Figure S1-Risk of bias for each study, as evaluated by the Cochrane risk-of-bias tool
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Figure S2-Funnel plot of sodium-glucose cotransporter-2(SGLT2) inhibitors vs



control for risk of orthostatic hypotension
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Figure S3-Forest plot of the effect of different comparasion for orthostatic

10

hypotension
Intervention Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Fvents Total Weight M-H. Random. 95% CI M-H. Random, 95% CI1
5.1.1 placebo-control
Bailey 2010 2 409 1 137 B.0% 0.67 [0.08, 7.33]
Bailey 2016 1 199 1 T5 15% 0.38[0.02, 5.95]
Bode 2013 3477 0 237 349% 34910018, 657.20]
Inagaki 2014 2 178 0 93 3T% 263013, 5413]
Inoue 2018 1 24 a 24 34% 30010013, 70.16]
kaku 2014 1 173 0 il 34% 0.95 [0.04, 23.79]
Matthaei 2015 1 104 0 109  34% 3001[012,72.84]
Mchiurray 2019 22373 5 2371 128% 0.40[0.08, 2.08]  mE g =
Stenldf 2013 2 392 o 192 37% 2.461[0.12,50.50]
Tikkanen 2015 1] 552 1 271 34% 016 [001, 4.01] *
Weber 2016 1 302 o 311 34% 3.09[013,75.53]
Yale 2013 1 1749 ] 90 3.4% 1.52 [0.08, 36.86]
Subtotal (95% CIy 5367 3966 54.9% 1.00 [0.45, 2.20] e
Tatal events 17 g
Heterogeneity: Tau®=0.00; Chi®*=5.92 df=11 (P =0.88), F=0%
Testfor overall effect: Z=0.00 (P =1.00)
5.1.2 active-control
Cefaly 2013 1 968 0 482 33% 1.50[0.06, 36.64]
Lavalle- Gonzalez 2013 1] 735 1 366 34% 047 [0.01,4.07 *
Schernthaner 2013 o377 1 378 34% 0.33[0.01,8.18]
Wan Seman 2016 ih! 58 L} 52 3B1% 1.97[0.73,5.30] m
Subtotal (95% Cl) 2138 1278 45.1% 1.41[0.59, 3.37] e
Total events 12 7
Heterogeneity: Tau®=0.00; Chi*=2 98, df=3 (P =040); F= 0%
Testfor overall effect: Z= 077 (P =0.44)
Total (95% CI) 7505 5244 100.0% 1.17 [0.65, 2.09] S
Total events 29 15
Heterogenaity: Tau®= 0.00; Chi*=9.17, df=15 (P = 0.87); F= 0% =n 5 u=1 1=n

Test for overall effect: £= 052 (P = 0.61)

Test far subdroun differences: Chi®= 033, df=1 (P =0.571. F= 0%

Favours [intervention] Favours [control]



Figure S4-Forest plot of the effect of different T2DM duration for orthostatic

hypotension

Experimental

Study or Subgroup Events

Control

4.1.1 T2DM duration <5y

Bailey 2016 1 199
Stenldf 2013 2 392
Subtotal (95% CI) 591
Total events 3

1
1}

1

Risk Ratio

Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H. Random, 95% CI

78 5.4%
192 4.4%
267 9.8%

Heterogeneity, Tau®= 0.00; Chi#= 0.83, df = 1 (P = 0.36); F= 0%

Testfar owerall effect Z=012 (F = 0.90)

4.1.2 T2DM duration =5y, T2DM duration <9y

Bailey 2010 2 4049
Cefalu 2013 1 el ot
Inagaki 2014 2 178
Kaku 2014 1 173
Lavalle-Gonzalez 2013 i} T35
Wan Seman 2016 11 a8
Weher 2016 1 302
Subtotal (95% CI) 2823
Total events 18

7

137 7%
482 4.0%
93 4.5%
56 4.0%
A6E 4.0%
52 41.8%
an 4.0%

1497  69.4%

Heterogeneity, Tau®= 0.00; Chi#= 2.95, df = & (P = 0.52); F= 0%

Testfor overall effect Z=1.06 (F = 0.29)

