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Appendices

Appendix K Forest plots — Model 5: Type 2 diabetes and
higher cardiovascular risk

K.1 Adding

Metformin

Adding metformin compared to adding placebo

Figure 1: All-cause mortality at end of follow up

Metformin Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Kooy 2009 9 196 G194 B749% 1.40[0.53, 4.200
Lundby-Christensen 2016 2 206 0 206 121% 7F43[046 119.11] -
Total (95% CI) 402 400 100.0% 1.82 [0.69, 4.78] g
Total events 11 53

Heterogeneity ChiF=1.12, df=1 (P = 0,291 F= 11%

0.001

0.1 10

1000

Testfor overall effect Z=1.21 (F=0.22) Favours Metformin Favours Placebo

Figure 2: Hypoglycaemia episodes at end of follow up
Metformin Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

Aviles-Santa 1989 3 al 3 22 1.0% 1.06[0.24, 4 6]

Douek 2005 63 T 48 T3 O1T.3% 1.24 [1.02,1.51] il

Gram 2011 3] an 7a 94  26.8% 0.92[0.80,1.07] b

Lundby-Christensen 2016 156 208 156 206 548% 1.00[0.90,1.12] | |

Total (95% CI) 304 395 100.0% 1.02 [0.94, 1.11]

Total events 291 284

?et?;ogenelwlil C;I T;?Sﬂ, gT;'ZPBEPD:sUg.'I 2 F=49% ID.EI‘I D:1 1IEI 100'

estfor overall effect 2= 0.54 (F = 0.54) Favours Metformin  Favours Placebo
Figure 3: Severe hypoglycaemic episodes at end of follow up
Metformin Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Couek 2005 10 7T 1 T3 428% 948 1[1.24, 7223 I —

Lundhby-Christensen 2016 T 208 7208 &72% 1.00[0.36, 2.80]

Total (95% Cl) 283 279 100.0% 2.62 [0.27, 25.56]

Total events 17 g

Heterogeneity: Tau®= 2.09; Chi®=4.09, df=1 (P =004}, F=76% ID.D1 DH 1| 1-0 1DEII

Testfor overall effect £=0.83 (P = 0.41)
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Figure 4: HbA1c change (%, lower values are better, mean difference) at end of follow

up
Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
Aviles-Santa 1989 -0.8 03942 102%  -0.80[1.67,-0.13] —
Douek 2005 05 02041 17.3% 0.50[0.10, 0.50] il
Giugliano 1993 -1.5 03687 11.0% -1.50[222,-0.78] —
Gram 2011 -0.65 01858 181%  -065[1.01,-0.29] -
Kooy 2009 -0.4 DOFES  221% -D.40[-0.45,-0.25] L}
Lundby-Christensen 2016 -0.42 01005 21.4% -042[062,-0.27] =
Total (95% CI) 100.0% -0.47 [-0.80, -0.13] L
Heterogeneity: Tau®=0.12; Chi®= 31.80, df= 5 (P = 0.00001); *= 54% f f f {
. -10 -5 0 5 10
Testfor overall effect Z=2.76 (F = 0.008) Favours Metformin Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
obesity and onset subgroups.

Figure 5: Weight change (kg, lower values are better, mean difference) at end of follow

up
Metformin Placebo Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ayiles-Santa 1999 -2.7 1.4656 21 22 240% -2 70557, 017] e —
Douek 2005 1.5 0.6888 71 7130.2% 1.50[0.15, 2.84] —
Gram 2011 -1.21 2.8423 40 94 138%  -1.21[6.78 4.36]
Lundby-Christensen 2016 -2E 03749 206 206 31.8% -2.60[3.33,-1.87] —=-
Total (95% CI) a8 393 100.0% -1.19[-3.92, 1.54] *—
Heterogeneity: Tau® = 5.95; Chi*= 27.84, df= 3 (P = 0.00001}; F= 89% 5_1 0 55 ) é 105
Testfor overall effect Z=0.85 (P = 0.39) Favours Metformin Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis. Subgroup analysis was not
possible for any subgroup.

Figure 6: BMI change (kg/m?, lower values are better, mean difference) at end of

follow up
Metformin Placebo Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kooy 2009 -1.09 01429 196 194 448% -1.00[1.37,-0.81] u
Lundby-Christensen 2016 -0.91 01281 206 206 554% -0.91 [1.16,-0.66] |
Total (95% Cl) 402 400 100.0% -0.99 [-1.18, -0.80] +
Heterogeneity, Chi*=0.88, df=1 (P = 0.35); F= 0% 5_1 0 55 p é 1D=
Testfor overall effect: Z=10.38 (P = 0.00001) Favours Metformin Favours Placebo

K.1.1.2 Adding metformin compared to adding insulin

There are no forest plots for this comparison (all outcomes include a single study).
K.1.2 DPP-4 inhibitors

K.1.2.1 Adding alogliptin compared to adding placebo
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Figure 7: All-cause mortality at end of follow up

Alogliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mauck 20054 1 423 0 104 254%  0.00[-0.01,0.0Z]
Pratley 20094 1 397 ] 9Y  238%  0.00[0.01, 002
Pratley 20098 o 4m 0 49 242%  0.00[-0.01, 0.01]
Rosenstock 200498 1  2B0 0 130 265% 0.00[-0.01,002]
Total (95% CI) 1481 430 100.0%  0.00 [-0.01, 0.01]
Total events 3 ]

Heterogeneity, Chi®= 014, df= 3 (P = 0.99); F=0%
Test for overall effect: £= 0.60 (P =0.548)

Figure 8: Cardiovascular mortality at end of follow up

-05 0 05 1
Favours Alogliptin - Favours Placebo

Alogliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CIl
Mauck 20054 1 423 0 104 335% 0.00[0.01,002]
Pratley 2009E o 4m ] 99 31.8%  0.00[0.01,0.01]
Raosenstock 200498 1 260 0 130 347% 0.00[0.01,0.0Z]
Total (95% CI) 1084 333 100.0% 0.00[-0.01,0.01]
Total events 2 a

Heterogeneity: Chif= 014, df= 2 (P =083} F=0%
Test for overall effect £= 0.0 (P = 0.61)

0.8 0 0.5 1
Favours Alogliptin - Favours Placebo

Figure 9: Hypoglycaemia episodes at end of follow up

Alogliptin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mauck 20054 2 423 3104 6.7 % 0.16[0.03, 0.97]
Pratley 20094 25 387 ] 97 11.2% 1.22[0.48, 3.11] B
Pratley 20098 81 401 11 49 245% 1.14 [0.62, 2.11]
Rosenstock 200498 70 260 3129 5T E% 1.12[0.78, 1.62]
Total (95% CI) 1481 429 100.0%  1.07 [0.80, 1.44]
Total events 148 a0

0.1 1 110

Heterogeneity, Chi®= 447 df= 3 (P =022, F= 33% T 100
Testfor overall effect Z=0.48 (P =0.83) Favours Alogliptin Favours Placebo
Figure 10: Severe hypoglycaemic episodes at end of follow up
Alogliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mauck 20054 o 423 0 104 335% 0.00[-0.01,001]
Pratley 20098 2 4Mm 1 49 31.8% -0.01[-0.03, 0.02]
Raosenstock 200498 1 260 2 130 347% -0.01[-0.03, 0.01]
Total (95% CI) 1084 333 100.0% -0.01 [-0.02, 0.01]
Total events 3 3
Heterogeneity: Chi*=0.93, df= 2 (P=0.63), F=0% -_1 -D'.S ﬁ D!S 1|

Testfor overall effect Z= 088 (F=0.32
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Figure 11: HbA1c change (%, lower values are better, change scores) at end of follow

up
Alogliptin  Placebo Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

Mauck 20084 -0.7 01224 423 104 18.0% -0.70[-0.94,-0.46] -

Pratley 20098 {1} -0.39 0.1 203 43 36.9% -0.39[059,-018] u

Pratley 20098 (2) -0.53 0.1 198 50 26.9% -0.83[0.73,-0.33] u

Rosenstock 20098 -0.54 0.0977 260 130 28.2% -0.54 [0.73,-0.359] u

Total {95% CI) 1084 333 100.0% -0.53[-0.63, -0.42] |

Heterogeneity: Chit= 3.89, df= 3 (P =027y F= 23% ' t {

10 5 0 5 10

Testfor averall effect: Z=10.13 (F = 0.00001) Favours Alogliptin Favours Placebo

Footnotes

(1) Data for alogliptin 12.5 mg. N for placebo arm has been halved.
(2) Data for alogliptin 25 mg. N for placebo arm has been halved.

Figure 12: Weight change (kg, lower values are better, change scores) at end of follow

up
Alogliptin - Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Mauck 20084 (1) -0.3 03316 210 52 16.2% -0.30[0.95, 0.39] =
Mauck 20084 (2 0 0.3571 13 52 140% 0.00[070,070] -+
Pratley 20094 (3) 0.42 0.41 197 48 106% 042 [0.38,1.22 ™
Pratley 20094 (4) 0.os 0.4 1494 49 111% 005 [F0.73, 083 -+
Pratley 20098 084 031049 401 99 184% 0.84[0.23,1.458] -
Rosenstock 20088 0.05 02449 260 130 287% 0.05[0.43, 053] L
Total (95% CI) 1480 430 100.0% 0.17 [-0.09, 0.43] ’
Heterogeneity: Chif= 7.58, df= 5 (P = 0.18); F= 34% :-10 15 B é 10:
Testfor overall effect. Z= 1.2 (P = 0.20) Favours Alogliptin Favours Placebo
Footnotes
(1) Data for alogliptin 25 mg daily compared to placeba. M for placebo arm has been halved.
(2) Data for alogliptin 12.5 mg daily compared to placebo. M for placebo arm has been halved.
(3) Data for alegliptin 12.5 mg. M for placebo arm has been halved
(4) Drata for alogliptin 25 mg. M for placebo arm has been halved
K.1.2.2 Adding linagliptin compared to adding placebo
Figure 13: All-cause mortality at end of follow up
Linagliptin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bajaj 2014 o 183 1 a8 24% -0.01 [-0.04,0.02] b
Barnett 2013 o 162 1] Ta 21%  0.00[-0.02 003 7
Ledesma 2018 1 19 o 181 30% 001001, 003 r
Rosenstock 20194 JET 3404 A73 3485 BEE%  -0.00[-0.02, 0.01] [ |
Thrasher 2014 o 106 o 120 23%  0.00[-00z2 002 7
Tinahanes 2017 - Study 1 o 126 o 128 248% 0.00[-002 003 7
Tinahaones 2017 - Study 2 o 112 o 112 22% 0.00[-0.02 003 7
Wang 20168 o 208 o 100 2A% 0.00[-002 002 7
ang 2021 o 104 1 102 20% -0.01 [-0.04, 003 T
ki-Jarinen 2013 5 BN 5 630 124% -0.00[F0.01,0.01]
Total (95% Cl) 5274 4996 100.0% -0.00 [-D.01, 0.01]
Total events 73 380
e iz _ _ E— | | , |
Heterogeneity: Chif=1.92, df=9 (P =099}, F=0% g s b o' 7

Testfor overall effect 2= 0.32 (F = 0.75) Favours Linagliptin - Favours Placebo

Figure 14: Cardiovascular mortality at end of follow up
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Linagliptin Placebo Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Eajaj 2014 o 183 1 89 24% -0.01 [0.04,0.02] -
Barnett 2013 0 162 a 79 21%  000[0.02 002 T
Ledesma 20149 1 141 oo1a 30% 001 [F001, 002 r
Rosenstock 20184 255 3494 64 3485 A/EEW  -0.00[-0.02 0.01] [ |
Thrasher 2014 0 106 o120 22% 000[002 002 T
Tinahones 2017 - Study 1 0 126 o 128 25%  0.00[F0.02 002 T
Tinahanes 2017 - Study 2 o 112 o112 22% 000[002 002 T
Wang 2016E 0 209 o 100 26%  0.00[F0.02 002 7
Yang 2021 0o 104 o102 20% 000F0.02 002 T
rki-darvinen 2013 5 BH 1 B30 124%  0.01[-0.00,0.01]
Total (95% CI) 5274 4996 100.0% -0.00 [-0.01, 0.01]
Total events 261 266

. == _ — R - I 1 1 ]
Heterogeneity: Chi*=518 df=9(FP=082,F=0% 1_1 -U'.S b U:S 1|

Testfor overall effect: Z=0.27 (F=079

Figure 15: 4-point MACE at end of follow up

Favours Linagliptin  Favours Placebo

Linagliptin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ledesma 2019 3 151 1 151 0.2% 3.00[032 2852 '
Raosenstack 20194 463 3494 459 3486 99.8% 1.01 [0.89,1.14]
Total (95% CI) 3645 3637 100.0%  1.01[0.90,1.14]
Total events 166 460
Heterogeneity Chi®= 090, df=1 {F =034}, F= 0% I o ] 0 100

Testfor overall effect 2= 017 (P = 0.86)

Figure 16: 5-point MACE at end of follow up

0.01

Favours Linagliptin - Favours Placebo

Linagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Wang 20168 o 205 o 100 176% 0.00[0.02 003
Yki-Jarvinen 2013 18 B3N 11 630 824% 0.01[0.01,003]
Total (95% CI) 836 730 100.0% 0.01[-0.00,0.02]
Total events 18 11
Heterageneity, Chit=1.43, df=1 {P=0.23);, F= 30% I e b o'

Testfor overall effect £=1.29 (P =0.20)

Figure 17: Non-fatal stroke at end of follow up

Favours Linagliptin - Favours Placebo

Linagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Eajaj 2014 o 183 a g9 31%  0.00[0.02 002 7
Barnett 2013 1 162 I 78 27% 0.01[0.02 003 T
Ledesma 2019 1 1581 1 181 39%  0.00[0.02 002 1
Rosenstock 20194 g5 34494 T3 3485 803% -0.00[-0.01,0.00] .
Total (95% CI) 3990 3804 100.0% -0.00 [-0.01, 0.00]
Total events a7 T4
Heterogeneity: Chi*= 060, df=3 (P = 0.90); F= 0% -_1 —IZI'.5 g DTS 1

Testfor overall effect Z= 064 (P=0452)
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Figure 18: Non-fatal myocardial infarction at end of follow up

Linagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ledesma 2019 1 151 o 151 39%  0.01[0.01, 002
Raosenstack 20194 156 34594 135 3485 89.8%  0.01 [-0.00, 0032
Thrasher 2014 1 108 o 120 29%  0.01[0.02 003
Wang 20168 0 208 o 100 348%  0.00[0.02 002
Total (95% CI) 3056 3856 100.0%  0.01 [-0.00, 0.01]
Total events 158 135

Heterogeneity: Chi*= 065, df=3 (P=089); F=0%
Testfor overall effect £2=1.35{(P=0.18)

Figure 19: Unstable angina at end of follow up

.05 0 05
Favours Linagliptin  Favours Placebo

Linagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bajaj 2014 0 183 I a9 32% 0.00[0.02 002
Barnett 2013 1 162 a 78 249%  0.01 [F0.02, 003
Rosenstock 20194 42 34494 47 3484 939% -0.00[-0.01, 0.00]
Total (95% CI) 3839 3652 100.0% -0.00 [-0.01, 0.00]
Total events 43 47

Heterogeneity: Chi*f= 044 df=2 (P=080); F=0%
Testfor averall effect Z= 047 (P = 0.64)

-0.5 0 0.5
Favaurs Linagliptin  Favours Placebo

Figure 20: Hospitalisation for heart failure at end of follow up

Linagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bajaj 2014 0 183 I a9 31% 0.00[0.02 002 7
Ledesma 2019 1 151 2 1481 3.9% -0.01 [0.03,002] b
Rosenstock 20194 209 3454 226 3485 896% -0.01 [-0.02, 0.01] .
Wang 20168 o 205 o 100 348%  0.00[0.02 002 1
Total (95% CI) 4033 3825 100.0% -0.00 [-0.01, 0.01] L
Total events 210 228
Heterogeneity: ChifF=0.70, df=3 (P=087), F=0% -_1 -IZI'.S g DTS

Test for averall effect £=0.91 (P = 0.36)

Favours Linagliptin - Favours Placebo

Figure 21: Development of end stage kidney disease at end of follow up

Linagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Rosenstock 20194 G3 34494 B4 3485 963% -0.00[-0.01,0.01]
Wang 20168 o 205 o 100 37%  0.00[002 002
Total (95% CI) 3699 3585 100.0% -0.00[-0.01, 0.01]
Total events g3 G4

Heterogeneity: Chi*=0.00, df=1 (P=087); F= 0%
Testfor averall efiect Z=010{F =0.92)
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Figure 22: Diabetic ketoacidosis at end of follow up

Study or Subgroup

Risk Difference
M-H, Fixed, 95% Cl

Risk Difference
M-H, Fixed, 95% Cl

Tinahones 2017 - Study 1
Tinahones 2017 - Study 2

Total (95% Cl)
Total events

53.1%
46.9%

100.0%

Linagliptin Placebo
Events Total Events Total Weight
o 126 o 128
o 11z o 112
238 240
1] 1]

Heterogeneity: Chi®=0.00, df=1 (P =1.00}, F=0%
Testfor overall effect Z=0.00 (P =1.00)

0.00 [-0.02, 0.02]
0.00 [-0.02, 0.02]

0.00 [-0.01, 0.01]

-1

Figure 23: Hypoglycaemia episodes at end of follow up

Study or Subgroup

Risk Difference

Total Weight M-H, Random, 95% CI

-05 i 05
Favours Linaaliptin - Favours Placebo

Risk Difference
M-H, Random, 95% CI

Bajaj 2014

Barnett 2013

Ledesma 20149

Owens 2011

Taskinen 2011

Thrasher 2014
Tinahones 2017 - Study 1
Tinahones 2017 - Study 2
Wang 20168

Yang 2021

ki-Jarvinen 2013

Total (95% CI)
Total events

Linagliptin Placebo
Events Total Events
10 183 i a8
39 182 13 78
52 141 34819
180 792 39 263
3523 5 177
3108 1 120
o 126 o 128
o 12 30112
25 1100
18 104 13 102
107 631 118 630
3095 1951
414 237

7.4%
3.3%
3.4%
8.3%
13.1%
11.2%
14.8%
11.4%
13.4%
3.8%
3.9%

100.0%

Heterogeneity; Tau®= 0.00; Chi®= 34.59, df =10 (F = 0.0001), F=71%
Testfor overall effect £=0.74 (P = 0.4E)

-0.00 [-0.08, 0.05]
0.08 [-0.03, 0.15]
0.09 [-0.02, 0.19]

0.06 [0.03, 0.13]

-0.02 [-0.05, 0.00]
0.02 [-0.02, 0.08]
0.00 [-0.02, 0.03]

-0.03 [-0.0B, 0.01]

-0.00 [-0.02, 0.02]
0.05 [-0.05, 0.14]

-0.02 [-0.0B, 0.032]

0.01 [-0.01, 0.03]

—

J

i

—-—

A

1 1
-0.5 i} 0.5
Favours Linagliptin Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

eGFR subgroup.

Figure 24: Severe hypoglycaemic episodes

Linagliptin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Bajaj 2014 0 183 0 89 53% 0.00[(0.02 003 b
Barnett 2013 1 162 ] T4 47%  0.01[-0.02 003 s
Ledesma 2019 2151 1 181 BE7%  0.01[-0.02 003] T
Cwens 2011 5 742 2 263 175%  -0.00[-0.01,0.01] b
Taskinen 2011 0 523 o 177 11.7%  0.00[-0.01,0.01]
Thrasher 2014 0o 106 0o 120 0% 000002 002 1
Tinahones 2017 - Study 1 0 126 0o 128 56% 000002 003 1
Tinahanes 2017 - Study 2 o 112 T 112 5.0% -0.01 [-0.03, 0,02 -
Wang 20168 o 205 0 100 B.0% 0.00F0.02 002 b
Yang 2021 0o 104 0o 102 4 6% 000002 0032 1
Yhi-Jarinen 2013 2 BN 4 B30 280% -0.00[-0.01,0.00] L
Total (95% CI) 3005 1951 100.0% -0.00 [-0.01, 0.00]
Total events 10 8
Heterogeneity: Chit=1.68, df=10 (P =1.00); F= 0% 5_1 —D:.S B 0?5
Testior overall effect Z=0.37 (P=0.71) Favours Linagliptin  Favours Placebo
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Figure 25: HbA1c change (%, lower values are better, change scores) at end of follow

up
Linagliptin Placebo Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

Bajaj 2014 -0.a7 013 179 0 B1% -0.57[0.82,-0.37 -

Barnett 2013 -0.64 0.0s 160 0 9.2% -0.64[0.80,-0.48] -

Ledesma 20149 -0.63 0.0918 147 145 8.4% -0.63[0.81,-0458] -

Cwvens 2011 -0.62 0.0583 kg 262 10.7% -062[0.73,-051] =

Rosenstock 20194 -0.36 0.0306 3494 3485 124% -036[0.42-0.30] -

Taskinen 2011 -0.64 0.0714 a13 176 9.8% -0.64 [0.78,-0.50] .

Thrasher 2014 -0.54 01767 93 105 4.2% -0.54 [0.89,-0.19] -

Tinahones 2017 - Study 1 -0.32 0102 111 110 T.7%  -0.32[052-0132] =1

Tinahones 2017 - Study 2 -0.47 0.0969 98 98 8.0% -0.47 [-0.66,-0.28] -

Wang 20168 -0.82  0.086 203 97 88% -0.52[0.69,-0.35] -

Yang 2021 -0.41 01287 101 101 6.3% -0.41 [-0.66,-0.16] -

hi-Jarvinen 2013 -0.62 0.08994 618 17 8.45% -0.62[0.80,-0.44] -

Total (95% CI) 6495 5195 100.0% -0.53 [-0.62, -0.44] |

Heterogeneity: Tau®= 0.01; Chi*=38.87 df=11 (P < 0.0001); F=72% t ! |

-10 5 0 5 10

Testfor overall effect: Z=12.02 (P = 0.00001} Favours Linagliptin  Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR subgroup.

Figure 26: Weight change (%, lower values are better, change scores) at end of follow

up
Linagliptin Placebo Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Bajaj 2014 -017 0.45945 183 89  4.0% -0.17[1.060.72]
Barnett 2013 0.4 0.3362 146 63 7.3% 0.40[0.26,1.08]
Owens 2011 0.33 014 714 2327 22.8% 0.33[0.04,070] L
Taskinen 2011 0.1 0.4001 4813 175 51% 0.10[-0.68, 0.88]
Thrasher 2014 0 n.az 93 110 1.2% 0.00[1.61,1.61] b
Tinahones 2017 - Study 1 0.6 0.36 109 109  B.3% 060F011,1.31]
Tinahones 2017 - Study 2 0.1 0.36 a3 97 6.3% 0.10[0.61,081)]
Vwang 20168 085 0.3336 203 897 7.4% 0.455[0.10,1.20]
Yang 2021 -0.02 0.3124 101 101 8.4% -0.02 [0.63, 0.59]
Yki-Jarinen 2013 -0.28 0.162E 618 17  31.1% -0.28 [0.60, 0.04] L
Total {95% Cl) 2783 1680 100.0% 0.10[-0.08, 0.28]
e PR = _ _ Eo \ , . )
Heterogeneity: Chi*=11.98 df =9 (P=021); F=25% '-1DD -5'0 ) 5'0 1DD'

Testfor owverall effect Z=1.08 (F=0.28) Favours Linagliptin  Favours Placebo

K.1.2.3 Adding linagliptin compared to adding metformin

Figure 27: HbA1c change (%, lower values are better, change scores and final values)
at end of follow up

Linagliptin Metformin Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean [%] SD[%] Total Weight IV, Fixed, 95% CI [%] IV, Fixed, 95% CI [%]
1.5.1 Change scores
Inagaki 2013 -0.8 01 185 -0.49 01 140 99.9% 010[0.08 0132
Subtotal (95% CI) 185 140 99.9% 0.10 [0.08, 0.12]

Heterogeneity: Mot applicable
Testfor overall effect £2=8.93 (P = 0.00001)

1.5.2 Final scores
Komarizano 2020 6.8 0.9 23 7 1.3 25 0.1% -0.20[-0.83,0.43] -1
Subtotal (95% CI) 23 25 0.1%  -0.20 [-0.83, 0.43] L 3
Heterogeneity: Mot applicable

Testfor overall effect Z=062 (F=053)

Total (95% Cl) 208 165 100.0% 0.10 [0.08, 0.12]

Heterogeneity: Chi*= 0.87, df=1 (P = 0.35%; F= 0% T '5 5 é 10’
Testior overall efrec.t Z=880(F q b.0oooty Favours Linagliptin - Favours Metformin
Testfor subgroup differences: Chi*= 087 df=1{P=0.358), F= 0%
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Adding saxagliptin compared to adding placebo

Figure 28: All-cause mortality at end of follow up

Saxagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Earnett 2012 2 304 o1 21%  0.01 [-0.01,0.02] r
Chen 2018A 1 232 1 230 24% -0.00[-0.01, 0.01]
DeFronzo 2009 0 A64 1 174 29% -0.01 [-0.02, 0.01] 1
Hallander 2009 2 381 o 184 26%  0.01[-0.01,002]
Matthaei 20154 0 1583 1 1862 1.7% -0.01 [-0.02, 0.01] 1
Moses 2014 0 129 o128 1.4%  0.00[-0.02, 002]
Scirica 2013 420 8280 3are 8212 B869%  0.00[0.00, 0.01] .
Total (95% CI) 10043 9246 100.0% 0.00 [-0.00, 0.01]
Total events 424 KR
Heterogeneity. Chi*= 4.29, df= 6 (P = 0.64); = 0% I i

-1 .05 i) 0.5 1

Testior overall effect: Z=1.40 (F = 0.18) Favours Saxagliptin  Favours Placebo

Figure 29: Cardiovascular mortality at end of follow up

Saxagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Chen 20184 1 232 o 230 258%  0.00[R-0.01,003]
DeFronzo 2009 0 564 1 1749 3.0%  -0.01 [-0.02,0.01] 1
Hollander 2009 1 381 o 184 27%  0.00[-0.01,001]
Moses 2014 o 128 o 128 1.4%  0.00[-0.02, 0.032]
Seirica 2013 269 8280 260 8212 90.4%  0.00[0.00, 0.01] .
Total (95% CI) 9586 8933 100.0% 0.00 [-0.00, 0.01]
Total events 271 261
Heterogeneity: Chif=1.34, df= 4 (P = 0.85); F= 0% f i

-1 05 0 0.5 1

Testfor averall effect 2= 0.30 (P = 0.76) Favours Saxagliptin  Favours Placebo

Figure 30: Non-fatal stroke at end of follow up

Saxagliptin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CIl
Scirica 2013 157 8240 141 B173 599.3% 1.10[0.88,1.38]
Yang 2011 1 283 1 287 0.7% 1.01[0.06, 16.13]
Total (95% CI) 8523 8460 100.0%  1.10[0.88,1.38] »
Total events 158 142
Heterogeneity: Chif=0.00, df=1 (P =0.95); F=0% 'U.EI1 Df1 1-0 1IZID'

Testfor averall effect 2= 0.86 (F = 0.39) Favours Saxagliptin  Favours Placebo

Figure 31: Non-fatal myocardial infarction at end of follow up

Saxagliptin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
Chen 20184 1 234 o 231 0.2% 2896[012 7233 '
Seirica 2013 265 8240 278 B1T3 99.58% 0.95[0.80,1.12]
Total (95% CI) 8474 8404 100.0%  0.95[0.80,1.12]
Total events 266 27a

Heterogeneity: Chif= 044, df=1 (P =0.48); F=0% f 1

ot N 0.01 0.1 1 10 100
Testfor overall effect 2= 0.82 (F = 0.54) Fawvours Saxagliptin  Favours Placebo
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Figure 32: Hypoglycaemia episodes at end of follow up

Saxagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Barnett 2012 69 304 40 151 1.9% -0.04 012, 0.08] -
Chen 2018A a0 234 54 2N 2.4% -0.02 [-0.10, 0.08] -
DeFronzo 2009 3 564 1 178 18.8% -0.00 [-0.01, 0.01]
Hollander 2009 2 381 1 184 185% -0.00 F0.01, 0.01]
Matthaei 20154 1 153 2 162 137% -0.01 [-0.03, 0.07] b
Moses 2014 13 1249 8 128 3.0% 004 [-0.03,0.11] T
Scirica 2013 1172 8280 1028 8212 200% 0.02[0.01,0.03] .
Yang 2011 0 283 0 287 217% 000 [-0.01, 0.01]
Total (95% CI) 10328 9534 100.0% 0.00 [-0.01, 0.01]
Total events 1310 1134
Heterogeneity: Tau®= 0.00; Chi®= 2813, df=T7 (P =0.0002);, F=75% f

i s 0 0

Testfor overall effect 2= 0.37 (F=0.71) Favours Saxagliptin  Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR subgroup.

Figure 33: Severe hypoglycaemic episodes at end of follow up

Saxagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
EBarmett 2012 2 304 3181 21%  -0.01 [-0.04, 0.01] 1
Chen 20184 1 234 o 231 28%  0.00[R-0.01,0032]
DeFronzo 2009 0 564 o 1749 2.9%  0.00F0.01,001]
Matthaei 20154 o 143 o 162 1.7%  0.00[-0.01,0.01]
Seirica 2013 177 8280 140 B212 BY.B% 0.00[0.00, 0.01] .
Yang 2011 o 283 o 287 3.0%  0.00F-0.01,0.01]
Total (95% CI) 93818 9222 100.0% 0.00 [-0.00, 0.01]
Total events 180 143
Heterogeneity: Chif= 4.20, df= 5 (P=0.52); F= 0% l_1 -D= . ] D=5
Testfor owerall effect 2= 1.90 (F = 0.08) Favours Saxagliptin Favours Placebo

Figure 34: HbA1c change at end of follow up

Saxagliptin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Barnett 2012 -0.37 0.0918 244 124 123% -0.37 [0.55,-0.19] -
Chen 20184 -0.58 0.0698 229 227 130% -0.88[0.72,-0.44] -
DeFronzo 2009 -0.75 0.0811 552 178 127% -0.75[0.91,-0.59] -
Hollander 2009 -0.63 0.1138 372 180 11.5% -0.63[0.85,-0.41] -
Matthaei 20154 -0.42 01122 153 162 11.5% -0.42 [0.64,-0.20] -
Moses 2014 -0.66 0.1054 129 128 11.8% -0.66 [0.87,-0.45] -
Scirica 2013 -0.2 0.0226 8280 8212 141% -020[0.24,-0.16] =
Yang 2011 -0.42 0.0663 275 279 131% -0.42 [0.55,-0.29] -
Total (95% Cl) 10234 9487 100.0% -0.50 [-0.67, -0.33] [}
Heterogeneity: Tau®= 0.05; Chi®= 9116, df = 7 {F < 0.00001); F=92% 5_1 a 55 b %
Test for overall effect: Z=5.65 (P = 0.00001) Favours Saxagliptin Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR subgroup.

Figure 35: Weight change at end of follow up

Saxagliptin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Barnett 2012 0.3 0.2806 245 126 16.4% 0.30 [0.25, 0.85]
Chen 2018A 0.3 0.2828 232 230 16.3% 0.30 [0.25, 0.85]
Hollander 2009 0.4 0.3468 381 184 136% 0.50 [F0.18,1.18]
Moses 2014 0.8 0.2683 129 128 17.0% 0.80[0.27,1.33] B
Scitica 2013 -0.5  0.296 8280 8212 157%  -0.50[1.08,0.08] "
Yang 2011 -0.07 01888 278 281 208%  -0.07 [0.44,0.30] "
Total {95% CI) 9545 9160 100.0% 0.21 [-0.15, 0.57]
Heterogeneity: Tau®= 0.12; Chi*= 1358, df= 6 (P = 0.02); F= 63% i_1 P -EED p 5=D
Testfar overall effect: Z=1.15 (P = 0.25) Favours Saxagliptin Favours Placebo
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Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR subgroup.

Figure 36: BMI change at end of follow up

Saxagliptin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Barnett 2012 013 01 245 125 16.0% 013[0.07,0.33]
Chen 20184 0.08 00715 232 228 31.3% 0.08[-0.06 0.22]
Scirica 2013 -0.1 0.0865 8280 8212 21.4% -010[-0.27,0.07]
Yang 2011 -0.02 00714 278 281 31.4% -002[016,012]
Total (95% Cl) 9035 8847 100.0% 0.02 [-0.06, 0.10]

Heterogeneity: Chi®= 4158, df= 3 (P=0.25); F= 28% I T

o A 100 -a0 0 a0
Testfor overall effect 2= 0.45 (F = 0.65) Favours Saxagliptin  Favours Placebo

K.1.2.5 Adding sitagliptin compared to adding placebo

Figure 37: All-cause mortality at end of follow up

|
100

Sitagliptin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
Ba 2017 0 248 0 249 11.3% 0.00[-0.01,0.01]
Dobs 2013 o 170 1] 92 24% 0.00[-0.02, 0.02]
Fonseca 2013 o 147 1 186 2.3% -0.01 [0.02, 0.01] b
Hermansen 2007 - Straturm 1 0 106 0 106  21% 0.00[-0.02 0.02] T
Hermansen 2007 - Stratum 2 1 16 o 113 1.2% 001 [-0.02 0.03] r
Lavalle-Gonzalez 201 3A 0 366 0 183 9.8% 0.00[-0.01,0.01]
Mathieu 20158 2 39 1 329 66% 0.00[-0.01,001]
Maoses 2017 o z10 1 212 41% -0.00[-0.02, 0.01]
Mauck 2014 Sitagliptin v Placebo 0o 3143 0 177 87% 0.00[-0.01,001]
Raz 2008 a 96 1 94  08% -0.01[-0.04,002] T
Rosenstock 2006 o 17a 0 178 &47% 0.00[-0.01,001]
Roussel 2019 o 373 2 370 84% -0.04 [-0.01, 0.00]
Seino 2021 a To a 71 0.9% 0.00[-0.03,0.03] T
Shankar 2017A o 234 0 233 100% 0.00[-0.01,001]
Yilsball 2010 o 322 0 319 187% 0.00[-0.01,001]
Yang 2012 0 196 0 198 7% 0.00[-0.01,001]
Total (95% CI) 3483 3080 100.0% -0.00 [-0.00, 0.00]
Total events 3 A
Heterogeneity, Chi*= 3.5, df =149 (P =1.00), F=0% f

-1 05 0 05

Testfor overall effect Z=0.43 (P = 0.67) Favours Sitagliptin - Favours Placebo

Figure 38: Cardiovascular mortality at end of follow up

Sitagliptin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% C|
Ba 2017 0 248 0 249 115% 0.00[0.01,0.01]
Dohs 2013 o 170 0 92 A5&8% 0.00[0.02 007
Herrmansen 2007 - Straturm 1 o 106 0 106  489% 000[0.02 0.07) 1
Mauck 2014 Sitagliptin v Placeba o s 0 177 104%  0.00[0.01,0.01]
Raz 2008 a el 1 94 44% -0.01[0.04,0.02] T
Rosenstack 2006 o 175 0 178  82% 000[0.01, 0.01]
Roussel 2018 o ars 2370 1F72%  -0.01 0.0, 0.00] b
Seino 2021 1] Ta 0 T 33%  0.00[-0.03, 003 T
Shankar 2017A o 234 0 233 108% 000[0.01,0.01]
Wilshboll 2010 o 32z 0 319 148% 0.00[0.01,0.01]
Yang 2012 o 195 0 198  91% 0.00[0.01, 0.01]
Total (95% CI) 2305 2087 100.0% -0.00 [-0.00, 0.00]
Total events i} 3
Heterogeneity, Chi*=1.86, df=10{F=1.00); F=0% f

-1 05 0 0.5

Testior overall effect Z=0.80 (F=0.42) Favours Sitagliptin  Favours Placebo
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Figure 39: Non-fatal myocardial infarction at end of follow up

Sitagliptin Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Gadde 2017 o 122 1 161 32.8% 0.17[0.00,58.02] =
Shankar 2017A 1 234 0 233 33.5% T7.36([015 370.80] =
Vilsboll 2010 o 322 1 M9 335% 0.13[0.00, 6.76] =
Total (95% CI) 678 713 100.0% 0.56 [0.06, 5.41] —ei——
Total events 1 2
_Il—_|et|ta:_ugen9|h,rl:l C;I T§§1D [Siftlzlf_EF'D:E?.EQ); F=20% 'D.DD1 Df1 1'IZI 1DUD'
estfor overall effect: 2= 0.50 (F = 0.61) Favours Sitagliptin  Favours Placebo
Figure 40: Unstable angina at end of follow up
Sitagliptin Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Ba 2017 1 248 0 243 50.0% 7.42([015 373.89] i
Vilsholl 2010 o 322 1 M9 a0.0% 0.13[0.00, 6.76] i
Total (95% CI) 570 568 100.0%  1.00 [0.06, 15.95] ——eal——
Total events 1 1
Heterageneity: Chif=2.01, df=1 (P=016); F=50% 'D.DD1 Df1 1'D 1DDD'

Testfor overall effect 2= 0.00 (P =1.00)

Figure 41: Hypoglycaemia at end of follow up

Favours Sitagliptin  Favours Placebo

Risk Difference
M-H, Random, 95% ClI

Sitagliptin Placebo Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
Ahren 2014 5 302 4 101 5.4% -0.02 [-0.06, 0.02]
Ba 2017 35 148 17 249 4.4% 0.07[0.02, 013
Charbonnel 2006 g6 464 4 237 6.9% -0.01 [-0.03, 0.01]
Deroga 20124 a 91 i} a7 6.8% 0.00[-0.02, 0.02]
Dobs 2013 7 170 1 92 5.7% 0.03[-0.01, 0.07]
Fonseca 2013 10 157 7 1496 4.7% 0.02 [-0.03, 0.07]
Gadde 2017 1 122 i} 61 6.3% 0.01 [-0.02, 0.04]
Hermangen 2007 - Stratum 1 g8 106 3 106 4.0% 0.05[-0.01, 0.11]
Hermangen 2007 - Stratum 2 19 116 1 113 3.4% 0.151[0.09, 0.22]
Mathieu 20158 93 329 144 329 3.3% -0.16 [-0.23,-0.08]
Moses 2017 2710 7212 4 6% 0.10([0.04, 0.158]
Raz 2008 1 46 i} 94 6.4% 0.01 [-0.02, 0.04]
Rosenstock 2006 2 175 o 17a 7.0% 0.01 [-0.01, 0.03]
Roussel 2019 247 373 244 370 3.5% 0.00[-0.07, 0.07]
Seino 2021 i 70 1 71 5.6% -0.01 [-0.05, 0.02]
Shankar 2017A 64 234 a1 233 3.0% 0.068[-0.02 013
Yilsball 2010 50 322 LTI 4.7% 0.081[0.03 013
Wyang 2017 4 191 3189 6.5% 0.01 [-0.02, 0.03]
Yang 2012 1 1896 3198 7.0% -0.01 [0.03, 0.01]
Zhao 2017 28 50 14 a0 0.7% 0.18[-0.01,0.37]
Total (95% CI) 4022 3445 100.0% 0.02 [0.00, 0.04]
Total events 608 534

Heterogeneity; Tau®= 0.00; Chi®=83.31, df=18 (P < 0.00001); F= 77%

Testfor overall effect: Z=2.04 (P=0.04)

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

eGFR, NAFLD, and obesity subgroups.
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Figure 42: Severe hypoglycaemic episodes at end of follow up

Sitagliptin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ahren 2014 1 302 0 302 98% 000F001,0.01]
Ba 2017 13 248 2249 81% 0.04[0.01, 007 =
Dohs 2013 o 170 0 92 38% 000[0.02 002
Fonseca 2013 o 187 2 186 &81% -0.01 [-0.03, 0.01] 1
Gadde 2017 o122 0 61 26%  0.00[-0.02 0037 T
Guzrman 2017 1] 41 0 68 17% 0.00[0.04 0.04] T
Herrmansen 2007 - Straturm 1 o 106 0 106  34% 0.00[0.02 0,07 1
Herrmansen 2007 - Stratum 2 o 116 0 113 37% 000[0.02 007
Mathieuw 20158 10 328 13 329 107% -0.01 [-0.04, 0.0 T
Moges 2017 1 210 0 212 68% 0.00[0.01,0.02]
Mauck 2014 Sitagliptin v Placebo o s 0 177 F4%  0.00F0.01, 0.01]
Rosenstack 2006 o 175 0 178  &7% 0.00[0.01,0.01]
Roussel 2018 11 373 18 3r0 121%  -0.02 [-0.05 0.01] -
Seino 2021 1] Ta 0 T 23%  0.00[-0.03, 003 T
Wilshboll 2010 ) 1319 104% 0.00[0.01,0.01]
Yang 2012 o 195 0 198 B4% 0.00[0.01, 0.01]
Total (95% CI) 3252 3001 100.0% 0.00 [-0.01, 0.01]
Total events 38 36
Heterogeneity, Chif=1315 df=15 P =059), F=0% f

-1 05 0 0.5

Testior overall effect Z=0.21 (F = 0.84) Favours Sitagliptin  Favours Placebo

Figure 43: HbA1c change (%, lower values are better, mean difference) at end of

follow up
Sitagliptin Placebo Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ba 2017 -0.61 0.0816 243 236 49% -0.61 [0.77,-0.45] -
Charbonnel 2006 -0.65 0.0882 453 224 48% -0.65[-0.82,-0.48] -
Derosa 20124 -0 0.0245 a6 a3 5.6% -0.60[0.65,-0.55] -
Derosa 2014E -2 0136 101 96 39%  -2.00[F2.27,-1.73] -
Dobs 2013 -0.8 0102 168 88  46% -0.80[-1.00,-0.60] e
Fonseca 2013 -0.7 00917 152 1483 4.7% -0.70[0.88,-0.52] -
Gadde 2017 -0.35 02302 122 61 2.8% -0.35[-0.80,0.10] T
Guzman 2017 0.48 0314 7 1" 1.7% 0.48[014,1.10] "—
Hermansen 2007 - Stratum 1 -0.87 01298 103 103 41% -0.57 [0.82,-0.32] -
Hermansen 2007 - Stratum 2 -0.89 0.11 114 108 4.4%  -0.89[1.11,-0.67] -
Lavalle-Ganzalez 20134 -0.66 0.04 354 181 58% -0.66[0.74,-0.58] .
Mathiew 20158 -0.41 0.0684 329 329 81%  -0.41 [0.54,-0.28] -
Moses 2017 -0.68 0.0915 129 202 47% -0.68[0.86,-0.50] -
Raz 2008 -1 0816 95 92 32%  -1.00[1.36,-0.64] -
Rosenstock 2006 -0.7 00931 163 174 4.7% -0.70[0.88,-0.52] -
Roussel 2019 -0.46 0.0707 373 370 5%  -0.46[-0.60,-0.32] -
Seino 2021 -0.83 01134 Ta T 4.3% -0.83[1.05,-0.61] -
Shankar 20174 -0.4 00718 223 218 81%  -0.40[0.54,-0.26] -
Skrivanek 2014 -0.71 01526 25 28 36% 071 [1.01,-0.41] -
Wilshall 2010 -0.6 0051 Mz 305 54% -0.60[0.70,-0.50] -
Wang 2017 -0.62 0123 181 189 4.2% -0.62 [0.86,-0.38] -
Yang 2012 -0.8 0102 191 194 46% -0.90[-1.10,-0.70] -
Zhao 2017 -1.2 01703 a0 a0 34%  -1.20[1.53,-0.87] -
Total (95% CI) 4055 3568 100.0% -0.71[-0.80, -0.61] |
Heterogeneity: Tau®= 0.04, Chi®= 180.05, df= 22 (P = 0.00001); F=88% 5_1 0 55 b é

Testfor overall effect: £=14.50 (P = 0.00001) Fa-\.'DL;rS Sitagliptin  Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD, and obesity subgroups.
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Figure 44: Weight change (kg, lower values are better, mean difference) at end of

follow up
Sitagliptin Placebo Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Ba 2017 0.6 0.2551 231 212 B.E% 0.60[010,1.10]
Derosa 20124 -0.4 0.7852 a6 a3 2.2% -0.40[-1.94,1.14]
Derosa 20148 -3 0.6842 101 96  27% -3.00[4.34,-1.66] M
Dohs 2013 06 0.057 170 92 8.5% 0.60 [0.49, 0.71]
Fonseca 2013 0.2 0.3049 152 153 6.0% 0.20[-0.40, 0.80]
Gadde 2017 -1.4 0583 122 61 33%  -1.40[-2.54,-0.26) b
Guzman 2017 TA6 39427 ar a6 01% 7160487, 14.849] —
Hermansen 2007 - Straturn 1 11 0469 103 103 4.2% 1100018, 2.02] F
Hermansen 2007 - Stratum 2 1.1 0.4184 114 103 4.7% 1.10[0.28,1.92] r
Lavalle-Gonzalez 20134 0 02828 385 181 B.3% 0.00 [-0.55, 0.55]
Moses 2017 -0.2 02505 129 202 B7%  -0.20[-0.69 0.29)
Rosenstock 2006 0.3 04671 174 178 4.2% 0.30 [-0.62,1.23]
Roussel 2019 -0.2 0.2685 ara aro B.4% -0.20 [-0.73, 0,33
Seino 2021 06 0.3206 70 71 5.8% 0.60[-0.03,1.23]
Shankar 20174 0 0.2664 223 218 B.5% 0.00[-0.582, 0.52]
Skrivanek 2014 0.07 0.3408 35 33 5.6% 0.07 [-0.60, 0.74]
Yilsholl 2010 0 0254 312 305  BE% 0.00[-0.50, 0.50]
Wang 2017 -0.05 02902 181 189 B.2% -0.05[-0.62, 0.52]
Yang 2012 05 02041 181 194 T2% 0.50 [0.10, 0.90]
Zhao 2017 -0.8 249748 50 50 0.2%  -0.80[6.63, 5.03] T
Total (95% CI) 32 2951 100.0% 0.13[-0.13, 0.39]
Heterogeneity: Tau*=0.21; Chi®= 77.62, df=19 (P = 0.00001); F= 76% t |

-100 -50 0 50 100

Testfor owarall effect 2= 0,97 (F=0.33) Favours Sitagliptin  Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD, and obesity subgroups.

