\ 4

Evidence based medicine

S B AR A2
AT A
B

T



Cyct IR tBm

AR RITHE

% 4 | -
ngmmmd

HEBCE B

Cyct ER £Bm

— L e
| % itiz31%

[2u sxxusssasiis ]
ST L

_ Effects of high-flow nasal cannula in

treatment of infants with bronchiolitis
Kuan-Chung Ting, Pei-Shan Hsu, Yi-Ting Hung.
Department of Medicine, Di Medical
Chia-Yi Christian Hospital
Background & Objective
Bronchiolitis is a common respiratory disease and a leading cause of
hospitalization in infants. High-flow nasal cannula (HFNC) has emerged
as a new therapy reducing airway resistance and dead space. This
study aimed to assess the effects of HFNC compared with conventional
oxygen therapy and continuous positive airway |  Search databases restricted to
pressure (CPAP) in infants with bronchiolitis. “""'::;;’:;:;X";‘i:f;;":"‘"'
Materials & Methods .

Infants with bronchiolitis

Embase {n=11)
High-flow nasal cannla Cochrane Ly (n=3)

Conventional oxygen therapy or Aty e-0)
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Results oo edew (022)

Two systematic reviews and meta-analyses were identified. HFNC showed
a reduction in the length of hospital stay (MD = -0.65 days; 95% Cl = -1.23
t0-0.06; P = 0.03) and a reduction in the duration of oxygen treatment
(MD =-0.59 days; 95% Cl =-1.10to -0.1 =0.005) compared to
conventional oxygen therapy. No significant difference in adverse events
was found. GRADE results were low to very low due to high or unclear
risk of bias, heterogeneity, and wide 95% confidence intervals.
Conclusions & Applications

Among infants with bronchiolitis, high-flow nasal cannula has advantages
over conventional oxygen therapy in reducing the length of hospital stay
and the duration of oxygen treatment. Further studies are warranted to
investigate the effectiveness of HENC, 2""" 3
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Hierarchy of Weight Classifications

Baseline health risk

Elevated health risks

Increased health risks

Severe health risks
and complications

Overweight

Class 3
Obesity

Normal Weight
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Overweight:
BMI 25~29.9 kg/m2

Obesity:
BMI >30 kg/m?2

Class 3 Obesity:
BMI >40 kg/m2 or>35 kg/m2 in the

presence of comorbidities)
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bk B.5n3% _SGLT-2 Inhibitor

What 1s this drug used for?

Tight junction

- Control blood sugar in people with type 2 diabetes. el
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-  Lower the risk of urgent hospital visits, hospital stays -

No FDA Approval for body weight loss

stays, and death, 1 people with certain Kidney
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problems.
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Adult male with obesity, fatty liver,

hyperlipidemia, without DM D/‘Iéféﬂiéﬂnﬁ%
. op . =) [ ] HH H

SGLT-2 inhibitor with standard care 0 RS

0 FERAIRE

Placebo, standard care, diet, exercise S

Body weight loss, BMI reduction, 0 kR oA

side effect, waist circumference, hip circumference
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Adult male with obesity, fatty liver,

hyperlipidemia, without DM D/‘]éf%iéﬂnﬂ%
Intermittent fasting with standard care [ PR

0 FARRALREE
Normal dietary B
Body weight loss, BMI reduction, 0 &kt pgEg

side effect, waist circumference, hip circumference
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Keywords / Free text / Synonyms

[MeSH terms]

H13C

(overweight OR obes*) AND
(non-diabe* OR no-diabe* OR “without diabe*”) AND (adult)
(“fatty liver” OR “liver steatosis” OR “hepatic steatosis” OR
“hepatic fat infiltration” OR “fatty liver disease”)
("dyslipidemia" OR "hyperlipidemia" OR "lipid disorders")

"Obesity"[Mesh]”
"Fatty Liver"[Mesh] AND "Non-alcoholic Fatty Liver
Disease"[Mesh]
Hyperlipidemias Dyslipidemias

AL, B, b
FEME DRI . NEN3 T
I 52

sodium glucose cotransporter 2 inhibitors OR canagliflozin
OR dapagliflozin OR empagliflozin OR ipragliflozin OR
tofogliflozin OR luseogliflozin OR sergliflozin OR
remogliflozin OR ertugliflozin OR sotagliflozin

"Sodium-Glucose Transporter 2 Inhibitors"[Mesh]
AND "Sodium-Glucose Transporter 2"[Mesh]

S~ ) AR 2 ] A -2
A 7]

Control groups, Placebo
Standard therapy
Diet control, physical activity

”Control groups“[Mesh]
"Placebo”[Mesh]
"Diet"[Mesh]

SR, 22
PRYEIR IR, AR R 2
e

weight loss, weight reduction, body weight
decrease, weight management, BMI reduction
side effect, waist circumference, hip
circumference

"Body Mass Index"[Mesh]
Body Weight"[Mesh]
"Weights and Measures"[Mesh
"Weight Reduction Programs"[Mesh]
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PICO

P
(Population)

(Intervention)

Cc
(Comparison)

O (Outcome)

HEX[EE

obesity, obese, overweight, adiposity,
high BMI, excessive weight, body
weight disorders, weight gain

non-diabetic, non diabetes, no

diabetes, without diabetes

adult, adults, young adult* middle-

aged, middle-aged person* people

SGLT2 inhibitor, SGLT-2 inhibitor,
SGLT 2 inhibitors, sodium-glucose
cotransporter 2 inhibitor, sodium
glucose co-transporter 2 inhibitor

dapagliflozin, canagliflozin,
empagliflozin, ertugliflozin,
remogliflozin, sergliflozin

placebo, standard care, usual care,
dietary intervention, diet modification,
physical activity, exercise

weight loss, weight reduction, body
weight decrease, weight d

management, BMI reduction, obesity
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B MeSH

Obesity, Overweight

Non-Diabetic

Adult

Sodium-Glucose
Transporter 2
Inhibitors

Dapagliflozin,
Canagliflozin,
Empagliflozin,
Ertugliflozin

Placebo, Diet,
Exercise

Weight Loss, Body
Weight, Body Mass
Index

#5375 Emtree

Obesity,
Overweight

Non-Diabetic, Non

Diabetes

Adult

Sodium-Glucose
Cotransporter 2
Inhibitor

Dapagliflozin,
Canagliflozin,
Empagliflozin

Placebo, Diet,
Exercise

Weight Loss, Body
Weight, Body Mass
Index




Cyct IR tBm

BRR R

Oxford Centre for Evidence-Based Medicine 2011 Levels of Evidence

Bi&Levell:

RCT

Question

Step 1
(Level 1*)

Step 2
(Level 2%*)

Step 3
(Level 3*)

SR of

(Level 4%)

Step 5 (Level 5)

How common is the
problem?

