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Supplementary figure 1 Subgroup analysis based on treatment duration.
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Supplementary figure 2 Subgroup analysis based on BMI.
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[bookmark: _Hlk72186272]Supplementary figure 3 Subgroup analysis based on leptin.
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[bookmark: _Hlk72186337]Supplementary figure 4 Subgroup analysis based on age.
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Supplementary figure 5 Subgroup analysis based on HbA1c.
image5.tiff
DPP-4i Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95% Cl
2.1.1HbA1c < 8.0
Awal, 2020 -02 1 75 =] 76 11.4% 0.80[0.48,1.12]
Dore,2018 -1.4 04 24 0.6 06 24 11.4% -2.00[-2.29,-1.71] |
Kato,2015 0 06 46 -02 05 43 11.4% 0.20[-0.03, 0.43]
Komorizono,2020 -0.4 6.1 15 0.02 83 13 42% -0.42[-5.89,5.05) =1
Matsushima,2016 -0.2 05 41 0 02 49 11.4% -0.20[-0.36,-0.04]
Takeshita,2015a 1.3 1.7 26 =01 1.8 26 10.9% -1.20[-2.15,-0.25] q
Takeshita, 2019 -42 05 88 03 05 45 11.4% -450(-4.68,-4.32) e
Subtotal (95% CI) 315 276 72.1% -1.10[-2.91,0.70] [
Heterogeneity: Tau®= 5.39; Chi*= 1738.96, df= 6 (P < 0.00001); *= 100%
Test for overall effect: Z=1.20 (P = 0.23)
2.1.2HbA1c >=8.0
Schiapaccassa,2019 002 8 22 -002 75 24 5.1% 0.04 [-4.59, 4.67) =
Takeshita,2015b 01 08 58 0.1 05 54 11.4% 0.00[-0.27,0.27)
Takihata, 2019 -08 13 83 -02 13 70 11.3% -0.60[-1.01,-0.19]
Subtotal (95% CI) 163 145 27.9%  -0.27[-0.80, 0.26]
Heterogeneity: Tau*= 0.12; Chi*=5.71, df= 2 (P = 0.06); F=65%
Test for overall effect: Z=1.00 (P = 0.32)
Total (95% Cl) 478 421 100.0%  -0.87[-2.28,0.54] [
Heterogeneity: Tau®= 4.52; Chi*= 1850.06, df= 9 (P < 0.00001); I*=100% 20 25 L 25 50

Testfor overall effect: Z=1.20 (P = 0.23)
Test for subdroun differences: Chi

076 df=1((P=0238) F=0%
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DPP-4i Control Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random.95% Cl

Mean Difference
IV, Random, 95% Cl

3.1.1 treatment duration <= 3 months

Awal, 2020 -02 1 75 =] 76 11.4% 0.80[0.48,1.12]
Dore,2018 -1.4 04 24 06 06 24 11.4% -2.00[-2.29,-1.71]
Matsushima,2016 -0.2 05 41 0 02 49 11.4% -0.20[-0.36,-0.04]
Schiapaccassa, 2019 002 8 22 -002 75 21 5.1% 0.04 [-4.59, 4.67)
Takeshita,2015b 01 09 58 0.4 05 54 11.4% 0.00-0.27,0.27)
Takeshita, 2019 -42 05 88 03 05 45 11.4% -450[-4.68,-4.32]
Takihata, 2019 -08 1.3 83 -02 13 70 11.3% -0.60[-1.01,-0.19]
Subtotal (95% CI) 391 339 735% -1.00[-2.75,0.74]
Heterogeneity: Tau*=5.11; Chi*= 1667.12, df= 6 (P < 0.00001); "= 100%

Test for overall effect: Z=1.13 (P = 0.26)

3.1.2 treatment duration > 3 months

Kato,2015 0 06 46 -02 05 43 11.4% 0.20[-0.03, 0.43)
Komorizono,2020 -0.4 6.1 15 0.02 83 13 4.2% -0.42[5.89,5.05]
Takeshita,2015a -1.3 1.7 26 -D1 18 26 10.9% -1.20[-2.15,-0.25)
Subtotal (95% CI) 87 82 26.5% -0.41[-1.64,0.82]
Heterogeneity: Tau*= 0.71; Chi*=7.90, df= 2 (P = 0.02); F=75%

Test for overall effect: Z= 0.65 (P = 0.52)

Total (95% Cl) 478 421 100.0% -0.87[-2.28,0.54]