Figure 45: BMI change (kg/m?, lower values are better, final values) at end of follow up

Sitagliptin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Derosa 20124 272 06 86 281 1.2 83 3¥E%  -0.80[1.19 -061] u
Derosa 20148 TE 23 101 281 3 96 30.0% -1.50[2.25-074] —u
Zhao 2017 264 1.2 a0 286 1.9 50 324% -2.20[2.82 -1.488] -
Total (95% CI) 237 229 100.0% -1.50 [-2.35, -0.66] -
Heterageneity: Tau®= 047, Chi=14.63, df= 2 (P = 0.0007}; F=86% t {

10 5 0 5 10

Testfor averall effect: Z=3.48 (F = 0.0005) Favours SitagliptinFavours Placebo

K.1.2.6 Adding sitagliptin compared to adding metformin

Figure 46: HbA1c change (%, lower values are better, change and final scores) at end
of follow up

Sitagliptin Metformin Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.2.1 Change scores
Ohira 2014B -184 148 35 063 1. 35 44.9%  -0.85[-1.45, -0.29] L
Subtotal (95% CI) 35 35 44.9% 0.8B5[-1.45 -0.25] &

Heterogeneity: Mot applicahle
Testfor averall effect 7= 2.78 (P = 0.005)

1.2.2 Final scores
Derasa 2010B ¥1 03 [32] 7oz 8 A5.1% 0.10[0.01,0.18] [ |
Subtotal (95% Cl) 69 68 55.1% 0.10 [0.01, 0.19]
Heterogeneity: Mot applicable

Test for averall effect 7= 230 (F =0.02

Total (95% CI) 104 103 100.0%  -0.33 [-1.25, 0.60] q
Heterogeneity: Tau®=0.40; Chi*= 847 df=1 (P=0.002); 7= 89%
Testfor averall effect 7= 069 (P = 0.49)

Test for subgroup differences: Chi*= 947 df=1(F=0.002), "= 85.4%

10 5 0 g 10
Favours Sitagliptin Favours Metformin
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Figure 47: Weight change (kg, lower values are better, change and final scores) at end
of follow up

Sitagliptin Metformin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.3.1 Change scores
Ohira 20148 051 1.87 35 -004 215 35 55.2% 0.55 [-0.33,1.43]
Subtotal (95% CI) 35 35 55.2% 0.55[-0.33, 1.43]

Heterogeneity: Mot applicable
Test far overall effect £=1.22 (P =022

1.3.2 Final scores
Derosa 20108 771 Az B3 F45 41 68 44.8% 2.60101.03,417] —i—
Subtotal (95% CI) 69 68 44.8% 2.60 [1.03, 4.17] -l
Heterogeneity. Mot applicable

Test for averall effect Z= 325 (P=0.001)

Total (95% CIj 104 103 100.0%  1.47 [-0.53, 3.47] e

Heterogeneity Tau®=1.68; Chi*= 4.99, df=1 (P = 0.03; F= 80% I ; f {
Test f Il effect Z=1.44 (P=0.15 -0 S 0 5 1o
estforoverall effiect Z=1.44 (P =015 Favours Sitagliptin Favours Metformin

Test for subgroup differences: Ghi#= 4.98, df= 1 (P = 0.03), F= 80.0%

Figure 48: BMI change (kg/m?, lower values are better, change and final scores) at end
of follow up

Sitagliptin Metformin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
1.4.1 Change scores
Ohira 2014B 0.2 059 il 0 0.86 35 4T1% 0.20 [-0.15, 0.54]
Subtotal (95% CI) 35 35 ATA% 0.20 [-0.15, 0.55]

Heterogeneity, Mot applicable
Test for overall effect Z2=1.13 (P = 0.26)

1.4.2 Final scores

Derosa 20108 27.3 1 B9 267 07 B2 52.9% 0.60 [0.371, 0.89) ]
Subtotal {95% CI} 69 68 52.9%  0.60[0.31, 0.89] +
Heterogeneity: Mat applicable
Test for overall effect 2= 4.07 (P = 0.0001)
Total (95% CI) 104 103 100.0% 0.41 [0.02, 0.80]
Heterogeneity, Tau®= 0.05; Chi*= 3.03, df=1 (P = 0.08); F= 67% 5_1 n 55 3 :IS 1D=
Testfor overall effect: 2= 2.06 (P = 0.04) Favours Sitagliptin  Favours Metformin
Testfor subgraup diferences: Ghif= 3.03, df= 1 (P = 0.08), F= 67.0%
K.1.2.7 Adding sitagliptin compared to adding insulin
Figure 49: All-cause mortality at end of follow up
Sitagliptin Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Group 2022 41 1267 42 1263 98.8% 097 [0.63,1.51]
Philis-Tsimikas 2013 o 228 1 2268 1.2% 0.13[0.00, 6.76]
Total (95% CI) 1495 1489 100.0% 0.95 [0.61, 1.47] *
Total events 41 43
Heterogeneity: Chi*= 097, df=1 (P = 0.33); F= 0% ID o0 D|1 150 1E|E|E|=
Testfor overall effect: = 0.24 (P = 0.81) Favours Sitagliptin Favours Insulin
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Figure 50: Unstable angina at end of follow up

Sitagliptin Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Aschner 2012 0 264 2 237 TT% 0.12[0.01,1.94]
Group 2022 15 1268 9 1263 923% 1.65 [0.74, 3.69]
Total (95% CI) 1532 1500 100.0% 1.35[0.62, 2.92]
Total events 14 11
Heterogeneity: Chi*= 3.15, df=1 (P = 0.08); = 68% f t I t {
. - 0.001 0.1 1 10 1000
Testfor averall effect 2= 0.76 (F = 0.45) Favours Sitagliptin - Favours Insulin

Figure 51: Hypoglycaemia episodes at end of follow up

Sitagliptin Insulin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% Cl
Azchner 2012 35 264 108 237 26.0% 0.29 [0.21, 0.41] =
Group 2022 378 1243 474 1245 1834% 0.69 [0.61, 0.77] L
Hang 2012 ] A1 11 A3 18.2% 047 [017,1.27] —
Philis-Tsimikas 2013 24 228 96 2Y6  25.5% 0.30[0.21,0.43] .
an 20149 1 27 2 24 4.9% 0.44 [0.04, 4 60]
Total {95% CI) 1833 1795 100.0% 0.41 [0.23,0.72] -4
Total events 3498 691
Heterogeneity: Tau®= 0.29; Chi*= 36.94, df= 4 (P < 0.000013; I* = 89% ID.D‘I 0?1 1IIJ 1UUI
Test for overall effect 2= 3.08 (P = 0.002) Favours Sitagliptin Favours Insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD, and obesity subgroups.

Figure 52: At night hypoglycaemic episodes at end of follow up

Sitagliptin Insulin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% Cl
Azchner 2012 8 264 41 237 4T 8% 0.18 [0.08, 0.37] ——
Philis-Tsimikas 2013 13 228 9 Y6 ali% 044 [0.24, 083 ——
Total {95% Cl) 492 463 100.0% 0.28 [0.11,0.71] -
Total events 21 il
Heterogeneity: Tauf=0.32; Chi*f= 361, df= 1 (P = 0.06); F=72% ID.D1 0?1 1IIJ 1DDI
Test for overall effect 2= 2.68 (P = 0.007) Favours Sitagliptin Favours Insulin

Figure 53: Severe hypoglycaemic episodes at end of follow up

Sitagliptin Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Aschner 2012 1 264 30237 1M5% 0.33[0.05, 2.34] -
raup . . 26,1, B
G 2022 9 1268 16 1263 T16% 057 [0.26, 1.24] —
Haong 2012 1 1 4 63 14.0% 0.30[0.058,1.78] — 1
Philis-Tsimikas 2013 o 228 1 228 2.9% 0.13[0.00, 6.78]
Total (95% CI) 1821 1789 100.0% 0.47 [0.24, 0.91] <
Total events 11 24
?etn:;ogenemtl:l CQI Tg?&g gz:PBEPuzug.Sn;l =0% om 0 0 1000
estfor overall effect 2= 2.24 (P = 0.02) Favours Sitagliptin Favours Insulin
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Figure 54: HbA1c change (%, lower values are better, mean difference) at end of

follow up
Sitagliptin Insulin Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

Aschner 2012 0.59 0.0245 253 227 25T% 0.559[0.42 0.76] u

da Silva 2016 0 03054 15 16 12.2% 0.00 [-0.60, 0.60] -+

Group 2022 01 1.3881 284 426 1.0% 0.10[-2.58, 2.78]

Hong 2012 -0.41 0.3584 61 63 101% -0.41 [-1.11, 0.25] -

Mogueira 2014 0 02437 18 17 14.8% 0.00 [-0.50, 0.50] -

Philis-Tsimikas 2013 043 0.0969 222 225 25.0% 0.43[0.24, 0.62] L

an 2019 -0.3 03278 a7 24 11.2% -0.30 [-0.94, 0.34] -

Total {95% Cl) 880 998 100.0% 0.18 [-0.09, 0.46] "

Heterogeneity; Tau®= 0.07; Chi*=18.93, df= 6 (P = 0.004); F= 63% 5_1 0 55 B % 1D=

Testfor averall effect £=1.31 (F=0.19) Favours Sitagliptin Favours Insulin
Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD, and obesity subgroups.
Figure 55: Weight change (kg, lower values are better, mean difference) at end of

follow up
Sitagliptin Insulin Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

Aschner 2012 -1.52 02201 253 227 37.0%  -1.52[1.85,-1.09]

da Silva 2016 52 41262 15 16 0.8% -6.20[14.29,1.89]

Hong 2012 1.8 05261 &1 63 228% -1.80[F2.83,-0.77]

Magueira 2014 -41 36854 18 17 1.0%  -410F11.32,317]

Philis-Tsimikas 2013 -275 0403 229 229 283%  -275[3.54,-1.96]

Yan 2014 -05  1.023 27 24 101% -0.80 [-2.81,1.81]

Total (95% CI) 603 576 100.0% -1.89[-2.62, -1.16] |

Heterogeneity: Tau®=0.32; Chi*=10.30, df= 5 (P = 0.07% F=51% ' t T y {

. -100 -a0 0 a0 100
Testor overall effect £= 510 (7 < 0.00001) Favours Sitagliptin Favours Insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD, and obesity subgroups.

Figure 56: BMI change (kg/m?, lower values are better, change scores and final
values) at end of follow up

Sitagliptin Insulin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
da Silva 2016 266 31 16 279 I8 16 BF% -1.30[-3.38,0.78] —
Mogueira 2014 268 2B 18 278 ZB 17 11.8% -1.00F279,0.79 — 71
Yan 20149 -0.6 0.9 2r -04 15 24 TAA% -0.20[-0.89, 0449
Total {95% CI) 60 57 100.0% -0.39[-1.00,0.23]
Heterogeneity: Chi=1.47 df=2 (F=048), F=0% I } T } {
Testf Il effect Z=1.24 (P =0.21 -0 -5 o 5 1o
estfor overall effect Z=1.24 (F=0.21) Favours Sitagliptin - Favours Insulin
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K.1.2.8

Adding vildagliptin compared to adding placebo

Figure 57: All-cause mortality at end of follow up

Vildagliptin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ahren 2004 0 56 0 51 29%  0.00[-0.04, 0.04] T
Bosi 2007 0 360 0 181 131% 0.00F0.01,0.01]
Fonseca 2007 1 144 1 152  8.0% 000F0.02 003
Garher 2008 o 338 0 176 12.6% 0.00 [-0.01, 0.01]
Kothry 2013 o 228 1221 122% -000[0.02, 0.01]
Lukashevich 2011 moderate renal impairment 1 163 1 129 T.8% -0.00[F002 002 T
Lukashevich 2014 0 157 1 160 8.6% -0.04[0.02 0001] 1
Macauley 2014 0 22 0 22 1.2%  0.00[-0.08 0.08) T
Ming 2016 0 146 0 147 80% 000F0.01,0001]
Fan 20128 o 294 0 146 10.6% 0.00 [-0.01, 0.01]
Strain 2013 1 138 1 139 T.5% 0.00[-0.02, 0.02]
Yang 2014 o 143 o 135 T.5% 0.00 [-0.01, 0.01]
Total {95% CI) 219 1659 100.0% -0.00 [-0.01, 0.00]
Total events 3 ]

Heterageneity: Chi®= 091, df=11 {F =1.003, F=0%
Test for overall effect: Z= 053 (P = 0.60)

Figure 58: Cardiovascular mortality at end of follow up

Favours Vildagliptin  Favours Placebo

05

0

0.5

Vildagliptin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Ahren 2004 I 56 I 51 4.9%  0.00[-0.04,0.04]
Bosi 2007 0 360 o 181 223% 000[0.01,0.01]
Fonseca 2007 o 144 1 182 137% -0.01[0.02 0.01] "
Macauley 2015 a 22 a 22 2.0%  0.00[-0.08 0.08] -1
Ming 2016 0 146 0 147 13.5%  0.00[0.01,0.01]
Fan 2012B o 294 0 144 179%  000[0.01,0.01]
Strain 2013 1 139 0 139 128% 001 [0.01,003] r
Yang 2015 o 143 0 135 128% 000[0.01,0.01]
Total (95% CI) 1304 971 100.0% 0.00 [-0.01, 0.01]
Total events 1 1

Heterogeneity: Chif=1.01, df=7 (P =0.99); F=0%
Testfor averall effect Z=0.01 (P = 0.99)

-1

Favours Vildagliptin Favours Placebo

Figure 59: Non-fatal stroke at end of follow up

-0

1]

0.5

Vildagliptin Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Eosi 2007 1 360 1 181 48.6% 0.47[0.03, 8.98] —
Fan 2012EB o 294 1 144 241% 0.05[0.00,3.10] + )
Yang 2015 o 143 1 136 27.3% 0131[0.00, 6.49] =
Total (95% CI) 797 461 100.0% 0.19 [0.02, 1.48] ——anili-
Total events 1 3
Heterogeneity, Chi*=0.83, df=2 (P = 0.66); F= 0% 'D.DD1 Elf'l 1-0 1E|DD'

Testfor overall effect Z=1.53 (F=0.11)
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Figure 60: Hypoglycaemia episodes at end of follow up

Vildagliptin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bosi 2007 2 360 1181 9.6%  0.00[0.01,0.01]
Derosa 20128 0 84 0 83  3.3% 0.00[0.02 002 T
Fonseca 2007 33 144 45 152 59% -007[F017,0.03] T
Garber 2007 1 308 3 158 8.3% -002[0.04,001] b
Garber 2008 8 339 1 176 9.3%  0.02[0.00 0.04] r
Goodman 2009 2 248 0 122  65% 0.01[F0.01,003 r
Kothry 2013 19 228 16 22 9.0%  0.01[0.04, 0.08] T
Lukashevich 2011 moderate renal impairment 3z 122 15 a4 41%  0.09[0.02 020 —
Lukashevich 2014 8 187 3 160 EB.3%  003[0.01,007 ™
Macauley 2014 1 22 0 22 08% 0.08[0.07 016 T
Ming 2016 4 146 8 147  589% -003[0.07 0032 -
Pan 20128 1 294 0 144  77% 000[F0.01,003
Strain 2013 3 138 1 1389  56% 0.01[0.01,004] r
Suz2014 2 300 0 300 120% 0049 [0.00 002 r
Yang 2015 0 143 0 135 56% 000F0.01,0001]
Total (95% CI) 3031 2229 100.0% 0.00 [-0.01, 0.01]
Total events 116 93

Heterogeneity: Chi®=1548, df=14 (P=0.35); F=10%
Test for overall effect £= 085 (P=0.39)

-1

-0.5 0 0.5
Favours Vildagliptin - Favours Placebo

Figure 61: Severe hypoglycaemic episodes at end of follow up

Vildagliptin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bosi 2007 0 360 o 181 11.4% 0.00 [-0.01, 0.01]
Fonseca 2007 o 144 4 152 T.0% -0.03[0.05, 0.00] =
Garher 2007 o 205 o 158 9.9% 0.00 [-0.01, 0.01]
Garber 2008 0 338 1 176 11.0% -0.04 [0.02,0.01] b
Goodman 2009 0 248 0 122  7.7% 000F0.01,0001]
Kothny 2013 2 218 2 221 10.6% -0.00[0.02, 002 1
Li2017 0 17 0 16 0.8% 0.00[-0.11,0.11] -1
Lukashevich 2011 moderate renal impairment 2 122 3 89 4.9% -0.02 006, 0.03] -
Lukashevich 2014 1 187 o 160 T.5% 0.01 [-0.01, 0.02] T
Ming 2016 0 146 1 147 B9% -0.041 [0.03,0.01] b
Pan 20128 1 284 0 144  932% 000F0.01,003
Strain 2013 0o 139 0 139 66% 000F0.01,0001]
Yang 2014 o 143 o 135 B.6% 0.00 [-0.01, 0.01]
Total (95% CI) 2642 1840 100.0% -0.00 [-0.01, 0.00]
Total events 4 11

Heterogeneity, Chi®=6.94, df=12 (P = 0.86); F=0%
Testfor averall effect Z=1.20(P=0.23)

-1

-05 0 05
Favours Vildagliptin  Favours Placebo

Figure 62: HbA1c change (%, lower values are better, mean difference) at end of

follow up
Vildagliptin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bosi 2007 -0.9 01226 286 130 57% -0.90[1.14,-0.66] -
Derosa 20128 -0.5 0.0251 a1 79 1289% -0.40[0.55,-0.45] -
Fonseca 2007 -0.3 012 140 149  48% -0.30[058,-0.02] 1
Garber 2007 -0.6 01228 305 158 A7% -0.60[-0.54,-0.36] -
Garber 2008 -0.675 011149 264 144 B.3% -0.68 [0.89,-0.46] -
Goodman 2009 -0.F7 01345 248 122 81% -0F7 [1.03,-0.51] -
Kothry 2013 -0.7 0.00894 228 221 136% -070[0.72, -0.68] .
Lizo7 -1.3 0.3785 17 16 08% -1.30[2.04, -0.56] b
Macauley 2015 -0.7 0.0094 22 22 136% -070[0.72, -0.68] "
Ming 2016 -0.7 01697 146 147 37% -070[1.03,-0.37] -
Pan 20128 -0.45 0.0981 292 144 7.2% -0.45[0.64,-0.26] -
Strain 2013 -0.6 01071 137 137 BE% -060[0.581,-0.39] -
Su 2014 -1.61 0.1004 294 292 FO0%  -1.E1 181, -1.41] -
Yang 2015 -0.5 0.1 141 133 7A% -050[0.F0,-0.30] -
Total (95% Cl) 2601 1894 100.0% -0.69 [0.77, -0.62] |
Heterogeneity: Tau®= 0.01; Chi*=167.84, df=13 (P = 0.00001); F=92% =-1D 55 5 :ij T
Test for overall effect: £=18.20 ¢F = 0.00001) Favours Vildagliptin Favours Placebo
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Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
ACR, eGFR, Frailty, NAFLD, obesity and early onset subgroups.

Figure 63:
end of follow up

Weight change (kg, lower values are better, change and final scores) at

Experimental Control Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% Cl

Bosi 2007 -0 359 286 -1 342 130 187%  0.90[0.181.62] ]

Derosa 20128 711 3B 81 T4 43 79 166%  -2.30[353,-1.07] .

Fonseca 2007 13 36 144 06 37 152 181%  0.70F013,1.59] ,

Garber 2008 0.6 351 264 -04 36 144 187%  1.00[0.28,1.72] .

Li 2017 707 112 17 FZO 131 16 13% -2.20 F10.54,6.14] —

Macauley 2015 6 235 22 -04 235 22 14B%  -1.20[F2.59,0.14] .

Su 2014 B5.84 1045 294 B46D 935 292 13.2%  1.15[0.4B, 2.76] F

Total (95% CI) 1108 835 100.0%  0.07 [-0.89, 1.04]

Heterogeneity: Tau= 1.15; Chif= 29.78, df= & (P = 0.0001); F= 80% I ! | |

L ~ 100 -50 0 a0 100
Testfor overall effect: Z= 0.15 (P = 0.88) Favours Vildagliptin _ Favours Placebo
Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
ACR, eGFR, Frailty, NAFLD, obesity and early onset subgroups.
K.1.2.9 Adding vildagliptin compared to adding metformin
Figure 64: Hypoglycaemia episodes at end of follow up
Vildagliptin Metformin Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

Filozof 2010b 1 456 1 458  B.9% 1.00[0.06, 16.01]

Ji 20168 26 2562 8 EO0 931%  0.63[0.29,1.39] —-

Total (95% CI) 3018 958 100.0%  0.66 [0.31, 1.41] . .

Total events a7 9

Heterageneity: Chi*= 010, df=1 (P=0.758) F=0% T 0 0 100

Testfor overall effect. Z2=1.08 (F =0.28)

Favours Vildagliptin - Favours Metfarmin

Figure 65: HbA1c change (%, lower values are better, change and final scores) at end

of follow up

Vildagliptin Metformin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Filozof 2010k -0.14 0.0485 456 458 42.4% -0.14[-0.24, -0.04]
Ji2016B -014 00416 2501 484 5TE% -0.14 [0.22 -0.08]
Total (95% ClI) 2957 942 100.0% -0.14 [-0.20, -0.08] |

Heterogeneity: Chi®=0.00, df=1 {P=1.00); F= 0%
Testfor overall effect: £=4.43 (P < 0.00001)

K.1.2.10

-10 - g 10
Favours Vildagliptin  Favours Metformin

Adding vildagliptin compared to adding insulin

There are no forest plots for this comparison (all outcomes include a single study).

24
Type 2 diabetes in adults: management (medicines update): evidence reviews for
Subsequent pharmacological management FINAL [Feb 2026]



K.1.2.11

FINAL

Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Adding vildagliptin compared to adding saxagliptin

Figure 66: All-cause mortality at end of follow up

Vildagliptin Saxagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Chen 2016 a ar a 36 361%  0.00[-0.05 0.08]
Li2014B a B3 a B B39%  0.00[0.03 003
Total (95% Cl) 100 102 100.0% 0.00 [-0.03, 0.03]
Total events a a

Heterageneity: Chi®= 0.00, df=1 (P =1.00); F= 0%
Testfor overall effect. £=0.00{F =1.00)

-1

Figure 67: Cardiovascular mortality at end of follow up

05 0 05
Favours Vildagliptin  Favours Saxagliptin

Vildagliptin Saxagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Chen 2016 a ar a 36 36.1%  0.00[0.05 0.08]
Li2014B a B3 a B B39%  0.00[0.03 003
Total (95% Cl) 100 102 100.0% 0.00 [-0.03, 0.03]
Total events a a

Heterogeneity: Chi®=0.00, df=1 (P=1.00% F=0%
Testfor overall effect. £2=0.00(F =1.00)

-1

Figure 68: Hypoglycaemia episodes at end of follow up

05 0 05
Favours Vildagliptin  Favours Saxagliptin

Vildagliptin Saxagliptin Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Chen 2016 1 ar 2 36 223% 0.49[0.05, 5.13] &
Li 20144 ] ar 3 G0 52.0% 1.75[0.44, 7.01] i
Li 2014E 1 63 4 66 25.8% 0.26[0.03, 2.29] &
Total (95% CI) 157 162 100.0% 0.81 [0.25, 2.65] —aglii—
Total events 7 9

i 2 — - - —_ - SR - ! Il 1 ]
Heterogeneity: Tau=0.21; Chi®= 2,43, di= 2 (P=0.30); F=18% o o A o0

Testfor overall effect Z=035(P=0.73)

Favours Vildagliptin  Favours Saxagliptin

Figure 69: Severe hypoglycaemic episodes at end of follow up

Vildagliptin Saxagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Chen 2016 a w a 35 38.4%  0.00[-0.05 0.048]
Li2014A a ar a B0 B1.6%  0.00[-0.03 0.03]
Total (95% Cl) 94 96 100.0%  0.00 [-0.03, 0.03]
Total events a a

Heterogeneity: Chi®=0.00, df=1 (P =1.00) F=0%
Test for overall effect: Z=0.00 (P = 1.00)

-05 0 05
Favours Vildagliptin  Favours Saxagliptin

Figure 70: HbA1c change (%, lower values are better, change scores) at end of follow

up
Vildagliptin Saxagliptin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Chen 2016 122 04 37 107 036 36 475% -0.15[F0.32,002]
Li 20144 -1.25 045 57 123 048 60 509% -0.02[F0.19,0.1%]
Li2014B 134 376 B3 121 285 6B 1.5% -0L13[1.10,0.84]
Total (95% CI) 157 162 100.0% -0.08 [-0.20, 0.04]
Heterogeneity: Chif=1.11, df= 2P =0.487); "= 0% f ; T } |
Testfi Il effect Z=1.36 (P =017 10 -5 0 5 1o
estfor overall effect 2= 1.36 (P =017) Favours Vildagliptin  Favours Saxagliptin
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Figure 71: BMI change (kg/m?, lower values are better, change scores) at end of follow

up
Vildagliptin Saxagliptin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Chen 2016 067 314 A7 0489 418 36 20% -032[2021.349]
Li 20144 -0.3 057 a7 -03 077y B0 930% 0.00[-0.24 024]
Total (95% CI) 94 96 100.0% -0.01[-0.25,0.24]
Heterageneity: Chif= 013, df=1{P=0.713; F= 0% f ; T t {
Testfi Il effect Z=0.05 (P = 0.96 10 -5 0 > 1o
estfor overall effect 2= 0.05 (P = 0.9 Favours Vildagliptin  Favours Saxagliptin

K.1.3 GLP-1 receptor agonist
K.1.3.1 Adding dulaglutide compared to adding placebo

Figure 72: All-cause mortality at end of follow up

Dulaglutide Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Dungan 2016 1 234 a 60 1.6% 0.00[0.02 003 T
Frias 2018 a 54 1 51 0.9% -0.02[-0.07 003 -T
Frias 2023 a 50 1 85 049% -0.02[007 003 -
Gerstein 20194 3T 49449 346 4952 84.8%  -0.01 [-0.02, 0.00] .
Ludvik 2018 o 283 o 140 32% 0.00[-0.01,0.01]
Fozzilli 2017 o 1s0 o 180 25%  0.00[-0.01,0001]
Wang 2023 o144 1 147 A% -0.01[-0.03 0.01] h
Wsharm 2014 26 weeks 2 554 o1 3.8%  0.00F0.01,0.01]
Total (95% CI) 6428 5696 100.0% -0.01 [-0.01, 0.00]
Total events 320 3449
Heterageneity: Chi*=8.01, df= 7 (F = 0.6}, F= 0% I } t 1
Testfor overall effect Z=1.22 (P=10.22) i 02 ! 03 !
. : : Fawours Dulaglutide Fawvours Placebo

Figure 73: Cardiovascular mortality at end of follow up

Dulaglutide Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Dungan 2016 1 2349 a 60 1.6%  0.00F0.02 003 T
Frias 2018 a 54 1 51 0.9% -0.02[-0.07 003 -T
Frias 2023 a 50 1 54 0.9% -0.02[-0.07 003 -T
Gerstein 20194 A36 44944 A92 4952 B844% -0.01[-0.0Z, 0.00] .
Ludvik 2018 2 283 o 140 32% 001001, 002 i
FPozzilli 2017 o 150 o 150 2.6%  0.00F0.01,0.01]
Wang 2023 o144 1 147 245% -0.01 [-0.03, 0.01] h
Wsharm 2014 26 weeks 2 554 o1 3.8%  0.00F0.01,0.01]
Total (95% CI) 6428 5696 100.0% -0.01 [-0.02, 0.00] [
Total events 541 a495
Heterageneity: Chi®=13.96, df=7 (P =0.09); IF= 20% 5_1 -D:.S 5 0?5 15
Testfor overall effect Z=1.76 (P =0.08) Favours Dulaglutide Favours Placebo
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 74: Non-fatal stroke at end of follow up

Dulaglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Dungan 2016 1 2349 ] G0 0.5% O07F6[0.03 15849 '
Gerstein 2019A 135 4949 175 4952 99.3% 077 [0.62, 0.96] -
FPozilli 2017 2 180 0 150 0.3% 5.00([0.24 103.28]
Total (95% CI) 5338 5162 100.0%  0.78[0.63,0.98] L]
Total events 138 175

0.001

01 10

1000

Heterageneity: Chi*=1_46, df= 2 (F=048), F=0%
Testfor ovarall effect 2= 218 (F = 0.03) Favours Dulaglutide Favours Placebo
Figure 75: Non-fatal myocardial infarction at end of follow up
Dulaglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI|
Gerstein 20194 205 4949 212 4952 98.2% 0.97 [0.80,1.17]
Ludyik 2018 o 283 2 140 1.5% 0.101[0.00, 2.08]
Fozzilli 2017 1 140 0 180  0.2% 3000012, 73.06]
Total (95% CI) 5382 5242 100.0%  0.96 [0.80, 1.16] 4
Total events 206 214
1I-_hatnta;agnannaltvl:l CQI Ti?ﬁu 31=P2£PD=EDE.2?); F=25% 'EI.DD1 Df1 1-0 1E|E|D'
estior overall effect Z=0.44 (P = 0.58) Favours Dulaglutide Favours Placebo
Figure 76: Unstable angina at end of follow up
Dulaglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Fixed, 95% Cl W-H, Fixed, 85% CI
Gerstein 2019A 88 4949 77 4952 96.2% 1.14[0.84,1.55]
Ludyik 2018 o 283 1 140 25% 017 [0.01, 4.04]
FPozilli 2017 1 150 1 1580 1.3% 1.00[0.06,15.84]
Total (95% CI) 5382 5242 100.0%  1.12[0.83, 1.51] L
Total events ay Ty
?etnta;agenemtl:l C;I T1ZEDD ;ﬂf;PEEF'D:dg.SD); F=0% 'EI.DD1 Df1 1-0 1E|E|D'
estfor overall effect 2= 0.73 (P =047 Favours Dulaglutide Favours Placebo
Figure 77: Acute kidney injury at end of follow up
Dulaglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 85% Cl
Gerstein 2019A G0 4848 B7 4952 99.3% 090 [0.63,1.27]
Wang 2023 1 144 0 147  0.7% 306[0.13 74.55]
Total (95% CI) 5093 5099 100.0%  0.91 [0.65, 1.29] &
Total events A1 ling
Heterogeneity Chi*= 056, df=1 (P =045 F=0% T 0 e 00

Testfar averall effect: Z= 053 {F = 0.60)
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 78: Cardiac arrhythmia at end of follow up

Dulaglutide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Frias 2023 ] 50 ] 55 1.0%  0.00[0.04 0.04]
Gerstein 2019A 216 4949 192 4952 990%  0.00[0.00,0.01]
Total (95% CI) 4999 5007 100.0% 0.00 [-0.00, 0.01]
Total events 216 1582

Heterageneity: Chi*= 0.07, df=1 {F=0.80);, F=0%
Testfar overall effect Z=122{F=022)

Figure 79: Diabetic ketoacidosis at end of follow up

-0 0 0.5
Favours Dulaglutide Favours Placebo

Dulaglutide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI|
Frias 2023 0 50 0 55 21.89% 0.00[0.04, 0.04]
Ludyik 2018 o 283 0 140 781%  0.00[0.01,0.01]
Total (95% CI) 333 195 100.0%  0.00 [-0.01, 0.01]

Total events ] ]
Heterogeneity, Chif=0.00, df=1 (P =1.00);, F=0%
Testfor overall effect Z=0.00(F =1.00)

Figure 80: Hypoglycaemia episodes at end of follow up

05 0 0.5
Favours Dulaglutide Favours Placebo

Dulaglutide Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Dungan 2016 a0 239 2 1] 1% B.2B[1.87, 25.07]

Frias 2018 2 a4 2 a1 2.0% 0.94 [0.14, 6.46]

Frias 2023 2 a0 2 a5 1.8% 1.10[0.16, 7.52]

Ludvik 2018 10 283 4 140 0.2% 1.24 [0.39, 3.87] e —
Fozilli 2017 83 140 45 180 437% 1.18[0.85,1.63]

Wiang 2023 42 144 46 147 44.2% 0.93 [0.66, 1.32]

Total (95% CI) 920 603 100.0%  1.22 [0.97,1.54]

Total events 159 101

Heterogeneity, Chi*=7.83 dfi=5 (P =017}, F=36%
Testfor overall effect. £2=1.72 (F=0.08)

0.01

0.1 10
Favours Dulaglutide Favours Placebo

Figure 81: At night hypoglycaemic episodes at end of follow up

100

Dulaglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Dungan 2016 16 239 1 1] 2.45% 4.02[0.54, 2969 '
FPozilli 2017 42 1480 43 150 EB7.8% 0.98 [0.68,1.40]
Wang 2023 11 144 19 147 297% 0.59[0.29,1.20]
Total (95% CI) 533 357 100.0%  0.94 [0.68, 1.29]
Total events Gy g3

Heterogeneity: Chi*=3.73 df= 2 (P=016);, F= 46%
Testfor overall effect Z=039(F=070)
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 82: Severe hypoglycaemic episodes at end of follow up

Dulaglutide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Dungan 2016 0 238 ] G0 1.7% 0.00[-0.02 0.02]
Frias 2018 ] 54 ] 51 0.9% 0.00[0.04 0.04]
Frias 2023 ] 50 ] 55 0.9% 0.00[0.04 0.04]
Gerstein 2019A G4 4949 74 4852 B37.9% -0.00[0.01,0.00]
Ludvik 2018 1 283 0 140 3.3%  0.00[0.01, 002
FPozilli 2017 1 150 0 150 27% 001 [-0.01, 002
Wang 2023 0 144 0 147 2.6%  0.00[0.01,0.01]
Total (95% CI) 5869 5555 100.0% -0.00 [-0.01, 0.00]
Total events 415} 74
Heterageneity: Chi®=1.46, df= 6 (P = 0.96%; F= 0% I y T f {
Testfar overall effect Z= 0,68 (P = 0.49) - -0 0 03 !
Favours Dulaglutide Favours Placebo

Figure 83: HbA1c change (%, lower values are better, change scores) at end of follow

up
Dulaglutide Placebo Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Dungan 2016 -1.3 015831 239 1] 9.8% -1.30[1.60,-1.00] -
Frias 2018 -1.2 0.21983 54 51 75% -1.20[-1.63,-0.77] -
Frias 2023 -0.67 01837 a0 55 87% -0.67 [1.03,-0.31] -
Gerstein 20194 -0.61 0.0179 4949 4952 137% -0.81 [-0.65,-0.57] -
Ludvik 2018 -0.74 00737 283 140 126% -0.74 [-0.88, -0.60] -
Mauck 2014 Dulaglutide v Placebo -1.14 0.0801 GG 177 124%  -1.14 [F1.30,-0.98] -
FPozzilli 2017 -0.765 01046 150 180 11.6% -0.77 [0.97,-0.56] -
Wang 2023 -0.9 0.1064 144 147 115% -0.80[1.11,-0.69] -
YWysham 2014 26 weeks -0.84 0.0805 559 141 121% -0.84 [-1.12,-0.76] -
Total (95% CI) 7034 5873 100.0% -0.90 [-1.08, -0.73] L]
Heterogeneity: Tau® = 0.06; Chi*= 83.74, df= & (P = 0.00001}; F= 90% =_1D 5 : 5 mi
Testfor overall effect: Z=10.07 {P = 0.00001) Favours Dulaglutide Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
ACR, eGFR, obesity and early onset subgroups.

Figure 84: Weight change (kg, lower values are better, change scores) at end of follow

up
Dulaglutide Placebo Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Dungan 2016 -0.675 0.4362 234 60 3.8% -0.68[1.53 0.18] I
Frias 2018 -2.3 11245 54 51 0.6% -2.30 [4.50,-0.10] IEE—
Frias 2023 -1.7 1.0714 50 56 0.6% -1.70[-3.80,0.40] B
Gerstein 20194 -1.46 01071 4949 4952 B31% -1.46[1.67,-1.29] |
Ludhvik 2018 -0.75 03675 283 140 5.4% -0.75[1.47,-0.03] -
Pozzilli 2017 -2.41 0.3954 140 150 4.6% -2.41[3.18,-1.64] -
Skrivanek 2014 -1.8 0.28484 1 33 89% -1.50[2.06,-0.94] -
Wang 2023 -1.2 0.2826 144 147 91% -1.20[1.75,-0.649] -
Wysham 2014 26 weeks -1.79 04259 559 141 40% -1.79[2.62,-0.96] —
Total (95% CI) 6559 5729 100.0% -1.44 [-1.60, 1.27] []
Heterogeneity: Chi*=14.74, df= 8 (P = 0.06), F= 46% 5_1 0 55 b é 1D=
Testfor overall effect £=16.88 (F = 0.00001) Favours Dulaglutide Favours Placebo
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Figure 85: BMI change (kg/m?, lower values are better, change scores) at end of follow

up
Dulaglutide Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Frias 2018 -0.9  0.389 54 51 1.0% -0.80[1.66,-0.14] -
Frias 2023 -0.604 0.2806 a0 54 1.0% -060[-1.35,0.14]
Gerstein 20184 -0.53 0.0383 4949 4952 98.1% -0.53 [0.61,-0.45]
Total (95% CI) 5053 5058 100.0% -0.53 [-0.61,-0.46] |
Heterogeneity: Chi* = 0.93, df= 2 (F = 0.63); F= 0% I-m 5 f ; 10’
Test for overall effect: Z=14.08 (P = 0.00001) Favours Dulaglutide Favours Placebo
K.1.3.2 Adding dulaglutide compared to adding insulin
Figure 86: All-cause mortality at end of follow up
Dulaglutide Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Blonde 2015 2 588 3 2896 558% 0.30[0.05, 1.959] ——
Giorging 20145 1 f45 2 262 33.0% 0.21[0.02, 2.39] — &
Wang 20198 1 515 0 253 11.1% 4.44[007 287.54)]
Total (95% CI) 1648 811 100.0% 0.36 [0.09, 1.45] -
Total events 4 i
1I-_|etnﬂugenmtyl:l C#I T;E gfl:PzEPng.M);l =0% o0 0 10 Toon
estfor overall effect 2= 1.44 (P =0.15) Favours Dulaglutide Favours Insulin
Figure 87: Hypoglycaemia episodes at end of follow up
Dulaglutide Insulin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Araki 2015B 47 181 86 180 28.4% 0.54 [0.41,0.73] -
Giorgino 2015 205 545 123 262 38.8% 0.80 [0.68, 0.95] L
Wang 20198 108 515 88 253 328% 0.61[0.48, 0.77] -
Total (95% CI) 1241 695 100.0% 0.66 [0.51, 0.84] &
Total events 361 297
Heterogeneity: Tau®= 0.03; Chi*=6.80, df=2 (P =003}, F=71% 0o o 10 o0

Test for overall effect, 2= 3.41 (P =0.0007)

Favours Dulaglutide Favours Insulin

Figure 88: At night hypoglycaemic episodes at end of follow yp
Dulaglutide Insulin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Araki 20158 16 181 48 180 21.2% 0.33[0.20, 0.56] —a—
Giorgino 2015 111 a45 98 262 5B.2% 0.54[0.43 0.68] L 3
Wang 20188 289 515 35 253 206% 0.41[0.25, 0.65] ——
Total (95% CI) 1241 695 100.0%  0.47 [0.39, 0.57] L
Total events 156 181
Heterogeneity: Chif= 363 df=2 (P=016); F= 452% 'D.IZI1 Df1 1'IJ 1UIZI'

Test for overall effect: 2= 7 .65 (P = 0.00001)
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Figure 89: Severe hypoglycaemic episodes at end of follow up
Dulaglutide Insulin Risk Difference
Events Total Events Total Weight M-H, Random, 95% Cl

Risk Difference

Study or Subgroup M-H, Random, 95% CI

Araki 2015 0 181 0 180 27.8% 0.00[-0.01,0.01)]

Blonde 2014 17 588 18 286 105% -0.02 [-0.04, 0.01]

Giarging 2015 1 545 2 262 273% -0.01 [-0.02, 0.01]

Wang 2019 0 5814 0 253 344% 0.00[-0.01,0.01]

Total (95% CI) 1829 991 100.0% -0.00 [-0.01, 0.01]

Total events 18 17

Heterogeneity; Tau®= 0.00; Chif= 10.69, df= 3 (P = 0.01); F= 72% 5_1 _DI P 3 DIS 1|

Testfor overall effect 2= 0.70 (P = 0.48) Favours Dulaglutide Favours Insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR subgroup.

Figure 90: HbA1c change (%, lower values are better, change scores) at end of follow

up
Dulaglutide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean[%] SD[%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]
Araki 20158 -1.44 06727 181 -0.9 06708 180 27.2% -0.54 [-0.68,-0.40] =
Elonde 2014 -1.45  1.393 588 -1.23 1.399 296 23.5% -0.22[-0.42,-0.03] L
Giorgino 2015 -0.76 116 545 -0.59 113 262 253% -0.17 [-0.34,-0.00] L
Wang 20198 -1.25  1.226 505 -0.89 1.2649 250 23.9% -0.36 [-0.55,-017] u
Total (95% CI) 1819 988 100.0% -0.33 [-0.51,-0.15] (]
Heterogeneity: Tau®= 0.03; Chi*=13.34, df= 3 (P = 0.004); F= 78% 5_1 2 55 D :i:, 1D=

Testfor overall effect; Z= 3.56 (P = 0.0004)

Favours Dulaglutide Favours Insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR subgroup.