Local and current random sample
surveys (or censuses)

Systematic review of surveys
that allow matching to local
circumstances**

Local non-random sample**

Case-series**

n/a

Is this diagnostic or

Systematic review

Individual cross sectional

Non-consecutive studies, or studies without

Case-control studies, or

Mechanism-based

monitoring test of cross sectional studies with studies with consistently consistently applied reference standards** ‘poor or non-independent|reasoning
ccurate? consistently applied reference applied reference standard and reference standard**
(Diagnosis) standard and blinding blinding
hat will happen if [Systematic review Inception cohort studies Cohort study or control arm of randomized trial* |Case-series or case- n/a

oes this
ntervention help?
Treatment Benefits)

of inception cohort studies

Systematic review
of randomized trials or n-of-1 trials

control studies, or poor
quality prognostic cohort
study**

Randomized trial
or observational study with
dramatic effect

Non-randomized controlled cohort/follow-up
study**

Case-series, case-control
studies, or historically
controlled studies**

Mechanism-based
reasoning

at are the
COMMON harms?
(Treatment Harms)

gystematlc review of randomized
trials, systematic review

of nested case-control studies, n-
of-1 trial with the patient you are
raising the question about, or
observational study with dramatic
effect

Individual randomized trial
or (exceptionally) observational
study with dramatic effect

Non-randomized controlled cohort/follow-up
study (post-marketing surveillance) provided
there are sufficient numbers to rule out a
common harm. (For long-term harms the
duration of follow-up must be sufficient.)**

What are the RARE
harms?
(Treatment Harms)

Systematic review of randomized
trials or n-of-1 trial

Randomized trial
or (exceptionally) observational
study with dramatic effect

Case-series, case-control,
or historically controlled
studies**

Mechanism-based
reasoning

Is this (early
detection) test
worthwhile?
(Screening)

Systematic review of randomized
trials

Randomized trial

Non -randomized controlled cohort/follow-up
study**

Case-series, case-control,
or historically controlled
studies**

Mechanism-based
reasoning
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Annals of Internal Medicine*

Articles | 21 August 2007

How Quickly Do Systematic Reviews Go Out of Date? A Survival
Analysis

Authors: Kaveh G. Shojania, MD, Margaret Sampson, MLIS, Mohammed T. Ansari, MBBS, MMedSc, MPhil, Jun Ji, MD, MHA,
Steve Doucette, MSc, and David Moher, PhD  AUTHOR, ARTICLE, & DISCLOSURE INFORMATION

Publication: Annals of Internal Medicine ¢ Volume 147, Number 4

The median survival time without substantive new
evidence for the meta-analyses was 5.5 years
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TEXT AVAILABILITY

[ ] Abstract
[ | Free full text
Full text

ARTICLE TYPE

| | Books and Documents

| ] Clinical Trial

Meta-Analysis

Randomized Controlled
Trial

| ] Review

Systematic Review

PUBLICATION DATE

() 10 years
() Custom Range
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[ Meta-Analysis | 3L E
['Systematic Reviews]] 3L &=

=

[Randomized controlled Trial [3C &=

| 15 = 1 [
REl 4] &
RETFull text &3 A (L5138
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#3 Pubmed

Search Actions Details Query Results Time
#6 > Search: #1 AND #2 Filters: in the last 5 years, Meta-Analysis, 2  21:59:38
Systematic Review Sort by: Most Recent
#5 > Search: #1 AND #2 Filters: in the last 5 years, Meta-Analysis Sort 2 21:59:24
by: Most Recent
#4 > Search: #1 AND #2 Filters: in the last 5 years Sort by: Most Recent 19 21:59:20
#3 > Search: #1 AND #2 Sort by: Most Recent 33  21:569:17

PR [
#2 P> Search: sodium glucose cotransporter 2 inhibitors OR 13,639 21:59:05 S R fl I t e rs
o canagliflozin OR dapagliflozin OR empagliflozin OR ipragliflozin a

OR tofogliflozin OR luseogliflozin OR sergliflozin OR remogliflozin ﬁ % I I 1 I m

OR ertugliflozin OR sotagliflozin Sort by: Most Recent

#1 v Search: (overweight OR obes*) AND (non-diabe* OR no-diabe* OR 4474 21:58:55
"without diabe*") AND (adult) Sort by: Most Recent

("overweight"[MeSH Terms] OR "overweight"[All Fields] OR
"overweighted"[All Fields] OR "overweightness"[All Fields] OR
"overweights"[All Fields] OR "obes*"[All Fields]) AND ("non diabe*"
[All Fields] OR "no diabe*"[All Fields] OR "without diabe*"[All Fields])

AND ("adult"[MeSH Terms] OR "adult"[All Fields] OR "adults"[All E
Fields] OR "adult s"[All Fields]) E Eg a dva n ce d

Translations

overweight: "overweight"[MeSH Terms] OR "overweight"[All Fields] S e a rc h E E

OR "overweighted"[All Fields] OR "overweightness"[All Fields] OR
"overweights"[All Fields]

adult: "adult"[MeSH Terms] OR "adult"[All Fields] OR "adults"[All M S H t
Fields] OR "adult's"[All Fields] ﬁ m e e rm s
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Advanced Search

Search | search manager | Medicalterms (MeSH)  PICO search
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Cochrane

Save thissearch ¥ @ View/Share saved searches ? Search help
Print search history

+

- #1 MeSH descriptor: [Overweight] explode all trees MeSH = 25843
-— e #2 sodium glucose transporter 2 inhibitor Limits 1113
3 + #3 #1 and #2 Limits 25
— + #4 Type a search term or use the S or MeSH buttons to compose S» MeSH » Limits N/A

% Clearall

[J Highlight orphan lines

Save thissearch ¥ @ View/Share saved searches ? Search help
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#BJ/Embase s

Final Keywords: ['obesity

(‘obesity' AND 'sodium glucose cotransporter 2 [sodium glucose
inhibitor' AND non-diabetic adult)/br AND
('body weight loss') AND ([Systematic ,
Review]/lim OR [Randomized Controlled I body weight loss]
Trial)/lim OR [Meta Analysis]/lim) AND ['non-diabetic adult]

[2020-2024]/py 08 & 5 AR AR ER

cotransporter 2 inhibitor ]

1 Randomized study of the effects of empagliflozin and topiramate dual therapy on anthropometric and metabolic indices in non-diabetic ITAN D.j N ITO R.il
individuals with overweight/obesity on a calorie-restricted diet :‘E — >I< IJ N
Abiri B., Ramezani Ahmadi A., Hosseinpanah F., Valizadeh A., Zarghi A., Valizadeh M. ;l\ BE s f— ’E ) I :l?m ':'l:llj
Eating and Weight Disorders 2024 29:1 Article Number 64 n D |:| j-:/‘\ :b ——a
Embase MEDLINE NURSING WV Abstract  VIndexTerms  View Full Text Similar records >

2 The efficacy and safety of a SGLT2 inhibitors on body weight in obese patients without diabetes: A systematic review and meta-analysis

Pormento M.K,, Lingarajah S., Gautam R, Jain M., Jagani R., Jagani N., Ngardig N_, Bobba S.H., Ghazarian K., Pagad S.
Endocrine Practice 2021 27:12 SUPPL (56-57)

Embase Vv Abstract Vv IndexTerms  View Full Text Similar records >

3 Effect of SGLT2 inhibitors on weight reduction in overweight and obese population without diabetes: A systematic review and a meta-analysis

Cho YK, KimY.-, Jung CH.
Journal of Diabetes Investigation 2021 12:SUPPL 1 (17-)

Embase v Abstract v IndexTerms > View Full Text @ Similar records >

4 Sodium-Glucose Co-Transporter-2 Inhibitors in Non-Diabetic Adults With Overweight or Obesity: A Systematic Review and Meta-Analysis

Zheng H,, LiuM,, LiS, ShiQ, Zhang S, Zhou Y., Su N.
Frontiers in Endocrinology 2021 12 Article Number 706914

