Supplementary Appendix & Figures

Search Strategies:
PubMED:

((("diabetes mellitus, type 2"[MeSH Terms] OR "diabetes mellitus, type 2/drug
therapy"[MeSH Terms] OR "diabetes mellitus, typ2 [MeSH Terms]
2/therapy"[MeSH Terms] OR "diabetes mellitus, type 2/prevention and
control"[MeSH Terms] OR "type 2 diabetes"[Title/Abstract] OR “non-insulin-
dependent diabetes mellitus”[Title/Abstract] OR “NIDDM"[Title/Abstract]) AND
("pharmacology, clinical"[MeSH Terms] OR "pharmacology"[Title/Abstract] OR
"drug*"[Title/Abstract] OR "medication*"[Title/Abstract] OR
"therap*"[Title/Abstract] OR "Nateglinide"[tiab] OR "Repaglinide"[tiab] OR
"Glipizide"[tiab] OR "Glimepiride"[tiab] OR "Glyburide"[tiab] OR
"Saxagliptin"[tiab] OR "Sitagliptin"[tiab] OR "Linagliptin"[tiab] OR
"Alogliptin"[tiab] OR "Metformin"[tiab] OR "Rosiglitazone"[tiab] OR
"Pioglitazone"[tiab] OR "Canagliflozin"[tiab] OR "Dapagliflozin"[tiab] OR
"Empagliflozin"[tiab] OR "Colesevelam"[tiab] OR "Pramlintide"[tiab] OR
"Albiglutide"[tiab] OR "Dulaglutide"[tiab] OR "Exenatide"[tiab] OR
"Liraglutide"[tiab] OR "Lixisenatide"[tiab] OR "Semaglutide"[tiab] OR
"Gliclazide"[tiab] OR "Glibenclamide"[tiab] OR "Vildagliptin"[tiab] OR
"Teneligliptin"[tiab] OR "Ertugliflozin" [tiab] OR “Tirzepatide”[tiab] OR
“Mounjaro”[tiab]) AND ("Child"[MeSH Terms] OR "Adolescent"[MeSH Terms]
OR "Pediatrics"[MeSH Terms:noexp] OR "child*"[Title/Abstract] OR
"children*"[Title/Abstract] OR "adolescen*"[Title/Abstract] OR
"juvenil*"[Title/Abstract] OR "youth*"[Title/Abstract] OR "teen*"[Title/Abstract]
OR "pubescen*"[Title/Abstract] OR "pediatric*"[Title/Abstract]) AND
("Randomized Controlled Trial"[Publication Type] OR "random allocation"[MeSH
Terms] OR "double-blind method"[MeSH Terms] OR "single-blind
method"[MeSH Terms] OR "random*"[Title/Abstract] OR "Placebos"[MeSH
Terms] OR "placebo"[Title/Abstract] OR (("singl*"[Text Word] OR "doubl*"[Text
Word] OR "trebl*"[Text Word] OR "tripl*"[Text Word]) AND ("mask*"[Text Word]
OR "blind*"[Text Word] OR "dumm*"[Text Word])))) NOT ("animals"[MeSH
Terms] NOT "humans"[MeSH Terms]))

EMBASE:

(‘non insulin dependent diabetes mellitus’/exp OR ‘type 2 diabetes’:ab,ti OR (‘'non
insulin dependent diabetes mellitus' NEAR/5 child) OR ('non insulin dependent
diabetes mellitus' NEAR/5 adolesence) OR ('non insulin dependent diabetes
mellitus' NEAR/5 youth) OR ('non insulin dependent diabetes mellitus' NEAR/5



