Non-insulin antidiabetes treatment in type 1 diabetes I I l

Placebo Risk Ratio Risk Ratio

Study or Subgrou Fvents  Total Fvents Total Weight M-H. Random. 95% CI M-H. Random, 95% CI
8.6.1 metformin vs placebo
(MET]) Anderson 2017 22 45 14 45 4.8% 1.87 [0.93, 2.6E] [T
(MET) Codner 2013 4 13 311 20% 1.13[0.32, 3.99] Fo
{MET) Harmilton 2003 1 14 g 13 3.0% 1.11 [0.45, 2.78] & ool
(MET]) Jacohsen 2008 3 12 1] 12 0.5% T.00([0.40,122.44] %
(MET) kKhan 2006 3 14 1 15 0.8% 3.00[0.358, 25.68] =
(MET) Libman 20145 a0 71 24 B9 57% 2.02[1.42,2.89] ERE
(MET) Lund 2009 43 449 39 a1 6.5% 1.15[0.95, 1.38] B
(MET) Meyer 2002 11 31 2031 17% 5.50[1.33, 22.80]
(MET) Nadeau 2016 [ 40 5 40 24% 1.20 [0.40, 3.62] — e
(MET) Petrie 2017 34 218 7208 35% 4.64 [2.10,10.22] TR
(MET) Sarnblad 2003 3 16 g 14 2.0% 0.53[0.15,1.81] R
Subtotal (95% CI) 525 510 32.9% 1.69 [1.11, 2.56] <>
Total events 185 105
Heterogeneity, Tau?= 0.25; Chi*= 35.15, df= 10 (F= 0.0007); F= 72%
Testfor overall effect Z=2.47 (P =0.01)
8.6.2 AGI vs placebo
(AGH Hollander, 1997 7 114 29 122 5.8% 2.801[1.99, 3.95] T
(AGH Marena, 1991 2z 14 1] 14 0.5% 5.00 [0.26, 95.61] 7
Subtotal (95% CI) 128 136 6.2% 2.83[2.01, 3.97] <
Total events Ta 29
Heterogeneity, Tau?= 0.00; Chi*= 0.15, df= 1 (P=0.70); F= 0%
Testfor averall effect Z=5.97 (P = 0.00001})
8.6.3 TZD vs placebho
(TZD) Storie 2008 i 18 218 05% 0.20[0.01,388 —————— T —
Subtotal (95% CI) 18 18 0.5% 0.20[0.01, 3.89] e ————
Tatal events 0 2
Heterogeneity: Mot applicable
Test for overall effect Z=1.06 {P = 0.249)
8.6.4 GLP-1RA vs placeho
(GLP1RA) Ahren,2016-1 422 625 44 206 6.1% 316 [2.42, 4173 =
(GLP1RA) Dejgaard, 2019 67 a0 g a0 Mot estimahle
(GLP1RA) Frandsen, 2015 28 18 23 18 Mot estimahle
(GLP1RA) Kuhadiva, 201 6-1 30 46 317 25% 3.70 [1.30,10.54]
(GLP1RA) Mathieu,2016-1 624 1042 116 347 B.6% 1.79[1.563,2.10] T
Subtotal (95% CI) 1781 638 15.2% 2.52[1.52, 4.20] &>
Total events 171 195
Heterogeneity: Tau®= 0.15; Chi*= 14.57, di= 2 (P = 0.0007%; F= 86%
Testfor overall effect Z=3.57 (P = 0.0004)
8.6.5 SGLT2i vs placebo
(SGLT-7) Buse,2018 48 575 18 268  48% 1.39(0.83, 2.34] 1o
(SGLT-2) Danne,2018 3 624 9 268 38% 1.70 [0.83, 3.51] 1=
(SGLT2i) Biester, 2017 1 17 0 16 04% 2.83[0.12, 64.89] 7
(SGLT2i) Famulla, 2016 3 56 5 19 18% 0.20 [0.05, 0.77)
(SGLT2i) Gary, 2017 29 599 16 703 4.4% 1.82[1.00,3.33] T
(SGLT2i) Sands, 2015 g 16 317 23% 2.63[0.91,8.84] 1
Subtotal (95% CI) 1837 1281 17.5% 1.41[0.83, 2.39] -
Total events 121 a1
Heterogeneity Tau®= 0.20; Chi*= 10,57, df= 5 (P = 0.06); = 53%
Test for overall effect Z=1.27 {P = 0.20)
8.6.6 pramlintide vs placebo
(pramlintice) Edelman, 2006 5 148 14 147 45% 2,48 [1.40, 4.42] e
{pramlintide) Herrmann, 2013-1 120 232 27 73 5.9% 1.40[1.01,1.93] B
(pramlintide) Ratner,2004-1 23 497 21 154 5.4% 3.41[2.27,5173] T
(prarnlintide) Ratner, 2005 122 1 20 196 53% 425 [2.75, 6.58] A
(prarnlintide) Riddle,2015 2 19 0 19 05% 5.00 [0.26, 97.70] —
(pramlintice) Whitehouse,2002 112 243 52 237 B1% 210 [1.59, 2.77) T
Subtotal (95% CI) 1420 826 27.7% 2.53[1.70, 3.74] L
Total events 622 134
Heterogeneity: Tau®= 0.16; Chi*= 22.32, di= 5 (P = 0.0005); F= 78%
Test for overall effect Z=4.62 (P = 0.00001)
Total (95% CI) 5709 3409 100.0% 1.99[1.61, 2.46] +
Total events 2177 16

o . . i = . IR = t t i |
Heterogeneity: Tau®=0.17; Chi*=118.01, df= 28 (P = 0.00001); F= 7E% b.D1 DH 1'0 100'

Testfor overall effect Z=6.38 (P = 0.00001})

F tive agent Favours placeb
Testfor subaroun diffrences: Ghit= .61, df= 5 (P = 0.09). = 48.0% ABUrSECIVERASNT SrAvUISpaEEn

Supplementary Fig. 4. Comparison of the risk of GI side effects between anti-diabetes agent and placebo in patients with type 1
diabetes mellitus. W-H, Mantel-Haenszel; CI, confidence interval; MET, metformin; AGI, alpha glucosidase inhibitor; TZD, thia-
zolidinedione; GLP-1RA, glucagon-like peptide-1 receptor agonist; SGLT-2i, sodium glucose cotransporter 2 inhibitor.
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