Embase NURSING W Abstract W IndexTerms > View Full Text Similar records >
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Efficacy and safety of GLP-1 receptor agonists
versus SGLT-2 inhibitors in overweight/obese
patients with or without diabetes mellitus: a
systematic review and network meta-analysis

SR of RCTs 61 Trials

Up to 2022/1

Sodium-Glucose Co-Transporter-2 Inhibitors in

Non-Diabetic Adults With Overweight or Obesity:

A Systematic Review and Meta-Analysis

SR of RCTs 6 Trials

Up to 2021/2

Effect of Sodium-Glucose Cotransporter 2
Inhibitors on Weight Reduction in Overweight
and Obese Populations without Diabetes: A
Systematic Review and a Meta-Analysis

SR of RCTs 6 Trials
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si' frontiers
in Endocrinology

» Front Endocrinol (Lausanne). 2021 Aug 16;12:706914. doi: 10.3389/fend0.2021.706914 (#

Sodium-Glucose Co-Transporter-2 Inhibitors in Non-Diabetic Adults With
Overweight or Obesity: A Systematic Review and Meta-Analysis

Hanrui Zheng %%, Min Liu >T, Sheyu Li %5, Qingyang Shi %, Shengzhao Zhang 8, Yiling Zhou #, Na Su 12"

» Author information » Article notes » Copyright and License information V i&ﬁf%%&%‘l‘ S R Of RCT

PMCID: PMC8415407 PMID: 34484120 ‘/ E*ﬁ'ﬂqﬁiﬂiﬁ
v BRFSERKEEPICO
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MY CUSTOM FILTERS [

3 results Page 1 of 1

RESULTS BY YEAR
I O Filters applied: in the last 5 years, Full text, Randomized Controlled Trial. Clear all

e N2
[ ] Clinical value of adding Dapagliflozin in patients with nephrotic syndrome.
1 ElSharkawy M, Emara A, Ahmed MM, Ghonamy E, Teama NM.
Cite  Int Urol Nephrol. 2024 Nov;56(11):3617-3625. doi: 10.1007/s11255-024-04099-1. Epub 2024 Jun
O _ — O Share 1
2020 2024 PMID: 38862701  Clinical Trial.

BACKGROUND: Sodium-glucose cotransporter 2 (SGLT2) inhibitors in nephrotic patients on
PUBLICATION DATE . " . 2 v " " "
immunosuppression are underexplored. We evaluated dapagliflozin's impact in non-diabetic

O 1year primary nephrotic syndrome. ...Furthermore, after 6 months, eGFR remained stable in ...

@ 5 years

[ ] Canagliflozin combined with metformin versus metformin monotherapy for

O 10 years 2 endocrine and metabolic profiles in overweight and obese women with

() Custom Range cite Polycystic ovary syndrome: A single-center, open-labeled prospective
randomized controlled trial.

TEXT AVAILABILITY Gl Zhang J, Xing C, Cheng X, He B.
Front Endocrinol (Lausanne). 2022 Sep 6;13:1003238. doi: 10.3389/fend0.2022.1003238.

[ ] Abstract .
eCollection 2022.

[ | Free full text PMID: 36147577  Free PMC article.  Clinical Trial.

Full text This randomized controlled trial compared the efficacy and safety of CANA and metformin (MET)

combination therapy and MET monotherapy in endocrine and metabolic profiles of overweight and
ARTICLE ATTRIBUTE obese women with polycystic ovary syndrome (PCOS). METHODS: Fifty-one overweight or obese ...

[ | Associated data ) _ ) o
[ ] Increase in endogenous glucose production with SGLT2 inhibition is attenuated

ARTICLE TYPE 3 inindividuals who underwent kidney transplantation and bilateral native
o cite hephrectomy.
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Critical Appraisal
Skills Programme

CASP Checklist: 10 questions to help you make sense of a Systematic Review

How to use this appraisal tool: Three broad issues need to be considered when appraising a
systematic review study:

l\ Are the results of the study valid? (Section A) “ ﬁﬁ&gﬁﬁﬁﬁ
[\ What are the results? (Section B) V ﬁﬂ'ﬁ%ﬁﬁﬁﬁ
[\ Will the results help locally? (Section C) “ ;#1 Oﬁ Fﬂﬁﬁﬁﬁﬁ'ﬁ I'ﬁ'l
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Background: Sodium-glucose-cotransporter-2 (SGLT?) inhibitors have proven to be
eflective In improving glycemic control andl lowering body weight in patients with type 2
diabetes melitus. However, the efficacy and safety on weight loss in adults with
overweight or obesity but not cliabetes remain unclear. In this article, we amed to
identify the efficacy and safety of SGLT2 inhibitors in autts with overweight or obesity
but not diabetes in randomized controlled stucies (RCTs). 0

(Yes 0 No o Can't tell
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1144 records identified through 6 additional records identified
database searching through other sources

]

Identification

A Y

[

867 records after duplicates removed

]

Wk & ERCT

Screening

867records screened

845records excluded

= B & R AFEERIRLE

Full-text articles excluded
o
4 (n=16)

A

22 full-text articles “| = Non-RCT (n=1)
Z assessed for eligibility - T2DM (n=2)
Z - Protocol (n=1)
E - Overlapping population
= (n=2)
\ - Combine therapy (n=5)
e 6 Studies included in - Abstract only (n=1)
qualitative synthesis - Other (n=4)
= )
® v
3 T .
S 6 Studies included in
= quantitative synthesis
(meta-analysis)
- E

FIGURE 1 | Flow diagram for study identification and inclusion, { Ye S |:| N O |:| C a n !t t el I
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Literature Search
An extensive search for RCTs in Medline (Ovid SP), Embase
(Ovid SP), Cochrane Central Register of Controlled Trials (Ovid

SP), for studies published from the creation time of databases
until February 20", 2021, using the keywords: “Sodium-Glucose
Transporter 27, “sodium glucose cotransporter 2 inhibitors”,
“canagliflozin”, “dapagliflozin”, “empagliflozin”, “ipragliflozin”,
“tofoglitlozin”, “luseogliflozin”, “serglitlozin”, “remogliflozin”,
“ertugliflozin”, “sotagliflozin”, “overweight”, “obesity” and
“obese” (Supplementary Information 2). ClinicalTrial.gov was
screened for potentially eligible studies. The reference lists of
relevant published researches investigating the use of SGLT2
inhibitors in non-diabetes with overweight or obesity were also
reviewed for potentially relevant studies. We contacted authors
by email if the full-text was not available or if the outcomes were
not enough.
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primary outcomes of interest, namely body weight and body
mass index (BMI). Weight loss = 5%, Waist circumference (WC),
Hip circumference (HC), Waist/hip ratio (W/H) and adverse
events were secondary outcomes. The adverse events included
general adverse events and serious adverse events; (4) Study
design: randomized controlled trials (RCTs) limited to the
English language without restrictions of study size, follow-up
length or publication year. No ethical approval and no contact
with individual patients were required. The exclusion criteria
were as follows: (1) including participants with pregnant;
(2) animal experiments; (3) studies published in a language
other than Chinese or English; (4) published as abstract only;
(5) including patients with prediabetes.
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Quality Assessment