pediatric)) AND (‘pharmacology’:ab,ti OR ‘drug’:ab,ti OR ‘medication”:ab,ti OR
‘therap”:ab,ti OR “Nateglinide’:ab,ti OR ‘Repaglinide”:ab,ti OR ‘Glipizide”:ab,ti
OR ‘Glimepiride’:ab,ti OR ‘Glyburide’:ab,ti OR ‘Saxagliptin”:ab,ti OR
‘Sitagliptin”:ab,ti OR ‘Linagliptin”:ab,ti OR “Alogliptin”:ab,ti OR ‘Metformin”:ab,ti
OR ‘Rosiglitazone’:ab,ti OR ‘Pioglitazone’:ab,ti OR ‘Canagliflozin”:ab,ti OR
‘Dapagliflozin”:ab,ti OR ‘Empagliflozin”:ab,ti OR ‘Colesevelam”ab,ti OR
‘Pramlintide’:ab,ti OR ‘Albiglutide’:ab,ti OR ‘Dulaglutide’:ab,ti OR
‘Exenatide”:ab,ti OR ‘Liraglutide”:ab,ti OR ‘Lixisenatide”:ab,ti OR
‘Semaglutide”:ab,ti OR “Gliclazide’:ab,ti OR ‘Glibenclamide’:ab,ti OR
‘Vildagliptin”:ab,ti OR “Teneligliptin”:ab,ti OR “Ertugliflozin’:ab,ti

OR 'Tirzepatide”:ab,ti OR ‘Mounjaro”:ab,ti) AND (‘Child’/exp OR
‘adolescence’/exp OR “child*:ab,ti OR ‘children*":ab,ti OR ‘adolescen*":ab,ti OR
‘juvenil*’:ab,ti OR ‘youth*":ab,ti OR ‘teen*":ab,ti OR “pubescen*":ab,ti OR
‘pediatric*’:ab,ti) AND (random*:ab,ti OR placebo*:de,ab,ti OR (double NEXT/1
blind*)):ab,ti

SCOPUS:

(Type 2 diabetes mellitus) AND (Pharmacology Or Therapy OR Management)
AND (children OR adolescents OR Pediatrics) AND (Randomized Control Trial)

ClinicalTrials.gov

The applied filters Studies With Results | Interventional Studies | Type 2
Diabetes | 18 years, Child |

Phase 3,4



Arslanian 2022: Dulaglutide

Dietsch 2023: Liraglutide_Metformin
Gottschalk 2007: Glimepiride

Jalaludin 2022: Sitagliptin_Metformin

Laffel (DINAMO) 2023: Empaglifiozin

Laffel (DINAMO) 2023: Linagliptin

Shankar 2022: Sitagliptin

Shehadeh (TZNOW) 2023: Dapaglifiozin
Shehadeh (TZNOW) 2023: Saxagliptin
Tamboriane (ELLIPSE) 2019 - Liraglutide_Metformin
Tamborlane 2018: Linagliptin

Tamborlane 2022 - Dapaglifiozin_metformin
Tamboriane 2022 - Exenatide

N *’|. .|. N (N *’I...l. 3. Missing outcome data

. .|. .l. . . . . .]. ~ I.l. 4. Measurement of the outcome
|.|.|. .l.|.|. .l.|.l. .‘.l. 5. Selection of the reported result

NCCT00658021 (2020) - Exenatide

|.|.|. .|.|.|. .|.|.I.|. .I. 1: The randomization process
. .|. .|. . . . . .I.|. o |. 2. Deviations from intended intervention