Figure 91: Weight change (kg, lower values are better, change scores) at end of follow

up
Dulaglutide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean [kg] SD[kg] Total Mean [kg] SD[kg] Total Weight IV, Random, 95% Cl [kg] IV, Random, 95% CI [kg]
Elonde 20145 -0.347 46434 588 2,33 46333 286 29.9% -268[-3.32,-2.03] -
Giorgino 2015 -1.6 397 545 1.44 388 262 328% -3.04 362, -2.46] -
Wang 2019E -1.18 3141 508 0487 3115 250 37.2% -215[-2.62,-1.68] L
Total (95% CI) 1638 808 100.0% -2.60 [-3.15, -2.05] ’
Heterogeneity: Tau®= 0.15; Chi*= 567, df= 2 (P = 0.06); F= 65% 5_1 p 55 p é 1D=

Testfor overall effect 2= 9.32 (P = 0.00001) Favours Dulaglutide Favours Insulin

Adding dulaglutide compared to adding exenatide

There are no forest plots for this comparison (all outcomes include a single study)

Adding dulaglutide compared to adding sitagliptin

There are no forest plots for this comparison (all outcomes include a single study)
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Adding exenatide compared to adding placebo

Figure 92: All-cause mortality at end of follow up

Exenatide Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Buse 2011 oo13r 1 122 16% -0.01[-0.03, 0.01] h
Guja 2017 ooo2az 1 28% -0.00[-0.02 0.01]
Holman 2017 507 7356 584 7396 89.1% -0.01 [-0.02,-0.00] .
Joubert 2021 a 28 a 18 0.3%  0.00[-0.09,0.09] -1
kadovwaki 2011 o 144 a 35 0.7%  0.00[-0.04,0.04] T
Liutkus 2010 o111 a a4 09% 000003, 003 T
Rosenstock 20184 1 308 1 154 28% -0.00[-0.02 0.01]
Wysham 2014 26 weeks 0 27e o141 23% 000001, 001]
Total (95% CI) 8590 8151 100.0% -0.01 [-0.02, -0.00]
Total events a08 587
Heterogeneity, Chi®=4.83, df =7 (P=0E8);, F=0% -_1 -EI'.S b DTS 1|

Testfar averall effect 2= 2.40 {F = 0.02) Favours Exenatide Favours Placebo

Figure 93: Cardiovascular mortality at end of follow up

Exenatide Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Buse 2011 o 137 1 122 1.6% -0.01 [0.03,0.01] b
Guja 2017 o 232 o233 2.8%  0.00[0.01,001]
Holman 2017 340 7356 383 F386 88.1% -0.01 [-0.01, 0.00] .
Joubert 2021 0 28 0 18 0.3%  0.00[0.09,0.089] -1
Kadowaki 2011 0 144 0 35 0.7% 0.00[0.04,0.04] T
Liutkus 2010 o1 0 a4 0.8% 0.00[0.03,003] T
Rosenstock 2018A 0 308 o 154 25%  0.00[0.01,001]
Wysham 2014 26 weeks 0 27s o141 2.3%  0.00F0.01,001]
Total (95% CI) 8590 8151 100.0% -0.01 [-0.01, 0.00]
Total events 340 384
Heterogeneity: Chi®= 3.52, df= 7 (P=0.83); F= 0% i G b s n

Testfor overall effect. Z=1.60 (F = 0.11) Favours Exenatide Favours Placebo

Figure 94: Non-fatal myocardial infarction at end of follow up

Exenatide Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Buse 2004 1 2584 0 123 53.8% 4.41[0.07 288.44] L
Gadde 2017 o 181 1 Bl 46.2% 0.02[0.00,1.73] # L
Total (95% CI) 435 184 100.0%  0.36 [0.02,7.65] — e ———
Total events 1 1
Heterogeneity: Chi*= 3.02, df=1 (P = 0.08); F= 67% f f f |
o - 0.0o1 01 10 1000
Testfor overall effect: 2= 0.66 (P = 0.51) Favours Exenatide Favours Placebo
Figure 95: Hospitalisation for heart failure at end of follow up
Exenatide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Halman 2017 219 73496 231 T396  99.7% 0.95[0.73 1.14]
Joubert 2021 1 28 1] 18 0.3% 1.97[0.08, 45.77]
Total (95% CI) 7384 7414 100.0%  0.96 [0.80, 1.15] L
Total ewents 220 231
Heterogeneity: Chi®= 0.20, df=1 (P = 0.69); F= 0% T o 0 100

Testfor overall effect: 2= 0.48 (P = 0.63) Favours Exenatide Favours Placebo
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Figure 96: Diabetic ketoacidosis at end of follow up

Exenatide Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Harreiter 2021 1] 16 1] 14 21.0% 000[F012 0132
Kadowaki 2011 1 144 a 35 79.0%  0.01 [0.03 0.05]
Total (95% CI) 160 49 100.0%  0.01 [-0.04, 0.05]

Total events 1 a
Heterogeneity: Chi==0.01, df=1 (P =0.81); F= 0%
Testfor overall effect: Z=0.25 (P =0.80)

Figure 97: Hypoglycaemia episodes at end of follow up

-1

.04 0 05
Favours Exenatide Favours Placebo

Exenatide Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
EBuse 2004 64 294 4 123 8.1 % 0.22[0.16, 0.28] -
Buse 2011 34 137 s 122 f.2% -0.04 015, 0.07] i
DeFranzo 2005 11 223 113 B3.5% -0.00 [F0.05, 0.08] -
Deraga 2012C a g6 a a5 9.3% 0.00 [F0.02, 0.02] T
Gadde 2017 o1 ] fi1 9.3% 0.00[F0.02, 0037 T
Guja 2017 81 32 TTOOIN T1% 0.02 F0.OF, 0.10] -
Harreiter 2021 a 16 a 14 a8.7% 0.00F012, 013 1
Joubert 2021 a 28 ] 18 T1% 0.00 [F0.08, 0.04] -1
Kadowaki 2011 4144 ] 35 4.4% 032016, 0.48] —
Kendall 2005 114 486 I 247 8.3% 011 [0.05, 0.16] -
Liutkus 2010 4 111 1 a4 8.5% 0.02 F0.03, 0.07] T
Rosenstock 20184 24 30R 4 1454 23.9% 0.08[0.01, 0.04] -
Whsham 2014 26 weeks 44 2TH 5 14 B8.4% 012[0.07, 0.18] -
Total (95% CI) 2480 1398 100.0% 0.06 [0.01, 0.10] L3
Total events 455 171
Heterogeneity: Tau®= 0.01; Chi®=133.04, df=12 (P = 0.00001), F=91% 5_1 -EI:S o 055

Testfor averall effect: Z= 237 (F=0.02

Note: Heterogeneity was not explained by sensitivity analysis

Favours Exenatide Favours Placebo

Figure 98: Severe hypoglycaemic episodes at end of follow up

Placebo
Total Weight

Exenatide

Study or Subgroup  Events Total Events

Risk Difference
M-H, Fixed, 95% CI

Risk Difference
M-H, Fixed, 95% CI

Busze 2004 o 254 o 123 1.9%
Buse 2011 o 137 1 122 1.5%
DeFronzo 2005 o 223 o 113 1.7%
Gadde 2017 o 181 a 1 1.0%
Guja 2017 o 232 o 23 2.6%
Harreiter 2021 a 16 a 14 0.2%
Halman 2017 247 73496 219 T396  B841%
Joubert 2021 1] 28 1] 18 0.2%
Kadowaki 2011 o 144 a 35 0.6%
Kendall 2004 1 486 o 247 3T7%
Rosenstock 20184 0 306 o 154 2.3%
Total (95% CI) 9363 8514 100.0%
Total ewents 248 220

Heterogeneity, Chi*= 2.83, df =10 (P =099 F=0%
Test for overall effect: Z=1.34 (F=0.18)

0.00[0.01, 0.01]
-0.01 F0.03, 0.01]
0.00 [-0.01, 0.01]
0.00[0.02, 0.02]
0.00 [-0.01, 0.01]
0.00 012,017
0.00 [-0.00, 0.01]
0.00 [-0.09, 0.09]
0.00 [-0.04, 0.04]
0.00[-0.01, 0.01]
0.00 [-0.01, 0.01]

0.00 [-0.00, 0.01]

-1
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Figure 99: HbA1c change (%, lower values are better, change scores) at end of follow

up
Exenatide Placebo Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Buse 2004 -0.78 0122 254 123 7.9% -0.78[1.02,-054] -

Buse 2011 -0.7 01269 137 122 T.B%  -0.70[-0.95, -0.45] -

DeFronzo 2005 -0.F 01228 223 113 7.8% -0.70[0.94,-0.46] -

Derosa 2012C -0.6 0.0399 81 82 13.6% -0.60[-0.68,-0.52] -

Gadde 2017 -0.73 0.2195 181 61 3.9% -0.73[1.16,-0.30] -

Guja 2017 -0.73 0102 231 230 9.2% -0.73[0.43,-053] -

Halrman 2017 -0.53 0.0204 7362 7313 145% -0.53[047,-0.49)] .

Joubert 2021 -0.695 0.2781 28 18 2.7% -0.69[1.24,-0.19] -]
Kadaowaki 2011 -1.2 01696 144 35 5.85%  -1.20[-1.53,-0.87] -

Kendall 2004 -0.89 0.0881 485 247 10.2% -0.89[1.06,-0.72] -

Liutkus 2010 -0.74 0.3054 111 54 2.3% -0.74[1.34,-0.14] -
Rosenstock 20184 (1) -1 0.27 153 72 2.8% -1.00[-1.53,-0.47] -
Rosenstock 20184 (2) -1 027 153 71 2.8% -1.10[1.63,-0.57] -

Wiysharm 2014 26 weeks -0.53 0.1001 276 141 9.3% -0.53[0.73,-0.33] -

Total (95% Cl) 9820 8682 100.0% -0.72[-0.82, -0.63] |

Heterogeneity: Tau®=0.02; Chi®= 4596, df= 13 (P < 0.0001); F=72%

Testfor overall effect Z=14.45 (P < 0.000013

Footnotes
(1) 40 mcg daily arm. N placebo was halved
(2) 60 mcg daily arm. M placebo was halved

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

I
=10

} }
-5 a
Favours Exenatide Favours Placebo

10

obesity or eGFR subgroup
Figure 100: Weight change (kg, lower values are better, change scores) at end of
follow up
Exenatide Placebo Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 85% CI
Buse 2004 -0.66 0.366 254 125 9.4% -0.66 [-1.38, 0.06] -
Buse 2011 -274 08111 137 122 TA% -2T74[-374-1.74] -
DeFronzo 2005 -1.91 0.4407 223 113 8.3% -1.91[2.77 -1.09] —_
Derosa 2012C -56 1.14M b 82 27% -5B0[-7.83-3.37]
Gadde 2017 -1.3 04583 181 61 6.6% -1.30[-2.44 -0.16] I
Guja 2017 -1.5 0.3393 prach| 230 98% -1.50[-217 -0.83] -
Harreiter 2021 -2.45 15255 16 14 1.7% -245[-5.44 0.54] I~
Halman 2017 -1.27 0.0663 7372 T334 129% -1.27[1.40,-1.14] =
Joubert 2021 -3.85 09582 28 18 36% -3.85[A.73-1487] e
Kadaowaki 2011 -0.5 04383 144 35 8.4% -0.50 [-1.36, 0.36] -1
kendall 2005 -0F 02447 4186 247 1A% -0.70[1.18,-0.22] -
Liutkus 2010 -06 0.9161 111 54 3.8% -0.60 [-2.40,1.20] T
Rosenstock 20184 (1) -2 1.03 153 Il 3.2% -2.00 [-4.02,0.02] E—
Rosenstock 20184 (2) -1.3 1.03 153 r2 3.2% -1.30 [[3.32,0.72] 71
Vysham 2014 26 weeks -2 0.47 276 141 TO%  -2.31[3.23-1.39] —
Total {95% CI) 09846 8719 100.0% -1.58[-2.00, 1.17] *

Heterogeneity: Tau®=0.34, Chi®= 8026, df= 14 (P < 0.00001); F=72%

Testfor overall effect; Z=7.47 (P = 0.00001)

Footnotes

(1) 60 mcg daily arm. M for placebo arm was halved
(2) 40 mcg daily arm. M for placebo arm was halved.

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

eGFR subgroup

I
=10

} }
-5 a
Favours Exenatide Favours Placebo

Figure 101: BMI change (kg/m?, lower values are better, change scores) at end of

10

follow up

Exenatide Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Deroga 2012C -1.3 01236 a1 82 B86.9% -1.30[1.54,-1.08]
Harreiter 2021 -0.62 0.5536 16 14 43% -062[1.71,047] T
Joubert 2021 -1.45 03903 28 19 8.7% -1.45[2.21,-069] —_
Total (95% CI) 125 114 100.0% -1.28 [-1.51, -1.06] 4
Heterogeneity: Chif=1.64, df= 2 (P = 0.44); F= 0% 5_1 0 5 b 5 0
Testfor overall effect: Z=11.14 (P = 0.00001) Favours Exenatide Favours Placebo
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Adding exenatide compared to adding insulin

Figure 102: Health-related quality of life — overall (EQ5D, -0.59-1.0, higher values are
better, change scores) at end of follow up

Exenatide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% ClI
Diamant 2010 0.02 03083 233 0 02987 223 200% 0.02[-0.04,008
Heine 2005 002 01473 27 003 01466 215 800% -0.01 [-0.04,002]
Total (95% Cl) 450 438 100.0% -0.00 [-0.03, 0.02]
Heterogeneity, Chi®= 080, df=1 (P=0.34), F=0% 5_1 0 55 3 :IS 1DI
Testfor overall effect: Z=10.32 (P = 0.75) Favours Insulin  Favours Exenatide

Figure 103: Health-related quality of life — overall (IWQoL, 0-100, higher values are
better, change scores) at end of follow up

Exenatide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Davies 2013 6.2 106326 111 28 108513 1058 37.4% 3.40[0.53,6.27] —
Diamant 2014 44 12573 247 051 128738 263 B26% 3.89[1.67,6.11] —i—
Total {(95% CI) 358 368 100.0% 3.71[1.95,5.46] B
Heterageneity: Chi®= 0.07, df=1 (P =0.79), F= 0% 5_1 0 =5 p é 1D=
Testior overall efiect 2= 4.14 (P < 0.0007) Favours Insulin - Favours Exenatide

Figure 104: All-cause mortality at end of follow up

Exenatide Insulin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Eergenstal 2009 o 124 0 124 10.0% 0.00[-0.02, 002
Davies 2013 o1 0 104 8.7%  0.00[0.02 002]
Diamant 2010 1 233 1 223 184% -0.00[-0.01,001]
Diamant 2014 1 315 0 312 253% 0.00[0.01,001] L
Inagaki 2012 1 215 o 212 17.3%  0.00[0.01,00Z]
Mauck 2007A 2 243 1 248 202%  0.00[-0.01,00Z]
Total (95% CI) 1251 1224 100.0%  0.00 [-0.00, 0.01]
Total events a 2
Heterogeneity: Chi*= 0.53, df= 5 (P = 0.99); = 0% 5_1 -DI p : DIS 15
Testfor overall effect: £= 0.88 (P = 0.38) Favours Exenatide Favours Insulin

Figure 105: Cardiovascular mortality at end of follow up

Exenatide Insulin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Bergenstal 2009 0 124 0 124 163% 0.00[F0.02 002
Davies 2013 o1 0 105 142% 0.00[F0.02 002
Diarnant 2014 1 315 0 32 #1.3% 0.00F001,001] :
Inagaki 2012 1 215 0 M2 281% 0.00[F0.01,00%)
Total (95% CI) 765 753 100.0% 0.00 [-0.00, 0.01]
Total events 2 a
Heterogeneity: Chi*= 0.30, df= 3 (P = 0.96); = 0% 5_1 -DI p : DIS 15
Testfor averall effect 2= 0.82 (P =0.42) Favours Exenatide Favours Insulin
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Figure 106: Hypoglycaemia episodes at end of follow up

Exenatide Insulin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bergenstal 2009 25 124 49 124 18.2% 0.51 [0.34, 0.77] —
Bunck 2009 3 36 8 33 1% 0.34[010,1.18] B
Davies 2009 aF 118 42 116 157% 0.87 [0.60D, 1.24] -
Davies 2013 5 1M1 B 104 2.3% 0.78[0.25, 2.51] s E—
Diamant 2014 45 35 127 32 47.3% 0.74 [0.6D, 0.92] L 3
Gallwitz 2011 11 135 28 137 10.3% 0.40[0.21,0.77] —_—
Inagaki 2012 1 215 4 212 1.9% 0.25[0.03,2.19]
Zhang 2020B 1 27 ] 32 1.7% 0.24 [0.03,1.91]
Total (95% CI) 1081 1071 100.0% 0.66 [0.56, 0.77] 4
Total events 178 269
Heterogeneity: Chif= 9.98, df=7 (P = 0.19); F=30% 50 o1 Dl1 150 le

Testfor overall effect: £= 917 {F = 0.00001}

Favours Exenatide Favours Insulin

Figure 107: At night hypoglycaemic episodes at end of follow up

Exenatide Insulin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Davies 2009 14 118 34 116 187% 0.401[0.23,0.71] ——
Davies 2013 1 111 1 1058 1.8% 0.95[0.06, 14.93]
Diamant 2014 84 35 128 32 35.3% 0.65[0.52, 0.82] &+
Gallwitz 2011 5 135 10 137 8.7% 0.51[0.18,1.45] .
Inagaki 2012 2 Ma 22 M2 5.2% 0.09[0.02,0.38]
Mauck 2007A 44 253 f2 248 285% 0.70[0.49, 0.98] —H
Total (95% CI) 1147 1130 100.0% 0.54 [0.38, 0.76] &
Total events 150 257
Heterogeneity: Tau®= 0.08; Chi*=10.36, df= 5 (P = 0.07); F= 52% ID o DI1 1IE| o0

Test for overall effect: Z2=3.50 (P = 0.000%)

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

obesity subgroup.

Favours Exenatide Favours Insulin

Figure 108: Severe hypoglycaemic episodes at end of follow up

Exenatide Insulin
Study or Subgroup Events Total Events Total Weight

Risk Difference
M-H, Fixed, 95% CI

Risk Difference
M-H, Fixed, 95% CI

Bergenstal 2009 o 124 4 124 72%
Bunck 2009 n 36 i a3 2.0%
Davies 2009 a 118 6 116 6.8%
Diamant 2010 o 233 o 223 132%
Diamant 2014 2 MNa T2 o 182%
Gallwitz 2011 o 135 o137 7.9%
Heine 2004 4 282 4 267 1549%
Inagaki 2012 o 214 o 212 124%
Mauck 2007A o 253 0 248 146%
Zhang 20208 I 27 i 32 1.7%
Total (95% CI) 1738 1704 100.0%
Total events 11 21

Heterogeneity: Chif=10.25, df= 8 (P=033); F=12%
Test for overall effect; £=1.63 (F = 0.0&)

-0.03 [0.07, 0.00]
0.00 [-0.05, 0.08]
-0.01 [F0.06, 0.04]
0.00 [-0.01, 0.01]
-0.02 [-0.03, 0.00]
0.00 -0.01, 0.01]
-0.00 [F0.02, 0.03]
0.00 [-0.01, 0.01]
0.00 0.01, 0.01]
0.00 [-0.06, 0.08]

-0.01 [-0.01, 0.00]

-

—

36

05 0 05
Favours Exenatide Favours Insulin

Type 2 diabetes in adults: management (medicines update): evidence reviews for
Subsequent pharmacological management FINAL [Feb 2026]



FINAL
Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 109: HbA1c change (%, lower values are better, change and final scores) at end
of follow up

Exenatide [Insulin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Bergenstal 2008 053 01956 124 124 B7% 0.59[0.21,0.47] -
Bunck 2009 -0.1 0.2236 36 33 51%  -0.10[-0.54, 034 -
Davies 2009 001 01273 98 102 7.3% 0.01 [-0.24, 0.26] T
Davies 2013 -0.42 01102 11 106  7.7% -0.42[0.64,-0.20] -
Diamant 2010 -0.2 0.0944 233 223 BA%  -0.20[0.39,-0.01] =
Diamant 2014 -0.025 0.0689 4 312 8.E6%  -0.03[-0.16, 011]
Gallwitz 2011 0144 0075 181 173 B.A% 0.14 [-0.00,0.29] r
Gurkan 2014 005 03713 17 17 4.3% 0.05[-0.48, 0.58] -
Heine 2005 0.017 00714 278 260 B.E% 0.02 012, 0.186]
Inagaki 2012 -0.43 0.0849 215 212 B8.3% -043[0.60,-0.26] -
Kang 2021 -1.012 0.2833 74 g0 4.0% -1.01[F1.57,-0.46] -
MNauck 2007A -015 0.0922 253 248 BA%  -015[0.33,0073 b
Sawidou 2016 0.4 01162 i} 48 T.E% 0.40([0.17,0.63] -
Wang 20204 -0.37 0.2094 40 41 54%  -0.37 [0.78,0.04] -
Zhang 2020B -0.22 0371 27 32 2.8%  -0.22[045 051] -
Total (95% Cl) 2059 2010 100.0%  -0.09 [-0.24, 0.06] 1
Heterogeneity: Tau®= 0,06, Chi®= 82,40, df=14 (P = 0.00001); F=83% f t |

10 -5 0 5 10

Testfor overall effect Z2=1.20 (P = 0.23) Favours Exenatide Favours Insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
obesity subgroup.

Figure 110: Weight change (kg, lower values are better, change and final scores) at
end of follow up

Exenatide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Bergenstal 2009 -4.7 04701 124 124 BA% -470[5.62,-3.74] -
Bunck 2009 -4.6 1 36 33 85.8% -4.60[6.56,-2.64] -
Davies 2009 -A.71 0.4384 100 104 B.3% -571[6.57,-4.89] .
Davies 2013 -3.5 0.4968 111 105  B.0% -3.60[4.47 -253] -
Diarnant 2010 -4.51 03674 233 223 BA%  -4.81[5.23,-3.749) -
Diamant 2014 -4.5 0.33186 315 312 B6% -4480[5.15,-3.89) -
Gallwitz 2011 -5.1 0311 135 137 B.7%  -510[5.71,-4.449] "
Gurkan 2014 -0.87 47009 17 17 0.7% -0.87[10.08, 8349 -
Heine 2005 -4.05 0.2806 27h 260 8.8% -4.09 [4.60,-3.50] "
Inagaki 2012 -2.01 0.2296 214 212 BA9%  -2.01[-2.4B,-1.56] "
Kang 2021 -4.73 11474 74 80 A5.2% -4.73[6.98 -248 -
MNauck 20074 -5.4 0.2828 253 248 B.A8% -540[5.595 -4.89] -
Sawidou 2016 -83 2379 55 48 2.2% -9.30[13.96,-4.64] -
Wang 20204 2,29 1.8794 40 41 2.8% 2.29[-1.89,6.17] "
Zhang 2020B -3.78 0.8423 27 32 B.A%  -378[5.43-217 -
Total (95% CI) 2015 1976 100.0% -4.26 [-5.05, -3.48] |
Heterogeneity: Tau®=1.76; Chi*=149.98 df=14 (P = 0.00001); F=81% f |

100 -40 0 50 100

Testfor overall effect: Z=10.62 (F = 0.00001) Favours Exenatide Favours Insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
obesity subgroup.

Figure 111: BMI change (kg/m?, lower values are better, change and final scores) at
end of follow up

Exenatide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Davies 2013 -1.3 0170 111 105  23.4% -1.30[1.63,-087] -
Diamant 2014 -1.65 01276 314 312 243%  -1.65[1.90,-1.40] =
Gurkan 2014 0.96 1.4972 17 17 31% 0.96 [-1.87, 3.89] T
Kang 2021 -1.85 0.3146 74 80 18.3% -1.95[257,-1.33] -
Sawidou 2016 -2.4 0.8979 55 48 T7.0% -2.40[4.16,-0.64] —
Zhang 2020B -0.48 019 27 32 229% -0A80[F0.87,-0173] ]
Total (95% CI) 604 594 100.0% -1.34 [-1.88, -0.79] &
Heterogeneity: Tau®= 0.30; Chi®= 33.01, df= 5 (P = 0.00001); F= 85% f I |

10 5 0 5 10

Testfor overall effect: Z=4.79 (P < 0.00001) Favours Exenatide Favours Insulin
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Note: Heterogeneity was not explained by sensitivity analysis. Subgroup analysis was not
possible for this outcome.

Adding exenatide compared to adding liraglutide

Figure 112: Hypoglycaemia episodes at end of follow up

Exenatide Liraglutide Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl W-H, Fixed, 95% CI
Buse 2009 T8 232 6D 235 59E6% 1.32[0.949, 1.74]
Buse 2013 a1 461 40 450 404% 1.24[0.84, 1.84]
Total (95% CI) 693 685 100.0%  1.29[1.02,1.62]
Total events 129 100
?ehta;ngenem,rl:l C;I Tg?ﬁz TT;;EPD:Dg.BQ);I =0% o o ] " 100
estioroverall effect 2= 3214 (F = 0.03) Favours Exenatide Favours Liraglutide

Figure 113: Severe hypoglycaemic episodes at end of follow up

Exenatide Liraglutide Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Buse 2009 1 232 0 235 339% 0.00[-0.01,0.02]
Buse 2013 0 461 0 450 GB61%  0.00[-0.00,0.00]
Total (95% CI) 693 685 100.0%  0.00 [-0.00, 0.01]
Total events 1 a
Heterogeneity: Chi*= 067, di=1 {P=0.41); F=0% I } 1 f i
Testf Il effect Z= 0.58 (P = 0.56 s 08 v 08 !
estfor overall effect: 2= 0.58 (P = 0.56) Favours Exenatide Fawours Liraglutide

Figure 114: HbA1c change (%, lower values are better, change scores) at end of follow

up
Exenatide Liraglutide Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Buse 2009 0325 0074 231 235 426% 033[0.18,047]
Buse 2013 0.205 0.0638 3490 386 AT4% 0.20([0.08,0.33]
Total (95% CI) 621 621 100.0% 0.26 [0.16, 0.35] |
Heterogeneity: Chi#=1.51, df=1 (P =0.22); 7= 34% 5_1 0 55 5 % 1D=
Testfor overall efiect: 2= 5.30 (P = 0.00001) Favours Exenatide Favours Liraglutide

Figure 115: Weight change (kg, lower values are better, change scores) at end of

follow up

Exenatide Liraglutide Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Buse 20049 0.38 03112 prach| 235 407% 0.38[-0.23,0499)
Buse 2013 0.895 0.2577 404 398 58.3% 0.80([0.39,1.40 =
Total (95% Cl) 635 633 100.0% 0.69[0.30,1.07] "
Heterageneity: Chif=1.62, df=1 (P = 0.20); 7= 38% 5_1 0 ES p :i:, 10:
Testfar overall effect: 2= 3.45 (P = 0.0008) Favours Exenatide Favours Liraglutide
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K.1.3.8 Adding exenatide compared to adding sitagliptin

Figure 116: Hypoglycaemia episodes at end of follow up
Exenatide Sitagliptin Peto Odds Ratio
Events Total Events Total Weight Peto, Fixed, 95% Cl

Peto Odds Ratio

Study or Subgroup Peto, Fixed, 95% Cl

Eergenstal 2010 2 160 5 166 B7.7% 0.43[0.10,1.93] —
Gadde 2017 o 181 1 122 123% 0.08[0.00, 4.54]
Total (95% CI) 341 288 100.0% 0.35 [0.09, 1.44] -
Total events 2 4]
Heterogeneity. Chi®= 047, df=1 (F=0.49);, F= 0% f } } |
L - 0.001 IR 10 1000
Testior overall effect: £=1.45 (F=0.13) Favours Exenatide Favours Sitagliptin
Figure 117: Severe hypoglycaemic episodes at end of follow up
Exenatide Sitagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Evenis Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% ClI
Eergenstal 2010 o 160 0 166 52.8%  0.00[R-0.01,0.01]
Gadde 2017 o 181 0 122 472%  000[F0.01,001]
Total (95% CI) 341 288 100.0% 0.00 [-0.01, 0.01]
Total events a ]
Heterogeneity: Chi®=0.00, df=1 (F=1.00); F=0% -_1 -EII.S ﬁ DTS 1-

Testfor overall effect 2= 0.00 (F =1.00) Favours Exenatide Favours Sitagliptin

Figure 118: HbA1c change (%, lower values are better, change scores) at end of follow
up

Mean Difference

Exenatide Sitagliptin Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean [%] SD[%] Total Weight IV, Fixed, 95% Cl [%] IV, Fixed, 95% CI [%]
Eergenstal 2010 -1.8 049607 160 -0.8 43068 166 19.8% -0.70[-1.37,-0.03]
Gadde 2017 -1.13 1.4788 181 -0.75 1.4359 122 80.2%  -038[0.71,-0.08]
Total (95% CI) i 288 100.0%  -0.44 [-0.74,-0.14] 4
ity: Chiz= = = 2= I 1 1 } |
Heterogeneity: Chi*=0.70, df=1 (P=0403%; ?=0% 0 5 0 3 10

Testfor overall effect Z=2.91 (P = 0.004) Favours Exenatide Favours Sitagliptin

Figure 119: Weight change (kg, lower values are better, change scores) at end of

follow up
Exenatide Sitagliptin Mean Difference Mean Difference
Study or Subgroup  Mean [kg] SD[kg] Total Mean [kg] SD[kg] Total Weight IV, Random, 95% Cl [kg] IV, Random, 95% CI [kg]
Eergenstal 2010 -2.3 38428 160 -0.8 43068 166 49.5% -1.50 [F2.39,-0.61]
Gadde 2017 -1 40361 181 -1.2 33138 122 50.45% 0.10[-0.73,083]
Total (95% CI) i 288 100.0% -0.69 [-2.26, 0.88]
| , )

,
-50 0 50
Favours Exenatide Favours Sitagliptin

Heterogeneity: Tau®=1.08; Chi*= 667, df=1 {(P=0010); F=85% 100

Testfor overall effect: Z=0.87 (P = 0.39)

100

K.1.3.9 Adding liraglutide compared to adding placebo

Figure 120: Health-related quality of life — subscale physical functioning (SF-36
physical function subscale, higher value are better, change scores) at end of

follow-up
Liraglutide Placebo

Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Garvey 2020 0.39 06939 198 198 898.6%  0.39[0.497 1.79]

Miras 2019 -2.1 5.8583 53 27 1.4% -210[-13.58, 9.38]

Total (95% CI) 251 225 100.0% 0.36 [-1.00,1.71]

Heterogeneity: Chi®=018,df=1{F =067, F=0% -_1 00 —5'0 ﬁ 5'0 100'

Test for averall effect Z= 052 (P = 0.61)

Favours placebo  Favours liraglutide
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Figure 121: All-cause mortality at end of follow-up

Liraglutide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ahmann 2015 1 225 1 225 117% 0.00 [-0.01, 0.01]
Elonde 2020 202 o 100 101% 0.00 [-0.02, 0.02] 1
Davies 2015 1 643 0 212 145% 0.00 [-0.01, 0.01]
Guo 2020 il il il an 1.4% 0.00 [-0.06, 0.08] -1
Kaku 2010 o 178 il a8 9.0% 0.00 [-0.02, 0.02] 1
Marre 2009 0 6495 o 144 132% 0.00 [-0.01, 0.01]
Marso 2016A 381 46R3B 447 46T2 122% -0.01 [F0.03,-0.00] b
Miras 2019 il ] 1 27 0.7% -0.04 [-0.12, 0.08] -
Mahra 2021 o 110 o112 9.0% 0.00 [-0.02, 0.02] 1
Pratley 2019 4 284 1 142 3.1% 0.01 [-0.01, 0.03]
Seino 2016 o 127 0 130 102% 0.00[-0.02, 0.02] 1
Total (95% CI) 7214 5882 100.0% -0.00 [-0.01, 0.01]
Total events 387 450

Heterogeneity: Tau®= 0.00; Chi*= 27.68, df=10 (F=0.002); F=64% f
Testfor overall effect Z=0.31 (P =0.76)

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

eGFR, NAFLD and obesity subgroups.

Figure 122: Cardiovascular mortality at end of follow-up

Risk Difference

Weight M-H, Random, 95% Cl

1 1
05 0 05
Favours liraglutide Favours placebo

Risk Difference
WM-H, Random, 95% CI

Liraglutide Placebo

Study or Subgroup  Events Total Events Total
Blonde 2020 o 20z o 100
Davies 2015 1 643 o 2
Guo 2020 il )| il a0
Kaku 2010 o 176 il a8
Marre 2009 0 B85 o 144
Marso 2016A 219 4668 278 4672
Mahra 2021 o 110 o112
Pratley 2019 2 B4 o 142
Seino 2016 o 127 o 130
Total (95% CI) 6936 5630
Total events 222 278

Heterogeneity: Tau®= 0.00; Chi*= 2317, df= 8 (P=0.003); F=65% f
Testfor overall effect Z=0.22 (P=0.83)

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

10.9% 0.00 [-0.02, 0.02]
16.3% 0.00 [-0.01, 0.01]

1.4% 0.00 [-0.08, 0.08]

9.7% 0.00 [-0.02, 0.02]
14.7% 0.00 [-0.01, 0.01]
151%  -0.01 [-0.02,-0.00]

9.6% 0.00 [0.02, 0.02]
11.4% 0.01 [0.01, 0.02]
11.0% 0.00 [-0.02, 0.02]
100.0% -0.00 [-0.01, 0.01]

eGFR, NAFLD and obesity subgroups.

Figure 123: Non-fatal stroke at end of follow-up

1 1
05 0 0.5
Favours liraglutide Favours placebo

Liraglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Marso 2016A 159 4668 177 4672 98.49% 0.90[0.73,1.11]
Pratley 2018 0 284 1 142 1.1% 047 [0.01,4.08) 4
Total (95% CI) 4952 4814 100.0%  0.89 [0.72,1.10] <
Total ewents 148 178
Heterogeneity: Chif=1.06, df=1 (P =030}, F= 6% 1 0z 0's 1 L 10

Testfor overall effect Z=1.08 (P = 0.28)
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Figure 124: Non-fatal myocardial infarction at end of follow-up

Liraglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
tarso 20164 281 4668 3T O4ET2 99.8% 0.85[0.76, 1.04]
Pratley 2018 1 284 o 142 0.2% 1.51[0.06 36732
Total (95% CI) 4952 4814 100.0%  0.89 [0.76, 1.04] L |
Total ewents 282 nr
?eti;ogenmtyl:l C;I T,Dzia i;:;EPDjEI‘.?E);I =0% T o 1 o0
estior overall effect 2=1.45 (F = 0.14) Favours liraglutide Favours placebo
Figure 125: Unstable angina at end of follow-up
Liraglutide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
tarso 20164 122 4668 124 4672 96.1% -0.00[-0.01,0.01]
Pratley 2019 0 284 o 142 39%  0.00[0.01,0.01]
Total (95% CI) 4952 4814 100.0% -0.00 [-0.01, 0.01]
Total ewents 122 124
Heterogeneity, Chif= 0.01, df= 1 (P = 0.94%; F= 0% F f T f /
Testf Il effect: Z=10.12 (P = 0.90 -1 05 0 03 !
estior overall effect 2= 0.12 (P = 0.30) Favours liraglutide Favours placebo
Figure 126: Acute kidney injury at end of follow-up
Liraglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Blonde 2020 o z202 1 100 2.0% 047 [0.01,403 * '
Marso 2016A 111 4668 49 4672 97 4% 1.12[0.86,1.47] -
Pratley 2018 1 284 o 142 0.7% 1.51[0.06, 36.73]
Total (95% CI) 5154 4914 100.0%  1.11 [0.85, 1.44] >
Total ewents 112 100
?et?;ugenenyl:l C;I T;iﬂu $1=PEEPD=42.5IJ); F=0% 'D.IZI1 051 1'0 1DIZI'
estfor overall effect 7= 0.74 (F = 0.46) Favours liraglutide Favours placebo
Figure 127: Persistent signs of kidney disease at end of follow-up
Liraglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Marso 2016A 268 4668 337 4BT2 99.8% 0.80 [0.68, 0.93]
Miras 2019 1 a3 a 27 0.2% 1.56([0.07, 36.96]
Total (95% CI) 4721 4699 100.0%  0.80 [0.68, 0.93] 4
Total ewents 265 33T
Heterogeneity: Chi*= 017, df=1 (P=068), F=0% 'D.IZI1 051 1'0 1DIZI'

Test for overall effect £= 286 (P = 0.004)
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Figure 128: Development of end stage kidney disease at end of follow-up

Favours liraglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Davies 2015 1 B32 o 22 1.2% 1.01[0.04, 24.69] '
Marso 201 6A 56 4668 B4 4672 98.8% 0.88 [0.61,1.25]
Total (95% CI) 5300 4884 100.0% 0.88 [0.62, 1.25]
Total events a7 64
Heterogeneity, Chif=0.01, di=1 (P=0.93); F= 0% =E|.D1 0?1 ] 110 1DD=
Testfor overall effect Z=0.72 (P = 0.47) Favours liraglutide  Favours placebo
Figure 129: Death from renal cause at end of follow-up
Liraglutide Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
tarso 2016A 8 4668 5 4672 96.4% 168054 472 —
Mauck 20098 1 724 o 121 3.6%  3.21[0.01, 864.96] *
Total {95% CI) 5392 4793 100.0% 1.63 [0.56, 4.74] -
Total events ] L
Heterogeneity: Chi®= 0.0, di=1 (P= 0.81); F= 0% IIZI 0 DI1 150 1UIZI=
Testfar owerall effect Z= 0.80 {F = 0.37) Favours liraglutide Favours placebo
Figure 130: Hypoglycaemia episodes at end of follow-up
Liraglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Ahmann 2015 41 225 28 225 T.7% 1.46[0.94, 2.28] —
Elonde 2020 B 202 7100 1.8% 0420015, 1.23] T
Davies 2015 92 632 14 212 57% 2.20[1.28, 3.79] —_—
Garvey 2020 140 184 140 197 21.4% 1.01 [0.89,1.14] -
Guo 2020 1 il 1 a0 0.3% 0.97 [0.06, 14.78]
tarso 20164 2039 4668 2130 4872 24.8% 0.96 [0.52,1.00] L
Miras 2018 4 53 2 27 0.8% 1.02[0.20,5.27] —
Mauck 2009 32 724 3121 1.6% 1.78[0.55,573] ]
Pratley 20149 7184 3 142 1.2% 117 [0.21, 4.44] I —
Russell-Jones 2009 63 230 19 114 T.3% 1.64 [1.04, 2.61] I
Seino 2016 42 137 36 130 9.7% 1.19[0.82,1.73] T
Wanderheiden 20164 30 34 24 36 14.4% 1.23 [0.56, 1.5049] il
Zinman 2009 30 356 9 17F7 3.6% 1.66 [0.80, 3.41] T
Total (95% CI) 7762 6183 100.0% 1.18[1.02, 1.36] »
Total events 2527 2417
Heterogeneity: Tau®= 0.02; Chi*= 27.57, df=12 (P = 0.00B); F= 56% =n.n1 0?1 1=D 1uu=

Testfor averall effect £=217 (P =0.03)

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

eGFR, NAFLD and obesity subgroups.
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Figure 131: At night hypoglycaemic episodes at end of follow up

Liraglutide Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Russell-Jones 2009 0 230 0 114 568% 0.00 [-0.01, 0.01]
Seino 2016 6 127 11 130 43.2% -0.04 [-0.10, 0.02]
Total (95% CI) 357 244 100.0% -0.02 [-0.10, 0.06]
Total events G 11

Heterogeneity, Tau®= 0.00; Ch*= 6.65, df= 1 (F = 0.010); F= 85% b 1

S i 4 -0.5 0 05 1
Testforoverall effect 2= 040 (F = 0.69) Favours liraglutide Fawours placebo

Figure 132: Severe hypoglycaemic episodes at end of follow up

Liraglutide Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Elonde 2020 o 202 o 100 21% 0.00[-0.02 002] 1
Davies 2015 5  B32 o 2 4.9% 001 [-0.00, 002]
Garvey 2020 3 1495 2 147 3.0% 001 [-0.02 003] T
Guo 2020 il il il 30 0.58%  0.00[-0.06, 0.06] -
Kaku 2010 o 174 il a8 1.8% 0.00[-0.02 0.02] b
Lind 2014 il G4 il G0 1.0%  0.00[-0.03 0.03] T
Marre 2009 1 695 o 114 3.0%  0.00[-0.01,001]
Marso 20164 114 4663 153 4672 72.0% -0.01 [-0.02,-0.00] [ |
Mauck 200498 1 724 1 12 3.2%  -0.01 [-0.02, 0.01] i
Russell-Jones 2009 a 230 o114 2.4%  0.02[-0.00 0.04] ™
Seino 2016 o127 o 130 2.0% 000002 002] 7
Yanderheiden 20164 il 35 1 36 0.58% -0.03[-0.10, 0.09] -
Zinman 2009 0 356 oorr 3.6%  0.00[-0.01, 0.01]
Total (95% CI) 8133 6051 100.0% -0.01 [-0.01, -0.00] |
Total events 1249 1ar
Heterogeneity, Chi®=18.31,df=12 (P=011), F= 34% f 1

“1 0.5 0 0.5 1

Testfor overall effect 2= 2.03 (F = 0.04) Favours liraglutide Favours placebo

Figure 133: HbA1c change (% lower values are better, change scores and final values)
at end of follow up
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Liraglutide Placebo Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Ahrnann 2015 1.2 0.1 225 226 A5%  -1.20[1.40,-1.00] -
Blonde 2020 -0.68 01 202 100 55% -0.68[0.88 -0.48] -
Davies 2014 -0.93 0.0531 615 411 5.8% -0.93[1.04,-0.82] -
Garvey 2020 -0.5 013 198 198  52% -050[0.75,-0.25] -
Guo 2020 -0.6 02259 il 30 40% -0.B0[1.04,-0.18] -
Kaku 2010 -0.96 0.49 86 44 1.8%  -0.96[1.92, 000 —
Kaku 2010 -1.33 015 ar 44 A0% -1.33[1.62,-1.04] -
Lind 2015 -1.12 01632 63 59 48% -1.12[1.44,-0.80 -
Marre 2004 -1.14 0.0822 £95 234 AT%  -1.14[1.30,-0.88] -
Marso 2016A -0.4 003 3810 3640 6.0%  -0.40 [0.46,-0.34] .
Miras 2019 -1.05 0.27 53 27 38%  -1.05[1.58,-0.52] -
Mahra 2021 -0.72 01423 110 112 51% -0.72[1.00,-0.44] -
Mauck 20098 -0.8 01143 724 121 54% -0.80[1.02,-0.58] -
Pratley 2019 -0.9 01486 272 134 51% -080[1.18,-0.62] -
Russell-Jones 2009 -1.09 01416 230 114 51%  -1.08[1.37,-0.81] -
Seino 2016 -0.81 0.09 127 128 56% -0.81[0.88, -0.63] -
Wanderheiden 2016A -0.9 0.2962 3z 34 33% -0.90[1.48,-0.337] -
van Eyk 2019 -0.4 0.26 22 25 37%  -0.40[-0.91,0.11] 1
Wagher 2019 -1 02942 12 12 33% -1.00[1.58-0.42] -
Zinman 2009 -1 014 178 29 51% -1.00[1.27,-0.73] -
Zinman 2009 -0.9 0.8 178 88  A7¥% -0.90[1.06,-0.74] -
Total {95% Cl) 7950 5870 100.0% -0.88[-1.03,-0.72] L]
Heterogeneity: Tau®= 0.10; Chi®= 223.57, df = 20 (P < 0.00001); F=91% t

10 -5 ) g

Test for overall effect: Z=11.06 (P = 0.00001) Favours liraglutide Favours placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD and obesity subgroups.

Figure 134: Weight change (kg, lower values are better, change scores and final

values)
Liraglutide Placebo Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ahmann 2015 -3 0.38 225 225 56%  -310[3.84,-2.36) i
Bizino 2019 -4.4 09318 23 26 46% -4.40[6.23,-2.47]
Blonde 2020 -0.82 0.46 202 100  55%  -0.82[1.72,008] —
Davies 2015 -3.37 04755 G158 211 58%  -3.37 [4.30,-2.44] -
Gatvey 2020 -4.3 0.59 193 198 53% -430[5.46,-3.14] —
Guo 2020 -4.5 08791 3 30 47% -450[6.22,-278] —
Kaku 2010 1.18 0.28 a3 44 AT7% 1.18[0.63,1.73] -
Kaku 2010 0.7a 0.28 33 44 AT% 0.75[0.20,1.30] —
Lind 2015 -3.82 0529 63 59  A4% -3.82[4.86-278] —
Marre 2009 0.37 04648 695 114 55% 0.37 [0.54,1.28] T
Marso 2016A -2.3 013 3835 3680  58% -2.30[2.55-2.08] -
Miras 2019 -3.94 1.22 53 27 38%  -3.94 [6.33,-1.59] -
Matkra 2021 -2.65 0.7554 110 112 49% -2E5[4.13,-1.17] [
Pratliey 2019 <26 03603 271 134 56% -2EB0[3.31,-1.89] -
Russell-Jones 2009 -1.38 05104 230 114 54% -138[2.38,-0.38] i
Seino 2016 -0.35 0.28 127 130 57%  -0.35[0.90,0.20] -1
Wanderheiden 2016A -2.4 09544 3z 34 45%  -2.40[4.27,-0.53] I—
van Eyk 2019 -3.5 0.89 22 25 47% -3.450[5.24,-1.76] —_—
Wagner 2019 -7.8 72056 12 12 0.3% -7.80[21.62, 662 ¢
Zinman 2009 0.8 0.3682 356 177 56% 0.90[0.18,1.62] —
Total {95% Cl) 7276 5496 100.0% -2.02[-2.85, -1.20] <
Heterogeneity: Tau®= 3.03; Chi®= 380.37, df= 18 (P < 0.00001); F= 95% t

10 -5 ) g

Test for overall effect: Z=4.73 (P = 0.00001) Favours liraglutide Favours placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD and obesity subgroups.
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 135: BMI change (kg/m?, lower values are better, change scores and final
values) at end of follow-up

Liraglutide Placebo

Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Ahrnann 2015 1.2 0.1 225 226 A5%  -1.20[1.40,-1.00] -
Blonde 2020 -0.68 01 202 100 55% -0.68[0.88 -0.48] -
Davies 2014 -0.93 0.0531 615 411 5.8% -0.93[1.04,-0.82] -
Garvey 2020 -0.5 013 198 198  52% -050[0.75,-0.25] -
Guo 2020 -0.6 02259 3 30 40% -0.60[1.04,-0.18] -
Kaku 2010 -0.96 0.49 86 44 1.8%  -0.96[1.92, 000 —
Kaku 2010 -1.33 015 ar 44 A0% -1.33[1.62,-1.04] -
Lind 2015 -1.12 01632 63 59 48% -1.12[1.44,-0.80 -
Marre 2008 -1.14 0.0822 595 234 AT%  -1.14[1.30,-0.88] -
Marso 2016A -0.4 003 3810 3640 6.0%  -0.40 [0.46,-0.34] .
Miras 2018 -1.05 027 53 27 35% -1.05[1.58,-0.52] -
Mahra 2021 -0.72 01423 110 112 51% -0.72[1.00,-0.44] -
Mauck 20098 -0.8 01143 724 121 54% -0.80[1.02,-0.58] -
Pratley 2019 -0.9 01486 272 134 51% -080[1.18,-0.62] -
Russell-Jones 2009 -1.09 01416 230 114 51%  -1.08 [1.37,-0.81] -
Seino 2016 -0.81 0.09 127 128 56% -0.81[0.88, -0.63] -
Wanderheiden 2016A -0.9 0.2962 3z 34 33% -0.90[1.48,-0.337] -
van Eyk 2019 -0.4 0.26 22 25 37%  -0.40[-0.91,0.11] 1
Wagher 2019 -1 02942 12 12 33% -1.00[1.58-0.42] -
Zinman 2009 -1 014 178 29 51% -1.00[1.27,-0.73] -
Zinman 2009 -0.9 0.8 178 88  A7¥% -0.90[1.06,-0.74] -
Total {95% Cl) 7950 5870 100.0% -0.88[-1.03,-0.72] ]
Heterogeneity: Tau®= 0.10; Chi®= 223.57, df= 20 (P < 0.00001); F=91% 5_1 0 ! b é 1EI=

Test for overall effect: Z=11.06 (P = 0.00001)

Favours liraglutide

Favours placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD and obesity subgroups.