Two independent reviewers (HZ and ML) assessed the risk of
bias of the included studies according to the Cochrane
Handbook for Systematic Reviews of Interventions (version
5.1), and the disagreement were resolved by consulting the 3rd
reviewer (NS). We assessed the quality of the included studies
concerning 7 aspects including random sequence generation,
allocation concealment, blinding of participants and personnel,
blinding of outcome assessment, incomplete outcome data, and
selective reporting and other bias (12). Each of them was judged
as low, high or unclear risk. Grading of Recommendations
Assessment, Development and Evaluation (GRADE) (13, 14)
tool was used to assess the evidence quality and provide evidence
for future guidelines, concerning inconsistency, indirectness,
imprecision, and other bias.
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Body weight

SGLT2 inhibitors Placebo Mean Difference Mean Difference
i i Cl IV, Fixed, 95% Cl
Bays2014(CANA 100mg/d) 28 29 8 -1 25 86 11.8% -1.70[-251,-0.89)
Bays2014(CANA 300mg/d) 24 29 9% -1 25 86 127% -1.30[-2.08,-0.52) — we
Bays2014(CANA 50mg/d) 19 29 95 -1 25 86 126% -0.80[1.59,-0.01) 5
Gonzalez-Ortiz2017(DAPA 10mg/d) -3 488 13 13 877 13 03% -4.30[-9.76, 1.16) ¢ Vivan) . . 0
Hollander2017(CANA 300mg/d) 19 618 78 -06 523 76 24% -1.30[-3.11,0.51) >N E I\i . 1&}_%_; (I . O /0)
Hussey2010(SER 1500mg/d) 155 025 6 -009 047 6 43.0% -1.46[-1.89,-1.09) —
Hussey2010(SER 3000mg/d) .74 071 6 -009 047 6 16.8% -1.65(-2.33,-0.97) —
Napolitano2014(REMO 750mg/d) -16 346 8 51871 11 02% -250[-8.18,3.18) ¢
Napolitano2014(SER 3000mg/d) 61 332 8 51871 11 02% -1.00[-6.64,4.64) ¢ ’ :
Fixed effects model
Total (95% CI) 395 381 100.0% -1.42[1.70, 1.14] a*®

Favours SGLT2 inhibitors  Favours Placebo

Test for overall effect: Z = 9.98 (P < 0,00001) . P, TR 1 2
IR IRRE AT

[ Heterogeneity: Chi2 = 4,65, df = 8 (P = 0.79); 1= 0% | t Y t t

FIGURE 3 | Changes of body weight in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation.
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SGLT2 inhibitors Placebo Mean Difference Mean Difference
i i Cl IV, Fixed, 95% Cl

Bays2014(CANA 100mg/d) 28 29 8 -1 25 86 11.8% -1.70[-251,-0.89)
Bays2014(CANA 300mg/d) 24 29 9% -1 25 86 127% -1.30[-2.08,-0.52)
Bays2014(CANA 50mg/d) 19 29 95 -1 25 86 126% -0.80[1.59,-0.01) ——
Gonzalez-Ortiz2017(DAPA 10mg/d) -3 488 13 13 877 13 03% -4.30[9.76,1.16) ¢
Hollander2017(CANA 300mg/d) 19 618 78 -06 523 76 24% -1.30[-3.11,0.51)
Hussey2010(SER 1500mg/d) 155 025 6 -009 047 6 430% -1.46[-1.89,-1.03) —
Hussey2010(SER 3000mg/d) 174 071 6 -0.09 047 6 16.8% -1.65(-2.33,-0.97) —
Napolitano2014(REMO 750mg/d) -16 346 8 51871 11 02% -250[-8.18,3.18) ¢
Napolitano2014(SER 3000mg/d) 61 332 8 51871 11 02% -1.00[-6.64,4.64) ¢ i’
Total (95% Cl) 395 381 100.0% -1.42[1.70,-1.14) £
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Favours SGLT2 inhibitors  Favours Placebo

FIGURE 3 | Changes of body weight in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation.
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SGLT2 inhibitors Placebo Mean Difference Mean Difference
i Cl 1V, Fixed, 95% Cl

Bays2014(CANA 100mg/d) 28 29 8 -1 25 86 11.8% -1.70[-251,-0.89)
Bays2014(CANA 300mg/d) 24 29 9% -1 25 86 127% -1.30[-2.08,-0.52)
Bays2014(CANA 50mg/d) 19 29 95 -1 25 86 126% -0.80[1.59,-0.01) —m
Gonzalez-Ortiz2017(DAPA 10mg/d) 3 488 13 13 877 13 03% -4.30[-9.76,1.16) ¢
Hollander2017(CANA 300mg/d) 19 618 78 -06 523 76 24% -1.30[-3.11,0.51)
Hussey2010(SER 1500mg/d) -155 025 6 -009 047 6 43.0% -1.46[1.89,-1.03] -
Hussey2010(SER 3000mg/d) .74 071 6 -0.09 047 6 16.8% -1.65[-2.33,-0.97) —
Napolitano2014(REMO 750mg/d) -16 346 8 51871 11 02% -250[-8.18,3.18) ¢
Napolitano2014(SER 3000mg/d) 61 332 8 51871 11 02% -1.00[-6.64,4.64) ¢
Total (95% Cl) 395 381 100.0% -1.42 [-1.70, -1.14] o |

Heterogeneity: Chi* = 4.65, df = 8 (P = 0.79); I* = 0%
Test for overall effect: Z = 9.98 (P < 0.00001)

FIGURE 3 | Changes of body weight in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation.
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BMI

SGLT2 inhibitors Placebo Mean Difference Mean Difference
i % Cl 1V, Fixed, 95% CI

Bays2014(CANA 100mg/d) -1 1 8 04 09 86 297% -0.60[-0.89,-0.31) o
Bays2014(CANA 300mg/d) 09 11 93 04 09 86 28.1% -0.50[0.79,-021) -
Bays2014(CANA 50mg/d) 07 11 9 04 09 86 284% -0.30(-0.59,-0.01) =
Gonzalez-Ortiz2017(DAPA 10mg/d)  -02 271 13 01 187 13 08% -0.10[-1.89,1.69]
Hollander2017(CANA 300mg/d) 07 177 18 02174 76 79% -0.50]-1.05,0.08)
Napolitano2014(REMO 750mg/d) 24 1.08 8 -7 11 11 25% -0.70[-1.69, 0.29)
Napolitano2014(SER 3000mg/d) 2 101 8 -7 11 11 27% -0.30(-1.26,0.66]
Total (95% CI) 380 369 100.0% -0.47 [-0.63,0.31] L 2
[ Heterogenety: Chi” = 265,df = 6 (P = 0.85), P = 0% ] . 5 1 ;

Test for overall effect: Z = 5,92 (P < 0.00001)

Favours SGLTZ inhibitors  Favours Placebo

FIGURE 4 | Changes of BMI in patients receiving SGLT2 inhibitors versus placebo. BMI, body mass index; CI, confidence interval; IV, inverse variance;

SD, standardized deviation.
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SGLT2 inhibitors Placebo Mean Difference Mean Difference
ixed, 95% Cl 1V, Fixed, 95% Cl