Figure S1: Risk of Bias of Included Studies

Mean Difference Mean Difference
Study MD SE Weight IV, Random, 95% CI IV, Random, 95% CI
Arslanian 2022 -1.20 0.2884 9.7% -1.20[-1.77; -0.63] —i—
NCT00658021 2020 -0.27 0.3636  7.3% -0.27 [-0.98; 0.44] ——
Shankar 2022 -0.19 0.1978 13.9% -0.19[-0.58; 0.20] ——
Tamborlane 2019 -1.06 0.3050 9.1% -1.06 [-1.66; —0.46] —i—
Tamborlane 2018  -0.67 0.3897 6.6% -0.67 [-1.43; 0.09] ——
Tamborlane 2022a -0.75 0.4533 5.3% -0.75[-1.64; 0.14] — &
Tamborlane 2022b -0.85 0.3296 8.3% -0.85[-1.50; -0.20] —u—
Laffel 2023 -0.85 0.2711 10.4% -0.85[-1.38; -0.32] ——
Laffel 2023 -0.35 0.2611 10.8% -0.35[-0.86; 0.16] ——
Shehadeh 2023 -1.03 0.3081 9.0% -1.03[-1.63; -0.43] —i—
Shehadeh 2023 -0.35 0.2939 95% -0.35[-0.93; 0.23] —
Total (95% Cl) 100.0% =-0.67 [-0.91; -0.42] R
Prediction interval [-1.30; -0.03] ‘ |_ |
Heterogeneity: Tau’ = 0.06; Chi® = 16.75, df = 10 (P = 0.08); 1> = 40% -2 -1 0 1

Favours treatment Favours placebo

Figure S2: Pairwise meta-analysis (HbAlc)



Study or Mean Difference Mean Difference
Subgroup MD SE IV, Random, 95% CI IV, Random, 95% CI

treat1 = Dula
Arslanian 2022 -1.20 0.2884 -120[-1.77; -0863] E B

treat1 = Exen

NCTO0658021 2020 -0.27 0.3636 —0.27 [-0.95; 0.44]
Tamborlane 2022b  —-0.85 0.3296 —0.85 [-1.50; —0.20] ——
Total (95% Cl) -0.58 [-4.26; 3.10]

Heterogeneity: Tau® = 0.05; Chi’ = 1.4, df =1 (P = 0.24); IF = 28%

treat] = Sita

Shankar 2022 -0.19 0.1978 -0.19[-058; 0.20] -
treat] = Lira

Tamborlane 2019  -1.06 0.3050 -1.06 [-1.65; -0.46] —
treat1 = Lina

Tamborlane 2018  -0.67 0.3897 -0.67 [-1.43; 0.09] ——
Laffel 2023 -0.35 0.2611 -0.35[-0.86; 0.16] .
Total (95% CI) _ . -0.45[-2.33; 1.43] e
Heterogeneity: Tau” = 0; Chi* = 0.47, df = 1 (P = 0.50); |- = 0%

treat1 = Dapa

Tamborlane 2022a -0.75 04533 -075[-1.64; 0.14] —_
Shehadeh 2023 -1.03 03081 -1.03 [-1.63; -043] -
Total (95% C1) -0.94 [-2.60; 0.71] e ———

Heterogeneity: Tau? = 0; Chi? = 0.26, df = 1 (P = 0.61): £ =0%

treat1 = Empa

Laffel 2023 -0.85 0.2711 -0.85[-1.38; -0.32] -
treat1 = Saxa
Shehadeh 2023 -0.35 0.2939 -0.35[-093; 0.23] : : ‘ : :

Test for subgroup differences: Chi = 19.18, df =7 (P = 0.01) -4 -2 0 2 4
Favours treatment Favours placebo

Figure S3. Pairwise meta-analysis (HbAlc) drug classes.

Mean Difference Mean Difference

Study MD SE Weight IV, Random, 95% CI IV, Random, 95% CI
Gottschalk 2007 0.17 0.2518 32.3% 0.17[-0.32; 0.66] $
Jalaludin 2022 -0.49 0.2543 32.2% -0.49[-0.99; 0.01] ;
Dietsche 2024 -1.00 0.1770 355% -1.00[-1.35;-0.65]
Total (95% CI) 100.0% -0.46 [-1.92; 1.01] «‘-
Prediction interval [-8.67; 7.75]

I |
Heterogeneity: Tau® = 0.30; Chi® = 14.63, df = 2 (P < 0.01); I> = 86% -5 0 5

Favours treatment Favours metformin

Figure S4. Pairwise meta-analysis (HbAlc) drug vs metformin.