Adding liraglutide compared to adding insulin

Figure 136: Health-related quality of life - subscale mental component (SF-36, 0-100.
higher values are better, change scores) at end of follow-up

Liraglutide Insulin Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Abreu 2019 003 042 59 004 039 61 944% 0.05[0.10,0.20]
Group 2022 0.55 7.328 1218 0.7 7.6495 1209  56% -0.15[0.75 0.45]
Total {95% CI) 1277 1270 100.0% 0.04 [0.10, 0.18]
Heterogeneity; Chi*= 0.41, df= 1 (F = 0.52); F= 0% b + P 4 e

Testfor overall effect: Z=0.54 (F = 0.599)

Favours insulin - Favours liraglutide

Figure 137: Health-related quality of life -subscale physical component (SF-36, 0, 100,
higher values are better, change scores) at end of follow-up

Liraglutide Insulin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Abrey 2019 oot 147 a9 -01 147 61 528% 011 031, 053]
Group 2022 152 688 1218 063 649541 1209 47 3% 0.89[0.34 1.44]
Total (95% Cl) 1277 1270 100.0% 0.48 [-0.29,1.24]

Heterogeneity: Tauf= 0.24; Chi#= 4.84, df= 1 (P = 0.03); F= 79%

Test for overall effect 2=1.23 (F=022)
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 138: All-cause mortality at end of follow-up

Liraglutide Insulin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gough 2014 o 414 0 $13 348% 0.00[-0.00, 0.00]
Group 2022 27 1262 42 1263 24.0% -0.01 [-0.02, 0.00]
Guo 2020 I kil 0 30 26% 0.00 [-0.06, 0.06]
FPasguel 2021 2 136 1 137 11.9% 0.01[-0.02,0.03]
YWang 20228 o 180 0 179 266% 0.00[-0.01, 0.01]
Total (95% CI) 2023 2022 100.0% -0.00 [-0.01, 0.01]
Total events 29 43
Heterogeneity; Tau® = 0.00; Chi*= 11.67, df= 4 (P = 0.02); F= 6% 5_1 -DIS 3 DIS 15
Testfor overall effect 2= 0.37 (P =0.71) Favours liraglutide Favours insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD, and obesity subgroups.

Figure 139: Cardiovascular mortality at end of follow-up

Liraglutide Insulin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gough 2014 o 414 0 413 397% 0.00[-0.00, 0.00]
Group 2022 9 1251 21 1257 3 6% -0.01 [-0.02,-0.00]
Guo 2020 I kil 0 30 1.9% 0.00 [-0.06, 0.06]
Wiang 20228 o 180 0 179 267% 0.00 [-0.01, 0.01]
Total (95% CI) 1876 1879 100.0% -0.00 [-0.01, 0.01]
Total events 9 Al
Heterogeneity; Tau® = 0.00; Chi*= 8.83, df= 3 (P = 0.03; F= 66% 5_1 —DIS 3 DIS 15
Testfor overall effect 2= 087 (P = 0.50) Favours liraglutide  Favours insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD, and obesity subgroups.

Figure 140: 3-point MACE at end of follow-up

Liraglutide Insulin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gough 2014 1 414 1 413 1.8% 1.00[0.06, 15.490] '
Group 2022 48 1251 5 1257 98.5% 074 [0.52,1.07]
Total (95% CI) 1665 1670 100.0%  0.75[0.52, 1.07]
Total events 49 BE
1I—_hahta;Dgenemtl:l C;I Tg?i 2f9=F1'£F'D=1?.84);I =0% T 0 ] n 100
estior overall effect Z=1.58 (F =0.11) Favours liraglutide Favours insulin

Figure 141: Unstable angina at end of follow-up

Liraglutide Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Group 2022 T 1262 9 1263 941% 0.78 [0.29, 2.08]
Wang 2022B 0o 180 1 178 5.9% 0.13[0.00,6.78]
Total (95% CI) 1442 1442 100.0% 0.70 [0.27,1.82] e 2
Total events T 10
?et?;ngenewl:l C#I TEEED ;1f3=F1.£PD=42.39);I =0% 'n.nm D!1 1'D 1DDD'
estioroverall effect 2= 0.73 (P = 0.47) Favours liraglutide Favours insulin
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Figure 142: Non-fatal stroke at end of follow-up

Liraglutide Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
D'Mlessio 20145 o 481 1 484 201% 0.14 [0.00, 6.86]
Wang 20228 4 180 0 179 79.8%  7.47[1.04,53.49] ——
Total (95% CI) 661 663 100.0%  3.34 [0.57, 19.37] ~sealiii-—
Total events 4 1
?et?;ngenewl:l C#I T;Ea [31;=F1'£PD=12.D?);I = (9% 'n.nm D!1 1'D 1DDD'
estioroverall effect: 2= 1.34 (P = 0.18) Favours liraglutide Fawvours insulin

Figure 143: Hypoglycaemia episodes at end of follow-up

Liraglutide Insulin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Ahreu 2019 19 a4 ar a6 14.7% 0.53[0.35, 0.80] —_
[rAlessio 2015 a5 431 219 484 166% 0.39[0.31,0.48] -
Gough 2014 28 M2 159 412 151% 018[0.12,0.26] -
Group 2022 M2 1233 474 1245 17.3% 0,66 [0.59, 0.75] -
Guo 2020 1 k]| 3 an 2 6% 0.32[0.04, 293]
Pasquel 2021 18 136 a1 137 132% 0.58[0.34, 0.59] -]
Russell-Jones 2009 63 230 67 232 160% 0.851[0.71,1.27] =
YWang 2022B 1 180 g 179 3.0% 0.121[0.02, 0.58]
Yan 2019 i} 24 2 24 1.6% 0.20[0.01, 3.96]
Total (95% CI) 2781 2799 100.0% 0.46 [0.31, 0.68] -
Total events a7 1000
Heterogeneity: Tau®= 0.23; Chi*=71.859, df=8 (P = 0.00001}); F= 89% :D o 051 1=D 1DD:
Testfor overall effect: 2= 3.91 (F = 0.0001) " Favours liraglutide  Favours insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD, and obesity subgroups.

Figure 144: At night hypoglycaemic episodes

Liraglutide Insulin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
D'Alessio 2015 15  4# 90 484 331% -015F0.149,-014] =
Russell-Jones 2009 o 230 o 232 335% 0.00 Fo.01, 0.01]
Wang 20228 o 180 3178 334% -0.02 [F0.04, 0.00]
Total (95% CI) 8 895 100.0% -0.06 [-0.23,0.12]
Total events 14 93
Heterageneity Tau®= 0.02; Chi®= 46111, df=2 (P = 0.00001), F=100% 1_1 —D: 5 0 U=5 1!
Testfor overall effect: 7= 0.63 (F = 0.53) Favours liraglutide Favours insulin
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 145: Severe hypoglycaemic episodes at end of follow up

Liraglutide Insulin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Abreu 2019 1 54 2 a6 21% -0.02[-0.08 0.04] -
D'Alessio 2015 2 4B 0 484 185% 000[0.00, 0.01]
Gough 2014 o 414 2 M3 158% -000F0.01, 0.00] "
Group 2022 12 1262 16 1263 483% -0.00[0.01, 0.01] | |
Guo 2020 0 kil 0 30 1.2% 0.00[-0.06, 0.08] -
Pasguel 2021 2 136 3137 A8.2% -0.01[-0.04, 0032 -
Russell-Jones 2009 5 230 o 232 88% 0.02 [0.00, 0.04] ™
Total (95% CI) 2608 2615 100.0% -0.00 [-0.01, 0.00]
Total ewents 24 23
Heterogeneity: Chi*= 812, df=6 (P=0.23); F= 26% 1_1 —D= P 5 IZI=5 1=

Test for overall effect: Z=0.13 (P = 0.90)

Favours liraglutide Favours insulin

Figure 146: HbA1c change (%, lower values are better, change scores and final
values) at end of follow-up

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

eGFR, NAFLD, and obesity subgrou

Liraglutide Insulin

Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ahreu 2019 0.7 0.45492 A4 61 3.8% 0.70[-0.20, 1.60] T
D'Alessio 2014 015 0.0708 481 484 21.3% 0.151[0.01,0.29] "

Gough 2014 01 0073 415 414 21.2% 0.10[-0.04, 0.24] "

Group 2022 0 1.4384 337 426 0.5% 0.00[-2.82 2.87] /]

Guo 2020 -0.2 0269 )| 30 8.5% -0.20 [-0.73, 0.33] -
Ikonaomidis 2020 -0.4 02247 40 40 10.6% -0.40 [-0.84, 0.04] Il

Fasquel 2021 -0.55 02277 a0 93 104% -0.45[-1.00,-0.10] -
Fussell-Jones 2009 -0.24 0127 230 232 171% -0.24 [-0.49, 0.01] '

an 2019 -0.3 0.322F 24 24 6.6% -0.30 [-0.93, 0.33] -

Total {95% CI) 1697 1804 100.0%  -0.10[-0.29, 0.09] q
Heterogeneity: Tau®= 0.04; Chi*= 22 36, df= 8 (P = 0.004); F= 64% 5_1 0 % D % 1D=

Testfor averall effect: Z=1.00 (P =033

ps.

Figure 147: Weight change (kg, lower values are better, change scores) at end of

Favours liraglutide Favours insulin

follow-up
Liraglutide Insulin Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ahreu 2019 -25 1.0428 a4 61 8.1% -2450[-4.54 -0.46] e
D'Alessio 2014 -6 0245 481 484 261% -5.00[5.48 -4.57] -
Gough 2014 -46 02612 414 414 256% -4.60[5.11,-4.09] -
Guo 2020 -4.2 10141 )| 30 8.4% -420[-6.19 -2.21] —_—
Ikonaomidis 2020 =22 23717 40 40 2.0% -2.20 [-6.84, 2.45] —
Fasquel 2021 -6.37 1.48454 T3 91 46% -537[-8.28 -2.46]
Fussell-Jones 2009 -3.4 04666 230 232 19.5%  -3.40[4.31, -2.49] =
an 2019 24 13174 24 24 a.7% -2.40[-4.98 0.18]
Total (95% CI) 1352 1376 100.0% -4.13 [-4.81, -3.45] &
Heterogeneity: Tau®= 0.40; Chif=17.41, df= 7 (P = 0.01); P = 60% 5_1 0 55 D % 0

Test for overall effect: Z=11.88 (P = 0.00001)

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

eGFR, NAFLD, and obesity subgroups.
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Figure 148: BMI change (kg/m?, lower values are better, change scores and final
values) at end of follow-up

Liraglutide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Guo 2020 -1.5 0.4856 kil 30 31.8% -1.50[-2.47,-0.53] ——
Ikohomidis 2020 -2 06708 40 40 17.4% -2.00[-3.31,-0.69] ———
Yan 2019 -0.7 03921 24 24 60.8% -0.70[-1.47 0.07] i
Total (95% CI) 95 94 100.0% -1.18[-1.73,-0.63] L 2
Heterogeneity: Chit= 3.41, df= 2 (P= 0185 F= 41% =—1D 15 p % 10:
Testfor overall effect: £=4.22 (P = 0.0001) Favours liraglutide Favours insulin

K.1.3.11 Adding liraglutide compared to adding dulaglutide

There are no forest plots for this comparison (all outcomes include a single study).

K.1.3.12 Adding liraglutide compared to adding saxagliptin

There are no forest plots for this comparison (all outcomes include a single study).
K.1.3.13 Adding liraglutide compared to adding sitagliptin

Figure 149: All-cause mortality at end of follow up

Liraglutide Sitagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Charbaonnel 2013 o 324 1 326 157% -0.00[0.01,001]
Group 2022 27 1262 41 1267 61.2% -0.01 [-0.02,0.00]
Fratley 2010 1 439 219 141%  -0.01 [-0.02,0.01]
Zang 2016 o 183 o 184 849%  0.00[0.01,001]
Total (95% CI) 2208 1996 100.0% -0.01 [-0.02, -0.00] |
Total events 28 44
Heterogeneity: Chi®= 389, di= 3P =027 F=23% I } 1 f i
Testf Il effect Z=1.97 (P =0.05 1 -05 v 08 !
estfor overall effect 2= 1.97 (F = 0.05) Favours Liraglutide Favours Sitagliptin

Figure 150: Cardiovascular mortality at end of follow up

Liraglutide Sitagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl N-H, Random, 95% CI
Group 2022 9 1251 21 1264 4B69% -0.01 [F0.02,-0.00]
Pratley 2010 0 439 M9 199% -0.01 [-0.02, 0.01]
Zang 2016 o 183 0 184 332% 0.00 [-0.01, 0.01]
Total (95% CI) 1873 1667 100.0% -0.01 [-0.01, 0.00]
Total events 9 23
Heterogeneity: Tau®=0.00; Chi*= 246, di=2 (P =029, F=19% 5_1 -EIIS b DIS
Testfor overall effect Z=1.749 (P = 0.07) Favours Liraglutide Favours Sitagliptin
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 151: Hypoglycaemia episodes at end of follow up

Liraglutide Sitagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Charbonnel 2013 13 324 39 326 22.2% 034018, 0.62] —
Group 2022 M2 1233 328 12583 N.8% 097 [0.85,1.10]
Pratley 2010 23 434 m 219 19.6% 1.15 [0.56, 2.37] -
Webh 2020 2 38 4 38 7.4% 050 [010, 2.87] — 1
Yan 20149 0 24 1 27 2.4% 0.37[0.02,8.79]
Yokoyama 2014 9 a0 |} 19 14.1% 1.7T6 [0.64, 4.89] T
Zang 2016 2 183 0 184 2.6% 503 [0.24,104.00]
Total (95% CI) 2201 2006 100.0% 0.84 [0.50, 1.39] ‘
Taotal events 361 aar
Heterogeneity: Tau®= 0.21; Chi®= 15.08, df= 6 (F = 0.02%; F= 60% I t t {
o ~ 0.001 01 10 1000
Testfor overall effect. 2= 0.69 (F = 0.49) Favours Liraglutide Fawours Sitagliptin
Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD, and obesity subgroups.
Figure 152: Severe hypoglycaemic episodes at end of follow up
Liraglutide Sitagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Charhonnel 2013 1 324 T 326 191% 0.00 F0.07, 0.01]
Group 2022 12 1262 9 12683 A8B7% 0.00 [-0.00, 0.01]
Pratley 2010 1 439 0 219 136% 0.00 007, 0.01]
Wehh 2020 0 38 0 g 1.8% 0.00 [-0.05, 0.05] T
Yokoyarma 2014 0 a0 0 49 23% 0.00 [-0.04, 0.04] T
Zang 2016 o 183 o 184 8.5% 0.00[F0.01,0.01]
Total (95% CI) 2296 2084 100.0%  0.00 [-0.00, 0.01]
Taotal events 14 10
Heterogeneity: Chi®= 032, df= 5 (P =1.00% F= 0% 1_1 -E|=5 3 E|=5 1=
Testfor overall effect. Z=0.71 (F = 0.48) Favours Liraglutide Favours Sitagliptin
Figure 153: HbA1c change (%, lower values are better, mean difference) at end of
follow up
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Random, 95% Cl IV, Random, 95% Cl
Charhonnel 2013 -01 00718 201% -0.10[F0.24, 0.04] L
Group 2022 -01 1.3674 0.7 % -010F2.78, 2.58] —
Fratley 2010 -0.52 0.0869 19.4% -0.52[0.69, -0.39] =
Wiang 2020C 038 0407 4.4% 0.38 [F0.61,1.37] -
Wiehh 2020 -0.42 0.2092 12.9% -0.42[0.83 -0.01] -
Yan 2019 0 02661 10.2% 0.00[0.52, 0.7 -
Yokoyama 2014 -0.35 0.2002 13.4% -0.35 0.7 4, 0.04] -
Zang 2016 -0.67 01 18.8% -0.67 [-0.87,-0.47] -
Total (95% CI) 100.0% -0.33 [-0.56, -0.10] [}
Heterogeneity: Tau®= 0.06; Chi*= 3014, df= 7 (P = 0.0001); F=77% %D _|5 b é 150

Test for overall effect Z= 2.80 (P =0.005)

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

eGFR, NAFLD, and obesity subgroups.
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 154: Weight change (kg, lower values are better, mean difference) at end of

follow up

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% Cl
Charbonnel 2013 -2.4 030588 255%  -2.40[-3.00,-1.80]
Fratley 2010 -2.07 037958 21.9% -2.07[F2.81,-1.33]
Wirehb 2020 -3.88 0.9066 T6% -3.88[5.66,-2.10
Yan 2019 -1.91 1.1454 51%  -1.91 [4.15,0.33]
Yokoyvama 2014 -0.89 05253 16.0%  -0.89[-1.82 0.14]
Zang 2016 -2 0.34  23.8% -2A0[F2.77,-1.43]
Total (95% Cl) 100.0% -2.10 [-2.65, -1.55]

Heterageneity: Tau®= 0.21; Chi=1014, df= 9 (P =007 F=4591%
Testfor overall effect £=7.49 (P = 0.00001)

100

-&00 0 50
Favours Liraglutide Favours Sitagliptin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, mixed population, NAFLD, obesity and not stated/ unclear subgroup.

Figure 155: BMI change (kg/m?, lower values are better, mean difference) at end of

follow up

Mean Difference

Mean Difference

100

Study or Subgroup  Mean Difference SE Weight IV, Random, 95% Cl IV, Random, 95% CI
Wyebh 2020 -1.32 036 151% -1.32[2.03, -0.61]

Yan 20149 -0.A 03 15.0%  -0.50[-1.08, 0.09]

Yokoyama 2014 -0.34 020686 27.7%  -0.34 [0.74, 0.06]

Zang 2016 -0.77 012 381% -0.77 [1.01,-0.53]

Total (95% CI) 100.0% -0.68 [-1.01, -0.35] |

Heterogeneity: Tau®= 0.06; Chi*=6.78, df= 3 (P = 0.08);, = 56%
Test for overall effect: £=4.02 (P = 0.0001)

-100

-50 0 50
Favours Liraglutide Favours Sitagliptin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR, NAFLD, and obesity subgroups.

Adding liraglutide compared to adding vildagliptin

There are no forest plots for this comparison (all outcomes include a single study).

Adding lixisenatide compared to adding placebo

Figure 156: All-cause mortality at end of follow up

Placebo

Total

Risk Difference
Weight M-H, Fixed, 95% CI

Risk Difference
M-H, Fixed, 95% CI

i)

Lixisenatide

Study or Subgroup  Events Total Events
Ahren 2013 il 510 0
Ealli 2014 3 322 2
Meneilly 2017 il 176 1
Pan 2014 il 186 0
Pinget 2013 il 323 2
Riddle 2013A 1 328 0
Riddle 201 3B 0 223 2
Roszenstock 20144 1 a74 1]
Seino 2012 il 154 1
Yang 20188 il 224 0
Total (95% CI) 3030

Total events ] g

170
160
174
194
161
167
223
285
147
223

1914

Heterogeneity, ChiF= 6.82, df= 8 (P = 0.76); F= 0%

Testfor averall effect: Z=1.26 (P =0.21)

11.3%  0.00[0.01,0.01]
9.5% -0.00[-0.02,0.02]
7.8% -0.01 [F0.02,0.01]
8.6%  0.00[-0.01,0.01]
9.5% -0.01[-0.03,0.01]
9.6%  0.00F0.01,0.01]
9.9% -0.01[0.02,0.01]

16.8%  0.00[0.00,0.01]
6.9% -0.01[-0.02, 0.01]
9.9%  0.00[0.01,0.01]

100.0% -0.00 [-0.01, 0.00]
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 157: Cardiovascular mortality at end of follow up

Lixisenatide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Ahren 2013 0 510 0 170 125% 0.00[-0.01,0.01]
Meneilly 2017 il 176 o 174 8.6% 000[-0.01,0.01]
Pan 2014 il 195 o 194 9.45%  0.00[-0.01,0.01]
Pinget 2013 0 323 1 161 10.5% -0.01 [-0.02, 0.01] 1
Riddle 2013A 1 328 0 167 10.8% 0.00[-0.01,0.01]
Riddle 2013B ] 223 1 223 108% -0.00[-0.02 0.01]
Raosenstock 20144 1 674 0 285 18.6% 0.00[-0.00, 0.01]
Seino 2012 0 154 o 1587 6%  0.00[-0.01,001]
Yang 20188 il 224 0 223 108% 0.00[0.01,0.01]
Total (95% CI) 2708 1754 100.0% -0.00 [-0.00, 0.00]
Total events 2 2
Heterogeneity, Chi#=1.85, df= 8 (P = 0.99); F= 0% I {

Testfor overall effect £2=027 (P=0.78)

Figure 158: Non-fatal stroke at end of follow up

-1

0.5 D 0.5
Favours Lixisenatide Favours Placebo

Lixisenatide Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Pan 2014 1 196 0 194 33.4% 7.31[015, 368.62] =
Seino 2012 2 154 0 1587 GB.E% T7.58[0.47 121.81] ———
Total (95% CI) 350 351 100.0% T7.49[0.78,72.21] e ——
Total events 3 0
Heterogeneity, Chi®= 0.00, df=1 (P =0.59); F= 0% I f t 1
Test fn?uverzl effect £= 1I.?4 (P i 0.08) 4 0.001 ] -0'1 . 1o 1000
Favours Lixisenatide Favours Placebo
Figure 159: Hypoglycaemia episodes at end of follow up
Lixisenatide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 85% Cl
Ahren 2013 19 510 1 170 0.7% B.33[0.85, 46.96]
Bolli 2014 18 322 12 160 T.3% 0.75[0.37,1.81] T
Meneilly 2017 3 176 18 174 8.3% 1.70[0.98, 2.93] E—
Pan 2014 1 195 5 194 2.3% 2181[0.77, 6.158] ]
Pinget 2013 1 323 2 181 1.2% 274 [061,12.27] —
Riddle 2013A a7 328 35 167 21.2% 1.27[0.90,1.79] ™
Riddle 2013B 45 223 26 223 11.9% 1731111, 2.70] -
Raosenstock 20144 a8 674 35 285 21.3% 1.25[0.87,1.800 ™
Seino 2012 GG 154 37 157 1BT% 1.82[1.30, 2.54] ——
Yang 20188 20 224 200 223 9.1% 1.00[0.55,1.80] -t
Total (95% CI) 3030 1914 100.0%  1.46 [1.24,1.71] 4
Total events 386 1591
Heterogeneity, Chi==12.28, df=8(P=0.20), F=27% 'D.D1 Elf1 1'E| 1DD'

Testfor overall effect. £= 4,65 (P = 0.00001)
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Figure 160: Severe hypoglycaemic episodes at end of follow up

Lixisenatide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Ahren 2013 0 510 0 170 11.3% 0.00[-0.01,0.01]
Bolli 2014 il 322 0 160 9.45%  0.00[-0.01,0.01]
Meneilly 2017 1 176 o 174 T.A% 001 [-0.01,007 r
Pan 2014 0 186 0 194 8.6% 0.00[-0.01,0.01]
Pinget 2013 il 323 0 161 94%  0.00[-0.01,0.01]
Riddle 2013A 4 328 0 167 9.8%  0.01[-000, 003 r
Riddle 201 3B 1 223 o 223 9.9%  0.00[-0.01,0.02
Rosenstock 20144 1 674 0 285 16.89% 0.00[-0.00, 0.01]
Seino 2012 il 154 o 157 6.9%  0.00[-0.01,0.01]
Yang 20188 il 224 o 223 9.49%  0.00[-0.01,0.01]
Total (95% CI) 3030 1914 100.0% 0.00 [-0.00, 0.01]
Total events T 1]
Heterogeneity, Chif= 3.37, df= 9 (P = 0.95); F= 0% I i

Testfor overall effect: 2=1.39 (F = 0.16)

Figure 161: HbA1c change (%, lower values are better, mean difference) at end of

follow up

Lixisenatide Placebo

-1

.05 0 05

Favours Lixisenatide Favours Placebo

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ahren 2013 -0.43 0.0879 433 164 11.1%  -0.43 [0.60,-0.26] -

Bolli 2014 -0.3 01144 322 160 9.5% -0.30[0.52,-0.08] =

Meneilly 2017 -0.64 0.08 178 173 11.6% -0.64 [0.80,-0.48] -

Fan 2014 -0.36 01 195 193 10.4% -0.36 [0.56,-0.16] -

Finget 2013 -0.56 0.0867 308 148 11.2% -0.56 [0.73,-0.29] -

Riddle 2013A -0.3 01414 327 166 8.0% -0.30[0.58,-0.02] =

Riddle 2013B -0.3 01414 223 223 8.0% -0.30[-0.58,-0.02] =
Rosenstock 20144 -0.75 0.0922 ard 285 109% -0.75[-0.93,-0.57] -

Seino 2012 -0.88 01225 146 154 9.0% -0.88[1.12 -0.64] -

Yang 20188 -0.5 0102 224 223 103% -0.50[-0.70,-0.30] -

Total (95% CI) 2977 1889 100.0% -0.51 [-0.63, -0.40] L
Heterogeneity, Tau® = 0.02; Chi®= 29.46, df = 8 (P = 0.0005); F= 69% f f |

Test for overall effect 2= 8.65 (P = 0.00001)

-10

,
-4 0
Favours Lixisenatide Favours Placebo

10

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
frailty subgroup.

Figure 162: Weight change (kg, lower values are better, mean difference) at end of

follow up

Lixisenatide Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Ahren 2013 -0.4 0383 510 170 7.2% -0.40[1.15,0.39] -
Bolli 2014 -0.8 04424 322 160 4.4% -0.80 [1.67,0.07] I
Meneilly 2017 -1.32 0.24 175 173 18.3% -1.32[1.79,-0.89] -
Pan 2014 -0.27 0.26 195 193 146% -0.27 [0.78,0.24] —=r
Pinget 2013 -0.41 0.3163 308 148 106% -0.41[1.03,0.21] -
Riddle 2013A -1.3 0.3606 327 166 81% -1.30[2.01,-0.59] -
Riddle 20138 -0.9 04243 223 223 489% -080[1.73,-0.07] -
Rosenstock 20144 -0.83 0.3048 574 285 11.4% -0.83[1.43,-0.23] -
Seino 2012 -0.44 0.25 154 187 16.9% -0.44 [0.93,0.09] -
Yang 20188 -1.5  1.282 224 223 06% -1.50[4.01,1.01] -
Total {95% Cl) 3012 1898 100.0% -0.74[-0.94, .0.53] [)
Heterogeneity: Chi®=15.43, df= 8 {F = 0.08); F= 42% 5_1 0 f 5 ! 1DI

Testfor overall effect 2= 716 (P = 0.00001)
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Adding lixisenatide compared to adding insulin

Figure 163: All-cause mortality at end of follow up

Lixisenatide Insulin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Rosenstock 20164 1 298 2 585 4272% -0.00[-0.01,001]
Rosenstock 20168 1 233 3 467 330% -0.00[-0.01,001]
Yang 2022 ] 176 0 349 248% 0.00[0.01,001]
Total (95% CI) 707 1411 100.0% -0.00 [-0.01, 0.00]
Total events 2 g

Heterogeneity; Chi*=012, di=2 (P=0.94), F=0% I 1

o N -1 -0.5 0 0.5 1
Testfor overall effect 2= 0.25 (F = 0.80) Favours Lixisenatide Favours Insulin

Figure 164: Cardiovascular mortality at end of follow up

Lixisenatide Insulin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Rosenstock 2016A ] 298 1 685 4272% -0.00[-0.01,000]
Rosenstock 2016E 1 233 2 467 33.0%  0.00[0.01,001]
Yang 2022 ] 176 0 349 248%  0.00[0.01,001]
Total (95% CI) 707 1411 100.0% -0.00 [-0.01, 0.00]
Total events 1 3

-1 -0.5 0 0.5 1
Favours Lixisenatide Favours Insulin

Heterogeneity: Chi*=014, di= 2 (P=083), F=0%
Testfor overall effect Z=029 (P =077

Figure 165: Hypoglycaemia episodes at end of follow up

Lixisenatide Insulin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Rosenstock 20164 98 299 347 595 358% 0.56[0.47, 0.67] =
Rosenstock 20168 15 233 110 467 32.4% 0.27 [0.16, 0.46] —a—
ang 2022 12 176 161 349 31.8% 0.15[0.08, 0.26] ——
Total (95% Cl) 07 1411 100.0% 0.29[0.12,0.71] -
Taotal events 125 6148
Heterageneity: Tau®= 0.87; Chi®= 28.56, df= 2 (P = 0.00001); F=93% o o A o0

Testfor overall effect 2= 2.71 (F = 0.007) Favours Lixisenatide Favours Insulin
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Figure 166: Severe hypoglycaemic episodes at end of follow up

Lixisenatide Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Rosenstock 201 6A il 298 2 585 40.0% 0221001, 4.21] e E—
Rosenstock 201 6B il 233 1 467 200%  0.22[0.00,14.30]
Yang 2022 1 176 1 349 400%  210[011, 38.62) e B
Total (95% CI) 707 1411 100.0% 0.55 [0.09, 3.51] el
Total events 1 4
Heterogeneity: Chif=1.34 df=2 (P=0.51); F= 0% I f t |
Test fugmter:;ll effect £= DI.E4 P £ 0.52) ’ 0.001 ; -0'1 ; 1o ; 1000
Favours Lixisenatide Favours Insulin

Figure 167: HbA1c change (%, lower values are better, change scores) at end of follow

up
Lixisenatide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean [%] SD[%] Total Weight IV, Random, 95% Cl [%] IV, Random, 95% CI [%]
Rosenstock 20164 -0.6 1.71 292 -0.7 1.72 887 259% 0.10[0.14,0.34]
Rosenstock 2016E -0.9 07632 233 -1.3 0BB35 466 3749% 0.40[0.27,0.53] L
fang 2022 -0.9 07937 175 -1.4 07473 349 362% 0.50[0.36, 0.64] u
Total (95% CI) 700 1402 100.0% 0.36 [0.17, 0.54] (]
Heterogeneity: Tau®=0.02; Chi*=7.90, df= 2 (P = 0.02); F=75% 5_1 0 55 b é 1D=
Testfor overall effect Z=3.78 (P = 0.0002) Favours Lixisenatide Favours Insulin

Figure 168: Weight change (kg, lower values are better, change scores) at end of

follow up
Lixisenatide Insulin Mean Difference Mean Difference

Study or Subgroup  Mean [kg] SD[kg] Total Mean [kg]l SD[kg] Total Weight IV, Random, 95% CI [kg] IV, Random, 95% CI [kg]
Rosenstock 20164 -0.6 815 285 1.2 818 587 287% -1.80[-2.52,-1.08] —a
Rosenstock 20168 -23 0.3 233 1.1 0.2 466 375% -3.40 [3.44,-3.36] u
Yang 2022 -7 29103 175 112 28989 349 328% -2.82[-3.35,-2.29] -
Total (95% CI) 703 1402 100.0% -2.73[-3.59, 1.87] <
Heterogeneity: Tau®=0.51, Chi®*=23.32, df= 2 (P = 0.00001}); F=91% =-1D 55 b é 1D=
Testfor overall effect: 2= 8.23 (P < 0.00001) Favours Lixisenatide Favours Insulin

K.1.3.17 Adding lixisenatide compared to adding exenatide

There are no forest plots for this comparison (all outcomes include a single study).

K.1.3.18 Adding lixisenatide compared to adding liraglutide

There are no forest plots for this comparison (all outcomes include a single study).

K.1.3.19 Adding lixisenatide compared to adding sitagliptin

There are no forest plots for this comparison (all outcomes include a single study).
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Adding semaglutide compared to adding placebo

Figure 169: Health-related quality of life - subscale mental component (SF-36, 0-100,
higher values are better, change scores) at end of follow-up

Semaglutide Placebo

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Davies 2017 -0.72 11876 454 71 41% -0.72[-3.05 1.61]

Davies 2021 0.38 045714 38 3Fr4 176% 0358074, 1.50] T

Marso 20168 0.7 03605 1648 1649 441% 0.70[-0.01,1.41] -

Zinman 201594 1.1 07245 151 151 1049% 110032, 2.52] T

Zinman 20196 (1) 1.5 08572 181 62 7.8% 1.50[-0.18 3.18] T

Zinman 201498 (2) 1.27 08572 184 61 T.8% 127 [-0.41,2.85] T

Zinman 2014986 (3) 0.88 0.86 182 61 7.8% 088081, 2.57] T

Total (95% CI) 3286 2429 100.0% 0.75[0.28,1.22] L 3

Heterageneity: Ghi*= 3.36, df = 6 (P = 0.76); F= 0% mo * 5 ; o

Testfor overall effect 2= 314 (P =0.002)

Footnotes

(1) 14 mg semaglutide v placebo
(2) 3 mg semaglutide v placebo
(3) 7 mg semaglutide v placebo

Favours Placebo Favours Semaglutide

Figure 170: Health-related quality of life - subscale physical component (SF-36, 0-100,
higher values are better, change scores) at end of follow-up

Semaglutide Placebo

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Davies 2017 -0.29 0.8427 559 l 5.4% -0.29[1.94 1.36] T
Davies 2021 1.14 0.5408 38 374 131% 114 [0.08, 2.20] =
Marso 20168 0.6 0.2384 1648 1649 4549% 0.60[0.03,1.17] -
Zinman 2019A 1.25 06378 1581 1581 94% 1.25[0.00, 2.50] —
Zinman 20198 {1} 012 0.6582 184 B1 8.8% 012F117F 1.41] T
Finman 20198 (2) -0.2 0653 181 f2  9.0% -030[1.58 098 —
Zinman 20138 {3} 048 06735 182 61 8.4% 048[0.84 1.80] 1T
Total (95% CI) 3286 2429 100.0% 0.55[0.17,0.93] ’
Heterogeneity: Chi®= 5.656, df = 6 (F = 0.48); F= 0% i_1 P 15 D t 1D=
Testfor overall effect. 7= 2.82 (F = 0.005) Favours Placebo Favours Semaglutide
Footnotes
(1) 3 mg semagluitde v placebo
(2) 14 mg semaglutide v placebo
(3) 7 mg semaglutide v placebo

Figure 171: All-cause mortality at end of follow-up

Semaglutide Placebo Risk Difference Risk Difference

Study or Subgroup  Events Total Events Total Weight WN-H, Fixed, 95% Cl N-H, Fixed, 95% CI
Davies 2017 a 5549 a T 26% 0.00[-0.02 002 T
Davies 2021 2 a04 1 402 11.3%  0.00[0.01,0.01]
Heize 2022 a 44 a 28 0.7%  0.00[-0.06, 0.08] T
Husain 20149 23 1569 45 15892 334% -0.01[-0.02 -0.00] 1
Marso 2016E B2 1648 G0 1649 3246%  0.00[-0.01,0.01]
Pratley 20149 3 284 1 142 40% 000[-0.01, 0024 i
Rodbard 2018 a 263 o 133 I37%  0.00[-0.01,001
Sivalingarm 2023 1 kli] a a0 06% 003[-005 012 -T—
Zinman 207194 a 141 o 1481 32%  0.00[-0.01,001
Zinman 20138 3 546 o 184 8%  0.01[-000 0024
Total {95% Cl) 5021 4382 100.0% -0.00 [-0.01, 0.00]
Total events 94 107
Heterogeneity, Chif=11.08, di=8 (P=0.27), F=149% |_1 —D'.S b 0!5 1|

Testfor overall effect: Z=119{P=023
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 172: All-cause mortality at end of follow-up

Semaglutide Placebo Hazard Ratio

Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

Husain 2019 -06733 0254 1591 1592 MM1.7% 0.51[0.31, 0.84] —

Marso 2016B 0.0488 01783 1648 1649  30.8% 1.05[0.74,1.49]

McGuire 2024 -0.0943 0.0657 4825 4825 47.45% 0.81[0.80,1.04]

Total (95% CI) 8064 8066 100.0% 0.84 [0.62, 1.14]

Heterogeneity: Tau®= 0.05; Chi*= 577, df=2 (P = 0.06); F= 65% :D 0 D:'I 7 1:0 o0

Testfor overall effect: Z=1.13 (F = 0.26) " Favours Semaglutide Favours Placebo
Figure 173: Cardiovascular mortality at end of follow-up

Semaglutide Placebo Risk Difference Risk Difference

Study or Subgroup  Events Total Events Total Weight W-H, Fixed, 95% Cl N-H, Fixed, 95% Cl

Davies 2017 a 454 a 71 14%  000[-002 002 T

Heise 2022 a 44 a 18 0.4%  0.00[-0.06 0.06] I

Husain 20149 15 15" 30 1592 182% -0.01 [0.02,-0.00] b

Marso 2016E 44 1648 46 1649 189% -0.00[-0.01,0.01]

Mo Guire 2025 301 4825 320 4825 552% -0.00[-0.01,0.01] |

Fratley 20149 1 284 o 142 22% 000[-0.01, 002

Rodbard 2018 a 263 o 133 2.0% 0.00[-0.01,0.01]

Zinman 20194 a 150 o181 1.7% 000[-0.01,001]

Total {95% Cl) 9365 8591 100.0% -0.00 [-0.01, 0.00]

Total events 361 396

Heterageneity Chi®=4 27 df=7 (P=075) F=0% f ; t {

Testf Il effect Z=1.32 (P =0.19 ! Y 0 08 !

estfor overall effect Z=1.32 (F =019 Favours Semaglutide Favours Placebo
Figure 174: Cardiovascular mortality at end of follow-up
Semaglutide Placebo Hazard Ratio Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 85% CIl IV, Random, 95% CI

Husain 2019 -0.7133 03041 1591 1592 18.3% 0.49[0.27,0.89] —

Marso 2016B -0.0202 0.2085 1648 1649 28.9% 0.98 [0.65,1.48]

McGuire 2025 -0.0726 0.0768 4825 4825 A2.8% 0.93 [0.80, 1.08]

Total (95% CI) 8064 8066 100.0% 0.84 [0.62,1.14]

Heterogeneity: Taw®= 0.04; Chi*= 434, df= 2 (P = 0.11}; F= 54% In P n=1 ] 1’0 To0

Testfor overall effect Z2=1.12 (P =0.26)

Figure 175: 3-point MACE at end of follow-up

Favours Semaglutide Favours Placebo

Semaglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Husain 2019 B1 1591 7B 1582 3.5% 0B0[058,1.17] T
Marso 2016B 108 1648 146 1648 16.4% 0.74[0.58 0.94] =
McGuire 2025 579 4825 GES 4825 TA1% Q.87 [0.78, D.96] [ |
Total (95% CI) 8064 8066 100.0%  0.84 [0.77,0.92] [}
Total events T48 gan
Heterogeneity, Chi®=1.49, df=2 (P=0.47); F=0% o o 0 o0

Testfor overall effect 2= 372 (P=0.0002)
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 176: 3-point MACE at end of follow-up

Semaglutide Placebo

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Husain 2019 -0.2357 0.1665 1591 1592 8.7% 079047 1.09
Marso 20168 -0.3011 0.1243 1648 1649 1596% 0.74[0.58, 0.54] =
McGuire 20245 -0.1508 0.0564 4825 4825 74T% 0.86[0.77, 0.96]
Total (95% Cl) 8064 8066 100.0% 0.83[0.76,0.92] +
Heterogeneity: Chi®=1.33, df=2 (P=051);F=0% I t 1 t {
T v 0.01 0 1 10 100
Testfor overall effect Z=3.70 (P =0.0002) Favours Semaglutide Favours Placebo
Figure 177: 5-point MACE at end of follow-up
Semaglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight W-H, Fixed, 95% Cl N-H, Fixed, 95% Cl
Husain 20149 83 15M 100 1592 2745% 083063110 -
Marso 2016E 199 1648 264 1648 T2A% 076 [0.64, 0.839] [ |
Total {95% Cl) 3239 3241 100.0%  0.78[0.67,0.90] *
Total events 282 364
_I;!et?;ngenemtl:l C;I Tgfga ﬂ:;EPD:Dg.Dﬁg);I = 0% o o 10 o0
estfor overall effect. 2= 3.41 (F = 0.0008) Favours Semagiutide Favours Placebo
Figure 178: 5-point MACE at end of follow-up
Semaglutide Placebo Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI
Husain 2019 -0.1985 0.1509 1591 1592 264% 0.82[0.61,1.10] —&
Marso 20168 -0.3011 0.0903 1648 1649 736% 0.74[062 088 |
Total (95% Cl) 3239 3241 100.0% 0.76 [0.65, 0.88] +
Heterageneity: Chi*=0.34, df=1 (P = 0.56); F= 0% ) t t {
T N 0.01 0 10 100
Testfor overall effect: Z2=3.54 (P = 0.0004) Favours Semaglutide  Favours Placebo
Figure 179: Non-fatal stroke at end of follow-up
Semaglutide Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Davies 2017 a 5549 1 71 01% p.00[0.00 007 Y
Husain 20149 12 159 16 1492 A.9% 0.75[0.36,1.58] ——
Marso 20168 27 1648 44 1649 17.3% 0.61[0.38, 0.98] ]
Mo Guire 20245 144 4825 161 4825 T3i4% 0.89[0.71,1.12] [ |
Fratley 2018 2 2848 1 142 0F%  1.00([0.08 11.07] e
Rodbard 2018 1 263 o 133 0.2% 4.51[00F 285849
Zinman 2013E g 46 3184 1.5% 0.52[0.10,2.57] —
Total {95% Cl) 97T 8596 100.0% 0.82 [0.67, 0.99] L)
Total events 191 226
Heterogeneity: ChiF=1054, df=6 (P=010); F=43% 'EI.EID1 DH 1-0 1DE|E|'

Testfor overall effect 2= 2.06 (F=0.04)
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Figure 180: Non-fatal stroke at end of follow-up

Semaglutide Placebo

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Hugain 2019 -0.3011 0382 1591 16592 F.0% 0.74[0.35, 1.56]
Marso 20168 -0.4943 0.2414 1648 1649 176% 0.61[0.38, 098]
MeGuire 20245 -0.1278 0.1168 4825 4825 75.3% 0.88[0.70,1.11]
Total (95% CI) 8064 8066 100.0% 0.81 [0.67,0.99]
r—— _ _ S \ . | ,
Heterogeneity: Chi®=1.94, df=2 (P =0.38);F=0% o o ] A 100

Testfor overall effect Z=2.02 (F=0.04)

Favours Semaglutide Favours Placebo

Figure 181: Non-fatal myocardial infarction at end of follow-up

Semaglutide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Davies 2017 2 559 1 71 15% -0.01[-0.04,0.02 T
Husain 2019 ar 159 31 1592 18.4%  0.00[-0.01,0.01]
Marso 20168 47 1648 G4 1649 180% -0.01[-0.02, 0.00] "
McGuire 2025 181 4825 253 4825 B5AT% -0.01 [0.02,-0.00] |
Pratley 2019 ] 285 o 142 22% 0.00[-0.01,001]
Zinman 20198 5 a4B 2 184 32% -0.00[-0.02 007 1
Total (95% CI) 9454 8463 100.0% -0.01 [-0.01, -0.00]
Total events 282 351
Heterogeneity: Chi®=10.02, df=5 (P = 0.07); *= 50% A 5 b o' n

Test for overall effect; 2= 3.03 (P=0.002)

Favours Semaglutide Favours Placebo

Figure 182: Non-fatal myocardial infarction at end of follow-up

Semaglutide Placebo

Hazard Ratio

Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Husain 2019 01655 0.245 1591 1592 18.0% 1181073, 1.91] I
Marso 2016B -0.3011 01899 1648 1649 27.4% 0.74[0.51,1.07) —
McGuire 2024 -0.3011 0.0986 4825 4825 53.6% 0.74 [0.61, 0.90] | 3
Total (95% CI) 8064 8066 100.0% 0.81 [0.64, 1.03] L
?et?;ogenemfl:lT?ru t:.ZD._D?;T'('35h||:':_30.2028, df=2(P=020) F=38% o o 0 o0
estfor overall effect Z=1.75 (F = 0.08) Favours Semaglutide Favours Placebo
Figure 183: Unstable angina at end of follow-up
Semaglutide Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup  Events Total Evenis Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% C|
Husain 20149 11 158" To1592 2.2% 1.56 [0.62, 3.94] ]
tarso 20168 22 1648 27 1649 221% 0.81 [0.46,1.43] —
McGuire 2025 T4 4825 80 4825 £9.3% 0.92 [0.67,1.27] . 3
Pratley 2019 1 284 o 142 0.4% 447 [0.07, 286.69] *
Total (95% CI) 8349 8208 100.0% 0.94 [0.72,1.23] &
Total events 108 114

g = — — T I 1 1 ]
Heterogeneity: Chi*=1.96, df=3 (P =0.48), F=0% T 0 A Ton

Testfor overall effect £2=043 (P =0.67)
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Figure 184: Unstable angina at end of follow-up

Semaglutide Placebo

Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Hugain 2019 0.4447 0.4875 1591 16592  F7% 1.56 [0.60, 4.06]
Marso 20168 -0.1985 0.284 1648 1649 226% 0.82[0.47, 1.43]
MeGuire 20245 -0.0834 0.1B18 4825 4825 EB9.7% 092 [0.67,1.26)
Total (95% CI) 8064 8066 100.0% 0.93[0.72,1.22]
r—— _ _ S \ . |
Heterogeneity: Chi®=1.33, df= 2 (P=0.52);F=0% o ah 1 5 00

Testfor overall effect Z=0.51 (P =061}

Figure 185: Hospitalisation for heart failure at end of follow-up

Favours Semaglutide Favours Placebo

Semaglutide Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Evenis Total Weight WN-H, Fixed, 95% Cl N-H, Fixed, 95% Cl
Husain 2018 21 1591 24 1592 9.7% 0.881[0.48 1.57]
Marso 2016B 59 1648 a4 1649 21.8% 1.09[0.76, 1.57]
McGuire 2025 146 4825 167 4825 B74% 087 [0.70,1.09]
Rodbard 2018 0 263 1133 0.8% 0A7[0.01,413]
Zinman 201498 3 a46 o 184 0.3% 237[0.12 4562
Total (95% CI) 8873 8383 100.0%  0.92 [0.77,1.10] 4
Total events 229 246
Heterogeneity: Chi*= 2.58, df= 4 (P = 0.63); F= 0% f t f {

2T - 0.0 0.1 10 1000
Testfor overall efiect Z=0.91 (F = 0.36) Favours Semaglutide Favours Placebo

Figure 186: Hospitalisation for heart failure at end of follow-up
Semaglutide Placebo Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Husain 2019 -0.1508 0.2975 1581 1582 95% 0.86[0.48 1.54]
Marso 20168 01044 01866 1648 1648 241% 1.11[0.77,1.60]
MeGuire 2025 -0.1508 01124 4825 4825 BE4% 0.86[0.69, 1.07]
Total (95% Cl) 8064 8066 100.0% 0.91[0.76,1.09]
Heterogeneity: Ghi®= 1.42, df= 2 (P = 0.48); = 0% In o u=1 1 150 100’

Testfor overall effect Z=0.97 (P=0.33)

Figure 187: Acute kidney injury at end of follow-up

Favours Semaglutide Favours Placebo

Semaglutide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Davies 2021 B a04 2 402 122%  0.00[F0.01,0.01
Husain 2019 32 1891 37 1592 36.2% -0.00[-0.01,001]
Marso 20168 65 1648 G9 1649 375% -0.00[-0.02 0.01]
Pratiey 2019 0 285 o 142 43%  0.00[-0.01,0.01]
Zinman 20194 1 150 o151 34% 001 [-0.01,002
Zinman 20198 3 a4B o 184 f.3%  0.01 [-0.00,0.02
Total (95% CI) 5024 4120 100.0% -0.00 [-0.01, 0.01]
Total events 107 108
Heterogeneity: Chi®= 3.24, df= 6 (P = 0.66) F= 0% f f f i

Testfor overall effect Z=035(P=072)

Type 2 diabetes in adults: management (medicines update): evidence reviews for
Subsequent pharmacological management FINAL [Feb 2026]
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 188: Hypoglycaemia episodes at end of follow-up

Semaglutide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Ciavies 2017 7h ah4 a A% 119 [0.60, 2.36] I
Davias 201 45 a04 12 402 124% 1.88[1.00, 3.80] &
Heize 2022 1 44 1] 28 27% 1.93[0.08, 45.86]
Pratley 20149 2 284 3142 T 1% 0.33 [0.06, 1.97] -
Sivalingam 2023 1 30 2 ] 4.5% 0.50 [0.05, 5.27]
Finman 20184 17 150 3181 123% AT0[1.71,18.08] e —
Zinman 2018E 147 a46 a4 184 299% 0.92[070,1.18] L
Total (95% CI) 2418 1008 100.0% 1.31 [0.77, 2.25]
Total events 288 a2

Heterogeneity: Tau®= 0.23; Chi*= 1466, df=6 (P = 0.02), F= 59%
Testfor overall effect Z=1.00 (P =0.32)

0.01

0.1 10 100
Favours Semaglutide Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
ACR, eGFR, NAFLD, and obesity subgroups.

