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8.5.1 metformin vs placebo
(MET) Anderson 2017 2 45 245 TA% 1.00 [0.15, 6.79] Tl
(MET) Libman 2015 3 T 2 69 8.7% 1.46 [0.25, 8.4€] = =
(MET) Lund 2004 i 49 2 B 31% 0.21 [0.01, 4.23] T
(MET) Mwosu 2015 2 14 i] 13 3.2% 4.38[0.23, 83.67] S T B
Subtotal (95% CI) 180 178 22.4% 1.16 [0.38, 3.48] el
Total events 7 &
Heterogeneity: Tau®=0.00; Chi*= 212 df= 3 (P =0.55); F=0%
Testfor overall effect: Z=0.26 (P = 0.80)
8.5.4 GLP-1RA vs placebo
(GLP1RA) Ahren,2016-1 1 625 0 206 2.8% 0.99 [0.04, 24.26]
(GLP1RA) Mathiew 201 6-1 T 1042 0 347 3.4% 5.00[0.29, 87.40] I
Subtotal (95% CI) 1667 553 6.2% 2.44 [0.29, 20,54] et
Total events 3 0
Heterogeneity: Tau®= 0.00; Chi*= 0.58, df= 1 (P = 0.45); F= 0%
Testfor averall effect Z=082{F = 0.41)
8.5.6 SGLT2ivs placebo
(3GLT-2) Buse,2018 20 524 1 524  B.8%  19.96[2.69 148.20] & e
(3GLT-2) Danne, 2018 15 524 0 258 36% 15.29[0.92 254.59] T o BE@r
(3GLT2i) Dandona, 2017 38 a18 6 260 29.9% 2.93[1.25 6.87) o
(3GLT2I) Gary, 2017 21 699 4 703 A% 5.28[1.82,14.30) T
(3GLT2i) Henry 2014 12 234 0 M7 35% 12.55[0.75 21019 T
(3GLT2i) Kuhadiya, 2016 2 17 0 9 33% 2.78[0.15,52.39) N
(3GLT20) Sands, 2015 2 16 0 17 32% 5.29[0.27,102.49] o
Subtotal (95% CI) 2533 1888 71.3% 4.76 [2.67, 8.49] L 4
Total events 107 1"
Heterogeneity: Tau®=0.00; Chi*= 4 84 df= 6 (P = 0.56); F= 0%
Testfor overall effect: 7=529 (P = 0.00001)
Total (95% CI) 4380 2619 100.0% 3.44[2.01, 5.89] L3
Total events 122 17
Heterogeneity: Tau®=0.06; Chi*=12.78, df=12 (P =0.38); F= 6% ID.DDE 051 1'0 SDDI

Testfor overall effect: Z=4.50 (P = 0.00001)

Favours active agent Favours placebo
Testfor subaroun differences: Chi®= 507, df= 2 (P = 0.081. = B0.5% 2 :

Supplementary Fig. 3. Comparison of the risk of ketoacidosis between anti-diabetes agent and placebo in patients with type 1 di-
abetes mellitus. W-H, Mantel-Haenszel; CI, confidence interval; MET, metformin; GLP-1RA, glucagon-like peptide-1 receptor
agonist; SGLT-2i, sodium glucose cotransporter 2 inhibitor.
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