Study or Mean Difference Mean Difference

Subgroup MD SE IV, Random, 95% CI IV, Random, 95% CI
treat1.med.type = GLP1_agonist

Arslanian 2022 -1.20 0.2884 -1.20[-1.77; -0.63] ——
NCTO0658021 2020 -0.27 0.3636 -0.27[-0.98; 0.44] —
Tamborlane 2019  -1.06 0.3050 -1.06 [-1.66; —-0.46] ——
Tamborlane 2022b  -0.85 0.3296 -0.85 [-1.50; -0.20] —l—

Total (95% CI) -0.89 [-1.51; -0.26] —ll——

Heterogeneity: Tau® = 0.04; Chi® = 4.38, df = 3 (P = 0.22); I = 32%

treat1.med.type = DPP4_inhibitor

Shankar 2022 -0.19 0.1978 -0.19 [-0.58; 0.20] ——
Tamborlane 2018  -0.67 0.3897 -0.67 [-1.43; 0.09] _
Laffel 2023 -0.35 0.2611 -0.35[-0.86; 0.16] —l
Shehadeh 2023 -0.35 0.2939 -0.35[-0.93; 0.23] —E
Total (95% ClI) -0.32 [-0.59; -0.05] -

Heterogeneity: Tau” = 0; Chi = 1.26, df = 3 (P = 0.74); I° = 0%

treat1.med.type = SGLT2_inhibitor

Tamborlane 2022a -0.75 04533 -0.75[-1.64; 0.14] ——
Laffel 2023 -0.85 02711 -0.85[-1.38; -0.32] —B—
Shehadeh 2023 -1.03 0.3081 -1.03 [-1.63; -0.43] —l—
Total (95% CI) -0.90 [-1.22; -0.58] S o

Heterogeneity: Tau® = 0; Chi’ = 0.32, df = 2 (P = 0.85); I = 0%

Test for subgroup differences: Chi® = 28.05,df=2 (P <0.01) -2 -1 0 1
Favours treatment Favours placebo

Figure S5: Drug classes and HbAlc

== Dapa Dula Empa Exen Glim Lina Lira Metf Plac Saxa Sita
## Dapa 0.00 NA NA NA NA NA NA NA NA NA NA

## Dula -0.26 0.00 NA NA NA NA NA NA NA NA NA
## Empa 0.07 0.33 0.00 NA NA NA NA NA NA NA NA
## Exen 0.35 0.61 0.28 0.00 NA NA NA NA NA NA NA
## Glim 1.25 1.51 1.18 0.89 0.00 NA NA NA NA NA NA
## Lina 0.49 0.75 0.42 0.14 -0.76 0.00 NA NA NA NA NA
## Lira 0.03 0.29 -0.04 -0.32 -1.22 -0.46 0.00 NA NA NA NA
## Metf 1.08 1.34 1.01 0.72 -0.17 0.59 1.05 0.00 NA NA NA
## Plac 0.94 1.20 0.87 0.59 -0.31 0.45 0.91 -0.14 0.00 NA NA
## Saxa 0.64 0.89 0.56 0.28 -0.61 0.14 0.61 -0.44 -0.31 0.00 NA
## Sita 0.69 0.95 0.62 0.34 -0.56 0.20 0.66 -0.39 -0.25 0.05 0

Figure S6. Network league table for HbAlc



Direct evidence proportion for each network estimate (fived-efiact model)
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Figure S7. Direct evidence plot for HbAlc.



Number of Direct

Comparison Studies Evidence Random Effects Model MD 95%—ClI
Direct estimate 1 091 = -068 [-1.26; -0.10]
Indirect estimate — 017 [-2.04; 1.700
MNetwork estimate <3 -0.64 [-1.19; -0.08]
Direct estimate 1 028 = -0.50 [-1.17; 0.17]
Indirect estimate —E D7 [-1.64; 1.98]
Network estimate <> -0.42 [-1.04; D.20]
Cirect estimate 1 0499 = -0.85 [-1.38; -0.32]
Indirect estimate + -263 [-7.7D; 2.435]
MNetwork estimate <> -0.87 [-1.40; -0_34]
Direct estimate 1 086 -1.00 [-1.35; -0.65]