Figure 189: Severe hypoglycaemic episodes at end of follow-up

Semaglutide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Davies 2017 2 5549 a T 1.4%  0.00[-0.02 002
Heize 2022 a 44 a 28 0.4%  0.00[-0.06 0.06]
Husain 20149 23 15" 13 1592 180%  0.01[-0.00,0.01]
Marso 2016E 369 1648 3580 1648 187% 001 [-0.02 0.04]
MecGuire 20245 TE 4825 84 4825 547% -0.00[-0.01,0.00]
Roadbard 2018 25 263 o133 20% 0.04[-001, 009
Zinman 207194 4 140 o 1481 1.7% 0.03[-0.00, 0.08]
Zinman 20138 a 546 1 184 31% 001 [-001, 0024
Total {95% Cl) 9626 8633 100.0% 0.00 [-0.00, 0.01]
Total events a07 445

Heterogeneity: Chi®=10.45, df=7 (P =0.16); F=33%

Testfor overall effect: Z=1.27 (P=0.20

L
s 0 0s 1

Favours Semaglutide Favours Placebo
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Figure 190: HbA1c change (%, lower values are better, change scores) at end of

follow-up
Semaglutide Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Davies 2017 -1.24 01075 559 71 8.3% -1.24 [-1.45,-1.03] -
Davies 2021 -1.1503 01223 787 374 BA% -1.15[1.39,-091] -
Marsa 20168 (1) -0.66 00714 826 824 8.7% -0.66 [-0.80,-0.52] -
Marso 20168 (2) -1.05 0.0714 822 825 BT7%  -1.05[1.19,-081] -
MeGuire 2025 -0.586 00255 4825 48245 8.9% -0.56 [0.61,-0.81] -
Pratley 2019 -1 01414 78 134 78% -1.00[1.28,-072] -
Rodbard 2018 (3) -1.35 01327 132 67 B8.0% -1.35[1.61,-1.09] -
Rodbard 2018 (4) -1.75 01327 131 BE  B8.0% -1.75[2.01,-1.49] -
Zinman 20194 -1.42 0.0969 151 151 8.4% -1.42[1.61,-1.23] -
Zinrnan 20198 (5) -0.8 0102 181 G2 B84% -080[1.10,-0.70] -
Zinman 201498 (6} -0.6 00102 182 61 8.4% -0.60[-0.80,-0.40] -
Zinrman 20198 (7} -0.4 0102 184 61 8.4% -0.40[-0.60,-0.20] -
Total (95% CI) 9028 7521 100.0% -1.00[1.22,-0.78] [ ]
Heterogeneity: Tau®= 0.14; Chi*= 248.88, df= 11 (F < 0.00001); F= 96% t t ! |

-10 -3 0 g 10

Testfor averall effect 7= 8.88 (P < 0.00001) Favours Semaglutide Favours Placebo

Footnotes

(1) 0.5 mg semaglutide v placebo
(2) 1.0 mg semaglutide v placebo
(3) 0.5 mg semaglutide v placebo
(4) 1.0 mg semaglutide v placebo
(5) 14 mg semaglutide v placebo
(6) ¥ mg semaglutide v placebo
(7) 3 mg semaglutide v placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
ACR, eGFR, NAFLD, and obesity subgroups.

Figure 191: HbA1c change (mmol/mol, lower values are better, change scores) at end
of follow up

Semaglutide Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
Heise 2022 -21 14213 43 24 51.3% -21.00[-23.79,-18.21] ]
Sivalingarm 2023 -8 2.55 23 26 487%  -8.00[13.00,-3.00] L
Total {95% CI) 7 50 100.0% -14.67 [-27.41, -1.94] e 3
Heterageneity: Tau®= 8024, Chi®*=19.83, df=1 (P = 0.00001); F=95% ' t

\
100 -a0 0 a0 100

Testfor overall effect: Z=2.26 (P = 0.02) Favours Semaglutide Favours Placebo

62
Type 2 diabetes in adults: management (medicines update): evidence reviews for
Subsequent pharmacological management FINAL [Feb 2026]



FINAL

Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 192: Weight change (kg, lower values are better, change scores) at end of

follow-up

Semaglutide Placebo

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Davies 2017 -4.21  0.54904 5548 71 6.9% -4.21[5.37, -3.09] —_
Davies 2021 -4.8  0.4934 TH1 376 TE% -480[577, -3.83] —_—
Heise 2022 -69 14313 43 24 2.8%  -6.90[9.69, -4.11]
Marso 20168 (1) -4.35 0.3 822 825 9.0% -4.35[4.94 -37EH] -
Marso 20168 (2) -2.87 0.3 826 g24 9.0% -2.87 [3.46,-2.28] -
MeGuire 2025 -2.85 01173 4825 4835 9.9% -2895[318,-277] -
Pratley 2019 -33 05102 275 133 7.8%  -3.30[4.30,-2.300 —
Rodbard 2018 (3) -2.31 05204 132 67 TA%  -231[3.33,-1.29] I
Rodbard 2018 (4) -5.06 05204 13 66 7.4% -5.06 [6.08,-4.04] —_—
Sivalingam 2023 -1.6 1.44 28 26 27%  -1.60[-4.44,1.24] -
Finman 20194 -3.81 04841 1581 151 T.9%  -3.81 [4.70,-2.92]
Zinman 20138 () -4.3 053971 181 62 T.3%  -4.30[5.35, -3.29] —_—
Zinman 20198 (6) -1.3 053571 184 61 7.3%  -1.30[2.35, -0.29] -
Zinman 20189B {7} -2.4 056122 182 &1 7%  -2.80[-3.60,-1.400 E—
Total (95% CI) 9100 7572 100.0% -3.52 [4.06, -2.98] ’
Heterogeneity: Tau®= 0.76; Chi*= F7.69, df= 13 (F < 0.00001}; F=83% t _=5 0 ! 1U=
Test for overall effect Z=12.72 (P = 0.00001} Favours Semaglutide Favours Placeba
Footnotes
(1) 1.0 mg semaglutide v placebo
(2) 0.5 mg semaglutide v placebo
(3) 0.5 mg semaglutide v placebo
(4) 1.0 mg semaglutide v placebo
(5) 14 mg semaglutide v placebo
(6) 3 mg semaglutide v placebo
(7) 7 mg semaglutide v placebo
Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
ACR, eGFR, and NAFLD subgroups.
Figure 193: BMI change (kg/m?, lower values are better, change scores) at end of
follow up
Semaglutide Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CIl
Davies 2017 -4.21  0.5904 55849 71 T.8% -4.21[537,-3.09] -
Davies 2021 -4.8  0.4934 761 xi] 8.4% -480[5.77, -3.83] —_—
Heise 2022 -69 14213 43 24 36%  -6.90[9.69, -4.11]
Marso 20168 (1) -2.87 0.3 826 g24 9.8% -2.87 [3.46, -2.29] -
Marso 20168 {2) -4.35 0.3 822 825 9.5% -4.35[4.94 -37E] -
Pratley 2019 -3.3 04102 275 133 8.3% -3.30[4.30, -2.300 —_—
Rodbard 2018 (3) -2.31 05204 132 67 8.2%  -2.31[3.33,-1.29) —_—
Rodbard 2018 (4) -5.06 05204 1 66 8.2% -5.06[6.08, -4.04] B
Sivalingam 2023 -1.6 1.45 28 26 3.8% -1.60[-4.44 1.24] —
Zinman 20194 -3.81 0454 141 141 8.7% -3.81[4.70, -2.92] -
Zinman 201 9B (5) -2.5 056122 182 [ 8.0% -2.50[-3.60,-1.40 -
Finman 20196 (&) -1.3 053571 184 61 81% -1.30[2.35,-0.29] I
Zinman 2019 {7} -4.3 053571 181 62 8.1% -4.30[5.35, -3.29] —
Total (95% CI) 4275 2747 100.0% -3.59 [4.24, -2.94] L 2
Heterageneity: Tau®=1.06; Chi*= 64.99, df=12 (P = 0.00001); F= 82% F '5 5 ! 0

Testfor overall effect; £=10.82 (P = 0.00001}

Footnotes

(1) 0.5 mg semaglutide v placebo
(2) 1.0 mg semaglutide v placebo
(3) 0.5 mg semaglutide v placebo
(4) 1.0 mg semaglutide v placebo
(5) 7 mg semaglutide v placebo
(6) 3 mg semaglutide v placebo
(7) 14 mg semaglutide v placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

eGFR, NAFLD, and obesity subgroups.
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K.1.3.21 Adding semaglutide compared to adding insulin

Figure 194: All-cause mortality at end of follow up

Semaglutide Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Aroda 2017 4 722 2 360 291% 100018 5.47]
Kellerer 2022 12 874 1 BG4 TO9%  5.43[1.82 16.18] —i—
Total (95% CI) 1596 1224 100.0%  3.32[1.32,8.31] e
Total events 16 3
?et?;ugenemrl:lcgl T;znz gg:QEPD:D?.m);I = 63% T o ] 10 o0
estioroverall effect. 2= 2.56 (P = 0.01) Favours Semaglutide Favours Insulin

Figure 195: Severe hypoglycaemic episodes at end of follow up

Semaglutide Insulin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI WM-H, Fixed, 95% CI
Aroda 2017 36 ¥22 38 360 BY.E% 0.47[0.30,0.73]
Kellerer 2022 4 ar4 T ooBE4 123% 0.56 [0.17, 1.92] e
Total (95% CI) 1596 1224 100.0%  0.48 [0.32,0.73] <
Total events 40 45
?ehta;ngenem,rl:l C;I Tg??’g if;;EP;DDD.J:);I =0% o o 10 o0
estforoverall effect 2= 3.45 (F = 0.0008) Favours Semaglutide  Favours Insulin

Figure 196: HbA1c change (%, lower values are better, change scores) at end of follow

up
Semaglutide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Aroda 2017 (1) -0.38 007 362 180 330%  -0.38 [-0.52,-0.24] u
Aroda 2017 (2) -0.81 0.0765 360 180 326% -0.81 [-0.96,-0.66] L]
Kellerer 2022 -0.29 0.0459 874 874 344% -0.20[0.38,-0.20]
Total {95% CI) 1596 1234 100.0% -0.49 [-0.79,-0.19] [}
Heterogeneity, Tau® = 0.06; Chi*= 34.33, df= 2 (P = 0.00001); F= 94% I_m 5 i 5 1u=
Testfor overall effect 2= 3.23 (P = 0.001) Favours Semaglutide Favours Insulin

Footnotes
(1) 0.5 mg semaglutide v placebo
(2) 1.0 mg semaglutide vinsulin

Figure 197: Weight change (kg, lower values are better, change scores) at end of

follow up
Semaglutide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Aroda 2017 (1) -8.87 0.5061 360 180 31.1% -8.87[10.45,-7.29] L
Aroda 2017 (3 -4.16 0.7958 362 180 31.3% -416[572,-2.60] L
kellerer 2022 -6.99 02143 a74 ar4  376% -BO9[T7.41,-6.57] u
Total (95% CI) 1596 1234 100.0% -6.69 [-8.73, 4.65] 4
e Tl = PR = _ _ - \ , , |
Heterogeneity: Tau T2.83,Ch| =17.98, df=2 (P=0.0001); F=89% '-1DD —SID ﬁ SID 1DD'
Test for overall effect: £=6.43 (F = 0.00001) Favours Semaglutide Favours Insulin
Footnotes
(1) 1.0 mg semaglutide v insulin
(2) 0.5 mg semaglutide vinsulin
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Adding semaglutide compared to adding dulaglutide

Figure 198: All-cause mortality at end of follow up

Semaglutide Dulaglutide Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Fratley 2018B 2 601 4 888 84.3% -0.00[-0.01,0.00]
abe 2020 a 383 1] G5 1897%  0.00-0.02 002
Total (95% CI) 904 663 100.0% -0.00 [-0.01, 0.00]
Total events 2 4
Heterogeneity: Chi®=0.09, df=1 (P =077}, F= 0% 5 N ) o' |

Testfor overall effect: Z=0.74 (P = 0.46)

Favours Semaglutide Favours Dulaglutide

Figure 199: Cardiovascular mortality at end of follow up

Semaglutide Dulaglutide Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Fratley 2018B 1 601 2 888 843% -0.00[-0.01,0.00]
abe 2020 ] 383 1] A5 1487% 000002 0037
Total (95% CI) 904 663 100.0% -0.00 [-0.01, 0.00]
Total events 1 2
Heterogeneity: Chi®=0.03, df=1 (P = 0.87), F= 0% 5 N ) G n

Testfor overall effect Z=048 (P=063)

Favours Semaglutide Favours Dulaglutide

Figure 200: Hypoglycaemia episodes at end of follow up

Semaglutide Dulaglutide Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
lijima 2023 i 16 ] 16 125%  000[F011,011]
abe 2020 Ay 383 13 A5 B7.5% -003[-013,007]
Total (95% CI) 409 81 100.0% -0.03[-0.12,0.07]
Total events a7 13
Heterogeneity: Chi®=0.20, df=1 (P = 0.69), F= 0% g o5 o 05 7

Testfor overall effect: Z=0.55 (P = 0.58)

Favours Semaglutide Favours Dulaglutide

Figure 201: Severe hypoglycaemic episodes at end of follow up

Semaglutide Dulaglutide Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Fratley 2018B T 601 8 888 843% -000[0.01,001]
abe 2020 ] 383 1] A5 1487% 000002 0037
Total (95% CI) 904 663 100.0% -0.00 [-0.01, 0.01]
Total events 7 8
Heterogeneity: Chi®=0.02, df=1 (P = 0.84); F= 0% 5 N ) G n

Testfor overall effect: Z=0.26 (P =0.80)

Figure 202:

Favours Semaglutide Favours Dulaglutide

HbA1c change (%, lower values are better, change scores) at end of

follow up

Semaglutide Dulaglutide Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean[%] SD[%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]
lijima 2023 -0.42 0.449 16 0 0.34 16 29.4% -0.42 [F0.71,-0.13] bl
Pratley 20188 -1.65  1.04 BN -1.25 1 588 37.8% -0.40[-0.52,-0.28] u
“abe 2020 -1.33 119 383 -1.4 0.81 G5 327% 0.07 [-0.16, 0.30]
Total (95% CI) 1010 679 100.0% -0.25 [-0.56, 0.06]
Heterogeneity: Tau®= 0.06; Chi®=13.40, df= 2 (P = 0.001); F= 85% 5_1 p 55 p é 1D=
Testfor overall effect 2= 1.60 (P = 0.11) Favours Semaglutide Favours Dulaglutide
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Figure 203: Weight change (kg, lower values are better, change scores) at end of
follow up
Semaglutide Dulaglutide Mean Difference Mean Difference
Study or Subgroup  Mean [kg] SD[kg] Total Mean [kg] SD[kg]l Total Weight IV, Random, 95% Cl [kq] IV, Random, 95% CI [kqg]
lijima 2023 -2.6 3.6 16 -0 27 16 11.3% -2.50 [-4.70,-0.30]
Pratley 20188 -5.55 4.86 601 -1.69 4.67 598 50.8% -2.80 [-3.44,-2.36]
Yahe 2020 -0.83 3.49 393 1 323 65 37.9% -1.83 [2.69,-0.97]
Total {95% CI) 1010 679 100.0% -2.45 [-3.26, -1.64] |
Heterogeneity. Tau®= 0.26; Chi*=4.29, df= 2 (P =0.12); F= 53% T an b a Py

Testfor overall effect: 2= 5.80 (P < 0.00001) Favours Semaglutide Favours Dulaglutide

Figure 204: BMI change (kg/m?, lower values are better, change scores) at end of
follow up

Semaglutide Dulaglutide Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

Pratley 2018B -1 0.0999 601 898 297% -1.00[1.20,-0.80] —

Yabe 2020 (1) -0.7 018 132 22 234%  -0.70[-1.08,-0.35] e —

Yabe 2020 (2) -0.4 018 130 22 234%  -0.490[-1.25,-0.55] L —

Yabe 2020 (3) -0.3 018 131 21 234% -0.30 [-0.65, 0.04] — &

Total (95% CI) 994 663 100.0% -0.74 [-1.05, -0.43] e

Heterogeneity: Tau®= 0.07; Chi*=12.23, df= 3 (P = 0.007); F= 75% 51 UIS p 055 15

Testfor overall effect 2= 4.72 (P = 0.00001) Favours Semaglutide Favours Dulaglutide

Footnotes

(1) 7 mg semaglutide v dulaglutide
(2) 14 mg semaglutide v dulaglutide
(3) 3 mg semaglutide v dulaglutide

Adding semaglutide compared to adding exenatide

There are no forest plots for this comparison (all outcomes include a single study).

Adding semaglutide compared to adding liraglutide

Figure 205: All-cause mortality at end of follow up
Semaglutide Liraglutide Risk Difference Risk Difference

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Capehaorn 2020 1] 290 0 287 503%  000[0.01,001]
Pratley 2014 3 285 4 284 497%  -000[-0.02, 0.01]
Total (95% CI) 575 571 100.0% -0.00 [-0.01, 0.01]
Total events 3 4

ity Chif= = = = } } T } |
Heterogeneity, Chi®=0.30, df=1(P=0.4583); F= 0% q 5 b 0s ]

Testfor overall effect 2= 0.38 (P = 0.72) Favours Semaglutide  Favours Liraglutide

Figure 206: Cardiovascular mortality at end of follow up

Semaglutide Liraglutide Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight WN-H, Fixed, 95% CI MN-H, Fixed, 95% CI
Capeharn 2020 1] 290 0 287 50.3%  0.00[-0.01,0001]
Pratley 20149 1 285 2284 497%  -0.00[-0.02, 0.01]
Total (95% CI) 575 571 100.0% -0.00 [-0.01, 0.01]
Total events 1 2
Heterogeneity, Chi®= 034, dfi=1 {F =0.56), F= 0% i N ) o'z n

Testfor overall effect. 2= 0.50 (P = 0.61) Favours Semaglutide Favours Liraglutide
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Figure 207: Hypoglycaemia episodes at end of follow up
Semaglutide Liraglutide Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Capehorn 2020 g 290 7287 B0% 0.71[0.23, 2.20] ——
Pratley 20149 2 285 7284 4949% 0.28 [0.06, 1.36] —
Total {95% CI) 575 571 100.0%  0.50[0.20,1.22] el
Total events ¥ 14
?et?;ngenemrl:l C;I T?’_?i [5”3:; EF'D=103.35); = 0% o oh 10 o0
Bstforoverall efect: £=1.53 (F=10.13) Favours Semaglutide Favours Liraglutide
Figure 208: HbA1c change (%, lower values are better, change scores) at end of
follow up
Semaglutide Liraglutide Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Capehorn 2020 -0.69 00663 280 287 52.2%  -0.69 [0.82,-0.58] ]
Pratiey 2019 -0 01416 78 172 4TE%  -010[0.38 018
Total {95% CI) 568 559 100.0%  -0.41 [-0.99,0.17]
Heterogeneity: Tau®=0.16; Chi*=14.24, df=1 (F = 0.0002), F= 93% 1_1 0 t T ) 1D=

Testforaverall effect Z=1.39{P =017}

Figure 209:
follow up

Semaglutide Liraglutide

Mean Difference

Favours Semaglutide Favours Liraglutide

Weight change (kg, lower values are better, change scores) at end of

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Capehorn 2020 -3.83 03776 240 287 49.4%  -3.83 [4.47,-3.09] -
Pratley 2019 -1.3 0.2825 278 271 804%  -1.30[-1.85,-0.79] R
Total (95% CI) 568 558 100.0% -2.55 [-5.03, -0.07] ——eui—
Heterogeneity: Tau®= 3.09; Chi®= 28.78, df=1 (P = 0.00001); F=97% 5_1 0 |5 b é 1D=
Testfor overall effect 2= 2.02 (F = 0.04) Favours Semaglutide Favours Liraglutide
Figure 210: BMI change (kg/m?, lower values are better, change scores) at end of
follow up
Semaglutide Liraglutide Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Capehorn 2020 -3.83 03776 240 287 49.4%  -3.83 [4.47,-3.09] i
Pratley 2019 -1.3 0.2825 278 27 505%  -1.30[1.85,-0.79] =
Total (95% CI) 568 558 100.0% -2.55[-5.03,-0.07] —~ati—
Heterogeneity: Tau®= 3.09; Chi®= 28.78, df=1 (P = 0.00001); F=97% 5_1 0 1 b é 1D=

Testfor averall effect 2= 2.02 (P =0.04)

Figure 211:

K.1.3.25 Adding semaglutide compared to adding sitagliptin

Favours Semaglutide Favours Liraglutide

Health-related quality of life - subscale mental component (SF36 v2, 0-

100, higher values are better, change scores) at end of follow-up

Semaglutide Sitagliptin

Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Fieber 2019 -017 0.72896 253 251 16.2% -0017 [-1.60,1.26] —

Rosenstock 2019 (1) 0.23 0.5561 465 186  27.49% 023086, 1.32] -

Rosenstock 201 9C (2) -012 05612 465 1858 274% -012[1.22 088 —a—

Rosenstock 2019 (3) 017 0.551 466 186  284% 017 [0591,1.25] ——

Total (95% CI) 1649 718 100.0% 0.05[-0.52, 0.63]

Heterogeneity: Chi®= 0.33, df= 3 (P= 0.95); F= 0% =-1D =5 ; é 10!
Testfor overall efiect 2= 018 (P = 0.86) Favours Sitagliptin - Favours Semaglutide
Footnotes

(1) 7 mg semaglutide v sitagliptin

(2) 14 mg semaglutide v sitagliptin

(3) 3 mg semaglutide v sitagliptin
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Figure 212:

Health-related quality of life - subscale physical component (SF36 v2, 0-

100, higher values are better, change scores) at end of follow-up

Semaglutide Sitagliptin

Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Pieher 2019 0.65 05357 253 251 16.3% 0.65[040,1.70] I
Rosenstock 2019C (1) 0.06 04082 465 155 281% 0.06[0.74, 0.86] .
Rosenstock 2019C (2 -0.39 0.4133 466 156 27.4% -0.39[1.20,0.42] —m-
Rosenstock 2019C (3 0.28 04082 465 156 281% 0.28[052 1.08] -
Total (95% CI) 1649 718 100.0% 0.09 [-0.33, 0.52] L 4

Heterogeneity: Chi®= 2. 66, df= 3 (P =0.45); F= 0%
Testfor averall effect Z=0.44 (P = 0.6E)

Footnotes

(1) 14 mg semaglutide v sitagliptin
(2) 3 mg semaglutide v sitagliptin
(3) 7 mg semaglutide v sitagliptin

Figure 213:

-0 -5 5 10
Favours Sitagliptin Favours Semaglutide

=

All-cause mortality at end of follow up

Semaglutide Sitagliptin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Ahrén 2017 3 818 3407 29.4% 0.47[0.09, 2.47] I
Ji20mAa 2 578 o 280 949%  4.50[0.24, 8507
Pigher 2014 1] 253 20280 1M1% 03[0, 214] e —
Raosenstock 20158C 9 13495 3 466 497% 1.00[0.27 3.71] j
Total (95% CI) 3044 1413 100.0% 0.74 [0.30, 1.87]
Total events 14 2

Heterogeneity, Chi*= 340, df=3{P=033);F=12%

|
1000

! J }
n.om 0.1 10

Testfor overall effect Z=0.63 (F = 0.53) Favours Semaglutide Favours Sitagliptin
Figure 214: Cardiovascular mortality at end of follow up
Semaglutide Sitagliptin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Ahrén 2017 3 818 2407 46.3% 0.7410.11, 4.74] —a—
Ji 20214 1 578 0 290  93% 4.49[007, 286.30]
Pigher 20149 ] 253 2250 0.9% 01300, 214 e —
Rosenstock 201580 313495 0 466 235%  3.80([0.28 51.387] -
Total {95% CI) 3044 1413 100.0% 0.90 [0.25, 3.19] il
Total events T 4
?et?;ngenem;:l C;I T?_?n TE‘:PBEPJSEGU; F=17% 'D.DD1 0!1 1'D 1DDD'
estforoverall effect Z=0.17 (F = 0.57) Favours Semaglutide Fawours Sitagliptin
Figure 215: Hospitalisation for heart failure at end of follow up
Semaglutide Sitagliptin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Pigher 2014 1] 253 1 250 14.3% 013000, 674
Rosenstock 2019C 5 1395 3 466 B57%  0.51[0.10,2.59] —B—
Total (95% CIj 1648 716 100.0% 0.42 [0.10,1.87] -l
Total events L} 4
Heterogeneity, Chi*=0.39, df=1 {P=0453); F=0% 'D.DD1 D!'I 1'D 1DDD'

Testfor overall effect Z2=1.14 (F = 0.26)
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Figure 216:

Peto Odds Ratio

Weight Peto, Fixed, 95% Cl

Acute kidney injury at end of follow up

Peto Odds Ratio
Peto, Fixed, 95% Cl
T

Semaglutide Sitagliptin
Study or Subgroup  Events Total Events Total
Pieher 20149 1 253 o 250
Rosenstock 2018C 10 1395 3 4EBR
Total {95% CI) 1648 716
Total events 11 3

9.3%
90.7%

100.0%

7.30[0.14, 368.02]
111 [0.32, 3.91]

1.32 [0.40, 4.39]

t 1 1
0.1 1 10

1000

Heterogeneity, Chif=0.80, df=1{P=037),F=0% =D oo
Testfor overall effect Z=0.46 (P = 0.63) Favours Semaglutide Favours Sitagliptin
Figure 217: Hypoglycaemia episodes at end of follow up

Semaglutide Sitagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ahrén 2017 9 a1a a 407 6% 0.90[0.30, 266 —
Ji 20214 a ara 7280 a1% 0.87[0.21,1.47] [
Raosenstock 2019 341 13485 112 466 81.3% 1.02[0.84,1.23] T
Total (95% CI) 271 1163 100.0%  0.99 [0.83, 1.19]
Total events 358 124
?etf;ugeneltyl:l C#I T;—?jn ?T;.EPD:Q?.S@;I = 0% o 0 10 o0

estfor overall effect 2= 0.11 (P = 0.81) Favours Semaglutide Favours Sitagliptin
Figure 218: At night hypoglycaemic episodes at end of follow up

Semaglutide Sitagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 85% CI
Fieher 2019 3 253 2280 M2% 1.481[0.25 874
Raosenstock 2019 17 1384 4 466 FRA% 1.14[0.42, 3.08]
Total (95% CI) 1648 716 100.0%  1.21[0.51, 2.87]
Total events 20 7

. = _ _ AT . I } 1 { 1

Heterogeneity, Chi*= 0.07, df=1 (P = 0.80); F= 0% o 01 i 10 100

Test for overall effect Z=043 (P =067}

Figure 219:

Favours Semaglutide Favours Sitagliptin

Severe hypoglycaemic episodes at end of follow up

Risk Difference

Semaglutide Sitagliptin Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ahrén 2017 1] a18 2 407 364% -0.00[-0.01,0.000
Fieher 2013 1] 253 0 250 16.8%  0.00[-0.01, 0.01]
Rosenstock 2019 1 1385 4 4GB 4B8% -0.01 [-0.02 0.00]
Total (95% CI) 2466 1123 100.0% -0.01 [-0.01, -0.00]

Total events 1 5]
Heterogeneity, ChiF= 2.24, df= 2 (P = 0.33); F= 11%
Testfor overall effect 7= 2.12 (P = 0.03)
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Figure 220: HbA1c change (%, lower values are better, change scores) at end of
follow up
Semaglutide Sitagliptin Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ahrén 2017 -0.415 0.0761 18 407 14.6%  -0.41 [-0.46,-0.27] =
Ji 2021A.(1) -0.81 0.0765 288 145 14.6% -0.51 [-0.66, -0.36] -
Ji 20214 (2) -0.85 0.0765 290 145 146% -0.85[-1.00,-0.70] -
Fieber 20149 -08 01412 253 281 1248%  -050[0.78,-0.22] -
Rosenstock 2019C (3) 0 0.0765 466 186 14.6% 0.00[-0.15 015] 1
Rosenstock 2019C (4) -0.4 00765 465 185 14.6% -0.40[0.55,-0.25] -
Rosenstock 2019C (5) -0.1 0.0765 465 186 14.6%  -010[0.25 0.05] =
Total (95% CI) 3045 1415 100.0% -0.39 [-0.61, -0.17] L]
Heterogeneity: Tau®= 0.08; Chi*= 79.68, df= 6 (P = 0.00001); F=92% 5_1 0 55 b é T

Testfor averall effect 2= 3.51 (P = 0.0005)

Footnotes

(1) 0.5 mg semaglutide v sitagliptin
(2) 1.0 mg semaglutide v sitagliptin
(3) 3 mg semaglutide v sitagliptin
(4) 14 mg semaglutide v sitagliptin
(5) 7 mg semaglutide v sitagliptin

Favours Semaglutide Favours Sitagliptin

Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis by

eGFR subgroup.
Figure 221: Weight change (kg, lower values are better, change scores) at end of
follow up
Semaglutide Sitagliptin Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Ahrén 2017 -1.375  0.366 18 407 14.0%  -1.38[-2.09, -0.66] =
JiZ021A(1) -2.48 02959 288 145 147% -2.48[3.06,-1.90] -
Ji 20214 (2) -3.79 0.2959 290 145 147%  -379[4.37,-3.21] -
Fieber 20149 1.9 0.3605 253 281 14.0%  -1.90[2.61,-1.19] =
Rosenstock 2019C (3) -1.7 03316 465 186 14.3%  -1.70[2.35,-1.09] =
Rosenstock 2019C (4) -0.8 03571 466 186 141% -0.80[1.40,-0.10] =
Rosenstock 2019C (5) -2.1 03316 465 185 14.3%  -210[2.75,-1.49] =
Total (95% CI) 3045 1415 100.0% }

Heterogeneity: Tau®= 0.86; Chi*= 53.08, df=6 (P = 0.00001); F=89%
Testfar averall effect £= 545 (P = 0.00001)

Footnotes

(1) 0.5 mg semaglutide v sitagliptin
(2) 1.0 mg semaglutide v sitagliptin
(3) 7 mg semaglutide v sitagliptin
(4) 3 mg semaglutide v sitagliptin
(5) 14 mg semaglutide v sitagliptin

-2.03 [-2.77, -1.30]

-100

-50 0 50
Favours Semaglutide Favours Sitagliptin

Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis by

100

eGFR subgroup.
Figure 222: BMI change (kg/m?, lower values are better, change scores) at end of
follow up
Semaglutide Sitagliptin Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Ahrén 2017 -0.84 01332 18 407 13.9%  -0.54 [-0.80,-0.28] 1
Ji 2021A.(1) 082 01087 288 145 146% -092[1.14,-0.70] =
Ji 20214 (2) -1.4 01097 290 145 146% -1.40[1.62,-1.18] =
Fieber 20149 -0.7 01276 253 281 141%  -0.70[-0.95,-0.45] 1
Rosenstock 2019C (3) -0.8 01276 465 186 141%  -0.80[-1.05,-0.55] =
Rosenstock 2019C (4) -0.6 0102 465 185 14.7% -0.60[-0.80,-0.40] 1
Rosenstock 2019C (5) -0.3 01276 466 186 141%  -0.30 [-0.45,-0.05] 1
Total (95% CI) 3045 1415 100.0% -0.75[-1.02, -0.49] I
Heterogeneity: Tau®= 0.11; Chi*= 54.50, df= 6 (P = 0.00001); F=89% 5_100 -EED b 550 100
Testfor overall effect: 2= 5.59 (P < 0.00001) Favours Semaglutide Favours Sitagliptin
Footnotes
(1) 0.5 mg v sitagliptin
(2) 1.0 mg semaglutide v sitagliptin
(3) 14 mg semaglutide v sitagliptin
(4) 7 mg semaglutide v sitagliptin
(5) 3 mg semaglutide v sitagliptin
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Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis by
eGFR subgroup.

K.1.3.26 Adding subcutaneous semaglutide compared to adding oral semaglutide

There are no forest plots for this comparison (all outcomes include a single study).
K.1.4 Dual GIP/GLP-1 receptor co-agonists
K.1.4.1 Adding tirzepatide compared to adding placebo

Figure 223: All-cause mortality at end of follow up

Tirzepatide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Dahl 2022 o 385 0 120 25.2% 0.00[0.01, 0.01]
Frias 2018 o N 1 51 11.6% -0.02[-0.07,0.03]
Garvey 2023 2 B23 0 31 584%  0.00[0.00, 0.01]
Heise 2022 I 45 I 28 4.9%  0.00[-0.06, 0.06]
Total (95% CI) 1234 510 100.0% -0.00 [-0.01, 0.01]
Total events 2 1
Heterogeneity: Chif=1.80, df= 3 (P = 0.61); F= 0% 5_1 —DIS 3 DIS
Testfor overall effect Z=0.10 (F = 0.82) Favours Tirzepatide Favours Placebo

Figure 224: Cardiovascular mortality at end of follow up

Tirzepatide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Dahl 2022 o 385 0 120 83.9%  0.00F0.01, 0.01]
Heise 2022 a 45 a 28 16.1%  0.00[-0.06, 0.06]
Total (95% CI) 400 148 100.0% 0.00 [-0.01, 0.01]
Total events I} I}
Heterogeneity: Chif= 0.00, df=1 (P =1.00); F= 0% f } 1 t
Testf Il effect Z= 0.00 (P = 1.00 - 02 v 03
estfor owerall effect 2= 0.00 (F = 1.00) Favours Tirzepatide Favours Placebo

Figure 225: Hypoglycaemia episodes at end of follow up

Tirzepatide Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dahl 2022 275 355 88 120 4B.2% 1.06 [0.94,1.19] []
Frias 2018 14 21 2 51 196% 1.69[0.40,7.21] I e —
Garvey 2023 26 B23 4 35 273% 3290116, 8.33] D —
Heise 2022 3 45 0 28 TO0% 4.41[0.24, 82.36]
Total (95% CI) 1234 514 100.0% 1.74 [0.75, 4.04] -
Total events 8 94
Heterogeneity: Tau®= 0.39; Chi*= 7.40, df= 3 (F = 0.06), F= 60% I t }
Testfi Il effect: 2=1.29 (P = 0.20 om 01 1

estforoverall effect: 2=1.29 (P = 0.20) Favours Tirzepatide Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis by
eGFR, NAFLD, Obesity, and early onset subgroups.
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Figure 226: Severe hypoglycaemia episodes at end of follow up

Tirzepatide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Dahl 2022 3 3485 0 120 251%  0.01 [-0.01,0.03]
Frias 2018 o 2N a 51 11.5%  0.00[-0.03, 0.03]
Garvey 2023 0 623 0 345 586% 0.00[0.00, 0.00]
Heise 2022 I 45 I 28 4.8%  0.00[-0.06, 0.06]
Total (95% CI) 1234 514 100.0% 0.00 [-0.00, 0.01]

Total events 3

1]

Heterogeneity: Chif=1.40,df=3 (P =0.71); F=0%

Test for overall effect Z= 065 (P =0.52)

05 0 05
Fawvours Tirzepatide Favours Placebo

Figure 227: HbA1c change (%, lowr values are better, change scores) at end of follow

up
Tirzepatide Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Dahl 2022 -2.29 0494 355 -0.86 081 120 38.2% -1.43[1.62-1.24] u
Frias 2018 -1.68 131 M 01 11426 51 10.6% -1.78[214,-1.47] -
Garvey 2023 =207 1148 623 -0.481 124 315 51.2% -1.56[1.72,-1.40] ]
Total (95% CI) 1189 486 100.0% -1.53 [-1.65, -1.42] t
Heterogeneity; Chif= 2.04, df= 2 (P=0.22); F= 34% =-1|2| 1 3 ! ‘IDI
Testfor overall effect Z=25.61 (P = 0.00001) Favours Tirzepatide Favours Placebo
Figure 228: Weight change (kg, lower values are better, change scores) at end of
follow up
Tirzepatide Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% Cl
Dahl 2022 -T.24 644 355 1.6 B.36 120 253% -8845[1017 -7.53] L
Frias 2018 -0.4 57848 51 -477 828 211 250% 4.37[2.43,6.31] L
Garvey 2023 -13.75 979 623 -32 887 315 253% -1055[11.80,-9.30] u
Heise 2022 -11.2 5.3889 41 0 57628 24 244% -11.20[14.03,-8.37] -
Total (95% CI) 1070 670 100.0% -6.55[-12.94, -0.16] L 2
Heterogeneity: Tau® = 41.95, Chi*=177.22 df= 3 (P = 0.00001});, F=93% -_1 00 -SIEI o 5'0 100'

Test for overall effect: Z=2.01 (P =10.04)

Favours Tirzepatide Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis by
eGFR, NAFLD, Obesity, and early onset subgroups.