Bays2014(CANA 100mg/d) -1 1 8 04 09 86 297% -0.60[-0.89,-0.31) -
Bays2014(CANA 300mg/d) 09 11 93 04 09 86 281% -0.50(-0.79,-0.21) -
Bays2014(CANA 50mg/d) 07 11 95 04 09 86 284% -0.30[-0.59,-0.01) =
Gonzalez-Ortiz2017(DAPA 10mg/d)  -02 271 13 01 187 13 08% -0.10[-1.89, 1.69]
Hollander2017(CANA 300mg/d) 07 177 18 02174 76 79% -0.50]-1.05,0.08)
Napolitano2014(REMO 750mg/d) 24 1.08 8 -7 11 11 25% -0.70[-1.69,0.29)
Napolitano2014(SER 3000mg/d) 2 101 8 -7 11 11 27% -0.30[-1.26, 0.66)
Total (95% Cl) 380 369 100.0% -0.47 [-0.63,0.31] L 2

ity: Chi? = = = 2= v
Heterogeneity: Chi* = 2.65, df = 6 (P = 0.85); I*= 0% | 2 A1 0 i 2

Favours SGLTZ inhibitors  Favours Placebo

| Test for overall effect: Z = 5.92 (P < 0,00001)

FIGURE 4 | Changes of BMI in patients receiving SGLT2 inhibitors versus placebo. BMI, body mass index; CI, confidence interval; IV, inverse variance;
SD, standardized deviation.
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SGLT2 inhibitors Placebo Mean Difference Mean Difference
i % Cl IV, Fixed, 95% Cl

Bays2014(CANA 100mg/d) -1 1 8 04 09 8 297% -0.60[-0.89,-0.31) 2
Bays2014(CANA 300mg/d) 09 11 93 04 09 86 281% -0.50[0.79,-0.21) =
Bays2014(CANA 50mg/d) 07 11 95 04 09 86 284% -0.30[-0.59,-0.01) =
Gonzalez-Ortiz2017(DAPA 10mg/d) <02 271 13 0.1 187 13 08% -0.10[-1.89, 1.69)
Hollander2017(CANA 300mg/d) 07 177 78 02174 76 79% -0.50[-1.05,0.05) =N |
Napolitano2014(REMO 750mg/d) 24 1.08 8 47 11 11 25% -0.70[-1.69,0.29) B
Napolitano2014(SER 3000mg/d) 2 101 8 7 11 11 27% -0.30[-1.26, 0.66) = —3
Total (95% CI) 380 369 100.0% -0.47 [-0.63, -0.31] .
Heterogeneity: Chi? = 2.65, df = 6 (P = 0.85); I = 0% 2 1 5 1 2

Test for overall effect: Z = 5,92 (P < 0.00001)

FIGURE 4 | Changes of BMI in patients receiving SGLT2 inhibitors versus placebo. BMI, body mass index; Cl, confidence interval; IV, inverse variance;

SD, standardized deviation.
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SGLT2inhibitors  Placebo Risk Ratio Risk Ratio
_StudyorSubgroup  Events  Total Events Total Weight M-H. Fixed, 95% Cl M-H, Fixed 95%Cl |
Bays2014(CANA 100mg/d) 16 85 7 86 221%  231[1.00,5.34] T
Bays2014(CANA 300ma/d) 16 93 7 8 231%  211[0.91,4.89] T
Bays2014(CANA 50mg/d) 12 95 7 86 233%  1.55[0.64,3.76) i -
Hollander2017(CANA 300mg/d) 10 56 10 57 315%  1.02[0.46,2.25] —_——
Total (95% CI) 329 315 100.0%  1.68 [1.11, 2.54] -
Total events 54 3

[Heterogeneity: Chiz = 2.41, df = 3 (P = 0.49); = 0% |
Test for overall effect: Z = 2.46 (P = 0.01)

Favours placebo Favours SGLTZ inhibitors

FIGURE 5 | Changes of weight loss =5% in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; M-H, Mantel-Haenszel.
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SGLT2 inhibitors
Bays2014(CANA 100mg/d) 16 85
Bays2014(CANA 300mg/d) 16 93
Bays2014(CANA 50mg/d) 12 95
Hollander2017(CANA 300mg/d) 10 56
Total (95% ClI) 329
Total events 54

Heterogeneity: Chi? = 2.41, df = 3 (P = 0.49); I* = 0%
Test for overall effect: Z = 2.46 (P = 0.01)

FIGURE 5 | Changes of weight loss =5% in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; M-H, Mantel-Haenszel.
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315 100.0%  1.68[1.11, 2.54]
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SGLT2 inhibitors  Placebo Risk Ratio Risk Ratio
—Study or Subgroup Events _ To ' '
Bays2014(CANA 100mg/d) 6 8 7 66 21% 231[1.005.34) [~
Bays2014(CANA 300mg/d) 6 B 7 66 21% 211[091,489) =
Bays2014(CANA S0mg/d) % 7 8 203 15506437 T
Hollander2017(CANA 300mg/d) 0 56 10 5 5% 102(046,225) —
Total (96% CI) B 315 100.0% 1.6 [1.11,2.54] ¢
Total events M 3

Heterogeneity: Ch* =241, df = 3 (P = 0.49); = 0%
Test for overall effect. 2 =246 (P = 0.01)

001

R 01w

Favours placebo  Favours SGLT2 inhibitors

FIGURE 5 | Changes of weight loss 26% in patients receiding SGLT2 inhibtors versus piacebo. Cl, confidence interval, M-H, Mantel-Haenszel,
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ih [&
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SGLT2 inhibitors Placebo Mean Difference Mean Difference
_Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed 95% Cl IV.Fixed. 95%Cl |
Bays2014(CANA 100mg/d) 29 103 73 12101 78 187% -1.70(-4.96,1.56] A
Bays2014(CANA 300mgl) 26 72 @ 42101 T8 26% 140413139 — FE M AR (12:0%)
Bays2014(CANA 50mg/d) A4 5 87 12101 78 324% -0.20(-2.68,2.28) w

Gonzalez-Ortiz2017(DAPA 10mgid) 18 7.71 13 32 692 13 6.3% -5.00(-10.63,0.63)
Napolitano2014(REMO 750mg/d) 42 1128 2859 11 49% -1.40[7.79,4.99) ?

Napolitano2014(SER 3000mg/d) 46 33 8 28592 11 12% -1.80[6.01 241) L N A F iX e d effe cts mo d el

Total (95% CI) m 260 100.0% -1.34[:275,007) . 4

| Heterogeneity: Chi = 263, df = 5 (P = 0.77); = 0% | ’ :

Lo B3t 0 5 0 . 10
Tostfor oversl eflect 2=1.98 (P = 0.06) Favours [experimental] Favours [control] yh\ b‘é—é ﬂ% %)’:ﬁ

FIGURE 6 | Changes of waist circumference in patients receiing SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation,
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SGLT2 inhibitors Placebo Mean Difference Mean Difference

_ Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% ClI
Bays2014(CANA 100mg/d) 29 103 73 -12 101 78 18.7% -1.70[-4.96, 1.56) e T
Bays2014(CANA 300mg/d) 26 72 82 -12 101 78 266% -1.40[4.13,1.33] —
Bays2014(CANA 50mg/d) -14 5 87 -1.2 10.1 78 324% -0.20 [-2.68, 2.28] b
Gonzalez-Ortiz2017(DAPA 10mg/d) -18 7.7 13 3.2 6.92 13 6.3% -5.00[-10.63, 0.63] -
Napolitano2014(REMO 750mg/d) 42 772 8 -28 592 1 4.9% -1.40[-7.79, 4.99]
Napolitano2014(SER 3000mg/d) -46 3.39 8 -28 592 11 11.2% -1.80[-6.01, 2.41] i
Total (95% CI) 271 269 100.0% -1.34 [-2.75, 0.07] -5
Heterogeneity: Chi? = 2.53, df = 5 (P = 0.77); I* = 0% 5" 7 - X 1
Test for overall effect: Z = 1.86 (P = 0.06) Favours [experimental] Favours [control]

FIGURE 6 | Changes of waist circumference in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation.

