Non-insulin antidiabetes treatment in type 1 diabetes I I l
Active agent Placebo Mean Difference Mean Difference

Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

8.2.1 metformin vs placeho

(MET) Jacohsen 2008 -549 22 12 -28 17 12 45% -3.00[4.57,-1.43] &l

(MET) Khan 2008 -10 13 15 -2 12 15 1.8% -B.00[-16.95, 0.95] E

(MET) Lund 2009 =312 3:2 49 25 18 a1 4.6% -5.70[-6.74, -4 68] *

(MET) Madeau 2016 -5.4 185 40 31 262 40 17% -B.60[-18.44,1.44] ]

Subtotal (95% CI) 116 18 12.7% -4.83 [-7.10, -2.56] +

Heterogeneity: Tau®= 2.54; ChiF= 8.85, df= 3 (P = 0 03); 1= Bi%
Testfor overall effect Z= 4,17 (P < 0.0001)

8.2.2 AGl vs placeho

(AGI) Hallander, 1887 34 16 114 05 16 122 47%  -280[3.31,-2.49] '
(AGI) Riccardi,1999 .08 07 57 -27 0B 59 47% 1 80 [1 56, 2.04]
Subtotal (95% CI) 171 181 9.4% -0.55 [-5.15, 4.06] 4

Heterogeneity: Tau®= 11.02; Chi®= 379.96 df=1 (P = 0.000013; F=100%
Testfor overall effect Z=023(P=082)

8.2.3 TZDvs placebo

(TZD) Bhat 2007 03 6.2 30 03 67 0 38% 0.00 }-3.27,3.27] T
(TZD) Strowig 2005 -2z 331 25 o 439 25 04% -1020[33.35,12.95) SR
Subtotal (95% CI) 55 55 44% -0.20[-3.43, 3.04] 4

Heterogeneity: Tau®= 0.00; ChF= 0.73, of = 1 (P = 0.39); F= 0%
Testfor overall effect Z=0.12 (P =0.90)

8.2.4 GLP-1RA vs placebo

(GLP1RA) Ahren,2016-1 938 1.4 205 -698 1.4 206 47%  -240[267,-2.13] :
(GLP1RA) Dejgaard,2015 41 705 50 134 705 50 41%  -B.30[12.06,-554] =

(GLP1RA) Dube, 2017 32 118 7 33 155 80 17%  -B50[16.31,3.31] —
(GLP1RA) Frandsen, 3015 41 1B 18 01 15 18 46%  -400[6.01,-2.89] .
(GLP1RA) Kuhadiya,2016-3 A0 05 16 -18 07 17  47%  -B10}O51,-769] f

(GLP1RA) Mathieu,2016-1 -253 2 345 197 2 347 47%  -4.50[4.80,-4.20] :
Subtotal (95% CI) 642 688 245%  553[7.79,-3.28] +

Heterogeneity: Tau®= B.50; Chi®= §28.83, df= 5 (P =< 0.00001); = 99%
Testfor overall effect: 2= 4 81 (P = 0.00001)

£.2.5 DPP-divs placebo

(DPP4i) Gary,2013 204 1145 B3 022 947 B2 38% 2261589, 1.37] &
(DPP4i) George, 2015 1 714 5 8 14 30% -4.00 [8.57,157] =]
Subtotal (95% CI) 77 76 6.8% -2.78[-5.82, 0.26] L

Heterogeneity: Tau®= 0.00; Chi®= 0.26, df=1 (P=0.61); F= 0%
Testfor overall effect Z=173(P=0.07)

8.2.6 SGLT2ivs placebo
(SGLT-2) Buse,2018 522 009 262 252 0.8 268 47%  -B.74[6.91,-8.57 4
(SGLT-2) Danne,2018 535 084 263 1898 0.85 268  47%  -3.37[3.52,-3.22] 1
(SGLT2i) Dandona, 2017 748 143 358 -073 166 260 47%  -675[7.02,-6.48] E
(SGLT2i) Gary, 2017 53 29 899 0 29 703 40%  -5.30[8.34,-2.26] &
(SGLT2i Henry, 2015 -6 3 M7 16 3 117 48%  -760}8.37,-6.83| z
(5GLT20 Kuhadiya, 2016 36 18 17 01 24 9 44%  -3E0[6.41,-1.79] i
(SGLT20 Sands, 2015 7B 153 16 15 07 A7 23%  -B10[13.60,1.40] 7]
Subtotal (95% CI) 1633 1632 29.5%  -5.95[-8.44,-3.47] +

Heterogeneity: Tau®= 9.81; Chi®= 2331.75, df= 6 (P = 0.00001}; = 100%
Test for overall effect Z=4.70 (P = 0.00001}

8.2.7 pramiintide vs placebo

(pramlintide) Edelman, 2006 -13.72 2148 -1.48 2 147 4A7% 1224 [1270,-11.78] ~

(pramlintide) Herrmann,2013-1 -4.35 141 82 337 248 T3 O4T% -7.62[-8.27,-6.97] o

(pramlintidey Ratner, 2005 -2 27T 281 144 21 196 35% -3.44 [7.75,0.87] -

Subtotal (95% Cl) 511 416 12.8%  -8.25[-12.24, -4.26] L]

Heterogeneity: Tau®= 11.10; Chi*= 14196, df= 2 (P = 0.000013; IF= 99%

Test for overall effect Z=4.05 (P = 0.0001)

Total (95% CI) 3205 3166  100.0% -5.17 [-6.77, -3.57] }
Heterogeneity: Tau®= 14.21, Chi®= 7474.77, df= 25 (P = 0.00001);, F=100% '_100 -éD 5'0 100'

Test for overall effect Z=6.33 (P = 0.00001)
Testfor suboroun differences: Chi*= 1644 df=6 (P=001) F=B63 4%

Favours active agent Favours placeho

Supplementary Fig. 2. Comparison of dosage of insulin change from baseline between anti-diabetes agent and placebo in pa-
tients with type 1 diabetes mellitus. SD, standard deviation; IV, inverse variance; CI, confidence interval; MET, metformin; AGI,
alpha glucosidase inhibitor; TZD, thiazolidinedione; GLP-1RA, glucagon-like peptide-1 receptor agonist; DPP-4i, dipeptidyl pep-
tide 4 inhibitor; SGLT-2i, sodium glucose cotransporter 2 inhibitor.
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