Indirect estimate - -1.36 [-2.23; -0.49]
MNetwork estimate & -1.05 [-1.37; -0.73]
Direct estimate 1 059 o -1.06 [-1.66; —0.46]
Indirect estimate | -0.70 [-1.42; D.02]
MNetwork estimate <> -0.91 [-1.37; -0.45]
Direct estimate 1 072 = 049 [-0.01; 0.99]
Indirect estimate - D.13 [-0.66; D.92]
Network estimate o D.39 [-0.03; 0.81]
Direct estimats 1 0.91 = -0.35 [-0.93; 0.23]
Indirect estimate — D6 [-1.71; 2.04]
MNetwork estimate b -0.31 [-0.86; 0.24]
Direct estimate 1 083 -0.19 [-0.58; 0.20]
Indirect estimate —j -0.55 [-1.40; 0301
Network estimate -0.25 [-0.60; 0.109
I

[ 1T 1T 1
-6 4 -2 0 2 4 B

Figure S8. Forest plot for separate direct and indirect evidence for HbAlc.
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Figure S9. Network heat plot to evaluate the inconsistency of the network model.
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Figure S10. Funnel plot analysis for HbA1lc analysis.
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Figure S11. Subgroup analysis (HbAlc) of follow up.
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Figure S12. The p score ranking for drugs for lowering HbAlc.

Pharmacological Treatment vs. Placebo

Treatment HbA1c (%) MD 95%=ClI
SGLT2_inhibitor —— —0.90 [-1.25; -0.59]
GLP1_agonist — =0.89 [-1.17; -0.60]
DPP4_inhibitor — =0.32 [-0.59%; =0.08]
Metformin — 0.13 [-0.22; 0.49]
Sulfonylureas — 0.30 [-0.31, 0.91]

[ [ [ |

~2 ~4 0 1 2

Favours Intervention Favours Placebo

Figure S13. Network meta-analysis for HbAlc according to drug class.

Mean Difference Mean Difference
Study MD SE Weight IV, Random, 95% CI IV, Random, 95% ClI
Arslanian 2022 0.00 0.6890 25.0% 0.00[-1.35; 1.35] +
Laffel 2023 -0.75 0.9870 122% -0.75[-2.68; 1.18] —a——
Laffel 2023 1.46 0.9920 12.1% 1.46[-0.48; 3.40] -
NCT00658021 2020 -0.44 1.0650 10.5% -0.44[-2.53; 1.65] -
Shankar 2022 -0.40 0.6110 31.8% -0.40[-1.60; 0.80] ——
Tamborlane 2022b  -1.22 1.1890 8.4% -1.22[-3.55; 1.11] —
Total (95% Cl) 100.0% =-0.19 [-0.99; 0.61] -
Prediction interval [-1.15; 0.77] ———

[ I I |

Heterogeneity: Tau? = 0: Chi® = 4.09, df = 5 (P = 0.54); I* = 0% -4 =2 0 2 4

Favours treatment Favours placebo

Figure S14. Pairwise meta-analysis body weight changes.

Study or Mean Difference Mean Difference
Subgroup MD SE IV, Random, 95% CI IV, Random, 95% CI

treat1.med.type = GLP1_agonist

Arslanian_2022 0.00 0.6890 0.00 [-1.35; 1.35]
NCT00658021_2020 -0.44 1.0650 -0.44 [-2.53; 1.65]
Tamborlane_2022b -1.22 1.1890 -1.22[-3.55; 1.11]
Total (95% ClI) -0.34 [ -1.75; 1.08]
Heterogeneity: Tau? = 0; Chi? = 0.8, df = 2 (P = 0.67); I = 0%

treat1.med.type = SGLT2_inhibitor

Laffel_2023a -0.75 0.9870 -0.75[-2.68; 1.18]
treat1.med.type = DPP4_inhibitor

Laffel_2023b 1.46 0.9920 1.46[-0.48; 3.40]
Shankar_2022 -0.40 0.6110 -0.40[-1.60; 0.80]
Total (95% CI) 0.37 [-11.27; 12.00]