2 M ARREIE UM BRI ERS RS R A ?

CYCH £ 2B ~

P{E>0.05 4 5 2 =

{Yes 0o No o Can’t tellj

Cyct ER £Bm



Cyct IR tBm

G SRS TR 2

(4

SGLT2 inhibitors Placebo Mean Difference Mean Difference
Cl IV, Fixed, 95% CI
Bays2014(CANA 100mg/d) 29 103 73 12101 78 187% -1.70(-4.96, 1.56] SRR S
Bays2014(CANA 300mg/d) 26 72 82 12101 78 266% -1.40[4.13,1.33) T
Bays2014(CANA 50mg/d) 44 5 87 12101 78 324% -0.20[-2.68,2.28] .

GonzalezOrtiz2017(DAPA 10mgld) 18 771 13 32 692 13 63% -5.00(-1063,069) .
Napoliano20t4REMO 750mgld) 42 772 8 28 592 11 49% -140[7.79,4%)
Napollano2014(SER 3000mg/d) 46 330 8 28 592 11 112% -180[601,241] —

Total (95% CI) o 269 100.0% -1.34[-275,0.07] R 4
Heterogeneity: Chi? = 2,63, df =5 (P = 0.77); I* = 0% !
Test for overall effect: Z = 1.86 (P = 0.06)

0 50 5 10
Favours [experimental] Favours [control]

FIGURE 6 | Changes of waist circumference in patients receing SGLT2 inhibitors versus placebo. Cl, confidence interval IV, inverse variance; SD, standarcized deviation.
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SGLT2 inhibitors Placebo Mean Difference Mean Difference
_Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed,95%Cl IV, Fixed, 95% CI
Bays2014(CANA 100mg/d) 21 106 72 01 104 77 192% -2.20(-5.58,1.18) " T
Bays2014(CANA 300mg/d) 3 79 8 01104 77 261% -3.10[-5.99,-0.21) * o . £ (12.00
Bays2014(CANA 50mg/d) 2 4 86 01104 77 357% -2.10(-4.57,0.37) g B iﬁﬁll\i . /ﬂi&_‘(l O /0)

Napolitano2014(REMO 750mg/d) 3 635 8 31 33 11 94% 0.10[4.71,491]
Napolitano2014(SER 3000mg/d) 19 628 8 31 33 11 06% 120[-3.57 5697

Total (95% CI) 255 253 100.0% -1.86 [-3.33, -0.38] oy .
| Heterogeneity: Chi? = 3.00, df = 4 (P = 0.56); I = 0% | _; 2 0 ; 4 leed-effects mOdel

Testfor overall effect: 2= 246 (P = 0.01) Favours [experimental] Favours [control]

N S T / \
FIGURE 7 | Changes of hip circumference in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation. /Jh\ b‘ﬁi Ei JJ 7':)?
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SGLT2 inhibitors Placebo Mean Difference Mean Difference
_Study or Subgroup i i 5% Cl IV, Fixed, 95% CI
Bays2014(CANA 100mg/d) 21 106 72 01 104 77 19.2% -2.20(-5.58, 1.18) o]
Bays2014(CANA 300mg/d) -3 7.9 81 0.1 104 77 26.1% -3.10[-5.99,-0.21] =
Bays2014(CANA 50mg/d) -2 4 86 0.1 104 77 357% -2.10[-4.57,0.37) = E
Napolitano2014(REMO 750mg/d) -3 6.35 8 -31 33 11 94% 0.10[-4.71,4.91]
Napolitano2014(SER 3000mg/d) -19 6.28 8 -31 33 11 96% 1.20[-3.57,5.97] -
255 253 100.0% -1.86 [-3.33, -0.38] i

= N9, T T
% 4 -2 0 2 4

Favours [experimental] Favours [control]

FIGURE 7 | Changes of hip circumference in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation.
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SGLT2 inhibitors Placebo Mean Difference Mean Difference
i cl IV, Fixed. 95%Cl

Bays2014(CANA 100mg/d) 21 106 72 01104 77 192% -220(-5.58,1.18] -

Bays2014(CANA 300mg/d) 3 79 81 01104 77 26.1% -310[5.99,-0.21] .

Bays2014(CANA 50mg/d) 2 4 86 01104 77 3657% -210[4.57,037) —

Napolitano2014(REMO 750mg/d) 3 635 8 31 33 11 94% 0.10[-4.71,491)

Napolitano2014(SER 3000mg/d) 1.9 628 8 -31 33 11 96% 120[-357597) .

Total (95% Cl) 255 253 100.0% -1.86 [-3.33, -0.38] i

Heterogeneity: Chi? = 3.00, df = 4 (P = 0.56); I* = 0%
Test for overall effect: Z = 2.46 (P = 0.01)

FIGURE 7 | Changes of hip circumference in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation.
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SGLT2 inhibitors Placebo Mean Difference Mean Difference
ight| IV, Fixed, 95% CI IV, Fixed, 95% Cl
Bays2014(CANA 100mg/d) 0008 009 72 -0.011 005 77 20.3% 0.00[-0.02, 0.03] v Jivan . TF(T12. NO
Bays2014(CANA 300mg/d) -0.004 009 81 -0.011 005 77 222% 0.01[-0.02,0.03) . E%E‘fi . 1&};(1 - 0/0)
Bays2014(CANA 50mg/d) 0003 0.04 86 -0.011 005 77 57.5% 0.01[-0.00,0.03) L

|_maum°/~ cl) m] 231 100.0% 0.01-0.00,0.02) e
ORI P L 8 S R 5 O 002001 0 001 002 Fixed-effects model
Testfor oversll effect. Z = 1.83 (P = 0.06) Favours SGLT2 inhibitors  Favours Placebo

FIGURE 8 | Changes of waist hip ratio in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation. yjh\ b‘ég ﬁ 67\ 7':):|:
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SGLT2 inhibitors Placebo Mean Difference Mean Difference

_Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Bays2014(CANA 100mg/d) -0.008 0.09 72 -0.011 005 77 20.3% 0.00[-0.02, 0.03] .
Bays2014(CANA 300mg/d) -0.004 0.09 81 -0.011 005 77 222% 0.01[-0.02,0.03] .
Bays2014(CANA 50mg/d)  0.003 004 86 -0.011 005 77 57.5% 0.01[-0.00, 0.03] &
Total (95% Cl) 239 231 100.0% 0.01[0.00, 0.02] . o
Heterogeneity: Chi? = 0.72, df = 2 (P = 0.70); I = 0% _0*02 _0*01 : 051 032
Test for overall effect: Z = 1.88 (P = 0.06) Favours SGLT2 inhibitors Favours Placebo

FIGURE 8 | Changes of walist hip ratio in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation.
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SGLT2 inhibitors Placebo Mean Difference Mean Difference
i % Cl 1V, Fixed. 95% CI
Bays2014(CANA 100mg/d) 0008 009 72 -0.011 005 77 20.3% 0.00[-0.02,0.03] v
Bays2014(CANA 300mg/d) 0004 009 81 -0.011 005 77 222% 0.01[-0.02,0.03) bt
Bays2014(CANA 50mg/d) ~ 0.003 0.04 86 -0011 0.05 77 57.5% 0.01(-0.00,0.03] —
Total (95% Cl) 239 231 100.0% 0.01-0.00, 0.02] <

Heterogeneity: Chi? = 0.72, df = 2 (P = 0.70); I* = 0%
Test for overall effect: Z = 1.88 (P = 0.06)

FIGURE 8 | Changes of waist hip ratio in patients receiving SGLT2 inhibitors versus placebo. Cl, confidence interval; IV, inverse variance; SD, standardized deviation.
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TABLE 1 | Baseline characteristics of each included study (n=6).

