.61) reduce PBG levels.
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DOOD

CI= confidence interval.

Table 21 Glycosylated hemoglobin (HbA1lc)

Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects
Liraglutide -0.50% (-0.81,- High Liraglutide therapy could reduce
0.19)
HbA1c levels.
DODD
Exenatide -0.41% (- Low due to serious Exenatide therapy may reduce
0.82,0.00) risk of bias and HbA1c levels.
PPOO indirectness
Dulaglutide -0.65% (- Moderate due to Dulaglutide therapy probably has
1.47,0.17) serious indirectness no effect on HbAlc levels.
DODO
Semaglutide -0.93% (-1.23,-  High Semaglutide therapy could reduce
0.63) HbA1c levels.
DODD
Dapagliflozin -0.72% (-1.01,-  High Dapagliflozin therapy could
0.42) reduce HbAlc levels.
DODD
Empagliflozin -0.12% (- Moderate due to Empagliflozin therapy probably
0.64,0.39) serious inconsistency  has no effect on HbAlc levels.
DODO
Ipragliflozin -0.36% (- Moderate due to Ipragliflozin therapy probably has
0.77,0.04) serious risk of bias no effect on HbAlc levels.
DODO

114



Tofogliflozin -0.06% (-

0.67,0.55)

DODO

Moderate due to

serious indirectness

Tofogliflozin therapy probably

has no effect on HbAlc levels.

Luseogliflozin -1.05% (-1.80,-

0.30)

DO

Very low due to very
serious risk of bias
and serious

indirectness

Whether luseogliflozin therapy
has an effect on HbA1c levels is

uncertain.

CI= confidence interval.

Table 22 Glucose and homeostasis model assessment (HOMA-IR)

Comparison Mean difference  Certainty in Plain text summary
(95% CI) treatment effects

Liraglutide -1.57(-2.18,-0.96) High Liraglutide therapy could reduce
SODD HOMA-IR.

Exenatide -0.34 (-1.53,0.86) Moderate due to Exenatide therapy probably has
PPPO serious indirectness no effect on HOMA-IR.

Semaglutide -0.29 (-1.19,0.61) High Semaglutide therapy has no effect
PPPPD on HOMA-IR.

Dapagliflozin -0.84 (-1.53,-0.15) High Dapagliflozin therapy could
PPPD reduce HOMA-IR.

Empagliflozin -0.11 (-0.49,0.27)  Moderate due to Empagliflozin therapy probably
PPPO serious inconsistency  has no effect on HOMA-IR.

Ipragliflozin -0.60 (-1.01,-0.19) Moderate due to Ipragliflozin therapy probably

DODO

serious risk of bias

reduces HOMA-IR.

CI= confidence interval.
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