4.1.3 T2DM duration =9y

Bode 2013 3 77
Inoue 2018 1 24
Matthaei 2014 1 108
Schernthaner 2013 1} 377
Yale 2013 1 179
Subtotal (95% CI) 1166
Total events 43

o = o oo

1

237 47%
24 41%
109 4.0%
e 40%
90 4.0%
838 20.8%

Heterogeneity, Tau*=0.00; Chi*=147 df=4 (P=083); F=0%

Testfor overall effect Z=0.81 (F=0.42)

Total {95% CI)
Total events 27

4580

]

2602 100.0%

Heterogeneity, Tau®= 0.00; Chi*= 5.53, df = 13 (P = 0.86); F= 0%

Testfor overall effect Z=1.21 (P =0.23)

Testfor subaroun diffierences: Chi*= 032, df=2 (P = 0.85). F=0%

0.38 [0.02, 5.94]
2,45 [0.12, 50.90]
0.88 [0.11, 6.78]

0.67 [0.08,7.33]
1.60 [0.06, 36.64]
2.63[0.13, 5413
0.98[0.04, 23.79]

0.17[0.01,4.07]

1.97 [0.73,5.30]
3.08[0.13,75.53]
1.51[0.70, 3.26]

3.49[0.18, 67.20]
3.00[0.13, 70.16]
2.00[0.12, 72.84]
0.33[0.01,8.18]
1.52 [0.06, 36.56]
1.78 [0.44, 7.25]

1.48[0.78, 2.81]
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Figure S5-Forest plot of the effect of baseline blood pressure for orthostatic
hypotension

Intervention Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
9.1.1 baseline blood pressure <2 130/80mmHg
Bailey 2010 @408 1 137 B5% 0.67 [0.06, 7.33]
Inagaki 2014 2178 a 53 41% 263013 8413]
Kaku 2014 1 173 1] 56 3T 0.88[0.04, 23.759]
Lavalle-Gonzalez 2013 o 735 1 366  3.6% 047001, 407 *
Mehiurray 2019 22373 A 2371 138% 0.40[0.08, 2.08] & 7
Stenldf 2013 R = ) o 182 4.0% 246012 40.490]
Subtotal (95% CI) 4260 3215  35.7% 0.67 [0.24, 1.86] e o

Total events 9 T
Heterageneity, Tau®=0.00; Chi*= 2,66, df= 9 (P=0.78); F=0%
Testfar averall effect Z=0.77 (P =0.44)

9.1.2 baseline blood pressure =130/80mmHg

Bode 2013 3 ATT o 237 4% 3.49[0.18, 67.20]

Cefalu 2013 1 YES 0 482  3.6% 1.50[0.06, 36.64]

Inoue 20189 1 24 1] 24 3IT% 3.00[013, TO1E]

Matthaei 2014 1 108 o 109  37% 3.00[0.12, 72.84]

Tikkanen 2015 o Aa52 1 271 3E% OAG[0.01, 401 *

WWan Serman 2016 11 a8 A 52 38.0% 1.87[0.73,45.30] &
Weher 2016 1 302 o 3N 3.6% 3.09[0.13, 75.593]

Yale 2013 1 178 1] 90 3T% 1.52 [0.05, 36.88]

Subtotal (95% CI) 2669 1576 64.3% 1.86 [0.87, 3.97] -
Total events 14 B

Heterogeneity Tau®=0.00; Chi*= 271, df= 7 (P=0.91); F= 0%
Test for averall effect Z=160{F=0.11)

Total (95% CI) 6929 4791 100.0% 1.29 [0.70, 2.37] -
Tatal events 28 13

Heterogeneity Tau®= 0.00; Chi*= 7.84, df=13 (P = 0.845); F= 0%
Test for overall effect Z=082 (F=0.41)
Testfar suboroun differences: Chi*= 247 df=1(F=0121 F=458.59%

0.01 0.4 10
Favours [Intervention] Favours [contral]

Figure S6-Forest plot of the effect of baseline HbAlc (%)for orthostatic hypotension

Intervene Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
11.1.1 baseline HbA1c(%) =8
Inoue 2019 1 24 i 24 40% 3.00[0.13, 70.18]
Kaku 2014 1 173 i a6 38% 0.98 [0.04, 23.79]
Matthaei 2014 1 109 0 108  3.49% 3.00[0.12, 72.84]
Schernthaner 2013 o 377 1 378 3.8% 0.33[0.01,8.18]
Stenldf 2013 2 38z 0 182  43% 2.46[0.12, 50.90]
Weber 2016 1 302 ooan 38% 3.09[0.13, 75.43]
Subtotal (95% Cl) 1377 1070 23.6% 1.70 [0.47, 6.15] e iR
Total events B 1