Figure 229: BMI change (kg/m?, lower values are better, change scores) at end of

follow-up
Tirzepatide Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Frias 2018 -0.1 1.85996 51 =23 251 211 498% 2.20101.56, 2.84] B
Garvey 2023 -5.05 384 B23 1.2 355 315 501% -3B5[4.33,-3.37] =
Total (95% Cl) 674 526 100.0% -0.83[-6.76, 5.10]
Heterogeneity: Tau=18.22; Chi*= 217.38, df=1 {F = 0.00001%; F=100% 5_1 0 55 b % 0

Testfor averall effect Z=0237 (P =078}
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Adding tirzepatide compared to adding insulin

Figure 230: All-cause mortality at end of follow up

Tirzepatide Insulin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gao 2023 1 BEY 20220 177% 016 [0.01, 1.76]
Ludvik 2021 4 1077 2 360 17.48% 067012, 3.63] -
Raosenstock 2023 Ty 11 708 E64.7% 0.63 [0.24, 1.61] —i—
Total (95% CI) 2481 1288 100.0%  0.55[0.26, 1.18] -l
Total events 12 15
?et?;ugenenyl:l C;I T12151 g;=§£PD=1g.SE); F=0% 'IZI.D1 Df1 1'D 1DIZI'
estfor overall efiect 2=1.52 (P =0.13) Favours Tirzepatide Favours Insulin
Figure 231: Cardiovascular mortality at end of follow up
Tirzepatide Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Gao 2023 1 EET 2220 T4E% 0.10[0.01,1.38] ——
Luddvik 2021 1 1077 0 360 255% 3.80[0.04 349.83] =
Total (95% CI) 1764 580 100.0% 0.25 [0.03, 2.45] ——agli——
Total events 2 2
?etnta;ngenmtyl:l C#I T;?i ngzgiPnzzgj?);l = 46% 'D_um Df1 1'E| 1DDD'
estfor overall effect £=1.19 (F = 0.23) Favours Tirzepatide Favours Insulin
Figure 232: 4-point MACE at end of follow up
Tirzepatide Insulin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Gao 2023 8 GBT 1 220 287% 256 [0.32, 20.37] ' =
Ludvik 2021 71077 3 360 TO03% 0.781[0.20, 3.00]
Total (95% CI) 1764 580 100.0% 1.11 [0.36, 3.44]
Total events 15 4
Heterogeneity, Tau®= 0.00; Chi*=0.92, df=1 (P =0.34), F= 0% o 0 ] 1 o0

Testfor overall effect: =018 (F = 0.86)

Figure 233: Hypoglycaemia episodes at end of follow up

Favours Tirzepatide Favours Insulin

Tirzepatide Insulin Risk Ratio Risk Ratio
Study or Subgroup  Evenis Total Events Total Weight M-H, Random, 95% CI WM-H, Random, 95% CI
Gan 2023 207 AET 9y 220 335% Q.68 [0.5T, 0.87] i
Ludvik 2021 130 1077 170 360 33.4% 026 [0.271,0.31] ——
Fosenstock 2023 76 TIT 340 ¥08  331% 022018, 028 ——
Total (95% CI) 2481 1288 100.0% 0.34 [0.16, 0.70] et
Total events 413 BO7
Heterageneaity Tau®= 0.40; Chi®= 7771, df= 2 (P = 0.00001); F=97% T 02 05 : 10

Test for overall effect: Z= 2592 (P=0.003)

Figure 234: Severe hypoglycaemic episodes at end of fo

73
Type 2 diabetes in adults: management (medicines update):

Favours Tirzepatide Favours Insulin

llow up

evidence reviews for

Subsequent pharmacological management FINAL [Feb 2026]



FINAL
Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Tirzepatide Insulin Risk Difference Risk Difference
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Gan 2023 0 EB&87 o 220 341% 0.00[-0.01, 0.01]
Ludvik 2021 1 1077 0 360 34.4% 0.00 [-0.00, 0.01]
Rosenstock 2023 37T o 08 31.5% -0.04 [-0.05,-0.02] L
Total (95% CI) 2481 1288 100.0% -0.01 [-0.04, 0.02]
Total events 4 3o
Heterogeneity: Tau®=0.00; Chi®= 8410, df= 2 (P = 0.00001); F= 98% I f 1 f i
Testf Il effect Z=0.78 (P = 0.43 . 09 v 0. !
gstfor overall effect 2= 0.78 (F = 0.43) Favours Tirzepatide Favours Insulin

Figure 235: HbA1c change (%, lower values are better, change scores) at end of follow

up
Tirzepatide Insulin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Gao 2023 -1.44 00809 :h 220 333% -1.44 [1.60,-1.28] L]
Rosenstock 2023 -0.98 0.09694 716 708 325% -0.898[1.17,-0.79] L]
Ludvik 2021 -0.827 00577 1076 359 34.2% -0.83[094,-0.71] L
Total (95% CI) 2479 1287 100.0% -1.08[-1.46, -0.70] +
Heterogeneity: Tau®= 0.11; Chi*= 38.30, df= 2 (P = 0.00001); "= 95% =-1D 55 s é 1D=
Test far averall effect: Z= 5.94 (P < 0.00001) Favours Tizepatide Favours Insulin

Figure 236: Weight change (kg, lower values are better, change scores) at end of

follow up
Tirzepatide Insulin Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Gao 2023 -7.897  0.3484 Ba¥ 220 338% -7.90 [8.58,-7.21] L
Ludvik 2021 -12.667  0.4619 1076 359 335% -12.67 [13.57,-11.76] L
Rosenstock 2023 -12.2 063776 716 708 327% -12.20 [13.45,-10895] L
Total (95% CI) 2479 1287 100.0% -10.90 [-14.29, -7.52] L J

ity: Tau== - Chif= = CR= } } } |
?et?;ugenemfl.lT?ru ;gfg,;h|P—<BJ DEDSDDdI— 2P =0.000013; F=58% oo 20 s an 100

estfor overall efiect. 2= 6.31 ( : ) Favours Tirzepatide Favours Insulin

K.1.4.3 Adding tirzepatide compared to adding dulaglutide

There are no forest plots for this comparison (all outcomes include a single study).
K.1.4.4 Adding tirzepatide compared to adding semaglutide

Figure 237: All-cause mortality at end of follow up

Tirzepatide Semaglutide Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Frias 2021 121408 1 469 941% 0.0 [0.00, 0.01]
Heige 2022 a 45 1] 44 59%  0.00[-0.04,0.04]
Total (95% Cl) 1454 513 100.0% 0.01 [-0.00, 0.01]
Total events 12 1
Heterogeneity; Chi*=0.08, df=1 (P = 0.77); F=0% f f T f 1
Testfor overall effect Z=1.80 (P = 0.07) 1 05 L 05 !
’ : : Favours Tirzepatide Favours Semaglutide
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Figure 238: Cardiovascular mortality at end of follow up

Tirzepatide Semaglutide Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Frias 2021 a 1410 1] 469 941%  0.00[-0.00,0.01]
Heige 2022 a 45 1] 44 59%  0.00[-0.04,0.04]
Total (95% Cl) 1455 513 100.0%  0.00 [-0.00, 0.01]
Total events a 0
Heterogeneity Chi*= 0.03, df=1 {F = 0.86); F=0% f f T f 1
Testfor overall effect Z=1.34 (P = 0.18) 1 05 L 05 !
Favours Tirzepatide Favours Semaglutide

Figure 239: Hypoglycaemia episodes at end of follow up

Tirzepatide Semaglutide Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Frias 2021 12 1409 2 469 T3.0% 1.78[0.53, 5.99] ——
Heise 2022 3 445 1 44 T 0% 2T5[0.3F 2027 =
Total (95% CI) 1454 513 100.0% 2.00 [0.71, 5.64] el
Total events 15 3
?eh?;ngenewl:l CQI Tgli SZ:QEPD:%H);I =0% b oh e o0
estfor overall effect 2=1.31 (F = 0.18) Favours Tirzepatide Favours Semaglutide

Figure 240: Severe hypoglycaemic episodes at end of follow up

Tirzepatide Semaglutide Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Frias 2021 2 1409 0 469 941% 0.00[-0.00, 0.01]
Heize 2022 1} 45 0 44 5.9% 0.00[-0.04, 0.04]
Total (95% CI) 1454 513 100.0%  0.00 [-0.00, 0.01]
Total events 2 1]
Heterogeneity: Chi*= 0.01, df=1 (P =0.84); F=0% f f 1 f i
Testf Il effect: Z= 0.60 (P = 0.55 1 05 v 05 !
Bstfor overall effect 2= 0.60 (P = 0.53) Favours Tirzepatide Favours Semaglutide

Figure 241: Weight change (kg, lower values are better, mean difference) at end of

follow up
Tirzepatide Semaglutide Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CIl IV, Random, 95% CI
Frias 2021 (13 -1.9 0.4592 470 156  29.2% -1.90[2.80,-1.00] ——
Frias 2021 {2) -3.6 0.0612 469 186 33.0% -3.60[3.72-3.48] L]
Frias 2021 {3} -6.4 0.9184 469 186 21.5% -6.40[-8.20,-4.60] —
Heige 2022 -43 1.2728 41 43 16.3%  -430[6.79,-1.81] e —
Total (95% CI) 1449 511 100.0% -3.82[-5.24,-2.41] -
Heterogeneity: Tau®=1.58; Chi®=23.24, df= 3 (P = 0.0001); F= 87% =-1D 55 b é 1D=
Testfor overall effect £=5.29 {F = 0.00001) Favours Tirzepatide Favours Semaglutide

Footnotes

(1) Tirzepatide 5 mg daily
(2) Tirzepatide 10 mg daily
(3) Tirzepatide 15 mg daily

Note: Heterogeneity for this outcome was not explored due to the small number of studies (2
studies, 3 different dose comparisons for 1 study).
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

SGLT2 inhibitors

Adding canagliflozin compared to adding placebo

Figure 242: All-cause mortality at end of follow up

Weight

Risk Difference
M-H, Fixed, 95% Cl

Risk Difference
M-H, Fixed, 95% CI

Canagliflozin Placebo

Study or Subgroup Events Total Events Total
Eaode 2013 2 AT7 o 23r
Forst 2014 1] 227 o 115
Kadaowaki 2017 1] Ta a 68
Lavalle-Gonzalez 201 3A 1 73h o 183
Rodhard 2016 ] 108 o 108
Wilding 20134 1] 13 o 1486
Total (95% CI) 1930 867
Total events 3 a

Heterogeneity: Chi*= 054, df =8 (P =099 F=0%

Testfor averall effect: Z= 062 (P=053)

Figure 243: Cardiovascular mortality at end of follow up

27.6%
13.3%
6.0%
25.5%
9.4%
18.1%

100.0%

0.00 F0.00, 0.01]
0.00 F0.01, 0.01]
0.00 F0.03, 0.03]
0.00 F0.01, 0.01]
0.00 [0.02, 0.07]
0.00 F0.01, 0.01]

0.00 [-0.00, 0.01]

3 m 4

1 1 1 1
-05 -025 0 025 04
Fawvours Canaglifiozin  Favours Placebo

Canagliflozin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 85% Cl
Bode 2013 2 ATT 0 237 371% 0.00[-0.00,0.01]
Forst 2014 227 o0 115 179% 000[-0.01,0.01]
Kadowaki 2017 il 70 0 68 81%  0.00[0.03 0.03]
Rodbard 2016 il 108 0 108 126% 000[-0.02 002
Wilding 2013A il 33 0 156 244% 0.00[-0.01,0.01]
Total (95% CI) 11495 684 100.0% 0.00 [-0.00, 0.01]
Total events 2 1]

Heterageneity: Chi*= 054, dif=4 {P=047) F= 0%

Testfor overall effect £2=053 (F = 0.549)

Figure 244: Diabetic ketoacidosis at end of follow up

-

s 0 05
Favours Canaglifiozin  Favours Placeba

Canagliflozin Placebo Risk Difference Risk Difference
Study or Subgroup Evenis Total Events Total Weight M-H, Fixed, 95% CI N-H, Fixed, 95% CI
Kadowaki 2017 il 70 0 68 39.0% 0.00[0.03 0.03]
Rodbard 2016 il 108 0 108 &1.0% 000[-0.02 0,02
Total (95% CI) 178 176 100.0% 0.00 [-0.02, 0.02]
Total ewents a 1]

Heterageneity: Chi*= 0.00, df=1 {F =1.00); F= 0%

Testfor overall effect. £2=0.00 (F =1.00)

-

08 0 05
Favours Canagliflozin  Favours Placebo

Figure 245: Hypoglycaemia episodes at end of follow up

Canagliflozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Eode 2013 93 77 44 237 M3% 0.01 [-0.05, 0.07]
Kadowaki 2017 i 7o a 68 2TA% 0.00[-0.03,0.03]
Rodbard 2016 4 108 2108 26.2% 0.02 [-0.03, 0.08]
Wilding 20134 108 313 7 188 M .A% 0.17[0.09, 0.25] —
Total (95% CI) 968 569 100.0% 0.04 [0.03, 0.12]
Total events 204 73
Heterogeneity: Tau®= 0.01; Chi®= 3014, df= 3 (P = 0.000013; 1F= 90% 5_1 -D: z o D:S 15

Testfor overall effect: Z=1.15(F=0.249)

Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis by

eGFR subgroup.
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Figure 246: Severe hypoglycaemia at end of follow up

Canagliflozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bode 2013 11 ATT 8 237 500% -0.01[-0.04,0.03]
Rodbard 2016 0 108 0 108 171%  0.00[0.02, 0,03
Wilding 201 3A 2 3 1 1586 328% -0.00[}-0.02 0,03
Total (95% CI) 898 501 100.0% -0.01 [-0.02, 0.01]
Total events 13 ]

Heterogeneity, Chi*= 096, df=2(P=062) F=0% f

o A -1 -0.5 0 0.5 1
Testfor overall sffect 2= 0.72 (F=0.47) Favours Canaglifiozin  Favours Placebo

Figure 247: HbA1c change (%, lower values are better, change scores) at end of follow

up

Canagliflozin Placebo Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

Bode 2013 -0.48 0.0981 425 170 11.2% -048[0.67,-0.29] =

Cusi 2018 -0.75 01885 24 27 A%  -0.75[F1.12,-0.38] -

Forst2014 (13 -0.76 0.23 114 57 BT%  -0F6[1.21,-0.31] -

Forst2014 (2) -0.62 0149 113 a8 TO9% -0.62[0.99 -0.25] -

Kadowaki 2017 -0.87 01414 0 it 96% -0.87[1.15-0.49] -

Lavalle-Gonzalez 201 3A -0.7 0.0663 T25 181 122% -0.70[-0.83,-0.57] =

Mahaffey 2018 -0.39 0.0283 795 4347 13.0% -0.39[-0.45 -0.33] =

Rodbard 2016 -0.88 01531 ekl 94 9.2% -089[1.19 -0.89] -

Wilding 20134 (3) -0.75 0102 185 A 111% -0.75[-0.95, -0.585] -

Wilding 20134 (4) -0.87 0102 1482 A O 114%  -087[1.47,-0.77]

Total (95% CI) 7672 5152 100.0% -0.71[-0.87,-0.54] ]

Heterogeneity: Tau®= 0.05; Chi®= 6790, df= 9 (P = 0.00001); F=87% t } ] |

-10 5 ] 4 10

Testfor overall effect: 2= 836 (P = 0.00001} Favours-Canainﬂozin Favours Placebo

Footnotes

(1) 300 mg canaglifiozin daily. Mumber of participants in placebo arm has been halved.
(2) 100mg canaglifiozin daily. Mumber of participants in placebo arm has been halved.
(3) 100mg canaglifiozin daily. Mumber of participants in placebo arm has been halved.
(4) 300mg canaglifiozin daily. Number of paricipants in placebo arm has been halved.

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
ACR, eGFR, and NAFLD subgroups.

Figure 248: Weight change (kg, lower values are better, change scores) at end of

follow up
Canagliflozin Placebo Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Cusi 2018 -34 0943 24 27 5.2% -3.40[5.25-1.95]
Forst2014 -3.2 01533 227 118 158% -3.20[-3.50,-2.90 -
Kadowaki 2017 -1.581 0.3183 2] 67 13.4% -1.51[2.13,-0.89] -
Lavalle-Gonzalez 201 3A -2.4 0245 T25 181 146% -240[-2.88-1.92] -
Mahaffey 2018 -2.4 01204 795 4347 162%  -240[-2.64,-2.16] -
Rodbard 2016 -1.55 04337 103 104 11.4% -1.585[2.40,-0.70] —
Wilding 2013A (1) -2.05 04337 184 A 11.4% -2.05[2.90,-1.20] —
Wilding 20134 (2) -1 0.4082 1486 A 11.8% -1.00[1.80,-0.20] -
Total (95% CI) 7253 4991 100.0% -2.16 [-2.67, -1.65] L 2
Heterogeneity: Tau®=0.40; Chi®=51.57, df=7 (P = 0.00001); F= 86% t } ] |

10 -5 0 5 10

Testfor overall effect: 2= 830 (P = 0.00001}) Favours Canaglifiozin Favours Placebo

Footnotes

(1) 300 mg canaglifiozin daily. Mumber of participants in placebo arm has been halved.
(2) 100mg canaglifiozin daily. Mumber of participants in placebo arm has been halved.

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
ACR, eGFR, and NAFLD subgroups.

K.1.5.2 Adding canagliflozin compared to adding semaglutide

There are no forest plots for this comparison (all outcomes include a single study).
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Adding canagliflozin compared to adding sitagliptin

There are no forest plots for this comparison (all outcomes include a single study).
Adding dapagliflozin compared to adding placebo

Figure 249: Health-related quality of life - overall (EQ-5D, -0.59-1.0, higher values are
better, change scores) at end of follow up

Dapaglifiozin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 85% CI IV, Fixed, 85% CI
Bolinder 2012 -0.013 0.0273 68 70 46.6% -0.01[-0.07,0.04]
Matthaei 20158 0.02 0.0255 108 108 534% 0.02[-0.03, 007
Total {95% CI) 176 178 100.0% 0.00 [-0.03, 0.04]
Heterageneity: Ghi*= 0.78, df= 1 (P = 0.38); F= 0% o * 5 ) o
Testfor overall effect: Z=0.25 (F = 0.80) Favours Dapaglifiozin  Favours Placebo

Figure 250: All-cause mortality at end of follow up

Dapagliflozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bailey 2010 2 409 1 137 20% -0.00[0.02, 0.01] 1
Bolinder 2012 1 91 0 91 09% 0.01[-0.02 004 T
Jabbour 2014 0 225 1 226 2.2% -0.00[0.02, 001] 1
Mathieu 20154 1 160 0 160 1.5% 001 001,002
Matthaei 2015E ] 109 ] 108 1.0%  0.00F0.02,0.02]
Rosenstock 2012 1 23 ] 138 1.8%  0.00[0.01,0002]
Strojek 2011 3 450 ] 146 21% 001 0001, 0.02]
Wilding 2012 3 G610 ] 197 2.9%  0.00[0.00, 0.01]
Wiviott 2019 529 8582 470 8578 82.5% -0.00[-0.01,0.00] .
Yang 2016 ] 297 ] 145  1.9%  0.00F0.01,0.01]
Yang 20184 ] 139 ] 133 1.3%  0.00F0.01,0.01]
Total (95% CI) 11353 10061 100.0% -0.00 [-0.01, 0.00]
Total events 540 a72
Heterogeneity: Chi®=10.18, df= 10 (P=042); F= 2% 5_1 _055 b 055 15
Testfor averall effect Z=1.15 (P =0.25) Favours Dapaglifiozin Favours Placebo

Figure 251: Cardiovascular mortality at end of follow up

Dapagliflozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bailey 2010 2 409 20137 21%  -0.01 [-0.03, 0.01] 1
Matthaei 20158 0 109 0 108 11% 0.00F0.02 0,03 7
Strojek 2011 2 480 0 146 23% 0.00[0.01,0.03]
Wilding 2012 3 610 0 197  31%  0.00[0.00,0.01]
Wiviott 2019 245  BAB2 249 8578 881% -0.00[-0.01, 0.00] .
Yang 2016 0 297 0 145 20% 0.00[0.01,0.01]
Yang 20184 ] 1349 0 133  14%  0.00F0.01,0.01]
Total (95% CI) 10596 9445 100.0% -0.00 [-0.00, 0.00]
Total events 252 251
Heterogeneity: Chi®= 2.69, df= 6 (P = 0.88); F= 0% f i

i 05 0 0 1

Testfor overall effiect Z=0.17 (F = 0.87) Favours Dapaglifiozin  Favours Placebo

Figure 252: Non-fatal stroke at end of follow up
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Dapagliflozin Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Strojek 2011 1 450 0 146 0.2% 3.76[0.04, 358.45] '
Wiviott 2019 235 B&82 231 B578  99E% 1.02 [0.85,1.22]
Total (95% CI) 9032 8724 100.0% 1.02 [0.85, 1.23]
Total events 236 231
Heterogeneity: Chi*=0.32 df=1 (F=0.47), F=0% f } 1 } {
o M 0.001 IR 1 10 1000
Testfor overall effect Z=10.21 (P = 0.84) Favours Dapaglifiozin Favours Placeba

Figure 253: Persistent signs of worsening kidney disease at end of follow up

Dapagliflozin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WN-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bailey 2010 12 409 13r 1.3% 2.01 [0.456, 8.87] —
Strojek 2011 2 450 3 146 1.9% 0.22[0.04,1.28] - T
Wilding 2012 15 A10 41497 26% 1.21[0.41, 3.61] B —
Wiwioft 2019 120 8482 221 BAETE  94.0% 0.54 [0.44, 0.68] .
Total {(95% CI) 10051 9058 100.0%  0.57 [0.46, 0.71] L 2
Total events 144 230
Heterageneity: Chi :.5.94, df=3(P=011) F=49% T o " 00
Test for overall effect: £=5.20 (P = 0.00001} Favours Dapaglifiozin Favours Placebo

Figure 254: Development of end stage kidney disease at end of follow up

Dapaglifiozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Wiviott 2019 G 8582 19 8578 96.3% -0.00[0.00,-0.00]
Yang 2016 0 297 0 145  22% 0.00[0.01,0.01]
Yang 20184 1 1349 1 133 1.5% -0.00[}0.02 0,02
Total (95% CI) 9018 8856 100.0% -0.00 [-0.00, -0.00]
Total events T 20
Heterogeneity: Chi®= 0.09, df= 2 (P = 0.98); F= 0% 5_1 —D:.S p D?S 15
Testforoverall effect 2= 2.46 (F=0.01) Favours Dapaglifiozin  Favours Placebo

Figure 255: Diabetic ketoacidosis at end of follow up

Dapagliflozin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Erown 2020 0 32 ] 34 04%  0.00[-0.06, 0.08]
Wiviott 2019 27 BAhB2 12 8578 881% 0.00[0.00, 0.00]
Yang 20184 ] 1349 0 133  1.6% 0.00F0.01,0.01]
Total (95% CI) 8753 8745 100.0%  0.00 [0.00, 0.00]
Total events 27 12
Heterogeneity: Chiz= 0.06, df= 2 (P = 0.97%; F= 0% f } T t i
Test for overall effect: 2= 2.34 (P = 0.02) 1 05 0 0.5 L
’ : : Favours Dapaglifiozin  Favours Placebo
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Figure 256: Hypoglycaemia episodes at end of follow up

Dapagliflozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Bailey 2010 18 404 a 13r 9 6% -0.01 [-0.06, 0.03] -
Bolinder 2012 4 91 4 99 T.2% 0.00[-0.06, 0.08] -
Erown 2020 22 32 v 34 0.9% 048 [0.27 0.649]
Jahbour 2014 12 225 14 225 9.9% -0.01 [-0.05, 0.03 -
Mathieu 20154 1 160 0 1680 152% 0.01 001, 0.02] ¥
Matthaei 20158 17 104 9 1049 4.4% 0.07 [-0.01, 0.16] —
Rosenstock 2012 3 M 1 139 1449% 0.00[-0.02, 0024 *
Strajek 2011 30 4a0 4 146 11.58% 0.04 [0.00, 0.07] ™
Wilding 2012 376 g10 119 1497 5.0% 0.01 [-0.07, 0.09] -
Yang 2016 ] 297 0 145 162% 0.00 001, 0.01] "
Yang 20184 17 139 15 133 5.2% 0.01 [-0.07, 0.09] -
Total (95% CI) 2803 1517 100.0% 0.01 [-0.01, 0.03] y
Total events 501 181
Heterageneity: Tau®= 0.00; Chi®=42.03, df=10 (P = 0.00001}); F= 76% 5_1 -D:.S o D?S

Test for overall effect: Z=1.20(F=0.23)

Favours Dapagliflozin  Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
ACR, eGFR, NAFLD, and obesity subgroups.

Figure 257: Severe hypoglycaemic episodes at end of follow up

Weight

Risk Difference
M-H, Fixed, 95% Cl

Risk Difference
M-H, Fixed, 95% CI

Dapagliflozin Placebo

Study or Subgroup  Events Total Events Total
Bailey 2010 1] 4049 a 137
Balinder 2012 1] 91 a 91
Jahbour 2014 1 214 1 226
Mathieu 201 84 1] 160 a 160
Matthaei 20158 1] 1049 a 1049
Rosenstock 2012 0 281 i} 139
Strojek 2011 1 450 a 146
Wyilding 2012 2 610 a 197
Wiiviott 2019 58 9582 93  8avg
Yang 2016 1] 297 a 145
ang 20184 1] 1349 a 133
Total (95% CI) 11353 10061
Total events G2 a4

Heterageneity, Chi®= 3,45, df=10{FP=0497); F=0%

Testfor overall effect Z=1.91 (P = 0.06)

Type 2 diabetes in adults: management (medicines update): evidence reviews for

2.0%
0.9%
2.2%
1.58%
1.0%
1.8%
21%
2.9%
82.5%
1.9%
1.3%

100.0%

0.00 [0.01, 0.01]
0.00 [-0.02, 0.02]
0.00 [0.01, 0.01]
0.00 [0.01, 0.01]
0.00 [-0.02, 0.02]
0.00 [0.01, 0.01]
0.00 [0.01, 0.01]
0.00 [0.01, 0.01]

-0.00 [-0.01, -0.00]
0.00 0,01, 0.01]
0.00 0,01, 0.01]

-0.00 [-0.00, 0.00]
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Figure 258: HbA1c change (%, lower values are better, change scores) at end of follow

up
Dapaglifiozin Placebo Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI

Bailey 2010 -0.627 01211 409 137 53% -0.63[0.86,-0.39] -

Bolinder 2012 -0.418 0.0994 G0 49 B1% -0.42[0.61,-022] -

lacobellis 2020 -0.3 0053 a0 50 4.2% -0.30 [-0.60,-0.00] =

Jabhour 2014 -0.7 0002 223 224 B0% -0.70[0.90,-0.50] -

Mathieu 20154 -0.805 01313 160 160 49% -0.81[-1.086,-0.55] -

Matthaei 20158 -0.7 01414 84 48 4F% -0.70[-0.98,-047] -

Rosenstock 2012 -0.54 00963 281 134 6.2% -0.54 [-0.73, -0.35] -

Strojek 2011 (1) -0.37 01173 83 19 54% -0.37 [0.60,-0.14] -

Strojek 2011 (2) -0.7 04173 107 18 54% -0.70[0.93,-047] -

Strojek 2011 (3) -0.525 01148 30 18 55% -0.53[0.75,-0.30] -

Wilding 2012 (4} -0.385 01046 128 36 589% -0.39[0.59,-018] -

Wilding 2012 (5) -0.35 002 139 36 B.0% -0.35[0.55,-0.15] -

Wilding 2012 (B} -0.21 0.a02 132 35 B.0%  -0.21[0.41,-001] -

Wiviott 2019 -0.42 0.0128 8528 8587  9.1% -0.42[0.45,-0.39] -

Yang 2016 (7) -0.59 0.0867 147 73 BBE% -0.59[0.76,-042] -

“fang 2016 (8) -0.62 0.0867 152 72 B.6% -0.62[-0.79,-0.45] -

Yang 20184 -0.9 0.0964 130 110 B.2% -0.80[1.09,-0.71] -

Total (95% Cl) 10903 9811 100.0% -0.54 [-0.62, -0.45] |

Heterogeneity: Tau®=0.02; Chi*= B6.26, df= 16 (P = 0.00001); F= 76% 5_1 0 55 B % 1D=

Testfor overall effect £=12.55 (P <= 0.00001) Favours Dapaglifiozin Favours Placebo
Footnotes

(1) 2.5 mg dapagliflozin daily. Mumber of participants for placebo arm has been divided by 3.

(2) 10 mg dapagliflozin daily. See above.

(3) 5 mg dapaglifiozin daily. See above.

(4) 510 mg dapagliflozin daily. Mumber of participants for placebo arm has been divided by 3.

(5) 10 mg dapaglifiozin daily. Number of participants for placebo arm has been divided by 3

(6) 2.5 mg dapaglifiozin daily. Number of participants for placebo arm has been divided by 3.

(7) 5 mg dapaglifliozin daily. See above.

(8) 10 mg dapagliflozin daily. Number of participants for placebo arm is halved.

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
ACR, eGFR, NAFLD, and obesity subgroups.

Figure 259: Weight change (kg, lower values are better, change scores) at end of
follow up

Dapagliflozin Placebo Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bailey 2010 -2.87 04673 409 137 B.0% -2.87[3.79,-1.85 -
Bolinder 2012 -2.42 06151 69 71 4.4% -242[3.63,-1.21] -
Brown 2020 -3.77 0.58 32 34 4TF% 377 [4.91,-283] -
lacobellis 2020 47 46174 50 50 01% 470[4.3513.75 T
Jabbour 2014 -2.2 0.3827 223 224 F2%  -2.20[2.95 -1.45] .
Mathieu 201 3A -1.7 0.4289 160 160 B.5% -1.70[2.54,-0.86] b
Matthaei 20158 -1.85 0.55 86 48 50% -1.95[3.03,-087] "
Rosenstock 2012 -1.97 04866 281 134 58% -1.97[2.82-1.07] =
Strojek 2011 (1) -0.76 0.4439 30 18 B6.3% -0.76[1.63,011] b
Strojek 2011 (2) -0.59 0.4439 a3 18 B.3%  -0.58[1.46,0.28] |
Strojek 2011 (3) -1.635 04311 107 19  6.5% -1.64[2.48,-079] b
Wilding 2012 -3.01 07786 132 107 3.2%  -3.01 [4.54,-1.48) -
Wiviott 2019 -1.8 0.0785 8528 8587 11.8% -1.80[1.95,-1.65 "
Yang 2016 (4) -1.1 0.2806 147 72 BH% -1.10[1.65, -0.55] b
Yang 2016 (5) -1.8 0.2806 152 73 BH% -1.80[2.35,-1.25 b
Yang 20184 -1.37 0.3022 130 110 8.5%  -1.37[1.96,-0.78] "
Total (95% Cl) 10679 9867 100.0% -1.80[-2.12,-1.49] |
Heterogeneity: Tau®= 0.22; Chi*= 44,57, df= 15 (P = 0.0001); 7= 66%

Testfor overall effect £2=11.17 (P = 0.00001}

Footnotes
(1) 5 mg dapagliflozin daily. See above.
(2) 2.5 mg dapagliflozin daily. See above.

(3) 10mg dapaglifiozin daily. Number of participants for placebo arm has been divided by 3.

(4) 5mg dapaglifiozin daily. Mumber of participants for placebo arm is halved.
(5) 10mg dapaglifiozin daily. Number of participants for placebo arm is halved.

|
-100

, ,
-50 0 50
Favours Dapagliflozin - Favours Placebo

100

Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis by ACR,

eGFR, NAFLD, and Obesity subgroups.
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Figure 260: BMI change (kg/m?, lower values are better, change scores) at end of

follow up
Dapaglifiozin Placebo Mean Difference Mean Difference

Study or Subgroup  Mean [kg/im2] SD[kgim2] Total Mean [kg/m2] SD[kg/m2] Total Weight IV, Random, 95% Cl [kg/m2] IV, Random, 95% CI [kg/m2]
BErawn 2020 -1.53 083 32 -017 074 34 B4.6% -1.36 [F1.77,-0.95] ]
lacobellis 2020 356 7 a0 344 T a0 35.4% 1.20 [-1.54, 3.94] L
Total (95% CI) a2 84 100.0% -0.45[-2.85, 1.94] *
Heterogeneity: Tau®= 2.28; Chi®= 327, df=1 (P = 0.07); F= 63% =-1D 55 5 é
Testfar overall effect: Z= 0.37 (P=0.71) Favours Dapaglifiozin Favours Placebo

K.1.5.5 Adding dapagliflozin compared to adding exenatide

There are no forest plots for this comparison (all outcomes include a single study).
K.1.5.6 Adding dapagliflozin compared to adding liraglutide

Figure 261: Severe hypoglycaemic episodes at end of follow up

Dapagliflozin Liraglutide Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hao 2022 ] 166 0 143 ER3%  0.00F0.01,0.01)
Jiang 20218 1] T8 ] TP 33F%  000[0.02, 003
Total (95% Cl) 245 220 100.0%  0.00 [-0.01, 0.01]
Total events 0 a
Heterogeneity: Chi*= 000, df=1 {F=1.00), F= 0% I } T }
Testf Il effect: Z= 0.00 (P = 1.00 s 05 o 05
estfor overall effect 2= 0.00 (P =1.00) Favours Dapagliflozin Favours Liraglutide

Figure 262: Weight change (kg, lower values are better, change scores) at end of

follow up
Dapagliflozin Liraglutide Mean Difference Mean Difference

Study or Subgroup  Mean [kg] SD[kg] Total Mean [kg]l SD[kg] Total Weight IV, Fixed, 95% Cl [kqg] IV, Fixed, 95% CI [kg]
Hao 2022 -0.61  4.0458 166 -0.08 11.029 143 T76E% -0.53[2.44,1.38]
Jiang 2021EB -39 151089 Ta -46 43875 TYOO233% 0.70[2.77, 4.17]
Total (95% CI) 245 220 100.0% -0.24 [-1.92,1.43]
Heterogeneity: Chi*= 0.37, df=1 (P = 0.54); F= 0% 5_1 p 55 p é
Testfor overall effect Z=0.28 (P =0.77) Favours Dapaglifiozin  Favours Liraglutide

K.1.5.7 Adding dapagliflozin compared to adding saxagliptin

Figure 263: All-cause mortality at end of follow up

Dapagliflozin Saxagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Rosenstock 20154 ] 1749 o0 176 3F76% 000[0.01,0.01]
Rosenstock 201490 2 293 0 285 B24% 001 [0.00,0.02]
Total (95% Cl) 472 471 100.0%  0.00 [-0.00, 0.01]
Total events 2 i}
Heterogeneity: Chif=0.77, df=1 (P = 0.38); F= 0% I f T t
Testf Il effect Z=1.00 (F=0.21 - 03 0 05
estforoverall effect: 2= 1.00 (F = 0.31) Favours Dapaaliflozin Favours Saxagliptin

Figure 264: Cardiovascular mortality at end of follow up
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Dapagliflozin Saxagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Rosenstock 20154 1] 174 0 176 3F76% 000[0.01,0.01]
Rosenstock 201490 2 293 0 2895 B24%  0.01 [0.00,0.02]
Total (95% Cl) 472 471 100.0%  0.00 [-0.00, 0.01]
Total events 2 a
Heterogeneity, Chif=0.77, df=1 (P =0.38), F=0% I } 1 } |
Testf Il effect: Z=1.00 (P = 0.3 s 05 o 05 !
estforoverall effect: 2= 1.00 {F = 0.31) Favours Dapaglifiozin - Favours Saxagliptin

Figure 265: Hypoglycaemia episodes at end of follow up

Dapaglifiozin Saxagliptin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Rosenstock 20154 1 174 1 176 287%  0.98[0.08 15.78] 5
Rosenstock 20190 1 203 4 295 713%  0.30[0.05 1.7 —a—
Total (95% CI) 472 471 100.0% 0.42 [0.10, 1.87] —enl
Total events 2 ]
?et?;ogenemfl:l CQI Tgfa ?E:QEPD:EgAB);I = 0% o o 5 o0
estfor overall effect 2= 1.14 (P = 0.28) Favours Dapagliflozin Favours Saxagliptin

Figure 266: Severe hypoglycaemic episodes at end of follow up

Dapagliflozin Saxagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight WM-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Rosenstock 20154 1] 1749 0 176 376% 0.00[0.01,0.01]
Rosenstock 201490 1] 293 1 2895 B24% -0.00[F0.01,0.01]
Total (95% Cl) 472 471 100.0% -0.00 [-0.01, 0.01]
Total events 1] 1
Heterogeneity: Chi*=0.21, df=1 (P = 064}, F=0% I ; 1 } |
Test for overall effect Z= 0.58 (P = 0.56) -1 08 > 05 !
: : : Favours Dapagliflozin  Favours Saxagliptin

Figure 267: HbA1c change (%, lower values are better, change scores) at end of follow

up
Dapagliflozin Saxagliptin Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean [%] 5D [%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]
Rosenstock 20154 -1.2 08329 1481 -0.88 0834 143 48.4% -0.32 [F0.83,-0.11]
Rosenstock 201490 -0.63  1.004 280 -0.69 1.0182 288 51.6% 0.06 [-0.11,0.23]
Total (95% CI) 43 431 100.0% -0.12 [-0.50, 0.25]
Heterogeneity: Tau®= 0.06; Chi*= 7.57, df=1 (P = 0.006); F= 87% 5_1 p 55 p é 1D=
Testfor overall effect 2= 0.65 (P = 0.51) Favours Dapaglifiozin  Favours Saxagliptin

K.1.5.8 Adding dapagliflozin compared to adding sitagliptin

Figure 268: Hypoglycaemia episodes at end of follow up

Dapagliflozin Sitagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hong 2023 4 26 3 26 14.3% 1.33[0.33, 5.39]
Scott 20148 16 306 18 307 857% 0.89[0.46,1.72]
Total (95% CI) 332 333 100.0%  0.95[0.53,1.72]
Total events 20 21
?ehta;ugenem,rl:l C;I ngag ;ﬁf;; EPD=8:E1); F=0% o o 1 n oo
estfor overall effect 2= 0.15 (F'= 0.88) Favours Dapaglifiozin  Favours Sitagliptin

Figure 269: Severe hypoglycaemic episodes at end of follow up
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Dapagliflozin Sitagliptin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Haong 2023 1 26 1 26 396%  1.00([0.06 16.43] -
Scott 2018 2 306 1 307 B04%  1.96[0.20, 18.4590] |
Total {95% CI) 332 333 100.0% 1.50 [0.26, 8.74] ——enl———
Total events 3 2
_I:etni;ogenmtg;:l C#I Tglan i;:; EF'D:Bg.M);I = 0% o o 0 o0
estfor averall effect 2= 0.45 (F = 0.65) Favours Dapaglifiozin Favours Sitagliptin

Figure 270: HbA1c change (%, lower values are better, change and final scores) at end
of follow up

Dapagliflozin Sitagliptin Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean [%] SD[%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]
1.7.1 Change scores
Lee 2022 -1.25 078 30 -0.98 0.8 30 254% -0.27 [0.67,0.13]
Scoft 2018 -0.36 0.8001 306 -0.51 07123 307 556% 0.15[0.03,0.27]
Subtotal {95% CI) 336 337 81.1% -0.01 [-0.42, 0.39]

Heterogeneity: Tau®= 0.07; Chi®= 3.89, di=1 (P = 0.05); F= 74%
Testfor overall effect Z=0.07 {F = 0.94)

1.7.2 Final scores

Hong 2023 T.a 0.8 25 7B 1 25 18.9% 0.20 [-0.30, 0.70]

Subtotal (95% CI) 25 25 18.9% 0.20 [-0.30, 0.70]

Heterogeneity: Mot applicable

Testfor overall effect Z=0.78 (P =0.43)

Total (95% CI) 361 362 100.0% 0.05 [-0.21, 0.31]

Heterogeneity: Tau®= 0.03; Chi*= 3.99, df= 2 (P = 0.14); F= 50% t ! T t |

Tastf Il effect: Z= 0.40 (P = 0.69 1o 3 b 5 10
estfor overall effect Z=0.40 (P = 0.69) Favours Dapaglifiozin  Favours Sitagliptin

Testfar subgroup differences: Chi*= 043, df=1(P=051), F=0%

K.1.5.9 Adding empagliflozin compared to adding placebo

Figure 271: All-cause mortality at end of follow up

Empaglifiozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Ferdinand 2019 0 a0 ] T 47% 0.00[0.02 0,032 T
Haring 2013 1 441 0 225 177% 0.00[0.01,0.01]
Haring 2014 0 431 0 206 166% 0.00[0.01,0.01]
Kovacs 2014 4 333 1 165 131%  0.01[0.01,0.032] i
Rosenstock 2014B 1 ars 0 183 1489% 000[0.01,0.01]
Rosenstock 20158 0 324 1 170 13.3% -0.01 [0.02,0.01] "
Softeland 2017 0 222 o 110 8.8% 0.00[0.01,0.01]
Sone 2019 1 176 0 a0 7A1%  0.01[0.01,0.03] 3
Yabe 2023 0 65 1 G4 38% -0.02[0.06,0.03] -T
Total (95% CI) 2447 1295 100.0% 0.00 [-0.00, 0.01]
Total events T 3
Heterogeneity: Chi*= 233, df= 8 (P = 0.97); F=0% 5_1 -D:S 5 D:S 15
Testfor overall effiect Z=0.25 (F = 0.80) Favours Empaglifiozin Favours Placebo

Figure 272: Cardiovascular mortality at end of follow up

Empagliflozin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 85% Cl
Ferdinand 2019 0 a0 ] T 8.5% 0.00[0.02 0,02
Haring 2013 1 441 0 225 3232% 0.00[F0.01,0.01]
Haring 2014 0 431 0 206 301% 0.00[0.01,0.01]
Kawarmori 2018 1 182 0 93 13.3% 0.01 [0.01,0.03]
Softeland 2017 ] 222 o 110 1589%  0.00F0.01,0.01]
Total (95% CI) 1356 711 100.0% 0.00 [-0.00, 0.01]
Total events 2 0
Heterogeneity: Chi*= 0.40, df= 4 (P = 0.98); F= 0% f } T f i
Testf Il effect Z=0.54 (P =0.59 1 05 v 05 !

estfor overall effect 2= 0.54 (F = 0.59) Favours Empagliflozin  Favours Placebo
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Figure 273:

Acute kidney injury at end of follow up

Empagliflozin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% Cl
Ji2023 3 146 a T3 442%  0.02[-0.01,0.09]
kawarmori 2018 a 182 a 93 458% 0.00[0.02 007
Total {95% CI) 328 166 100.0% 0.01 [-0.01, 0.03]
Total events 3 i}

Heterogeneity; ChiF=1.69, df=1FP=019) F=11%

Test for overall effect, Z=1.07 (F = 0.29)

Figure 274:

- 05

0

05 1

Favours Empaglifiozin  Favours Placebo

Persistent signs of worsening kidney disease at end of follow up

Empaglifiozin Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% CI
Ferdinand 2018 a a0 a F7 O A489%  0.00[0.02 002
Yahe 2023 a 65 a G4 451% 0.00[0.03, 0.03
Total {95% CI) 145 141 100.0% 0.00 [-0.02, 0.02]
Total events a a

Heterogeneity: Chi®=0.00, df=1 (P =1.00), F= 0%

Testfor averall effect Z=0.00(FP=1.00)

Figure 275:

1 s

0

05 1

Favours Empagliflozin  Favours Placebo

Diabetic ketoacidosis at end of follow up

Empaglifiozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% CI
Ferdinand 2013 a a0 a T 92%  0.00[-0.02 003 T
Ji2n23 a 146 a 73 11.4%  0.00[0.02 007 b
kawamor 2018 a 182 a 93 144% 0.00[0.02 0,07
Rosenstock 2015E a a4 o 1rv0 26.2%  0.00[F0.01,0.01] L
Softeland 2017 a 2322 o 10 173%  000F0.01, 0.01]
Sane 2014 a 176 1 90 140% -0.01 [-0.04,0.0%] b
ahe 2023 a 65 a G4 7E%  0.00[-0.03 003 T
Total {95% CI) 1195 677 100.0% -0.00 [-0.01, 0.01]
Total events a 1

Heterogeneity: Chi*=0.71, df= 6 (F = 0.99); F= 0%

Taestfor overall effect Z=0.44 (P = 0.66)

1 s

0

05 1

Favours Empagliflozin - Favours Placebo

Figure 276: Hypoglycaemia episodes at end of follow up

Empaglifiozin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% CI
Bahar 2021 a 120 G 120 1.8% 1.33[0.48, 373 1T
Ferdinand 2018 3 a0 a i 0.2% B.74[0.35 128.38]
Haring 2013 95 441 ;225 147% 1.38 [0.897,1.97] =
Haring 2014 18 431 T 208 2.9% 1.23[0.52, 2.90] -1
Ji2nz23 20 146 a 73 31.3% 1.25[0.58, 2.70] T
kawarmor 2018 a 182 1 93 0.6% 017 [0.01, 4.16]
kovacs 2014 a 333 ¥ 164 2.9% 087 [0.21,1.53] I
Rosenstack 2014E 204 3ra 109 188 44.4% 094 [0.81,1.09] |
Rosenstock 2015E 117 324 GO 1F0 241% 1.02[0.80,1.31] -
Softeland 2017 3 232 o 110 0.2% 3.48[0.18 66.87]
Sane 2014 40 176 13 490 5.3% 1.57 [0.89, 2.749] i
ahe 2023 1 65 1 G4 0.3% 0.83[0.06 15.41]
Total (95% CI) 2895 1581 100.0%  1.08 [0.96,1.22] '
Total events 517 247

Heterogeneity: Chi®= 1238, df=11 (P= 034}, F=11%
Testfor overall effect Z=1.25(P=021)
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Figure 277: Severe hypoglycaemic episodes at end of follow up

Empaglifiozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Ferdinand 2019 0 a0 ] T 5.0% 0.00[0.02 0,02 T
Haring 2013 1 441 1 225 191% -0.00[0.01,0.01] "
Haring 2014 1 431 0 206 1789% 0.00[0.01,0.01]
Ji2023 0 146 0 73 3% 0.00[0.02 0,02 t+
Rosenstock 2014B 4 ars 3 188 161% -0.01 [0.03,0.02] b
Rosenstock 20158 2 324 0 170 14.3%  0.01 [0.01,0.02] i
Softeland 2017 1 222 o 110 9.5% 0.00[0.01,0.02 i
Sone 2019 0 176 0 a0 ¥7% 000[D.02 0,037 t
Yabe 2023 0 65 0 G4 41%  0.00[0.03,0.03] T
Total (95% CI) 2260 1203 100.0% 0.00 [-0.00, 0.01]
Total events q 4
Heterogeneity: Chi*=1.80, df= 8 (P = 0.99); F= 0% f

-1 05 0 05

Testfor overall effiect Z=0.17 (P = 0.87) Favours Empaglifiozin Favours Placebo

Figure 278: HbA1c change (%, lower values are better, change scores and final
values) at end of follow up

Empaglifiozin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Eahar 2021 -1.58 00414 120 120 B.6% -1.58 [-1.66,-1.50] -
Ferdinand 2019 -0.78 0.158 Ta 72 8.7% -078[1.17,-0.349] -
Haring 2013 -0.8 01224 213 T B.2% -0.80[-1.04,-0.56] -
Haring 2014 -0.8 01227 248 70 6.2% -0.80[-1.04,-0.56] -
Hattori 2018 0.0z 01715 a1 a1 5.9% 0.02 [-0.32, 0.36] T
Ji 2023 -0.95 011496 1445 T3 B.3%  -0.99[1.22 -0.76] -
Kawarnari 2018 -1.22 01173 182 93 6.3%  -1.22[1.45-0.89] -
Kovacs 2014 (1) -0.59  0.09349 164 83 6.4% -0.59[0.78-0.400 -
Kovacs 2014 {2) -0.69 0.0963939 168 a2 6.4% -0.69 [-0.88,-0.50] -
Rosenstock 2014E -0.41 0.0543 ara 188 6.4% -0.41[0.59,-0.23] -
Rosenstock 20158 -0.55 01227 237 112 B.2%  -055[0.79,-0.31] -
Softeland 2017 (3 -0.7 0119879 100 44 B.3% -0.70[0.93,-0.47] -
Softeland 2017 (4) -0.78 0119879 100 44 B.3% -0.79[-1.02, -0.56] -
Sone 2019 -0.83 0.0851 176 a0 6.4% -093[1.10,-0.76] -
Tanaka 2018 -0.32 01212 LE] 52 B.2% -0.32[-0.56,-0.08] -
ahe 2023 -0.a7 0.11 |14 G4 B.3% -0.57 [0.79,-0.35] -
Total (95% CI) 2471 1314 100.0% -0.74 [-0.99, -0.49] [}
Heterogeneity: Tau®=0.25; Chi*= 378.23, df= 15 (P = 0.00001), F= 96% =-1D =5 b é

Testfor averall effect £= 577 (P = 0.00001} Favours Empaglifiozin Favours Placebo

Footnotes
(1) 10 mg Empagliflozin v Placebo
(2) 25 mg Empagliflozin v Flacebo
(3) 25 mg Empagliflozin v Placebo
(4) 10 mg Empagliflozin v Placebo
Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by

eGFR and obesity subgroups.
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Figure 279:
follow up

Empagliflozin Placebo

Mean Difference

Weight change (kg, lower values are better, change scores) at end of

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Babar 2021 -3.8 0.2309 120 120 83% -3.80[-4.25,-3.35) -
Ferdinand 2019 -1.23 0.5868 73 72 83% -1.23[-2.38,-0.08 —
Gullaksen 2023 -4.3 1.2784 17 18 20% -4.30[-6.81,-1.749]

Haring 2013 -1.61 0.4527 214 77 B4% -1.61[2.50,-0.72] I
Haring 2014 -2.4 04527 251 70 B4% -240[-3.29,-1.51] -
Ji2023 -1.66 0.2827 146 73 78% -16B[2.21,-1.11] -
Kawamori 2018 -1.43 0.34 182 93 T4%  -1.53[-2.20,-0.86] -
Kovacs 2014 -1.8 02816 333 165  7.8% -1.90[-2.47,-1.33] -
Rosenstock 20148 -2.43 05091 375 188 858% -243[3.43,-1.43] I
Rosenstock 20158 -2.8 06123 324 170 51% -2.80[-4.00,-1.60] —
Softeland 2017 {1} -2.7 0.36 98 44 T2%  -270[-3.41,-1.99] -
Softeland 2017 (2) -2.2 017 97 44 88% -2.20[-2.53,-1.87] -
Sone 2019 1.85 0.2956 176 890  7.8% -1.85[-2.43,-1.27] -
Tanhaka 2019 1.65 0.4862 50 52 BJ1% -1.65[-2.60,-0.70] —_—
Yabe 2023 237 0.3538 E5 G4 T.3%  -2.37[-3.06,-1.68] -
Total (95% CI) 2526 1340 100.0% -2.22[-2.62,-1.81] *

Heterogeneity: Tau®= 0.45; Chi®= 62.91, df=14 (P = 0.00001); F= 80%

Test for overall effect Z= 1077 (P = 0.00001) -0 Fawurs'gmpaglmoﬂnu Favours Placeho o

Footnotes

(1) 10 mg Empaglifiozin v Placebo

(2) 25 mg Empagliflozin v Placebo
Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR and obesity subgroups.
Figure 280: BMI change (kg/m?, lower values are better, change scores and final

values) at end of follow up
Empagliflozin Placebo Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl

1.15.1 Change scores

Tanaka 20149 -0.7a 0497 48 -017 08 A1 959% -058[083-023]

Subtotal (95% CI) 49 51  959% -0.58[-0.93,-0.23]

Heterogeneity: Mot applicahle

Test for overall effect 2= 2.25 (P =0.001)

1.15.2 Final scores

Hattori 2018 294 49 &1 o 37 AT 41%  -060[F2.29,1.09] — T

Subtotal (95% CI) 51 51 414% -0.60[-2.29,1.09] i

Heterogeneity: Mot applicahble

Test for averall effect Z=0.70 (P = 0.49)

Total {95% CI) 100 102 100.0% -0.58 [-0.92, -0.24] L

Heterageneity: Chiz= 0.00, df=1 (P = 0.98); F= 0% 5_1 0 55 1 f 1D=

Test for overall effect 2= 3.33 (P =0.0008)

Test for subgroup differences: Chi#= 0.00, df= 1 (P = 0.98), F= 0%

Adding empagliflozin compared to adding insulin

a
Favours Empaglifiozin  Favours Placebo

There are no forest plots for this comparison (all outcomes include a single study).