Cyct IR tBm

R RES A EAZIE Y :

Author (year) 1 C Number Male (%) Mean age Mean body Mean BMI Patients Country  Follow-up Outcomes Funding
(years) weight (kg) (kg/m?) (weeks)
T € T Cc T Cc il Cc T Cc
Faerch2021 (15) DAPA PBO 30 30 43 40 614x 572+ M:103.7 M:99.0 M:31.6 M:30.4 Overweight/ Denmark 13 BW,BMI,WC,W/H Novo Nordisk
10mg qd 8.5 9.9 +176 x15.1 +3.8 +3.2 Obese with Foundation,AstraZeneca
F:8256+ F92.1+ F:304 F:34.0 PreDM AB
13.7 25.3 +5.1 +84
Hollander2017  CANA PBO 84 82 19 183 452+ 448+ 1033+ 1043+ 37.3x 38.0zx Overweight/ us 26 BW,BW(loss) >5%, Janssen Research &
(16) 300mg 11.0 111 191 18.2 4.7 5.2 Obese Without BMIL,WC Development, LLC
qd DM
Gonzalez- DAPA PBO 13 13 154 154 465+ 450+ 680z 730+ 273+ 273+ Overweight NR 12 BW,BMI,WC
Ortiz2017 (17) 10mg qd 5.2 6.8 4.6 8.2 2.0 1.6 Without DM
Bays2014 (18)  CANA PBO 98 89 12 16 449+ 451+ 981+ 1022+ 366+ 36.6x Overweight/ US and 12 BW,BW(loss) >5%, Janssen Global
50mg ad 11.8 1.9 16.0 19.9 5.3 55  Obese Without Puerto Rico BMI, WC,HC,W/H Services, LLC
CANA PBO 93 89 12 16 458+ 451+ 1050+ 1022+ 379x 366+ DM
100mg 11.0 1.9 16.6 19.9 5.1 55
qd
CANA PBO 9 89 10 16 435x 451+ 1002+ 1022+ 369x 366z
300mg 1.0 1.9 18.0 19.9 5.3 55
qd
Napolitano2014 REMO PBO 9 12 73 42 +13.0 101 + 14.6 3324 Healthy obese UK 8 BW,BMI,WC,HC Glaxo Smith Kline
(19) 250mg tid
SER PBO 9 12
1000mg
tid
Hussey2010 SER PBO 6 6 44.4 18-55 NR 25-35 Healthy us 2 BW Glaxo Smith Kline
(20) 500mg tid Overweight/
SER PBO 6 6 Obese
1000mg
tid

DM, diabetes mellitus; NA, not applicable; I, Intervention C, Control; DAPA, dapaglifiozin; CANA, canaglifiozin; REMO, remogliflozi; SER, sergliflozin; PBO, placebo; BMI, body mass index; BW, body weight; WC, Waist circumference; HC, Hip

circumference; W/H, Waist/hip ratio.
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TABLE 1 | Baseline characteristics of each included study (n=6).

Author (year) 1 C Number Male (%) Mean age Mean body Mean BMI
(years) weight (kg) (kg/m?)
T € T Cc T Cc il Cc T Cc
Faerch2021 (15) DAPA PBO 30 30 43 40 614x 572+ M:103.7 M99.0 M:31.6 M:30.4
10mg qd 8.5 9.9 +17.6 +15.1 +38 +32
F:825+ F92.1+ F:304 F:34.0
13.7 25.3 +5.1 +84
Hollander2017 ~ CANA PBO 84 82 19 183 452+ 448+ 1033+ 1043+ 373x 380=x
(16) 300mg 11.0 1141 1941 18.2 4.7 5.2
qd
Gonzalez- DAPA PBO 13 13 154 154 465+ 450+ 68.0% 730+ 273+ 273z
Ortiz2017 (17) ~ 10mg qd 5.2 6.8 46 8.2 2.0 1.6
Bays2014 (18) CANA PBO 98 89 12 16 449+ 451+ 981+ 1022+ 366+ 366
50mg qd 11.8 1.9 16.0 19.9 5.3 55
CANA PBO 93 89 12 16 458+ 451+ 1050+ 1022+ 379zx 366
100mg 11.0 1.9 16.6 19.9 5.1 55
qd
CANA PBO 9 89 10 16 435x 451+ 1002+ 1022+ 369x 366z
300mg 11.0 1.9 18.0 19.9 5.3 5.5
qd
Napolitano2014 REMO PBO 9 12 73 42 +13.0 101 + 14.6 3324
(19) 250mg tid
SER PBO 9 12
1000mg
tid
Hussey2010 SER PBO 6 6 44.4 18-55 NR 25-35
(20) 500mg tid
SER PBO 6 6
1000mg
tid

Patients

Overweight/
Obese with
PreDM

Overweight/
Obese Without
DM
Overweight
Without DM
Overweight/
Obese Without
DM

Healthy obese

Healthy
Overweight/
Obese

Cyct IR tBm

EEMAEENBREREREHERE

Country  Follow-up
(weeks)

Denmark 13
us 26
NR 12
US and 12
Puerto Rico

UK 8
us 2

Outcomes

BW,BMI,WC,W/H

BW,BW(loss) >5%,
BMI,WC

BW,BMI,WC

BW,BW(loss) >5%,
BMI, WC,HC,W/H

BW,BMI,WC,HC

BW

Funding

Novo Nordisk
Foundation,AstraZeneca
AB

Janssen Research &
Development, LLC

Janssen Global
Services, LLC

Glaxo Smith Kline

Glaxo Smith Kline

DM, diabetes mellitus; NA, not applicable; I, Intervention C, Control; DAPA, dapaglifiozin; CANA, canaglifiozin; REMO, remogliflozi; SER, sergliflozin; PBO, placebo; BMI, body mass index; BW, body weight; WC, Waist circumference; HC, Hip

circumference; W/H, Waist/hip ratio.
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TABLE 3 | Adverse events reported in all included studies.