Heterogeneity: Tau®= 0.00; Chi*=1.55, df =5 (P=0.91); F=0%
Testfor averall effect: Z=0.80 (P =0.42)

11.1.2 baseline HhA1c(%) <8

Bailey 2010 2409 1 137 B49% 0.67 [0.06, 7.33]

Bailey 2016 1 189 1 A 81% 0.38[0.02, 5.95]

Bode 2013 3 477 0 237 45% 3.49[0.18, 67.20]

Cefalu 2013 1 968 0 482  3.8% 1.50 [0.06, 36.64]

Inagaki 2014 2 178 i 93 43% 2.63[0.13,54.13]

Lavalle-Gonzalez 2013 0 735 1 366  3.8% 017[0.01,4.07] *

Tikkanen 2015 0 452 1 71 38% 046 [0.01, 4.01] *

Wan Sermnan 2016 11 58 5 52 40.3% 1.87[0.73,5.30] A
Yale 2013 1 179 ] a0 3.89% 1.52 [0.06, 36.96]

Subtotal (95% Cl) 3755 1803 76.4% 1.28 [0.62, 2.61] i
Total ewents 21 q

Heterogeneity, Tau®= 0.00; Chi*= 5.60, df= 8 (P = 0.69); F=0%
Testfaor overall effect: 2= 0.66 (F = 0.51)

Total (95% CI) 5132 2873 100.0% 1.36 [0.73, 2.55]
Tatal events 27 10

Testfor overal oMt 2097 e 038 oot o 1' o o0
Testfor subaroun differences: ChiF= 014, df=1(P=0711. F=0% Favours [intervens] Favours [control

100



Figure S7-Forest plot of the effect of with/without established CVD for orthostatic
hypotension

Intervene Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
12.1.1 T2DM without CVD
Bailey 2010 2404 1 137 f.0% 0.67 [0.06, 7.33]
Bode 2013 3477 o 237 39% 34910018, 67.20]
Cefalu 2013 1 468 o 482 33% 1.50 [0.06, 36.64]
Inagaki 2014 2 178 a 93 IT% 26310013, 5413
kaku 2014 1 173 a a6 4% 0.98[0.04, 2374
Lavalle-Gonzalez 2013 o 735 1 366 34% 0.17[0.01, 4.07] 4
Schernthaner 2013 oa3rr 1 3v8 4% 0.33[0.01,8.18]
Stenldf 2013 2 39z o 192 AT% 246 [0.12, 50.90]
Subtotal (95% CI) 3709 1941 30.8% 1.03 [0.36, 2.97] il
Total events 11 3

Heterogeneity: Tau®= 0.00; Chi*= 3.25, df=7 (P=0.86), F=0%
Testfor averall effect: Z=0.06 (P = 0.95)

12.1.2 T2DM with CVD

Bailey 2016 1 199 1 75 45% 0.38 [0.02, 5.95]
Inoue 2019 1 24 0 24 34% 3.00(0.13, 70.16]

Matthaei 2015 1 109 0 1080 34% 200012, 72.84]

McMurray 2019 2 2373 5 2371 12.8% 0.40 [0.08, 2.06] e
Tikkanen 2015 0 552 1 271 34% 016 [0.01,401] *

YWan Seman 2016 11 58 5 52 351% 1.87 [0L73, 5.30] -
Weber 2015 1302 031 34% 2.09[0.13, 75.53]

Yale 2013 1179 0 80 34% 1.52 [0.0B, 35.86]

Subtotal (95% CI) 3796 3303  69.2% 1.23 [0.61, 2.49] .
Total events 18 12

Heterogeneity: Tau®= 0.00; Chi®*= 587, df=7 (P=0.55), F=0%
Test for overall effect: Z=0.58 (F = 0.56)

Total (95% CI) 7505 5244 100.0% 1.17 [0.65, 2.09]
Total events 29 14

ez ey, & o1 o i 10100
Testfor subaraun diffierences: Chi*= 0.07. df= 1 (P = 0.7, 7= 0% Favours fintervene] - Favours [control]