Adding empagliflozin compared to adding linagliptin

There are no forest plots for this comparison (all outcomes include a single study).
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Adding empagliflozin compared to adding liraglutide

Figure 281: HbA1c change (%, lower scores are better, change scores and final
values) at end of follow up

Empagliflozin Liraglutide Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean [%] SD[%] Total Weight IV, Random, 95% Cl [%] IV, Random, 95% CI [%]
1.2.1 Change scores
MNakaguchi 2020 -0.35 06125 31 -1.24 08216 30 520% 0.89[0.53,1.24] | ]
Subtotal {95% CI) 3 30 52.0% 0.89 [0.53, 1.25] [

Heterogeneity: Mot applicahle
Testfor overall effect: Z=4.78 (P = 0.00001)

1.2.2 Final scores

Ikanomidis 2020 71 11 40 71 1.2 40 48.0% 0.00 [-0.50, 0.50] :

Subtotal (95% CI) 40 40 48.0% 0.00 [-0.50, 0.50]

Heterogeneity: Mot applicahle

Testfar averall effect: 2= 0.00 {P =1.00)

Total (95% CI) 71 70 100.0% 0.46 [-0.41,1.33] ?

Heterogeneity: Tau®= 0.35; Chi®=7.85, df=1 (P =0.008), F=87% I 1 T 1 {

Tastf Il effect: Z=1.04 (P = 0.30 10 -5 b 5 10
estfor overall effect: 2=1.04 (P = 0.30) Favours Empaglifiozin  Favours Liraglutide

Testfor subgroup differences: Chi®=7.85, df=1 (P =0.005), F= 87.3%

Figure 282: Weight change (kg, lower scores are better, change scores and final
values) at end of follow up

Empagliflozin Liraglutide Mean Difference Mean Difference
Study or Subgroup  Mean [kg] SD[kg] Total Mean [kg] SD[kg] Total Weight IV, Fixed, 95% Cl [kqg] IV, Fixed, 95% CI [kq]
1.3.1 Change scores
MNakaguchi 2020 -1.5  1.6703 31 -1.3 21909 30 94.8% -0.20[-1.18,0.78]
Subtotal {95% CI) kh 30 94.8% -0.20 [-1.18, 0.78]

Heterogeneity: Mat applicahle
Testfor averall effect Z=0.40 {P = 0.69)

1.3.2 Final scores

Ikanomidis 2020 a0.6 10 40 834 9 40 5.2% -2.80[7.07,1.27]

Subtotal (95% CI) 40 40 5.2% -2.90 [-7.07,1.27]

Heterogeneity: Mot applicahle

Testfor averall effect Z=1.36 (P=017)

Total (95% CI) 71 70 100.0% -0.34 [-1.30, 0.61]

Heterogeneity: Chif=1.53, df=1 (P = 0.22); F= 34% 5_1 p 55 p é 1D=
Testfor overall effect Z=0.70 (P = 0.48) Favours Empaglifiozin Favours Liraglutide

Testfor subgroup differences: Chi®= 1.3, df=1 (P=0.22), F= 34 5%

Figure 283: BMI change (kg/m?, lower scores are better, change scores and final
values) at end of follow up

Empagliflozin Liraglutide Mean Difference Mean Difference
Study or Subgroup  Mean [kg/m2] SD [kgim2] Total Mean [kgim2] SD [kgim2] Total Weight IV, Random, 95% CI [kg/im2] IV, Random, 95% CI [kg/im2]
1.4.1 Change scores
Makaguchi 2020 -0.6 0.5568 H -0.5 0.5477 30 B26% -0.10[0.38,018]
Subtotal (95% CI) 3 30 62.6% 0.10 [-0.38, 0.18]

Heterageneity: Mot applicable
Test for overall effect Z=0.71 (P = 0.48)

1.4.2 Final scores

Ikonomidis 2020 28.4 2 40 296 3 40 37.4% -1.20 [-2.32, -0.08] ——

Subtotal (95% CI) 40 40 37.4% -1.20 [-2.32, -0.08] -

Heterageneity: Mot applicable

Test for overall effect Z=210(P=0.04)

Total (95% CI) 71 70 100.0% -0.51 [-1.55, 0.53]

Heterogeneity: Tau®= 0.43; Chi*= 3.51, df=1 (P = 0.06); F= 71% =—1D 55 5 é 1D=
Testior ovarall effct 2= 0.86 (P = 0.34) Favours Empaglifiozin Favours Liraglutide

Test for subgroup differences: Chi*= 3.51, df=1 (P = 0.06), F=71.5%

Adding empagliflozin compared to adding semaglutide

There are no forest plots for this comparison (all outcomes include a single study)

Adding empagliflozin compared to adding sitagliptin
There are no forest plots for this comparison (all outcomes include a single study).
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Adding empagliflozin compared to adding vildagliptin

There are no forest plots for this comparison (all outcomes include a single study).

Adding ertugliflozin compared to adding placebo

Figure 284: All-cause mortality at end of follow up

Ertugliflozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Dagogo-Jack 2017 I 309 0 153 29.0%  0.00[-0.01,0.01]
Ji2019 a 339 0 167 31.7%  0.00[0.01,0.01]
Rosenstock 2018 a 412 0 209 39.3%  0.00[F0.01,001]
Total (95% CI) 1060 529 100.0% 0.00 [-0.01, 0.01]
Total events I} a

Heterogeneity: Chi*=0.00, df= 2 (P =1.00); F= 0%

Testfor averall effect Z=0.00{F=1.0

0

-1

.05 0 0

Favours Ertuglifiozin  Favours Placebao

Figure 285: Cardiovascular mortality at end of follow up

Ertugliflozin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Dagogo-Jack 2017 il 304 0 153 25.0% 0.00F0.01,001]
Jiz2018 il 334 0 167 31.7% 0.00[0.01,0.01]
Rosenstock 20188 il 412 0 208 393% 0.00F0.01,001]
Total (95% CI) 1060 529 100.0% 0.00 [-0.01, 0.01]
Total events a a

Heterogeneity: Chi*=0.00, df=2 (P =1.00); F= 0%

Test for overall effect Z=000(F=1.0

o

.05 i) 05

Favours Ertuglifiozin  Favours Placebao

Figure 286: Hypoglycaemia episodes at end of follow up

Ertugliflozin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl W-H, Fixed, 95% CI
Dagogo-Jack 2017 10 309 g 153 301% 0.83[0.31,2.23] —
Ji 2014 25 338 a 16T 251% 246 [0.96, B.32] T
Rosenstock 20186 M 412 9 209 44.8% 1.74[0.85, 3.60] —i—
Total (95% Cl) 1060 529 100.0%  1.65[1.01, 2.69] g
Total events 4] 20
?etni;ugenemtl:l CQI T?’_fgg ng=PEEPD=DEI1.2?); [F=23% 'D.D1 IZIT1 1'IZI 1IZIEI'

estfor overall effect 2= 2.00 (F = 0.04) Favours Ertugliflozin  Favours Placebo
Figure 287: HbA1c change (%, lower scores are better, change scores) at end of
follow up

Ertugliflozin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [*%] SD[%] Total Mean[%] SD[%] Total Weight IV, Fixed, 95% Cl [%] IV, Fixed, 95% CI [%]
Dagogo-Jack 2017 -08 086 309 -0.3 0.9 1583 244%  -060F0FT,-0.43] u
Jizo1a -85 0GB 334 -02  0BA 167 482%  -07A[0.87,-0.63] ]
Rosenstock 20138 -8 073 412 ] 1.1 208 264%  -0.80[0.87,-063] L
Total (95% Cl) 1060 529 100.0% -0.73[-0.81,-0.64] |
Heterogeneity: Chi®= 2.99, df= 2 (P = 0.22); F= 33% i_1 0 =5 i é 1U=
Test for averall effect Z=16.78 (P = 0.00001) Favours Ertuglifiozin Favours Placeba
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Figure 288: Weight change (kg, lower scores are better, change scores) at end of

follow up
Ertuglifiozin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Dagogo-Jack 2017 -214 039 309 1583 17.4% -215[-2.92,-1.38] —
Ji 2019 (13 -1.8 0.2581 170 84 41.3% -1.80[-2.30,-1.30] &+
Ji 2019 (2 -2 0.2591 169 83 41.3% -2.00[2.50,-1.50] L
Total (95% Cl) 648 320 100.0% -1.94[-2.26,-1.62] L]
Heterogeneity: Chi*= 0.64, df= 2 (P=0.73);F= 0% =-1D 55 5 é 1D=
Test for overall effect: Z=11.85 (F = 0.00001) Favours Ertuglifiozin Favours Placebo

Footnotes
(1) 5mag ertuglifiozin daily. Mumber of participants for placebo arm has been halved.
(2) 18ma ertuglifiozin daily. Mumber of participants for placebo arm has been halved

K.1.5.17 Adding ertugliflozin compared to adding sitagliptin
There are no forest plots for this comparison (all outcomes include a single study).
K.1.6 Sulfonylureas
K.1.6.1 Adding gliclazide compared to adding vildagliptin

Figure 289: All-cause mortality at end of follow up

Gliclazide Vildagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Filozof 2010a 1 483 1 510 B6.3% 1.03[0.0G, 16.49]
Yianna 2018 (1) 1 21 il 21 337%  3.00([013, 69.70] =
Total (95% CI) 514 531 100.0% 1.70[0.23, 12.67] ———
Total events 2 1
?et?;ogenmwl:l C;I Tgf‘_ﬁu gT’z:;EPD:E?.EE);I = 0% o o T o0
estior overall effect 2= 0.52 (F = 0.61) Favours Gliclazide Favours Vildagliptin

Footnotes
(1) Modified release formulation

Figure 290: HbA1c change (%, lower values are better, change scores) at end of

follow up
Gliclazide Vildagliptin Mean Difference Mean Difference

Study or Subgroup  Mean [%] SD[%] Total Mean[%] SD[%] Total Weight IV,Fixed, 95% CI[%] IV, Fixed, 95% CI [%]
Filozof 2010a -085 118 383 -0.81 118 386 91.8% -0.04 [0.21,013]
Vianna 2018 08 08z A -0.38 092 21 82%  -0.41[0.97,015
Total (95% Cl) 414 407 100.0%  -0.07 [-0.23, 0.09]
Heterogeneity: Chi*=1.46, df=1 (P = 0.21); F= 36% —1=D 15 3 :is 1=D
Testforoverall effect 2= 0.87 (P = 0.39 Favours Gliclazide Favours Vildagliptin

Figure 291: Weight change (kg, lower values are better, change scores) at end of

follow up

Gliclazide Vildagliptin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight [V, Fixed, 95% CI IV, Fixed, 95% CI
Filozaf 20104 1.28 0.39 494 513 96.2% 1.28([0.52, 2.04]
YWianna 2018 -0.2 1.94896 18 14 3.8% -0.20[-4.02 3.62] S
Total (95% CI) 512 532 100.0% 1.22 [0.47,1.97] &
Heterogeneity: Chi®= 0.55, df =1 (P = 0.46); F= 0% i_1 0 15 p é 1D=
Testfor overall effect: 2= 3.20 (P = 0.001) Favours Gliclazide Favours Vildagliptin
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Adding glimepiride compared to adding placebo

Figure 292: All-cause mortality

Glimeprimide Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
Riddle 1998 1] 7o a G2 4389% 000[-0.03 003
Raobers 2004 1] a4 a 84 AE1%  0.00[-0.02 002
Total {95% CI) 154 146 100.0% 0.00 [-0.02, 0.02]
Total events 1] a
Heterogeneity: Chi®= 0.00, df=1 {P=1.00% F= 0% I f T t i
Testf Il effect: Z= 0.00 (F = 1.00 1 -Us o 03 !
estfor overall effect: Z= 0.00 (F = 1.00) Favours Glimeprimide Favours Placebo

Figure 293: Cardiovascular mortality

Glimeprimide Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
Riddle 1998 ] 70 ] G2 439% 0.00[0.03 003
Roherts 2005 ] a4 ] 84 561%  0.00[0.02 002
Total (95% CI) 154 146 100.0% 0.00 [-0.02, 0.02]
Total events 0 0
Heterogeneity: Chi*= 0.00, df=1 {F = 1.00%; F= 0% I f T t i
Testfi Il effect £=0.00 (P = 1.00 s Us o 05 !
estfor overall effect Z= 0.00 (F = 1.00) Favours Glimeprimide Favours Placebo

Figure 294: Non-fatal myocardial infarction

Glimeprimide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Riddle 1998 1] 7o 1 62 443% 0300001, 713 =
Raberts 2004 1 a4 2 84 a5 7% 0.40[0.05, 5.41] i
Total {95% CI) 154 146 100.0%  0.41 [0.06, 2.72] ——ee—
Total events 1 3
?eti;ngenem,rl:l C#I Tg??ﬂ gf;;EF'ng.ED);I =0% 'U.IJ‘I Uf1 1-0 1DDI
estfor overall effect 2= 0.92 (P = 0.38) Favours Glimeprimide Favours Placebo

Figure 295: Hypoglycaemia episodes

Glimeprimide Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Ahren 2014 545 aor 4 101 24.5% 4.521[1.68,1217] e —
Mauck 20098 58 242 3 1M 230% 96T [3.09, 3027 -
Riddle 1998 a To ] G2 255% 0.79[0.32 1.92) — &
Raberts 2005 43 g4 ¥ a4 16.9% 6.14[2.93,12.87] —
Total (95% CI) 703 368 100.0% 3.75[1.25,11.25] ———
Total events 164 23
Heterogeneity: Tau®=1.03; Chi*=16.98, df= 3 (P = 0.0007);, F=82% f f f {
Testfor averall effect Z=235(F =002 0.01 0'1- — 1 100
Favours Glimeprimide Fawvours Placebo

Note: Heterogeneity for this outcome could not be explored due to low number of studies for
each subgroup so random effects model has been chosen.
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Figure 296: Severe hypoglycaemic episodes

Glimeprimide Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ahren 2014 ] 307 0 302 495%  0.00[F0.01,001]
MNauck 20098 ] 242 1 121 26.2% -0.01 [0.03,0.01]
Riddle 1998 ] 70 ] G2 10.7%  0.00[0.03, 003
Roberts 2005 1 a4 0 84 136% 0.01[0.02 0.04]
Total (95% CI) 703 569 100.0% -0.00 [-0.01, 0.01]
Total events 1 1
Heterogeneity: Chif= 118, df= 3 {P=0.77); F= 0% 5_1 —DI 5 ] DIS 1|
Testfor overall effect 2= 0.13 (P =0.90) Favours Glimeprimide Favours Placebo

Figure 297: HbA1c change (%, lower values are better, change scores and final
values) at end of follow up

Glimepiride Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CIl IV, Random, 95% CI
MeCluskey 2004 1.2 04 25 -0.3 08 15 21.6% -090[-1.35-0.44] -
Mauck 20098 -08 1486 242 03 11 121 260% -0.80[-1.08 -057] L
Riddle 1988 TE 08 7o 7T 1 B2 252% -010[-0.41,0.21] L
Roherts 2005 1.3 072 g2 -033 07 FYOO272%  -0.98[-1.20,-0.76] =
Total (95% CI) 419 275 100.0% -0.69 [-1.10, -0.29] L]
Hetarageneity: Taut= 0.14; Chit= 21.41, df= 3 (P < 0.00013; 7= 86% _150 55 1 % 150
Test for overall efiect Z=3.38 (P = 0.0007) Favours Glimepiride Favours Placebo

Note: Heterogeneity for this outcome could not be explored due to low number of studies for
each subgroup so a random effects model has been chosen.

Figure 298: Weight change (kg, lower values are better, change scores and final
values) at end of follow up

Glimepiride Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Riddle 14998 482 165 ¥0 1032 203 G2 428% -5.00[11.36,1.36]
Roberts 2004 376 489 82 045 4146 7TOET.I% 3.311[1.84,4.78]
Total (95% CI) 152 139 100.0%  -0.24 [-8.30, 7.81]
Heterogeneity, Tau®= 28.93; Chf= .22, df=1 (P = 0.01); F= 24% f f 1 f |
o _ -100 -a0 a 1] 100
Testfor overall effect: 2= 0.06 (P = 0.95) Favours Glimepiride Favours Placebo

K.1.6.3 Adding glimepiride compared to adding metformin

There are no forest plots for this comparison (all outcomes include a single study)
K.1.6.4 Adding glimepiride compared to adding insulin

Figure 299: Hypoglycaemia episodes at end of follow up

Glimepiride Insulin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Group 2022 G54 123 474 1245 98.0% 1.401[1.28,1.52]
Maoon 2014 19 34 10 38 2.0% 2120115, 3.81] —
Total (95% CI) 1265 1283 100.0%  1.41 [1.29, 1.54] +
Total events 673 454
Heterageneity: Chi = 178, df =1 {F=018) F=44% T 0 ] e o0
Testfor overall effect 2= 7.72 (F = 0.00001) Favours Glimepiride Favours Insulin
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Figure 300: Severe hypoglycaemic episodes at end of follow up

Glimepiride Insulin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
Group 2022 28 1254 16 1263 972%  0.01[0.00,0.02]
Moon 2014 ] 34 0 38 28% 0.00[0.05 0.05]
Total {95% CI) 1288 1301 100.0% 0.01 [-0.00, 0.02]
Total events 28 16
Heterogeneity: Chif=012, di=1{F=0.72), F=0% |_1 —EII.S ﬁ EITS 1-

Testfor overall effect 2= 1.83 (F = 0.07) Favours Glimepiride Favours Insulin

Figure 301: HbA1c change (%, lower values are better, change scores and final
values) at end of follow up

Glimepiride Insulin Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean [%] SD [%] Total Weight IV, Fixed, 95% CI [%] IV, Fixed, 95% CI [%]
1.16.1 Change scores
Moon 2014 -1.8 1.2 34 -1.8 1.3 38 956% 0.00 [-0.58, 0.58]
Subtotal (95% CI) 34 38 D5.6% 0.00 [-0.58, 0.58]

Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.00 (P = 1.00)

1.16.2 Final scores

Group 2022 7 161065 310 6.9 21.0014 426 4.4% 010258 2.79] S —
Subtotal (95% Cl) 310 426 4.4% 0.10 [-2.58, 2.78] —el——
Heterogeneity: Mot applicahle
Testfor overall effect Z= 007 (P = 0.94)
Total (95% Cl) 344 464 100.0% 0.00 [-0.56, 0.57] *
Heterogeneity, Chi= 001, df=1 (P = 0.94); F= 0% 5_1 0 IS p é 1D=
Testfor overall effect Z=0.02 (F = 0.39) Favours Glimepiride Favours Insulin
Testfor subaroup diffierences: Chi*= 001, df= 1 (P=094. F=0%
Adding glimepiride compared to adding canagliflozin
There are no forest plots for this comparison (all outcomes include a single study)
Adding glimepiride compared to adding dapagliflozin
Figure 302: Hypoglycaemia episodes at end of follow up
Glimepiride Dapagliflozin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Kinoshita 2020 2 33 i 33 8.2% T.E2[0.47,124.54] ]
Muller-Wieland 2018 13 309 1] M1 532% 7741268, 23.20] ——
Park 2023 7 61 3 B0 38.6% 2,33 [0.64, 8.47] T
Total (95% CI) 403 404 100.0%  4.87[2.18,10.84] -
Total events 22 3
Heterogeneity: ChiF= 2.03, di= 2 (P = 0.36) F= 2% oo o T4 o000

Testfor overall effect: Z= 3.87 (P =0.0001)
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Figure 303: HbA1c change (%, lower values are better, change scores) at end of

follow up
Glimepiride Dapagliflozin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Kinashita 2020 -0.3 1.03 33 -052 068 32 291% 0.22 [-0.20, 0.64]
Muller-Wieland 2018 -0.899 0.87 305 -0.82 088 309 389% -017[0.31,-003
Park 2023 -054 095 56 -1 085 56 31.9% 0.46 [0.11, 0.81] -
Total (95% CI) 394 397 100.0% 0.14 [-0.29, 0.57]
Heterogeneity: Tau®= 0.12; Chi*=12.80, df= 2 {P = 0.002%; F= 84% t { 1 ! t
Test for averall effect Z= 0.66 (P = 0.51) 10 =0 s o
. . : Favours Glimepiride Favours Dapaaliflozin

Figure 304: Weight change (kg, lower values are better, change score) at end of

follow up

Glimepiride Dapagliflozin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Kinoshita 2020 -28 17 33 14 23 32 333%  -4.20[519,-3.21] L
Muller-Wieland 2018 18 351 308 -35 353 311 335% 5.30[4.75, 5.858] L]
Park 2023 1.26 267 56 -2.38 269 56 333% 3.64 [2.65, 463] =
Total (95% CI) 397 399 100.0% 1.50 [-4.00,7.18]
_ll-_let?;ogenewl:l T?ru 1:124—?5?::" _:0225.29, df=2 (P = 0.00001}); F=99% o0 20 b i 00

estfor overall effect Z= 0.56 (P = 0.58) Favours Glimepiride Favours Dapagliflozin

Adding glimepiride compared to adding empagliflozin

There are no forest plots for this comparison (all outcomes include a single study)

Adding glimepiride compared to adding ertugliflozin

There are no forest plots for this comparison (all outcomes include a single study)
Adding glimepiride compared to adding exenatide

Figure 305: Hypoglycaemia episodes at end of follow up

Glimepiride Exenatide Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Derosa 2011E 3 54 ] a7 0.3% 7.38[0.39, 139.65]
Gallwitz 2012B 338 508 186 511 89.7% 1.83[1.60, 2.08] .
Total (95% CI) 562 568 100.0%  1.84[1.62,2.10] [}
Total events I 186
e e oo
e ' Favours Glimepiride Favours Exenatide

Figure 306: HbA1c change (%, lower values are better, change scores and final
values) at end of follow up

Glimepiride Exenatide Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean [%] SD[%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]
Derosa 2011E T4 0.z 45 TA 0.3 52 498% -0.10[-0.20,-0.00]
Gallwitz 20128 -0.21 05 197 -0.36 0 044 182 50.2% 0.15[0.06,0.24]
Total (95% CI) 246 234 100.0% 0.03 [-0.22,0.27]
Heterogeneity: Tau®= 0.03; Chi®=12.81, df=1 (P =0.0003);, F=92% _150 55 ﬁ é 150
Testfor averall effect: 2= 0.20 (P = 0.84) Favours Glimepiride Favours Exenatide
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Figure 307:
values) at end of follow up

Weight change (kg, lower values are better, change scores and final

Mean Difference

Glimepiride Exenatide Mean Difference
Study or Subgroup  Mean [kg] SD[kg] Total Mean [kg]l SD[kg] Total Weight IV, Random, 95% CI [kqg] IV, Random, 95% CI [kq]
Derosa 20118 80,5 749 741 65 52 49.0% 5.40[261,8.19] O
Gallwiz 201 2B -332 545 811 114 418 &08 S10% -4.46 [-5.06, -3.86] u
Total {95% CI) 560 560 100.0% 0.37 [-9.29, 10.03]
Heterogeneity: Tau®= 47 55, Chi*= 45.97, df= 1 (P < 0.00001); F= 88% f t T y {
-100 -0 0 a0 100
Testfor overall effect: 2= 0.08 (F = 0.94) Favours Glimepiride Favours Exenatide
Figure 308: BMI change (kg/m?, lower values are better, change scores and final
values) at end of follow up
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Derosa 20118 1.6 02238 333% 1.680[1.14, 2.04]
Gallwitz 201 2B 1.88 0.1482 667%  1.88[1.47, 2149
Total {95% CI) 100.0% 1.79[1.53, 2.04]

o P piE — _ - E= } } T t 1
Heterogeneity: Chi = 104, df =1 (P=031)F=4% T 20 b = 0o
Testfor overall effect: Z=13.83 (P = 0.00001) Favours Glimepiride Favours Exenatide

Adding glimepiride compared to adding gliclazide
There are no forest plots for this comparison (all outcomes include a single study)
Adding glimepiride compared to adding linagliptin
Figure 309: All-cause mortality at end of follow up
Glimepiride Linagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gallwitz 20124 4 775 4 Tr6 1.3% 1.00[0.24, 3.99]
Raosenstock 20198 336 300 308 3023 987% 1.10[0.94, 1.27]
Total {95% CI) 3785 3799 100.0%  1.09[0.95,1.27]
Total events 340 M2
Heterogeneity: Chi®= 0.02, df=1 (F=0.90), F=0% T o 1 10 o0

Testfor overall effect £=1.22{F =022

Glimepiride Linagliptin

Figure 310: Cardiovascular mortality at end of follow up
Glimepiride Linagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gallwitz 20124 2 TTA 2 TTB 1.2% 1.00[0.14, 7.09]
Rosenstock 201498 168 3010 169 3023 588% 1.00[0.81,1.23]
Total (95% CI) 3785 3799 100.0%  1.00[0.81,1.23]
Total events 17ro 171

Heterogeneity: Chif=0.00, df=1 (P =1.00; F=0% 'IZI o
Testfor overall effect £= 0.02 {F = 0.8 '

95

0.1 1 10
Glimepiride Linagliptin
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Figure 311: Non-fatal stroke at end of follow up
Glimepiride Linagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gallwitz 20124 11 fiil 3 TV 38.1% 367 [1.03,13.11]
Rosenstock 20198 104 3010 91 3023 G4.8% 1.15[0.87,1.51]
Total (95% Cl) 3785 3799 100.0% 1.73[0.58, 5.14]
Total events 1148 94
Heterogeneity: Tau® = 0.46; Chi®= 3.07, df=1 {P=0.08), F=67% I f T t |
o ~ 0.01 01 1 10 100
Testfor overall effect; £=0.93 (F = 0.33) Glimepiride  Linagliptin
Figure 312: Unstable angina at end of follow up
Glimepiride Linagliptin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gallwitz 201 24 3 T77h 3 776 4.8% 1.00[0.20, 4.99]
Rosenstock 20198 a6 3010 G0 3023 952% 0.94 [0.65, 1.34]
Total (95% CI) 3785 3799 100.0%  0.94 [0.66, 1.34]
Total events a4 63
?etf;ﬂgenewl:l C;I T§91D gi:;EPuz?g.Qai); [F=0% T 0 ] 10 oo
estfor overall effect £=0.34 (P = 0.73) Glimepiride  Linagliptin
Figure 313: Hospitalisation for heart failure at follow up
Glimepiride Linagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gallwitz 201 24 2 775 3 TTB 26% 067 [0.11, 3.98]
Rosenstock 201498 92 3010 112 3023 97.4% 0.82[0.63,1.08]
Total (95% CI) 3785 3799 100.0%  0.82[0.63,1.07]
Total events 94 115
Heterogeneity: Chi®= 0.05, df=1(F=0.82), F=0% f f T f {
o - 0.0 0.1 1 10 100
Testfor overall effect Z=1.44 (F=0.15) Glimepiride  Linagliptin
Figure 314: Hypoglycaemia episodes at end of follow up
Glimepiride Linagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gallwitz 20124 280 774 A8 TTE  42.2% 483 [3.71,6.30 -
Rosenstack 20188 1132 3010 320 3023 57.8% 3.88[3.17,3.98] |
Total (95% Cl) 3785 3799 100.0% 4,05 [3.00, 5.45] . 3
Total events 1412 ars
?etf:’ugenewl:lT?fu 1=-‘7_D'-—Dg;1oshlp=<4ﬁ4n19'|:[|jg1: 1{P=004) F=77T% 'D.D1 Df1 1.|J 1|:|u'
estior overall effect Z=9.18 (P < 0. ) Glimepiride Linagliptin
Figure 315: Severe hypoglycaemic episodes at end of follow up
Glimepiride Linagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gallwitz 201 24 12 775 1 776 91% 12.02[1.47,92.18]
Rosenstock 201498 G5 3010 10 3023 909% G.53[3.36,12.68)] —.—
Total (95% CI) 3785 3799 100.0% 7.03[3.74,13.20] -
Total events T 11
Heterogeneity: Chi®= 0.31, df=1 (F=0.58), F=0% T o 1 100

Testfor overall effect: £= 6.06 {F = 0.00001)
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Figure 316:

follow up
Glimepiride Linagliptin

Mean Difference

HbA1c change (%, lower values are better, change scores) at end of

Mean Difference

Study or Subgroup  Mean Difference  SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Gallwitz 20124 -0.2 005 755 TG4 48.2% -0.20[0.30,-0.10]
Rosenstock 20198 0.0o8s 003 3010 3023 51.8% 0.01 [-0.05, 0.07]

3765 3787 100.0%  -0.09 [-0.30, 0.11]

Total (95% CI)
Heterogeneity: Tau®=0.02;, Chi®=12.82, df=1 (P =0.0003); F=92%
Testfor averall effect Z= 088 (P=0.38)

-10

-5 0
Glimepiride Linaglipti

Elcian
=

Figure 317: Weight change (kg, lower values are better, change scores) at end of
follow up
Glimepiride Linagliptin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Galhwitz 20124 27 0.2551 TTh 775 4821% 270[2.20,3.200
Rosenstock 201498 1.84 01327 3010 3023 51.8% 1.54[1.28,1.80]
Total (95% Cl) 3786 3798 100.0% 2.10 [0.96, 3.24]
Heterogeneity: Taw®= 0.63; Thi*= 1627 df=1 (P < 0.0001); F=94% t ! 1 } |
Testfor overall effect: Z = 3.62 (P = 0.0003) -0 -SGDIimepirideDLinainptinSD 100
K.1.6.12 Adding glimepiride compared to adding liraglutide
Figure 318: Hypoglycaemia episodes at end of follow up
Glimepiride Liraglutide Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Group 2022 Bad 1231 M2 1233 554% 2101[1.88, 2.34] |
Mauck 2009k 3] 242 32724 44E% 0.56 [0.24,1.33] ——
Total (95% CI) 1473 1957 100.0% 1.17 [0.32, 4.24] —aii——
Total events [aai] 344
Heterogeneity: Tau®=0.78; Chi*= 8.99, df=1 (P = 0.003); I*= 89% iﬂ o D=1 150 1DD=
Testfor overall efiect 2= 0.23 (F = 0.82) Favours Glimepiride Favours Liraglutide
Figure 319: Severe hypoglycaemic episodes at end of follow up
Glimepiride Liraglutide Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Group 2022 28 1254 12 1262 941% 2.351[1.20, 4.60]
Mauck 2008k 0 242 1 724 59% 0.89[0.04, 24.33]
Total (95% CI) 1496 1986 100.0% 2.27[1.18,4.37] -‘-
Total events 28 13
Heterogeneity, Chif= 0.27, df=1 (F=0.61); F= 0% T 0 T o0

Testfor averall effect £=245(FP =001}
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K.1.6.13 Adding glimepiride compared to adding saxagliptin

Figure 320: Hypoglycaemia episodes at end of follow up

Glimepiride Saxagliptin Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
Gu 2018 24 188 f 191 221% 4.06[1.70,9.77] — &
Schernthaner 20154 125 358 21 359 7T.8%  5.95([3.84,9.23 -
Total (95% CI) 54T 550 100.0%  5.54 [3.74, 8.18] <
Total events 1449 27

P ” _ Cm I ) ) |
e e ™™ oo

e : Favours Glimepiride Favours Saxagliptin

Figure 321: Weight change (kg, lower values are better, change scores) at end of

follow up
Glimepiride Saxagliptin Mean Difference Mean Difference

Study or Subgroup Mean [kg] SD[kg] Total Mean [kg]l SD[kg]l Total Weight IV, Fixed, 95% CI [kg] IV, Fixed, 95% CI [kq]
Gu 2019 04 28 187 -0.7 26 186 48.2% 1.60[1.08, 2.148]
Schernthaner 20154 1 3285 -0.8 345 289 51.8% 1.80[1.27,2.33]
Total (95% CI) 472 475 100.0% 1.70 [1.32, 2.08] |
Heterogeneity: Chi*= 0.26, df=1 (P = 0.61); F= 0% I t 1 y {

o -100 -a0 0 a0 100
Testfor overall effect 2= 8.77 (P < 0.00001) Favours Glimepiride Favours Saxagliptin

K.1.6.14 Adding glimepiride compared to adding sitagliptin

Figure 322: All-cause mortality at end of follow up

Glimepiride Sitagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Arechavaleta 2011 1 514 0 516 1.2% 288[012 73.05] '
Group 2022 43 1254 41 1267 98.8% 1.06 [0.70, 1.61]
Total (95% CI) 1773 1783 100.0%  1.08 [0.71, 1.64]
Total events 44 41
?et?;ngenemtl:l CQ Tgimu ng:QEPD:T?.SS);I =0% i o ] i ey
estfor overall effect 2= 038 (F = 0.71) Favours Glimepiride Favours Sitagliptin

Figure 323: Cardiovascular mortality at end of follow up

Glimepiride Sitagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight W-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Arechavaleta 2011 1 5149 0 516 23% 2898[012 73.08 '
Group 2022 16 1244 21 1262 97.7% 077 [0.41,1.47]
Total (95% CI) 1763 1778 100.0%  0.82 [0.44, 1.54]
Total events 17 21
Heterogeneity: Chi®= 0.66, df=1 (FP=0.42), F=0% I t T t i
o - 0.0 0.1 1 10 100
Testfor overall efiect Z= 0.60 (F = 0.55) Favours Glimepiride Favours Sitagliptin

Figure 324: Hospitalisation for heart failure at end of follow up

Glimepiride Sitagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl WM-H, Fixed, 95% CI
Group 2022 30 1244 30 1262 98.4%  0.00[-0.01,001]
Hiao 2016 0 18 0 23 1.6% 0.00 [-0.09, 0.09]
Total (95% CI) 1262 1285 100.0% 0.00 [-0.01, 0.01]
Total events ] 30
Heterogeneity: Chi®= 0.00, df= 1 (F = 0.99) F= 0% 5_1 —0:5 ] D:S 15
Testfor overall effect. Z= 0.05 (F = 0.98) Favours Glimepiride Favours Sitagliptin
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Figure 325: Hypoglycaemia episodes at end of follow up

Glimepiride Sitagliptin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Ahren 2014 4 1M 5302 11.58% 239 [0.64, 8.74] ]
Arechavaleta 2011 114 518 36 816 359% 3151[2.21, 4.50] -
Graup 2022 a4 12M 328 1283 425% 203[1.82 2.26] u
Kesavadey 2017 28 208 2M3 100% 14 54 [3.891, 60.28] I —
Total (95% Cl) 2055 2284 100.0% 2.95[1.77,4.93] L
Total events a00 KXl
Heterogeneity: Tau®= 0.16; Chi*=13.08, df=3 (P = 0.004); F=77% I t f {
Tastfi Il effect: 2= 413 (P = 0.0001 om 01 10 100
estforoverall effect 2= 4.13 ( : ) Favours Glimepiride Favours Sitagliptin

Note: Heterogeneity for this outcome could not be explored due to low number of studies for
each subgroup so random effects model has been chosen.

Figure 326: Severe hypoglycaemic episodes at end of follow up

Glimepiride  Sitagliptin Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Abren 2014 0307 1302 4.4% 0.32[0.01, 8.02]
Arachavaleta 2011 1 818 1 616 B9%  2.08[0.31,2859 —
Graup 2022 28 1354 9 1268 811% 215 [1.49, 6.64] -
Kesavadey 2017 8 205 0 213 5B% 17.66[1.03,304.01]
Total (95% CI) 2285 2299 100.0%  3.12[1.59,6.11] -
Total events i) 11

e = — — o I } t |
R R
estfor overall effect 2= 3.31 (P=10. ) Favours Glimepiride Favours Sitagliptin

Note: Heterogeneity for this outcome could not be explored due to low number of studies for
each subgroup so random effects model has been chosen.

Figure 327: HbA1c change (%, lower values are better, change scores and final
values) at end of follow up

Glimepiride Sitagliptin Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean[%] SD[%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]
Arechavaleta 2011 -0.52 115 &a049 -0.46 0492 509 36.7% -0.06 [-0.15, 0.07]
Group 2022 T 161085 310 T 154107 284 1.7% 0.00[-2.54, 2.54]
Kesavadey 2017 -0.31 0.65 205 -0.7 063 213 36.8% 0.39[0.27, 0.581]
Kiao 2016 6.47 0.7 18 6.25 062 23 248% 022019 0.63]
Total (95% CI) 1042 1029 100.0% 0.18 [-0.17, 0.52]
Heterogeneity: Tau®= 0.08; Chi®= 24.80, df= 3 (P = 0.0001}); F= 88% _150 55 b é 150
Testfor overall effect 2=1.01 (P=0.31) Favours Glimepiride Favours Sitagliptin

Note: Heterogeneity for this outcome could not be explored due to low number of studies for
each subgroup so random effects model has been chosen.

Figure 328: Weight change (kg, lower values are better, change scores) at end of

follow up
Glimepiride Sitagliptin Mean Difference Mean Difference

Study or Subgroup  Mean [kg] SD[kg] Total Mean [kg]l SD[kg] Total Weight IV, Random, 95% CI [kqg] IV, Random, 95% CI [kq]
Arechavaleta 2011 1.2 347 518 -0.8 347 516 435% 2.001[1.58 2,43
Kesavadey 2017 0.54 1.86 205 -0.3 1.79 213 445% 0.84 [0.49,1.19]
Kiao 2016 Ta81 4.3 18 Ta.8 4 23 120% 2,30 [-0.27, 4.87]
Total (95% CI) 739 752 100.0% 1.52 [0.48, 2.56]
Heterageneity: Tau®= 0.60; Chi®=17.68, df= 2 (P = 0.0001}; 7= 84% I 1 T t {

L ~ -100 -a0 0 a0 100
Testfor overall effect 7= 2.88 (P = 0.004) Favours Glimepiride Favours Sitagliptin
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Adding glimepiride compared to adding vildagliptin

Figure 329: All-cause mortality at end of follow up

Glimepiride Vildagliptin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Ferrannini 2009 31383 201388 211% 1.81 [0.25,8.00]
Matthews 2010 B 1546 T 1583 TVE% 0.86 [0.29, 2.56]
Total (95% CI) 2029 2042 100.0%  1.00 [0.40, 2.53]
Total events q q

Hetarogeneity: Chi®= 027, df=1 (P = 0.60);, F= 0%
Testfor overall effect £=0.01 (P = 0.99)

Figure 330: Hypoglycaemia episodes at end of follow up

Glimepiride Vildagliptin
Study or Subgroup Events Total Events Total Weight

0.01

0.1 1 10 100

Favours Glimepiride Fawvours Vildagliptin

Risk Ratio
M-H, Fixed, 95% Cl

Ferrannini 2009 2341383 231389 397%
Matthews 2010 281 1546 35 18583 BO3%
Total (95% CI) 2029 2042 100.0%
Total events a05 a8

Heterageneity: Chi®= 048, df=1 {P=049); F=0%
Testfor overall effect Z=15.93 (F = 0.00001)

973 [6.41, 14,93
806 [5.72,11.38]

8.75[6.70, 11.42]

Risk Ratio
M-H, Fixed, 95% CI
r——
s =
L
0.01 0.1 10 100

Favours Glimepiride Favours Vildagliptin

Figure 331: Severe hypoglycaemic episodes at end of follow up

Glimepiride Vildagliptin
Study or Subgroup  Events Total Events Total Weight

Risk Difference
M-H, Fixed, 95% Cl

Risk Difference
M-H, Fixed, 95% CI

Eerndt-Zipfel 2013 ] 22 ] 22 1.4%
Matthews 2010 18 1546 0 1553 98.6%
Total (95% CI) 1568 1575 100.0%
Total events 15 1]

Heterageneity, Chi®=0.05, df=1 {P=082); F=0%
Testfor overall effect Z2= 3.66 (P =0.0003)

0.00 [-0.08, 0.08]
0.01 [0.00, 0.01]

0.01 [0.00, 0.01]

-1

0

5 0 0.5 1

Favours Glimepiride Favours Vildagliptin

Figure 332: HbA1c change (%, lower values are better, change scores and final

values) at end of follow up
Glimepiride Vildagliptin
Study or Subgroup  Mean [%] SD[%] Total Mean [%] SD[%] Total

Mean Difference
Weight IV, Random, 95% CI [%]

Mean Difference
IV, Random, 95% CI [%]

1.6.1 Change scores

Ferrannini 2009 -0.53 065 1072 -0.44 0BT 1113
Matthews 2010 -01 0 1556 -0.1 0 1562
Subtotal (95% CI) 2628 2680

Heterogeneity: Mot applicahle
Testfor overall effect: Z= 318 (P =0.001}

1.6.2 Final scores

Berndt-Zipfel 2013 657 045 22 674 075 22
Derosa 20144 6.7 0.3 70 6.4 0.4 a3
Subtotal (95% CI) 92 105

Heterogeneity: Tau®=0.00; Chi*=0.02, df=1 (F=0.88); F= 0%
Test for overall effect: Z= 3.64 (P = 0.0003)

Total (95% CI) 2720 2785
Heterogeneity: Tau®=0.00; Chi*= 311, df= 2 (P =021}, F= 36%

Test for overall effect: Z=312 (F=0.002)

Testfor subgroup differences: Chi®= 3.09, df=1 {P=0.08), F=67.6%

61.9% -0.09 [0.15,-0.03]
Mot estimable

61.9% -0.09 [-0.15, -0.03]
48% -047 [-0.54,0.200
33.4% 0.20 F0.31,-0.09]
38.1% -0.20 [-0.30, -0.09]
100.0% -0.13 [-0.21, -0.05]

-10

-5 0 5 10
Favours Glimepiride Favours Vildagliptin
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Figure 333: Weight change (kg, lower values are better, change scores and final

values) at end of follow up

Glimepiride Vildagliptin Mean Difference Mean Difference
Study or Subgroup  Mean [kg] SD[kg] Total Mean [kg] SD[kg] Total Weight IV, Fixed, 85% Cl [kgl IV, Fixed, 95% CI [kg]
1.7.1 Change scores
Derosa 2014A 1.2 3.94 1556 -0.3 3.95 1562 95.2% 1.501[1.22,1.78]
Subtotal (95% CI) 1556 1562 98.2% 1.50 [1.22,1.78]

Heterogeneity: Mot applicable
Testfar overall effect Z=10.62 (P = 0.00001}

1.7.2 Final scores

Berndt-Zipfel 2013 45.5 19 22 476 143 22 01% 2101204, 7.84] -
Matthews 2010 782 6.9 70 TB.3 4 83 1.8% 1.90[0.17,3.97] r
Subtotal (95% CI) 92 105 1.8% 1.73[-0.29, 3.76] ]

Heterogeneity: Chi*= 060, df=1{P=0.44), F=0%
Testfor overall effect: Z=1.68 (P = 0.09)

Total {95% Cl) 1648 1667 100.0% 1.50 [1.23,1.78]

Heterogeneity Chi*= 065, df=2{P=072), F=0%
Testfar overall effect Z=10.75 (F = 0.00001}
Testfar subgroup differences: Chi#= 005, df=1 {P=082), F=0%

-100 -50 0

Adding glipizide compared to adding placebo

There are no forest plots for this comparison (all outcomes include a single study)

Adding glipizide compared to adding metformin

There are no forest plots for this comparison (all outcomes include a single study)
Adding glipizide compared to adding alogliptin
There are no forest plots for this comparison (all outcomes include a single study)

Adding glipizide compared to adding dapagliflozin

There are no forest plots for this comparison (all outcomes include a single study)

Adding glipizide compared to adding saxagliptin

There are no forest plots for this comparison (all outcomes include a single study)

Adding glipizide compared to adding sitagliptin

There are no forest plots for this comparison (all outcomes include a single study)
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Thiazolidinediones
Adding pioglitazone compared to adding placebo

Figure 334: All-cause mortality at end of follow up
Pioglitazone Placebo Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Difference
M-H, Fixed, 95% CI