A 5 A TR R AR e R

Adverse events Numbers (Studies) SGLT2 inhibitors Control Relative risk (95% CI)
Events Total Events Total
AEs leading to discontinuation 4 22 401 9 385 2.25(1.08 to 4.68)
hypoglycemia 1 3 287 6 267 0.49 (0.13 t0 1.83)
Urinary tract infection 5 31 420 20 398 1.45 (0.83 t0 2.54)
Genital mycotic infection 4 51 393 9 374 5.36 (2.72 to 10.59)
Vulvovaginal mycotic infection 2 31 371 3 349 9.14 (3.00 to 27.78)
Nausea 2 23 371 6 349 3.54 (1.47 to 8.53)
Sinusitis 2 11 371 3 349 2.67 (0.90 to 7.95)

Cl, confidence interval.
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NABR (SGLT2 #pkIE)
1. BB : 49 400~600 USD/B (EIRETIHE)

2. BEER  THRE (Wme - FFTheetfl) - 89
100~200 USD/=x

1. BRI REIEHRE - 88 1~2/\FF

2. RXBEM : 4910~50 USD/A

1. BIVERR Y : BMEIER (WIBRREER) » AIEEEE0
BEARE

2. REBIUERS) : FEHARREE

#) 600~800 USD/H (BEFREE © BHRREBAZAMRA)
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CER: Control event rate
Ejzj:%bt RR: Relative risk

1 1
= =16
CER x (| 1-RR] ) 9.8% x 0.68
TRHEVRIR 16 4 A, FHEff 1 4 BE SRR E T IE >5% 1R
A Cost
= 190k/QALY

A Effectiveness

NNT x F5fE x S8 E A = 16 x 3m x 4000/ =192k
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Evidence to Decision (EtD) framework

3B R A E BN EES
R B E an R an E H ~ 1K
FHEFREERREEHE RREA AR E I
BRREERHFAKR BRAFIK
BIfER RS 2 /1 Rl VEH AT aEe/ )y
BR A BEEITEH SR RTRE KRR B R H
BN BRATRAEE /] BENL A B TR AE 22 AT HE ]S
B AR AR 1252 BE TR
R R e AT AT RE R

Moberg, J., Oxman, A.D., Rosenbaum, S. et al. The GRADE Evidence to Decision (EtD) framework for health system and public health decisions. Health Res Policy Sys 16, 45 (2018)
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HRERECHEFMEXEN TEHERERER :

Hith
fE& BB SHEE MR ELRAIR?

HApRE A
Q1 : KRS RIRERCT (Randomized Controlled Trial)
AYES

Q2 : FREBMAGRY » BHABESYES
Q3 : FRERREMY - EHRAIBESRYES
BER/NAREEERBE

HHH

Hit#

BRAES

Q1:yes ORno {XEAZ2EMRIBRX}
Q2:yes ORno {XEZEMRIAFE}
Q3:yes ORno {XEBEMNIRIAFEX}

A AERURIE 2R

N\

 HRAIERE
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AT 28 # Frontiers XRIH TEERESHBEEMRERIR FHEER ¢

&
]

Q1

Q2

Q3

[
3

YES

YES

YES

Cyct ER £Bm

X2 ErRIER

"We included studies meeting the following criteria: (1) Participants: adults with overweight
or obesity but not diabetes undergoing SGLT2 inhibitors based on the study definition; (4)
Study design: randomized controlled trials (RCTs)..." (Sodium-Glucose Co-Trans...)

"We included studies meeting the following criteria: ... (2) Interventions/comparisons: using
SGLT2 inhibitors as a monotherapy and placebo as the control. All included participants
received standardized advice on diet and physical activity throughout the trial; (3)
Outcomes: reporting one of the primary outcomes of interest, namely body weight and
body mass index (BMI)." (Sodium-Glucose Co-Trans...)

"The exclusion criteria were as follows: (1) including participants with pregnant; (2) animal
experiments; (3) studies published in a language other than Chinese or English; (4)
published as abstract only; (5) including patients with prediabetes.”

(Sodium-Glucose Co-Trans...)
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#it#
Do you think the important, relevant studies were included?

EERRANREEREEER « HEANME ?

HApEEME

Q1 BE=AMN LENE - BEERES®ZCochrane Library
EMBASE * MEDLINE * pubmed% s H=f&I) LBIiSfEAYes

Q2 : BAE=FERRE - B SMESH TERMEIEEHF: » HHEAEES
YES

Q3 : SR BIRHIEAEZ XM - BRHEIAIZYES

Q4 : #Freference list - EREHANE - EHAEERYES

Q5 : HEXRMBHEABRAXBNREEBES - ERRIEBRYES
BIR/VRIER B ERIE R

Hi#

Hit#
BmAES

Q1 :yes OR no
Q2 :yes OR no
Q3 :yes OR no
Q4 :yes OR no
Q5 :yes OR no

{XEm2ENRIBRD
{XRiZ2EMNREFRX}
{XEm2ENRBERX}
{XRZ2ZNREEX}
{zgk%%ﬂﬁﬁﬁéﬁi}

ERERMUFIRZIR
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AT 28t Frontiers (RIS MEEREWAEEREE - HEANAR) MOFHMLER !
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Q2

Q3

Q4

Q5
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YES

YES

YES

YES

YES
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X2 EmnRaRX

"We searched for RCTs concerning SGLT2 inhibitors in adults with overweight or obesity
but not diabetes in Medline (Ovid SP), Embase (Ovid SP), Cochrane Central Register of
Controlled Trials (Ovid SP), and ClinicalTrials.gov up to February 2021."

(Sodium-Glucose Co-Trans...)

"...using the keywords: 'Sodium-Glucose Transporter 2’ ‘sodium glucose cotransporter 2
inhibitors’, ‘canagliflozin’, ‘dapagliflozin’, ‘empagliflozin’, ‘ipragliflozin’, ‘tofogliflozin’,
'luseogliflozin’, ‘sergliflozin’, ‘remogliflozin’, ‘ertugliflozin’, ‘sotagliflozin’, ‘overweight’,
‘obesity’ and ‘obese"" (Sodium-Glucose Co-Trans...)

"We included studies meeting the following criteria... limited to the English language
without restrictions of study size, follow-up length or publication year.”

(Sodium-Glucose Co-Trans...)

"The reference lists of relevant published researches investigating the use of SGLT2
inhibitors in non-diabetes with overweight or obesity were also reviewed for potentially

relevant studies.” (Sodium-Glucose Co-Trans...)

"We contacted authors by email if the full-text was not available or if the outcomes were
not enough.” (Sodium-Glucose Co-Trans...)




BREL BB FHMEXENTEHEEZEE

Bl
fFE RGP R AN @ E ?

Hph BT

Q1 : MELA_EauthorireviewerfB1I:T:E » B HBIEEAYES

Q2 : FRBENITAKTER I RENEREER  FRREBER/YES
BR/NVHIEREERER

HitH

HitH
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Q1:yes ORno {XEIZ2EMIRIRFE}
Q2 :yes ORno {XEIZ2EMRIBFE]}
ERBERMREER
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AT Z 8t Frontiers XEk MEE R BHEAMAAME RN ME ) RFHLEER ¢

M o
g2 & X8 ErRERX

Q1 YES “"Two independent reviewers (HZ and ML) assessed the risk of bias of the included studies
according to the Cochrane Handbook for Systematic Reviews of Interventions (version 5.1),
and the disagreement were resolved by consulting the 3rd reviewer (NS)."

(Sodium-Glucose Co-Trans...)

Q2 YES  "We assessed the quality of the included studies concerning 7 aspects including random
sequence generation, allocation concealment, blinding of participants and personnel,
blinding of outcome assessment, incomplete outcome data, and selective reporting and

other bias.” (Sodium-Glucose Co-Trans...)
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Dapagliflozin, Canagliflozin)
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XRAF Rk EE

JEMERR  BENEHEE (FiREE18-615% »
ZHEALY) » FI9ELEBMIZ36 kg/m? > BEED
#768~105 kg
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