Heterogeneity: Tau®= 4.52; Chi*= 1850.06, df= 9 (P < 0.00001); I*=100%
Testfor overall effect: Z=1.20 (P = 0.23)
Test for subdaroun differences: Chi*r= 0230 df=1(P=059 F= 0%
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DPP-4i Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random,95% Cl IV, Random, 95% Cl
6.1.1BMI< 30
Kato,2015 0 06 46 -0.2 05 43 11.4% 0.20[-0.03,0.43]
Komorizono,2020 -0.4 6.1 15 002 83 13 42% -0.42[5.89,5.05) 5 B
Matsushima,2016 -0.2 05 41 0 02 49 11.4% -0.20[-0.36,-0.04]
Takeshita,2015a 13 17 26 -01 18 26 109% -1.202.15,-0.25] Y
Takeshita,2015b 01 09 58 0.4 05 54 11.4% 0.00-0.27,0.27)
Takeshita, 2019 -42 05 88 03 05 45 11.4% -450[-4.68,-4.32] o
Takihata, 2019 -08 1.3 83 -02 13 70 11.3% -0.60[-1.01,-0.19]
Subtotal (95% CI) 357 300 72.1% -1.01[-2.80,0.78] [
Heterogeneity: Tau®= 5.29; Chi*= 1659.96, df = 6 (P < 0.00001); "= 100%
Test for overall effect: Z=1.11 (P=0.27)
6.1.2 BMI >=30
Awal 2020 =0:20 75 =10 76 11.4% 0.80(0.48,1.12)
Dore,2018 -1.4 04 24 06 06 24 11.4% -2.00[-2.29,-1.71] =
Schiapaccassa,2019 002 8 22 -002 75 21 5.1% 0.04 [-4.59, 4.67) 7
Subtotal (95% CI) 121 121 27.9%  -0.49[-2.98, 1.99] ¢
Heterogeneity: Tau®= 3.85; Chi*=162.91, df= 2 (P < 0.00001); = 99%
Test for overall effect: Z= 0.39 (P = 0.70)
Total (95% Cl) 478 421 100.0%  -0.87[-2.28,0.54] [
Heterogeneity: Tau®= 4.52; Chi*= 1850.06, df= 9 (P < 0.00001); I*=100% 20 25 L 25 50

Testfor overall effect: Z=1.20 (P = 0.23)
Test for subdroun differences: Chi

011 df=1(P=074) F=0%

DPP-4i control




image3.tiff
DPP-4i Control Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random.95% Cl

5.1.1 leptin < 15ng/mL

Kato,2015 0 06 46 -02 05 43 11.4% 0.20[-0.03,0.43]
Matsushima,2016 -02 05 41 0 02 43 11.4% -0.20(-0.36,-0.04)
Takeshita,2015a =133 7 26 -01 18 26 10.9% -1.20[-2.15,-0.25)
Takeshita,2015b 01 09 58 01 05 54 11.4% 0.00 (-0.27,0.27]
Takeshita,2019 42 05 a8 03 05 45 11.4% -450(-4.68,-4.32)
Takihata,2019 -08 1.3 83 -02 13 70 11.3% -0.60[-1.01,-0.19]
Subtotal (95% CI) 342 287 67.9% -1.05[-2.90,0.80]

Heterogeneity. Tau®= 5.30; Chi*= 1659.85, df= 5 (P < 0.00001); F=100%
Test for overall effect: Z=1.11 (P=0.27)

5.1.2 leptin >= 15ng/mL

Awal, 2020 B3 1 5 4 1 T 4w oenpis gy
Dore,2018 14 04 24 06 0.6 24 11.4% -2.00[2.29,-1.71)
Komorizano,2020 04 61 15 002 83 13 42% -0.42[589,5.05]
Schiapaccassa, 2018 002 8 22 -002 7.5 21  51%  0.04[4.59,4.67)
Subtotal (95% CI) 136 134 324%  -0.48[-2.80,1.83]

Heterogeneity: Tau®= 3.81; Chi*= 162.92, df= 3 (P < 0.00001); I*= 98%
Test for overall effect: Z= 0.41 (P = 0.68)

Total (95% Cl) 478 421 100.0% -0.87[-2.28,0.54]
Heterogeneity: Tau®= 4.52; Chi*= 1850.06, df= 9 (P < 0.00001); I*=100%

Testfor overall effect: Z=1.20 (P = 0.23)

Test for subdaroun differences: Chi*r=014 df=1(P=071) F=0%
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DPP-4i Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed, 95% Cl
4.1.1age <60
Dore,2018 1. 36 20 -0:3 = 2 21 28.7% 1.30[-0.50, 3.10]
Komorizono,2020 74 118 24 14 92 25 27% 6.00[0.06,11.94] B
Schiapaccassa,2018 -0.4 18.8 19 09 139 19  0.8% -1.30[-11.81,9.21] e
Takihata, 2019 17 6:5 17 158 17 5.5% 0.70[-3.44,4.84] ol
Subtotal (95% CI) 81 82 37.7%  1.49[-0.09, 3.06] ’
Heterogeneity: Chi*= 2.67, df= 3 (P = 0.45), F= 0%
Test for overall effect: Z=1.85 (P = 0.06)
4.1.2 age >= 60
Awal, 2020 22 243 14 04 128 17 05% 1.80[12.33,15.93] S
Kato,2015 -22 23 10 07 34 10 145% -2.90[-5.44,-0.36] =
Matsushima,2016 001 71 120 -081 84 121 253% 0.82[-1.10,2.74] r
Takeshita,2015a -02 68 28 1.6 122 29 36% 1.40[-3.70, 6.50] 5
Takeshita,2015b 0 66 53 03 63 49 149% -0.30[-2.80,2.20] T
Takeshita, 2019 1.7. 138 42 01 97 42 36% 1.60[-3.53,6.73] St
Subtotal (95% CI) 267 268 623% -0.23[-1.45, 1.00]
Heterogeneity: Chi*= 6.34, df= 5 (P = 0.27); F= 21%
Test for overall effect: Z= 0.36 (P =0.72)
Total (95% CI) 348 350 100.0%  0.42[-0.55, 1.39]
Heterogeneity: Chi*=11.83, df=9 (P=0.22); F= 24% _5'0 _2'5 0 2'5 5'0

Test for overall effect: Z= 0.85 (P = 0.40)

Test for subharoun differences: Chif= 282 df=1 (P =009 7= 64 5%
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