Heterogeneity: Tau? = 1.05; ChiZ = 2.55,df= 1 (P = 0.11); I = 61%
[ I [ I |

Test for subgroup differences: Chi® = 0.75, df = 2 (P = 0.69) =10 =5 0 (5] 10
Favours treatment Favours placebo

Figure S15. Pairwise meta-analysis for body weight drug classes.



Mean Difference

Mean Difference

Study MD SE Weight IV, Random, 95% CI IV, Random, 95% CI
Gottschalk_2007 1.42 0.5060 354% 1.42][ 0.43; 2.41]
Jalaludin_2022 0.40 0.4350 36.7% 0.40[-0.45; 1.25]

Tamborlane_2019 -1.61 0.8800

Total (95% CI)
Prediction interval

27.8%

100.0% 0.20 [ -3.47; 3.87]

[-19.15; 19.55]

~1.61[-3.33; 0.11]

Heterogeneity: Tau® = 1.65; Chi’ = 9.10, df = 2 (P = 0.01); I* = 78% -20
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Figure S16. Pairwise meta-analysis drug vs metformin on body weight change.

Figure S17. Treatment ranking p values for body weight changes.

<
o

o
=

Standard Error
06 0.4

0.8

1.0

1.2

Figure S18. Funnel plot for body weight meta-analysis.
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Figure S19. Subgroup follow up duration analysis on body weight.

Pharmacological Treatment vs. Placebo

Treatment bodyweight (kg) MD 95%—Cl
SGLT2_inhibitor = -1.35 [-3.36; 0.66]
GLP1_agonist — -0.F2 [-1.45,10.32]
Metformin =| -0.17 [-2.02; 1.69]
DPP4_inhibitor — .23 |-1.05 1.52]
Sulfonylureas = 1.25 [-1.09; 3.60]

I I I |

-4 ~2 0 2 4

Favours Intervention Favours Placebo

Figure S20. Network meta-analysis for body weight changes according to drug
classes.

Mean Difference Mean Difference
Study MD SE Weight IV, Random, 95% CI IV, Random, 95% CI

Arslanian 2022 -0.10 0.2600 52.7% -0.10[-0.61;0.41]
Shankar 2022 0.70 0.3188 47.3% 0.70[0.08; 1.32]

Total (95% CI) 100.0% 0.28 [-4.80; 5.35]

Heterogeneity: Tau? = 0.24; Chi’ = 3.78,df =1 (P=0.05);’=74% -10 -5 0 5 10
Favours treatment Favours placebo

Figure S21. Pairwise meta-analysis for BMI changes.



Study or Mean Difference Mean Difference
Subgroup MD SE IV, Random, 95% CI IV, Random, 95% CI

treat1_med_type = GLP1_agonist

Arslanian 2022 -0.10 0.2600 -0.10 [-0.61; 0.41]

Shankar 2022 0.70 0.3188 0.70[0.08; 1.32]

Total (95% Cl) 0.28 [-4.80; 5.35]
Heterogeneity: Tau” = 0.24; Chi> = 3.78, df = 1 (P = 0.05); I =|74%

Test for subgroup differences: Chi? = 0.00, df = 0 (P=NA) =10 -5 0 5 10
Favours treatment Favours placebo

Figure S22. Pairwise meta-analysis for BMI changes.

