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Active agent Placebo Mean Difference Mean Difference
Study or Subaroup Mean SD Total Mean SD Total Weight [V, Random, 95% Cl IV, Random, 95% CI
8.4.1 metformin vs placebo
(MET) Jacohsen 2008 -3 1 12 oe 11 12 27%  -3.80[-4.64 -2.96] £
(MET) Khan 2006 201 15 -1 12 15 0.5% -1.00[9.24, 7.24] T DR
(MET) Libman 2015 0 04 71 2 0a B9 29%  -200[217,-1.83] 3
(MET) Lund 2003 -1.21 1.09 48 0483 113 a1 29% 174218 -1.300 4
(MET) Madeau 2016 -28 112 40 1.4 117 40 1.0% -4.00[9.02 1.02] T
(MET) Mwosu 2015 1.3 22 15 14 22 13 01% -2.70[19.04, 13.64] D
(MET) Petrie 2017 -1.17 043 218 -0.3 043 209 29%  -0.87 [0.96,-0.78] 5
(MET) Pitocco 2013 -2.27 136 i 0 1.36 21 28% -2.27[3.09,-1.45] =
(MET) Sarnblad 2003 1 18 16 1 18 14 0.2% 0.00F12.91,12.91] THE: SR
Subtotal (95% Cl) 158 444 159% .2.08[-2.84,-1.33] {

Heterogeneity: Tau® = 0.69; Chi*= 188.45, df=8 (P =0.00001), F= 968%
Test for overall effect: 2= 543 (P = 0.000013

8.4.2 AGlvs placebo

(AGIH Hollander,1997 02 02 114 01 02 122 29% 0.10([0.05 0.74]
(AGI) Riccardi, 1999 0.3 03 57 -1.4 03 59 2.9% 1.70[1.59 1.81] =
Subtotal (95% CI) 171 181 5.8% 0.90 [-0.67, 2.47] 4

Heterogeneity: Tau?= 1.28; Chi*= 676.69, df=1 (P = 0.00001); F= 100%
Testfor averall effect 2=112 (P = 0.26)

8.4.3 TZD vs placeho

(TZD) Bhat 2007 -0.2 48 3o -0t 7A o1V R B -0A0[F317,2.87] FHlE
(TZD) Strowig 2005 34 18 248 27 14 25 04% 0.70[-7.90,9.30 & 4
(TZD) Zdravkovi 2008 38 41 18 1.7 5 17 17% 210[-0.94, 5.14] [
Subtotal (95% CI) 73 72 3.8% 0.99 [-1.10, 3.09] *

Heterogeneity: Tau?= 0.00; Chi*=1.00, df= 2 (P = 0.613; F= 0%
Testfor averall effect 2= 093 (P = 0.35)

8.4.4 GLP-1RA vs placeho

(GLP1RA) Ahren 2016-1 51 05 205 -02 0.5 206 29% -480[5.00,-4.80]
(GLP1RA) Dejgaatd 2015 59 38 50 02 38 50 25% -610[7.59,-461] =
(GLP1RA) Dube,2017 56 42 T 07 42 8  12% -630F10.56,-2.04] o
(GLP1RA) Frandsen,2015 313 058 18 112 042 18 29% -425[4.58,-3.92) 5
(GLP1RA) Kuhadiya 2016-3 48 07 16 -03 05 17 29% -450[4.82,-4.08] :
(GLP1RA) Mathigu,2016-1 -4 05 346 09 05 347  28% -490[4.97-483 ;
Subtotal (95% CI) 642 646 152% -A.76[.4.95,.4.57] |

Heterogeneity: Tau® = 0.03; Chi*= 2053, df=5 (P =0.0010); F= 76%
Test for overall effect: £= 4812 (P = 0.00001)

8.4.5 DPP-divs placebo

(DPP4i) Gary,2013 01 392 63 002 267 B2 2B%  0.08[1.091.25 1
(DFP4i) George, 2015 024 3 14 007 3 14 21% 047205238 =
Subtotal (95% CI) 77 76 47%  0.10[-0.94, 1.14]

Heterogeneity: Tau?= 0.00; Chi*= 0.00, df= 1 (P = 0.94); F= 0%
Testfor averall efiect Z=019 (P = 0.85)

8.4.6 SGLT2ivs placebo

(SGLT-2) Buse, 2018 312 025 262 1.2 0.25 268 29%  -432[4.36,-4.28] 5
(SGLT-2) Danne,2018 263 025 263 0.3 0.26 258 29% -2893[2.87,-2.89 ;
(SGLT-2) Shimada, 2018-3 57 05 12 043 05 11 28% -170[211,-1.28] G
(SGLT-2) Shimada,2018-1 124 05 13 013 05 11 29% -137[1.77,-087] d
(SGLT-2) Shimada,2018-2 134 05 12 013 05 11 28% -147[1.88,-1.08] 4
(SGLT2i) Dandona, 2017 298 025 258 0.2 0.26 260 29% -379[3.22-3.14] :
(SGLTZ) Famulla, 2016 A7 03 18 02 03 19 29% -180[2.08,-1.71]

(SGLTZ) Gary, 2017 298 1 B99 0 1 703 29% -289[3.08,-2.808 E
(SGLT2i) Henry, 2015 42 05 117 02 05 117 29% -440[4.53-4.27] 5
(SGLTZi) Kuhadiya, 2016 19 054 17 07 15 9 27% -2B0[3.61,-159 =
(SGLT2) Mathieu 2018 289 06 270 0075 272 29% -289[3.10,-2.88] 2
(SGLTZi) Rosenstock 2018 34 0 483 00 477 Mot estirnable

(SGLTZ) Sands, 2015 A7 1 16 05 1 17 28% -220[2.88,-152 z
Subtotal (95% CI) 2441 2433 343% -2.70[-3.15,-2.25] '

Heterogeneity: Tau?= 0.58; Chi*= 3165.54, df= 11 (P = 0.00001); == 100%
Testfor overall effiect Z=11.86 (P =< 0.00007)

8.4,7 pramlintide vs placebo

{pramiintide) Edelman, 2006 43 03 148 1.2 024 147 29%  -250[2.56,-2.44]
(pramiintide) Herrmann, 20131 -2.2 05 82 14 03 73 29% -3B0[3.73,-3.47]
(pramlintide) Ratner,2004-1 05 04 164 -05 04 154  29%  0.00[0.09 008
{pramiintide) Ratner, 2004-2 12 024 161 -05 04 154 29%  1.70[1.63,1.77]
{pramiintide) Ratner, 2004-3 05 04 172 -05 04 154 29%  0.00[0.09 008
{pramiintide) Ratner, 2005 125 025 281 1025 196  29% -225[2.30,-2.20]
(pramiintide) Whitehouse, 2002 -06 0.25 243 1025 37 29%  -160[1.64,-1.56
Subtotal (95% CI) 1251 1115 20.3%  -1.18[-2.31,-0.04] 4

Heterogeneity: Tau?= 2.35; Chi*= 12600.15, df= & (P = 0.00001); == 100%
Testfor averall effect 2= 2.03 (P = 0.04)

Total (95% CI) 5113 4967 100.0%  -2.17 [-2.78, -1.57] U
Heterogeneity; Tau® = 3.28; Chi*= 52863.15, df= 40 (P < 0.00001%; F=100%
Test for overall effiect: 2= 7.03 (P = 0.00001)

Testfor suboroun differences: Chi*= 26110, df= 6 (P = 0.000012. F=97.7%

BT
Favours active agent Favours placeho

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