Risk Difference Risk Difference
Study RD SE Weight IV, Random, 95% CI IV, Random, 95% CI
Arslanian 2022 -0.04 0.0524 9.6% -0.04[-0.14; 0.06] —E
Shankar 2022 0.02 0.0527 9.5% 0.02[-0.09;0.12] ——
Tamborlane 2019  0.20 0.0807 4.9% 0.20[0.05; 0.36] ———
Tamborlane 2018  0.04 0.0644 7.1% 0.04[-0.08;0.17] ——
Tamborlane 2022a 0.15 0.1010 3.4% 0.15[-0.05; 0.35] T
Tamborlane 2022b  0.07 0.0751 5.6% 0.07 [-0.08; 0.21] e
Laffel 2023a 0.14 0.0709 6.1% 0.14[-0.00; 0.28] -
Laffel 2023b 0.10 0.0678 6.6% 0.10[-0.03;0.23] —a—
Shehadeh 2023a  0.01 0.0174 24.3% 0.01[-0.02; 0.05] =
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Figure S23. Pairwise meta-analysis for level 1 hypoglycemia events.

Risk Difference Risk Difference
Study RD SE Weight IV, Random, 95% CI IV, Random, 95% CI

Arslanian 2022 0.02 0.0273 26.2% 0.02[-0.03; 0.07]
Tamborlane 2019 -0.01 0.0205 46.8% —0.01[-0.05; 0.03]
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Tamborlane 2022b 0.00 0.0314 19.8% 0.00 [-0.06; 0.06]

Total (95% CI) 100.0% 0.00 [-0.03; 0.04]
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Figure S24. Pairwise meta-analysis for level 2 hypoglycemia events.



Pharmacological Treatment vs. Placebo

Treatment severe hypoglycemic events RD 95%=ClI
Metformin = ~-0.21 [-0.91, 0.09]
Glimepiride - -0.20 [-0.51; 0.10]
Liraglutide oy —-0.01 [-0.05; 0.03]
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Figure S525. Network meta-analysis forest plot for level 2 hypoglycemia events.
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Figure S26. Network meta-analysis graph for level 2 hypoglycemia events.
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Figure S27. Funnel plot for studies showing level 2 hypoglycemia events.



Risk Difference Risk Difference

Study RD SE Weight IV, Random, 95% ClI IV, Random, 95% CI
Arslanian 2022 0.24 0.0796 13.3% 0.24[0.08; 0.40] —
NCT00658021 2020 0.08 0.0940 10.4% 0.08[-0.11;0.26] ——
Shankar 2022 -0.01 0.0702 15.7% -0.01[-0.15;0.13] %
Tamborlane 2018 0.12 0.1635 4.0% 0.12[-0.20; 0.44] :
Tamborlane 2022b  0.01 0.1198 7.0% 0.01 [-0.22; 0.25]

Laffel 2023a 0.13 0.0881 11.4% 0.13[-0.04; 0.30] +—E—
Laffel 2023¢ 0.07 0.0910 10.9% 0.07 [-0.11; 0.25] —il—

Shehadeh 2023a -0.06 0.0788 13.4% -0.06[-0.22;0.09]
Shehadeh 2023c -0.05 0.0771 13.9% -0.05[-0.20; 0.10]

Total (95% Cl) 100.0% 0.05[-0.03; 0.13]
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Figure S528. Pairwise meta-analysis for minor adverse events based on studies.
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Figure 529. Pairwise meta-analysis for minor adverse events by drugs.



Study or Risk Difference Risk Difference

Subgroup RD SE IV, Random, 95% ClI IV, Random, 95% €I
treat1.med.type = GLP1_agonist

Arslanian 2022 0.24 0.0796 0.24[0.08; 0.40] -
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Figure S30. Pairwise meta-analysis for minor adverse events by drug classes.
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Figure S31. Mixed effects model meta-analysis for minor adverse events.



Diret evidence proportion for each network estimate (fosd-efiect model)
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Figure S32. Direct evidence plot for minor adverse events.
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## empa 0.1883
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Figure S33. Treatment ranking p-score for minor adverse events.
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Figure S34. Network heat map for minor adverse events.
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Figure S35. Forest plot to separate direct from indirect evidence for major adverse

events.
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Figure S36. Funnel plot for network meta-analysis - minor adverse events.
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