Charpentier 2009 1 145 0 154 13.3%  0.01 [-0.01,003]
Genaovese 2013 0 110 o 103 9.58%  0.00[0.02, 0.02]
Henriksen 2011 0 102 o 106 9.3% 0.00[0.02, 002
Hame 2015 3 277 1 115 145% 0.00[-0.02 0037
Mattoo 2005 0 142 1 147 12.9% -0.01 [-0.03, 0.01]
Punthakee 2012 1 3az2 4 641 405% -0.00[-0.01,0.00]
Total (95% CI) 1168 1166 100.0% -0.00 [-0.01, 0.00]
Total events i G

Heterogeneity, Chi®=1.80, df=5 (P=0.88), F=0%
Testfor overall effect: Z=0.40(F =062

-1

05 0 0.5 1
Favours Pioglitazone Favours Placebao

Figure 335: Cardiovascular mortality at end of follow up

Pioglitazone Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Charpentier 2009 1 145 0 154 18.3%  0.01 [-0.01,003]
Genovese 2013 0 110 0 103 131% 0.00[0.02, 0037
Henriksen 2011 0 102 0 106 128% 0.00[-0.02 0037
Punthakee 2012 0 392 1 541 558% -0.00[-0.01,0.00]
Total (95% CI) 749 904 100.0% 0.00 [-0.01, 0.01]
Total events 1 1

Heterogeneity: Chi*=1.01, df= 3 (P=0.80); F= 0%
Testfor overall effect Z=0.08(F=0.494)

Figure 336: 3-point MACE at end of follow up

-0.5 0 0.5 1
Favours Pioglitazone Fawvours Placebo

Pioglitazone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Haome 20145 43 237 10 115 A55% 218114, 417] ——
Punthakee 2012 2 342 g a4l 5% 0.55100.11, 2.83] —
Total (95% Cl) 619 656 100.0% 1.36 [0.38, 4.88] g
Total events 45 14
Heterogeneity: Tau*=0.54 Chi*=234, df=1{F=013), F=57% 'D.D1 Df1 1'D 'IDD'

Taestfor overall effect: Z= 0.47 (F = 0.64)

Favours Pioglitazone Favours Placebo

Figure 337: Non-fatal myocardial infarction at follow up

Piogllitazone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl WM-H, Fixed, 95% Cl
Henriksen 2011 ] 102 a 106 FO.0% 1.04 (031, 3.48]
Punthakee 2012 a 392 2841 30.0% 0.281[0.01, 573 &
Total {95% CI) 494 647 100.0%  0.81[0.27,2.42] e
Total events g 7
Heterogeneity: Chi®= 065, df=1 (P =042, F=0% o o 10 o0

Testfor overall effect Z=038 (P =0.71)
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Figure 338: Hospitalisation for heart failure at end of follow up

Pioglitazone Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Charpentier 2009 0 145 0 154 247% 0.00[0.01,0.01]
Punthakee 2012 2 3g2 1 841 753% 0.00[-0.00, 0.01]
Total (95% CI) 537 695 100.0% 0.00 [-0.00, 0.01]
Total events 2 1
Heterogeneity, Chi*=0.18, df=1 (P = 0.68); F= 0% 5_1 -DI.S 3 D?S 15
Testfor overall effect Z=0.71 (P = 0.48) Favours Pioglitazone Favours Placebo

Figure 339: Hypoglycaemia episodes at end of follow up

Pioglitazone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Charpentier 20049 35 145 11 184 19.9% 3.381[1.78,6.40] —
DePaoli 2014 T G0 a 61 41%  1525([0.89, 261.16] *
Fernandez 2008 4 10 5 10 16.4% 0.67[0.27, 1.66] —
Home 2014 ar i 13 118 M1% 27BN EZ, 477 —
Kaku 200928 1 a3 a a6 4% 311013, 75.21]
Mattao 2004 490 142 TE 147 243% 1.24[1.02,1.87] il
Sridhar 2013 g 25 2 25 108% 4.00[0.94,17.00] T
Total (95% Cl) 742 508 100.0% 210 [1.12, 3.95] L 2
Total events 232 107
Heterogeneity: Tau*=0.42; Chi®= 2686, df= 6 (P = 0.0002); F=78% 0 ID1 051 150 160
Testfor overall effect £=2.31 (F = 0.02) Favours Pioglitazone Favours Placebo

Note: Heterogeneity for this outcome could not be explored due to low number of studies for
each subgroup so random effects model has been chosen

Figure 340: Severe hypoglycaemic episodes at end of follow up

Pioglitazone Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto,Fixed, 95% Cl Peto, Fixed, 95% CI
Horme 2014 3 277 0 115 560% 415034, 50.11] ——
Punthakee 2012 2 352 0 541 44.0% 10.83[0.65, 179.83] T &
Total (95% CI) 669 656 100.0%  6.33 [0.98, 40.83] |~ —
Total events 5 a
_Il—_ietnf;ugenem,rl:l C;I Tgfi gr;EPD:DI;.BQ);I =0% 'D.E|E|1 Df1 1-0 1DE|E|'
Bstioroverall effect: 2= 1.94 (F = 0.05) Favours Pioglitazone Favours Placebo
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Figure 341:

values) at end of follow up

HbA1c change (%, lower values are better, change scores and final

Pioglitazone Placebo

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Charpentier 2009 -1.18 011 142 147 9.3% -1.18[1.40,-0.96] -
DePaoli 2014 -0.76 01771 44 41 8.0% -0.76[1.11,-0.41] -
Fernandez 2008 -0.3 0.1 10 10 9.3% -0.30[-0.50,-0.10] -
Genovese 2013 -0.85 0.0957 110 103 9.4% -0.55[-0.74, -0.36] -
Gray 2014 -0.5 0.1584 43 43 2.4% -0.50[-0.81,-0.19] -
Henriksen 2011 -1.22 0.24 104 106 6.8% -1.22[1.69 -0.78] -
Home 2014 -1.13 0.0987 aFT 114 94%  -1.13[1.32,-0.94] -
Kaku 20084 -0.82 01325 a3 a6 8.8% -0.92[1.18 -0.66] -
Mattoo 2005 -0.85 01203 142 147 9.0% -0.65[0.79,-0.31] -
Punthakee 2012 -0.5 0.0656 392 541 9.8% -0.50 [-0.63, -0.37] =
Sridhar 2013 0 01281 25 25 3.9% 0.00 [0.25, 0.29] T
Tripathy 2013 -1.2 0.5381 11 9 29% -1.20[2.25-015] -
Total (95% CI) 1384 1373 100.0% -0.70 [-0.91, -0.48] []
Heterogeneity: Tau®= 0.12; Chi®= 103.89, df= 11 (P = 0.00001}; I*= 9% b + ] t "
Test for overall effect 2= 6.35 (P = 0.00001) Favours Pioglitazone  Favours Placebo
Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis.
Figure 342: Weight change (kg, lower values are better, change scores and final
values) at end of follow up
Pioglitazone Placebo Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
DePanli 2014 .83 07214 44 41 181% 3.83([2.42 524 =
Genovese 2013 22 21992 110 103 4.5% 220211, 6.51] T
Grey 2014 1.44 07824 43 43 17.0% 1.44 [-0.09, 2.97] *
Henriksen 2011 4.5 0.6 105 106 20.4% 4.50[3.32, 5.68] -
Home 2015 48 04472 277 118 233% 4.80[3.92, 5.64] u
Matton 2005 3.85 49767 142 147 1.0%  3.B85[-5.80,13.60] T
Punthakee 2012 24 1.1692 392 541 11.4% 2490([0.61,5.19] ™
Sridhar 2013 2.4 24087 24 124 3.9% 240232, 717 ™
Tripathy 2013 31 84629 11 9 0.4% 310[13.49,19.69] I —
Total (95% CI) 1149 1230 100.0% 3.55[2.54, 4.55] |

i TR = rehiE = _ _ . | | , |
Heterogeneity: Tau®= 093, Chi*=16.64, df=8{P=0.03); F=52% '-1E|D -E:D b 5-0 100'

Test for overall effect 2= 6.93 (P = 0.00001) Favours Pioglitazone  Favours Placebo

Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis.

Figure 343: BMI change (kg/m?, lower values are better, final values) at end of follow
up

Pioglitazone Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [kg/m2] SD [kgim2] Total Mean [kgim2] SD[kg/m2] Total Weight IV, Fixed, 95% Cl [kgim2] IV, Fixed, 95% CI [kg/m2]
Genovese 2013 325 56 110 3.4 53 103 17.7% 0.60 [-0.86, 2.06] ——
Purthakee 2012 1.6 6 3982 0.4 53 541 BEE% 1.20[0.46,1.84] E =
Stidhar 2013 26 28 15 25.3 35 25 12.0% 0.70[-1.08, 2.48] o
Tripathry 2013 342 63 1 33 54 8 1.4% 120 [-3.93, 6.33] —
Total (95% CI) 538 678 100.0% 1.03 [0.42, 1.65] L
Heterogeneity: Chi*= 0.67, df= 3 (P = 0.88); F= 0% o * 1 0
Testfor overall effect 2= 3.28 (P = 0.001) Favours Pioglitazone Favours Placebo

K.1.7.2 Adding pioglitazone compared to adding metformin
Figure 344: All-cause mortality at end of follow up

Pioglitazone Metformin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Hanefeld 2004 1 319 2 320 749%  0.51[0.05, 4.96] ——
Marikawa 2011 1] 32 1 MBI % 0.13[0.00, B.E1] =
Total (95% CI) 351 351 100.0% 0.36 [0.05, 2.60] e
Total events 1 3
Heterogeneity: Chi = 0.358,df=1{F=05%8);,F=0% 'D.DD1 D!1 1'D 1DDD'
Testfor overall effect £=1.01 (F=0.31) Pioglitazone Metformin
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Figure 345: Hypoglycaemia episodes at end of follow up
Pioglitazone Metformin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hanefeld 2004 36 39 a0 320 85.0% 0.72[0.48 1.08]
Hanefeld 2011 a8 40 g 42 15.0% 0.93[0.40,2.18] I —
Total (95% CI) 359 362 100.0%  0.75[0.53,1.08] &P
Total ewents 44 a9
Heterageneity: Chi : 029 df=1(P=05%F=0% T o 0 o0
Testfor overall effect Z=153(F=013) Pioglitazane Metformin
Figure 346: HbA1c change (%, lower values are better, change scores and final
values) at end of follow up
Pioglitazone Metformin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight [V, Fixed, 95% CI IV, Fixed, 95% CI
Hanefeld 2004 013 008 315 313 455% 013[F0.05 031] []
Hanefeld 2011 -0.04 05341 ar K] 0.4% -0.04 197 1.89] I —
Kanazawa 2010 0 03436 22 23 1% 000067, 0.67] T
Morikawa 2011 032 0234 32 3 BT% -0.32[0.78 014 -
Park 2011 01 01242 34 33 239% 010[014,034)
van der Meer 20049 02 01404 kL] 38 187% 0.20[008 048]
Wil 2014 01 04669 46 47 1.7% 010[0.82,1.02 -
Total {(95% CI) 525 525 100.0% 010 [-0.02,0.22]
Heterogeneity Chit= 2.94, df= 6 (P = 0.68); F= 0% 5_1 P 55 3 é 10:
Test for overall effect: Z=1.65 (P=010) Pioglitazone Metformin
Figure 347: Weight change (kg, lower values are better, change scores and final
values) at end of follow up
Pioglitazone Metformin Mean Difference Mean Difference
Study or Subgroup  Mean [kg] SD [kgl Total Mean [kg] SD[kg]l Total Weight IV, Random, 95% Cl [kal IV, Random, 95% CI [kal
Kanazawa 2010 61.2 g 22 627 108 23 226% -1.50[-7.24, 4.24] bl
Roden 2005 1.2 306 409 316 -1.02 411 320 B0.4% 4.08[3.44, 4772 L 3
wan der Meer 2009 94 1249 39 92 1873 38 17.0% 2.00[5.07,9.07]
Total (95% CI) 377 382 100.0% 2.47 [-0.96, 5.89] e
Heterogeneity: Tau®= 4 .96, Chi®= 3.89, df=2 (P=0.14), F= 44% =1D IS b é 1D=
Test for overall effect Z=1.41 (P = 0.16) ) 'F.iogmamne Metformin

Figure 348:
up

Pioglitazone Metformin

Study or Subgroup

Mean [kg/im2] SD [kg/m2] Total Mean [kg/m2] 5D [kg/m2] Total

Mean Difference
Weight IV, Random, 95% CI [kg/m2]

BMI change (kg/m?, lower values are better, final values) at end of follow

Mean Difference
IV, Random, 95% CI [kg/m2]

Kanazawa 2010 234 26 22 251 36 23 33.0% -1.70[F3.53,0.13] —
Fark 2011 263 32 a2 248 29 33 371% 1.50[0.29, 2.71] ——
iy 2014 248 5.6 46 221 5.4 47 29.9% 2.70[0.44, 4.96] —
Total (95% CI) 150 103 100.0% 0.80 [1.56, 3.17] *
Heterageneity: Tau®= 3.53; Chi*=11.16, df= 2 (P= 0.004); F=82% [10 15 3 t 1D=
Testfor overall effect: 2= 0.67 (P =0.51) Pioglitazane Metfarmin
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Adding pioglitazone compared to adding insulin

Figure 350:

Testfor overall effect £= 217 (F=0.03)

Pioglitazone Insulin

Study or Subgroup Events

Total Events Total Weight

Risk Difference
M-H, Fixed, 95% Cl

Favours Pioglitazone Favours Insulin

Severe hypoglycaemic episodes at end of follow up

Risk Difference
M-H, Fixed, 95% Cl

Figure 349: Hypoglycaemia episodes at end of follow up
Pioglitazone Insulin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Hartemann-Hewurtier 20049 fi 14 10 13 71.8% 0.56 [0.28,1.09] —
Meneghini 2010 1 126 4 1M 282% 024003, 2132 =
Total (95% CI) 140 134 100.0%  0.47 [0.24, 0.93] -
Total events 7 14
Heterogeneity: Chi*= 062, df=1(P=043), F=0% ID.D‘I 0!1 1ID 1DDI

Figure 351:

Hartemann-Hewurtier 20049 a 14 ] 13 98% 000[013,013]
Meneghini 2010 1 126 4 1 802% -0.03[0.06 0.01]
Total (95% CI) 140 134 100.0% -0.02 [-0.06, 0.01]
Total events 1 4

Heterageneity: Chit=0.13, df= 1 (P =072}, F=0%
Testfor overall effect: Z=127 (P=0.200

values) at end of follow up

Pioglitazone Insulin

-1

Mean Difference

-0 0 05
Favours Pioglitazone Favours Insulin

HbA1c change (%, lower values are better, change scores and final

Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Darkhan 2009 0.7 0.3987 15 15 11.9% 0.70[0.00,1.40]
Harternann-Heurtier 2009 0.4 0.2329 14 13 28.2% 0.40[-0.06, 0.86]
Meneghini 2010 0.62 0.16 126 121 59.8% 062[0.31,083]
Total (95% CI) 155 149 100.0% 0.57 [0.32,0.81]
i iE = - — R t t T t |
Heterogeneity: Chi®= 0.76, df= 2 (F=068) F=0% oo 20 ) =0 100

Testfor overall effect 2= 4.58 (P = 0.00001)

Adding pioglitazone compared to adding dapagliflozin

Adding pioglitazone compared to adding empagliflozin

Risk Difference
M-H, Random, 95% CI

Favours Pioglitazone Favours Insulin

There are no forest plots for this comparison (all outcomes include a single study).

Hypoglycaemia episodes at end of follow up

Risk Difference
M-H, Random, 95% CI

Figure 352:
Pioglitazone  Empagliflozin
Study or Subgroup  Events Total Events Total Weight
Attaran 2023 2 36 a 37 32E%
Bae 2021 i} 58 a 68 67.4%
Total (95% CI) 91 95 100.0%

Total events 2 ]
Heterogeneity: Tau®= 0.00; Chi*= 214, df= 1 (P = 0.14); F= 53%
Testfar overall effect Z= 0.55 (P = 0.5)

0.06[-0.03,0.14]
0.00[-0.03,0.03]

0.02 [-0.05, 0.08]
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Figure 353:

Severe hypoglycaemic episodes at end of follow up

Pioglitazone  Empaglifiozin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Attaran 2023 0 36 0 37 39.3%  0.00[0.05, 0.05]
Bae 2021 0 55 ] 5% G0.7%  0.00[0.03,0.03]
Total (95% CI) 91 95 100.0%  0.00 [-0.03, 0.03]
Total events ] 1]

Heterogeneity: Chi®=0.00, df=1 (P=1.00); F= 0%

- 0.5 0

1
0

- - 1
Testfor overall effect Z=0.00 (F=1.00) Favours Pioglitazone Favours Empaglifiozin
Figure 354: HbA1c change (%, lower values are better, change scores and final
values) at end of follow up
Pioglitazone Empagliflozin Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean [%] SD[%] Total Weight IV, Fixed, 95% Cl[%] IV, Fixed, 95% CI [%]
1.4.1 Change scores
Bae 2021 -0.87 0.99 a5 -0.98 0.81 a8 67.5% 011 [-0.22,0.44]
Subtotal (95% CI) 55 58 67.5% 0.11 [-0.22, 0.44]
Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.64 (P =052}
1.4.2 Final scores
Aftaran 2023 7 11 36 7.2 137 325%  -0.20[-0.68, 028
Subtotal (95% CI) 36 37 325%  -0.20 [-0.68, 0.28]
Heterogeneity: Mot applicahle
Test for overall effect: Z=0.81 (P = 0.42)
Total (95% CI) )| 95 100.0% 0.01 [-0.27, 0.28]
Heterogeneity: Chif=1.07, df=1 (P = 0.30); F= 7% 5_1 P + T é 1D=
Testfar averall effec.t: Z=0.07 (p:. 0.9% Favours Pioglitazone Favours Empagliflozin
Test for subgroup differences: Chif=1.07, df=1 {P=0.30), F=66%
Figure 355: BMI change (kg/m?, lower values are better, change scores and final
values) at end of follow
Pioglitazone Empagliflozin Mean Difference Mean Difference
Study or Subgroup  Mean [kg/m2] SD[kgim2] Total Mean[kgim2] SD[kg/m2] Total Weight IV, Fixed, 95% CI [kgim2] IV, Fixed, 95% CI [kgim2]
1.5.1 Change scores
Biae 2021 042 086 55 -0.79 137 58 961% 1.7111.28,2.13) !
Subtotal (95% CI) 55 58  96.1% 1.71[1.29, 2.13]
Heterogeneity: Mot applicable
Testfor overall effect: 2= 7.99 (P = 0.00001)
1.5.2 Final scores
Aftaran 2023 321 53 36 298 36 37 39% 2.30(0.22, 4.36] E—
Subtotal (95% CI) 36 37 3.9% 2.30 [0.22, 4.38] ~i—
Heterogeneity: Mot applicable
Testfor overall effect Z= 216 (P = 0.03)
Total (95% CI) 91 95 100.0% 1.73[1.32, 2.14] *
Heterogeneity: Chi*= 0.30, df=1 (P = 0.58); F= 0% 5_1 0 t : 101

Testfor overall effect: 7= 826 (P = 0.00001)

Testfor subgroup differences: Chi*= 030, df=1 (P = 0.59), F= 0%

Adding pioglitazone compared to adding exenatide

Favours Pioglitazone Favours Empaglifiozin

There are no forest plots for this comparison (all outcomes include a single study)

Adding pioglitazone compared to adding gliclazide

There are no forest plots for this comparison (all outcomes include a single study)
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K.1.7.8 Adding pioglitazone compared to adding glimepiride

Figure 356: Non-fatal stroke at end of follow up

Pioglitazone  Glimepiride Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Kayama 2014 1 il 1] 32 A00% TE3I[014, 3584 78] L
Mazzane 2006 i 230 1 228 AD0% 0.13[0.00, 6.76] B
Total (95% CI) 261 260 100.0%  1.01 [0.06, 16.18] ———
Total events 1 1
ity: Chit= = = R= I } } |
Testtor avoral ot 22 001 (= 080) L
Favours Pioglitazone Favours Glimepiride
Figure 357: Non-fatal myocardial infarction at end of follow up
Pioglitazone Glimepiride Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Kayama 2014 a kil 1 37 &a0.0% 0.14[0.00, 7.04] L
Mazzane 2006 ] 230 1 228 a00% 013 [0.00, 6.76] i
Total (95% CI) 261 260 100.0% 0.14 [0.01, 2.19] —ee i ——
Total events a 2
Testioravoral ofsct 2o 141 = 018) o
Favours Pioglitazone Favours Glimepiride
Figure 358: Hospitalisation for heart failure at end of follow up
Pioglitazone Glimepiride Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Langenfald 2005 2 aa 1] 84 134% 002 [-0.02 0.06]
Mazzane 2006 1 230 0 228 354% 0.00[-0.01,0.07
Pfiitzner 2005 2 a8 ] 84 134% 0.02[-0.02 0.08]
Ffiitznar 20118 ] 142 200146 223%  -0.01 [-0.04,0.01]
UUmpierrez 2006 i 107 ] 96 146% 0.00[0.02 002
Total (95% CI) 657 638 100.0% 0.00[-0.01, 0.01]
Total events ] 2
Heterageneity; Chi*= 4,36, df= 4 (P = 0.36%; F= 8% I } 1 t i
Testfor overall effect Z=0.86 (P = 0.39) -1 s 0 05 1
Favours Pioglitazone Favours Glimepiride
Figure 359: Hypoglycaemia episodes at end of follow up
Pioglitazone Glimepiride Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Derasa 20104 ] a3 4 85 48% 011 [0.01,2.08]
Kim 2020 4 3z} 30 66 16.4% 0.13[0.05,0.34] Ea
Kinashita 2020 1] 33 2 33 4E% 0.20[0.01, 4.01]
Langenfeld 2005 17 249 17 84 206% 0.94 (052 1.73] =
Mazzone 2006 45 230 a3 228 228% 0.84 [0.59 1.20] .
Pfitzner 20118 ] 142 2 148 107% 287 [051,13.03] N e —
Urnpierrez 2006 10 107 32 95 20.0% 0.28[0.15,0.54] —
Total (95% CI) 753 738 100.0% 0.49 [0.24, 0.99] L o
Total events a1 140
Heterogeneity: Taw®= 0.55, Chi*= 2591, df= 6 (P = 0.0002), F=77% o o 0 1000

Testfor overall effect 2=1.99 (P =0.05) Favours Pioglitazone  Favours Glimepiride

Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis.
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Figure 360: Severe hypoglycaemic episodes at end of follow up

Pioglitazone Glimepiride Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Langenfald 2005 ] L] 1] 84 31.5% 0.00[0.02 002
Ffijtzner 2005 a L] 1] 84 31.5% 0.00F0.02 002
Umpierrez 2006 ] 107 1] 96 36.9% 0.00[0.02 002
Total (95% CI) 285 264 100.0% 0.00 [-0.01, 0.01]
Total events a 1]

1 1 1 ]
9 05 0 06 1
Favours Pioglitazone Favours Glimepiride

Heterageneity: Chi®==0.00, df=2 {P=1.00); F=0%
Test for averall effect Z=0.00 (P =1.00;

Figure 361: HbA1c change (%, lower values are better, change scores and final
values) at end of follow up

Pioglitazone Glimepiride Mean Difference Mean Difference
Study or Subgroup Mean [%] SD[%] Total Mean[%] SD[%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]
1.12.1 Change scores
Kirm 2020 -0.81 1.1 [i2t] -1.08 087 BE  7.4% 0.24 [-0.09, 0.57] ™
Kinoshita 2020 -0.48 1.03 33 -0.3 1.03 33 4.4% -0.18 [-0.68,0.32] -
Koyama 2014 -0.28 078 7 0.1 077 a0 549% -0.38 [F0.78,0.02) -
Ohira 20144 -0.82 107 30 -0.44 123 a0 34% -0.38 [F0.96,0.20] -
Pfiizner 2005 -0.8 0.8 1] -0.6 0.a 84 9.49% -0.20 [-0.45,0.08) b
Pfiitzner 20118 -1 0.8 142 -0.8 09 146 11.8% -0.20 F0.41,0.01] =
Umpierrez 2006 -1.23 076 107 -1.3 0.75 96  11.5% 0.07 [-0.14,0.28] T
Subtotal (95% CI) 497 485 54.0% -0.11 [-0.27, 0.05] 1

Heterogeneity: Tau®= 0.02; Chi*=10.87, df= 6 (P = 0.0); F= 45%
Testfor overall effect Z=136(FP=017)

1.12.2 Final scores

Derosa 20104 6.9 0.2 ] 6.8 0.1 TTOT2% 0.10[0.05,0.14] r
Forst 2005 6.71 n.eg a9 6.83 085 a4 97% -012[0.38,014] B
Langenfeld 2005 6.71 n.eg a9 6.83 085 a4 97% -012[0.38,014] B
Papathanassiou 2009 71 0.s 14 6.4 0.4 14 44% 0.20[-0.29, 0.649] ™
Petrica 2011 6.85 073 34 719 112 34 51% -0.34 [F0.79,0.11] 7
Subtotal (95% CI) 304 293 46.0% -0.03[-0.19, 0.14] {

Heterogeneity: Tau*=0.02; Chi*=877 df=4 (P=007);F=54%
Testfor overall effect: Z=0.31 (P =0.76)

Total (95% CI) 801 778 100.0% -0.07 [-0.19, 0.05] |
Heterogeneity: Tau®= 0.02; Chi®= 28.28, df=11 (P = 0.003); F= 61% 5_1 0 15 % 1D=
Testfor overall effect 7=1.22 (P = 0.22; Favours Pioglitazone Favours Glimepiride
Testfor subgroup differences: Chi*= 052 df=1 (F=047), F=0%
Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis.
Figure 362: Weight change (kg, lower values are better, change scores and final
values) at end of follow up
Pioglitazone Glimepiride Mean Difference Mean Difference
Study or Subgroup Mean [kg] SD[kgl Total Mean [kgl SD[kgl Total Weight IV, Random, 95% Cl [kgl IV, Random, 95% Cl [kg]
1.13.1 Change scores
Kinoshita 2020 25 23 33 1.4 23 33 16.6% 140[F0.01, 2.21] r
Koyama 2014 1.49 1.61 27 0.1 29 30 15.8% 1.28[0.08, 2.48] "
Mazzone 2006 32 54 232 1 37230 188% 220[1.36, 3.04] "
Ohira 20144 1.98 2.34 30 0.37 1.86 30 16.9% 1.61 [0.54, 2.68] u
Umpierrez 2006 1.85 393 107 1.74 4.02 96 16.7% 0.1 [0.99,1.21]
Subtotal (95% CI) 429 419 84.9% 1.30 [0.59, 2.02]
Heterageneity: Tau®= 0.38; Chi*=9.24 df=4 (P = 0.06), F= 7%
Test for overall effect: 7= 3 56 (F = 0.0004)
1.13.2 Final scores
Derosa 20104 Ti2 5.4 78 786 6.4 TrOO1Ma0% -1.40[F3.27,0.47] -
Papathanassiou 2009 86.4 19.2 14 g2 15.4 14 04% 4.40[-8.49,17.29] T
Pfitzner 2011E 94.8 182 142 969 17.8 146 36% -2.10[6.26, 2.08] -T
Subtotal (95% CI) 234 237  154% -1.42[-3.10, 0.27] 4
Heterogeneity: Tau®= 0.00; Chi®= 0.88, df= 2 (P = 0.64); F= 0%
Testfor overall effect Z=164 (P =010}
Total (95% CI) 663 656 100.0% 0.88 [0.02, 1.74]
Heterogeneity: Tau®= 0.83; Chi*=19.92, df= 7 (P = 0.006); F = 65% I 1 y |
o ~ 100 -a0 i a0 100
Testforoverall efect Z=2.01 (P = 0.04) Favours Pioglitazone Favours Glimepiride

Testfor subgroup differences: Chi*=8.45, df=1(FP=0.004), F=88.2%

Note: Heterogeneity for this outcome could not be explored due to low number of studies for
each subgroup so random effects model has been chosen
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Figure 363: BMI change (kg/m?, lower values are better, change scores and final
values) at end of follow up

Pioglitazone Glimepiride Mean Difierence Mean Difference
Study or Subgroup Mean [kg/m2] 5D [kg/m2] Total Mean [kg/im2] 5D [kg/im2] Total Weight IV, Random, 95% Cl [kgim2] IV, Random, 95% CI [kg/m2]
1.14.1 Change scores
Chira 20144 0rr 0.89 30 014 4.64 li] 6.8% 0.63 [-1.03,2.29]
Umpierrez 2006 0.69 1.34 107 0.a7 1.37 96 37T.1% 012 [0.25,0.49] L
Subtotal (95% CI) 137 126 43.8% 0.14 [-0.22, 0.51]

Heterogeneity: Tau®= 0.00; ChiF = 0.35, df = 1 (F = 0.56); F= 0%
Testfor overall effect Z=078 (P =0.44)

1.14.2 Final scores

Derosa 20104 28 13 78 282 14 77 338% -0.20 [-0.64,0.24] L
Langenfeld 2005 331 g1 a9 e 4.1 44 0.2% 1.30 [-0.08, 2.68]

Papathanassiou 2009 341 vz 14 3z 5.1 14 1.0% 210252672 T
Petrica 2011 338 5.95 34 3238 5.24 34 29% 1.42[-1.24,4.08] r
Prizner 2004 EER| g1 a9 e 4.1 a4 9.2% 1.30 [-0.08, 2.68] C
Subtotal (95% CI) 304 293 56.2% 0.77[-0.24,1.78]

Heterogeneity: Tau®= 0.64; Chi*= 8.28, df= 4 (F=0.05); F=57%
Testfor overall effect Z=1.80{FP=013)

Total (95% CI) a1 419 100.0% 0.32[-0.14,0.79]

Heterogeneity Tau®= 0.12; ChiF = 9 85, df= B (P= 0.14); F=38% b : : |
=01 i 100 40 0 50 100

Testfor overall effect 7=1.36 (P =0.18) Favours Pioglitazone Favours Glimepiride

Testfor subgroup differences: Chi*=1.31,df=1 (F=0.25), F=239%

Note: Heterogeneity for this outcome could not be explored due to low number of studies for
each subgroup so random effects model has been chosen

K.1.7.9 Adding pioglitazone compared to adding glipizide

There are no forest plots for this comparison (all outcomes include a single study).

K.1.7.10 Adding pioglitazone compared to adding sitagliptin

Figure 364: Hypoglycaemia episodes at end of follow up

Pioglitazone Sitagliptin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% CIl
I

Eergenstal 2010 1 165 5 166 384% 0.20([0.02,1.70] L
Liu 2013 5 G0 B B0 46.2% 0.83[0.27, 2.58] —.I—
Takihata 2013 2 G5 2 65 154% 1.00[0.15, 6.89]
Total (95% CI) 230 291 100.0%  0.62[0.26, 1.45] -
Total events g 13
Heterogeneity: Chi*=1.57, df= 2 (P = 0.46) F= 0% f f t {

L - 0.01 0.1 10 100
Testfor overall effect Z=1.11 (P =0.27) Favours Pioglitazone Favours Sitagliptin

Figure 365: Severe hypoglycaemic episodes at end of follow up

Pioglitazone Sitagliptin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bergenstal 2010 0 164 0 166 47.0% 0.00F0.01, 0.01]
Liu 2013 0 60 0 B0 207% 0.00F0.03, 0.03]
Takihata 2013 0 1] 0 65 224%  0.00[0.03 0.03]
Total (95% CI) 290 291 100.0% 0.00 [-0.01, 0.01]
Total events 0 0
Heterogeneity: Chi®= 0.00, df=2 (F=1.00); F= 0% f f 1 t i
Testf Il effect Z=0.00 (P =1.00 i 08 v 08 !

estior overall effect 2=0.00 (F =1.00) Favours Pioglitazone  Favours Sitagliptin
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Figure 366: HbA1c change (%, lower values are better, change scores) at end of
follow up

Pioglitazone Sitagliptin Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean [%] SD[%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]
Bergenstal 2010 -1.2 1.3 165 -0 1.3 186 225% -0.40 [-0.68,-0.12] =
Khaloo 2019 -1.8 1.2 110 -1.8 1 112 221% -010[0.39,019] *
Liu 2013 -0.84 012 59 -0.71 012 60 31.0% -0.23 F0.27,-0.19] L
Takihata 2013 -0.58 068 57 -0.86 063 58 244% 0.28[0.04,0.52] =
Total (95% Cl) 391 396 100.0% 0.12 [-0.37,0.14] 4
Heterogeneity: Tau®= 0.05; Chi*=19.11, df= 3 (P = 0.0003); F=84% =-1D 55 b é 1D=

Testfor overall efiect 2= 0.90 (P = 0.37) Favours Pioglitazone Favours Sitagliptin

Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis by
eGFR subgroup.

Figure 367: Weight change (kg, lower values are better, change scores) at end of
follow up
Pioglitazone Sitagliptin Mean Difference Mean Difference

Study or Subgroup  Mean [kg] SD[kg]l Total Mean [kg] SD[kg] Total Weight IV, Random, 95% Cl [kgl] IV, Random, 95% CI [kg]

Eergenstal 2010 2.8 39 163 -0.8 424 166 17.2% JE0[2.72, 4.48] "

Khaloo 20149 0.9 14 110 -0.4 11 12 283% 1.40[1.05,1.75] P

Liu 2013 1.34 0.32 59 -0.26 0.32 60 31.6% 1.60[1.49,1.71] P

Takihata 2013 1.7 1.82 57 -0.29 1.4 58 229% 1.991[1.40, 2.58] o

Total (95% CI) 301 396 100.0% 1.98 [1.44, 2.51] U

Heterogeneity: Tau®=0.23; Chi®*= 2271, df= 3 (P = 0.0001);, F= 87% |_1 o0 -E:D b 5'0 100'

Test for overall effect: 2= 7.27 (F < 0.00001) Favours Pioglitazone Favours Sitagliptin

Note: Heterogeneity was not explained by sensitivity analysis nor subgroup analysis by
eGFR subgroup.

Adding pioglitazone compared to adding vildagliptin

There are no forest plots for this comparison (all outcomes include a single study).

Insulin combinations

Adding insulin degludec/Liraglutide compared to adding placebo

There are no forest plots for this comparison (all outcomes include a single study).
Adding insulin degludec/Liraglutide compared to adding insulin

Figure 368: Health-related quality of life - subscale mental component (SF-36 v2, 0-
100, higher scores are better, change scores and final values) at end of
follow up

IDegLira Insulin Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

Billings 2018 183 08M 238 233 503% 1.83[0.26, 3.40] ——

Lingway 2016 -07 0827y 278 IF9 497%  -0F0[-2.32, 0837

Total (95% CI) 516 512 100.0% 0.57 [-1.91, 3.05]

Heterogeneity: Tau®= 2.54; Chi®= 4.82, df=1 (F=0.03);, F=79% _150 % B % 1=D

Testfor overall effect: 2= 045 (F = 0.65) Favours Insulin Faveurs IDegLira
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Figure 369: Health-related quality of life - subscale physical component (SF-36 v2, 0-
100, higher scores are better, change scores and final values) at end of

follow up
IDeglira Insulin Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 85% ClI
Eillings 2018 -0.61 06123 237 233 51.7%  -0.61[1.81,0.59]
Lingvay 2016 1.8 0.7537 278 279 48.3% 1.80[0.32, 3.28] ——
Total {95% CI) 515 512 100.0% 0.55[-1.81,2.92]

Heterogeneity: Tau®= 2.43; Chi*=6.16, df=1 (F=0.01); F=84% ! ! T

-10 -5 D § 10
Testfor overall effect: Z2=0.46 (P = 0.64) Favours Insulin - Favours IDeglira

Figure 370: All-cause mortality at end of follow up

IDegLira Insulin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Aroda 20149a 2 506 5 A04 208% -0.01[0.02 0.00] "
Eillings 2018 o 2582 0 253 104% 000001, 0.01]
Gough 2014 2833 0 413 227%  0.00[0.00 0.01] L
Lingway 2018 o 278 1 279 11.5% -0.00[F0.01, 0.01] "
Mathieu 2014 il ar ] 86 3.6%  0.00[-0.02 0.02] 1
Pei 2021 o a3 o148 8.3%  0.00[-0.01,0.01]
Philis-Tsimikas 2019 o 209 1 20 8.6% -0.00[-0.02, 0.01] b
Wang 2022b o 361 o 17a 9.9%  0.00[-0.01,0.01]
Watada 2019 o 105 o 108 4.3%  0.00[-0.02 0.02] 1
Total (95% CI) 2932 2180 100.0% -0.00 [-0.00, 0.00]
Total events 4 7
Heterogeneity: Chi®= 3.89, df= 8 (P = 0.87); F= 0% I {

-1 04 0 0 1

Testfor overall efiect Z=0.87 (F = 0.34) Favours IDeglira Favours Insulin

Figure 371: Cardiovascular mortality at end of follow up

IDegLira Insulin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Aroda 20149a 0 506 3 A04 208% -0.01 [0.01, 0.00]
Billings 2018 o 2582 0 253 104% 000001, 0.01]
Gough 2014 2833 0 413 227%  0.00[0.00 0.01]
Lingway 2018 o 278 1 279 11.5% -0.00[F0.01, 0.01] "
Mathieu 2014 il ar ] 86 3.6%  0.00[-0.02 0.02] 1
Pei 2021 o a3 o148 8.3%  0.00[-0.01,0.01]
Philis-Tsimikas 2019 o 209 1 20 8.6% -0.00[-0.02, 0.01] b
Wang 2022b o 361 o 178 99%  0.00[0.01,0.01]
Watada 2019 o 105 o 108 4.3%  0.00[-0.02 0.02] 1
Total (95% CI) 2932 2180 100.0% -0.00 [-0.00, 0.00]
Total events 2 ]
Heterogeneity: Chi*=4 .42, df=8 (P=0.82); F=0% -_1 -D'.S b DTS 1|

Testfor overall efiect Z=0.84 (F =0.34) Favours IDeglira Favours Insulin
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Figure 372: 3-point MACE at end of follow up

IDegLira Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Gough 2014 4 833 1 413 348% 1.81[0.28 11.71] i
Pei 2021 33 2181 34.8% 0.74[0.11, 4.80] I b
Philis-Tsimikas 2019 2 209 220 3.0% 1.00[0.14, 7.18] T
Total (95% CI) 1343 774 100.0% 1.11 [0.37, 3.32]
Total events 9 i
Heterogeneity: Chi : 0.46, df= 2 (P =080y 7= 0% T oh 0 o0
Testfor overall effect: £=0.19 (F = 0.85) Favours IDeglira Favours Insulin

Figure 373: Non-fatal stroke at end of follow up

IDegLira Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Aroda 2019a 2 a0e 0 a04 194% 737046, 118.08] N
Buse 2014 o 1849 1 1849 9.7% 0.14[0.00, 682
Lingway 2016 1 278 0o 274 97% T.42[015, 37373
Mathieu 2014 I a7 1 86 9.7% 013 [0.00,6.74]
FPei 2021 2 3am 2 181 343% 0.47 [0.06, 3.80] — &
Wiang 2022k 2 38 0 179 172%  4.48[0.23 8524)] S B —
Total (95% CI) 1732 1398 100.0% 1.21 [0.36, 4.11] e
Total events T 4
Heterogeneity: Chi®= 6.41, df= 5 (P = 0.27); F= 22% f t f {
Testfar averall effect 2= 0.31 (P = 0.76) ho Favours IDIfJ1egLira Favouls?lnsulin 1000

Figure 374: Non-fatal myocardial infarction at end of follow up

IDeglira Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Aroda 2018a 3 506 2 504 368% 1.48[0.26, 8.62] —
Billings 2018 o 2a2 1 253 7.4% 0.14 [0.00, 6.85]
Buse 2014 1 1499 1 198 148% 1.00[0.06 16.04]
Gough 2014 2833 1 413 196%  099[0.09 10.99] D E—
Pei 2021 1 30 o 151 BE% 449[007 286.31]
Philis-Tsimikas 2019 1 209 o 210 T4% T.42[014 374.18]
Watada 2018 1 105 o 105 TA%  F39[015 372.38]
Total (95% CI) 2405 1835 100.0% 1.48 [0.51, 4.30] -
Total events g A
Heterogeneity: Ch|==. 318, di=6(P=0.78); F=0% 'IZI.DIZI1 Df1 1'D 1DUIZI'
Testfor overall effect 2= 0.72 (P = 0.47) Favours IDeglira Favours Insulin

Figure 375: Unstable angina at end of follow up

IDegLira Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Aroda 20153 4 506 0 504 G7.9%  7.40[1.04, 52.71] —i—
Billings 2018 1 252 0 253 17.0% 7T.42[015,373.87] *
Wang 2022h 0 ast 1179 181% 0.0s 000,314 #
Total (95% CI) 1119 936 100.0%  3.47 [0.69, 17.50] -*-—
Total events 4] 1
Heterageneity, Chi = 474, df =2 (P =0.09) F= 58% T 0 10 o0
Testfor averall effect 2= 1.51 (F=10.13) Favours IDeglira  Favours Insulin
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Figure 376: Hospitalisation for heart failure at end of follow up
IDegLira Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Aroda 2019a 0 4a0e 2 A04 EE6E% 013 [0.01,2.149] ——
Eillings 2018 1 252 0 253 334% T.42[015, 373.87] =
Total (95% CI) 758 757 100.0% 0.51 [0.05, 4.93] el
Total events 1 2
Heterageneity: Chi®= 2.68, df=1 (P = 0100 F= B3% f t f {
0.001 0.1 10 1000
Test for overall effect: £=0.48 (P = 0.56) Favours IDegLira Favours Insulin
Figure 377: Cardiac arrhythmia at end of follow up
IDegLira Insulin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Aroda 2019a 0 4a0e 2 A04 a0.0% 013 [0.01,2.149] —
Eillings 2018 2 282 0 253 &0.0% 7.45([046,119.40] —T
Total (95% CI) 758 757 100.0% 1.00 [0.14, 7.11] —agi——
Total events 2 2
Heterogeneity: Chi*=4.02, df=1 (P =004), F=75% f t f i
0.001 0.1 10 1000
Test for overall effect: Z=0.00 (F=1.00) Favours IDeglira Favours Insulin
Figure 378: Hypoglycaemia episodes at end of follow up
IDegLira Insulin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Buse 2014 48 198 49 1499 2.8% 0.93[0.69,1.38] -1
Galindo 2023 19 72 35 T3 6.3% 0.55[0.35, 0.87] i
Gough 2014 263 824 159 412 383% 0.83[0.71,0.87] L
Kaku 2019a 106 274 148 271 2649% 0.71[0.59, 0.85] -
Fei 2021 108 301 74181 17.8% 0.71[0.57, 0.89] -
Wiang 2022h 20 38 8 1749 1.9% 1.24 [0.56, 2.76] I
Total (95% CI) 2033 1285 100.0%  0.78 [0.70, 0.86] L]
Total events A61 473
Heterogeneity: Chi = TAB df =4 (P=019); F=33% 'D.D1 D:1 1ID 1DIZII
Test for averall effect £= 901 {F = 0.000013 Favours IDeglira Favours Insulin
Figure 379: At night hypoglycaemic episodes
IDegLira Insulin Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Billings 2018 12 242 43 253 411% 0.25[0.13, 0.45] —i—
Buse 2014 12 194 17 199 38.0% 0.71[0.35,1.44] —
Wang 2022k 5 361 3 178 2048% 0.83[0.20,3.43] . E—
Total (95% CI) 812 631 100.0% 0.47 [0.20, 1.09] -
Total events 29 ot}
Heterogeneity: Tau®=0.35; Chi*= 585, df= 2 (P = 0.048); F= 66% 'U.D1 Df1 1-0 1UIZI'

Testfor averall effect. Z=1.75 (P = 0.08)
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Figure 380: Severe hypoglycaemic episodes

IDeglLira Insulin Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Billings 2018 3 252 4 254 244% -000[-0.02, 007 5
Buse 2014 1 159 0 199 193% 001 001,002
Galindo 2023 7 72 14 T3 TO% -009[-0.21,002 I
Gough 2014 3 151 2043 M4% 002[R0.01,004 r
Mathieu 2014 0 ar 1] i3] 84% 000[-0.02 007 1
Fei 2021 2 3o o 1581 194% 001 [-0.01,0.02]
Total (95% CI) 1062 1176 100.0% -0.00 [-0.01, 0.01]
Total events 16 20
Heterogeneity: Chif=7.28, df= 5 (P = 0.20%; F= 31% I i

-1 .04 0 ns 1

Testfor overall effect Z= 036 (F=072) Favours IDeglira Favours Insulin

Figure 381: HbA1c change (%, lower values are better, change scores) at end of

follow up
IDegLira Insulin Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Aroda 2019a -0.47 0.0561 506 506 11.3%  -0.47 [-0.58,-0.36] .
Billings 2018 -0.02 0.85872 282 254 0.8%  -0.02[1.70, 1.66] —
Buse 2014 -1.05 01276 198 188 94% -1.05[-1.30,-0.80] -
Galindo 2023 -018 03417 72 73 41%  -018[-0.85 0.49] -
Gough 2014 -0.5 0.06322 834 414 11.2% -0.50 [-0.62,-0.38] -
Kaku 2019a -0.63 0.0612 275 27 11.2%  -063[0.75,-0.81] -
Lingvay 2016 -0.68 0.0874 78 278 105% -0.68 [-0.85,-0.51] -
Mathieu 2014 -0.32 01071 a8 89 100% -0.32[0.53,-0.11] -
Pei 2021 -0.9 0.0764 302 181 10.8%  -0.80[-1.05,-0.75] -
Philis-Tsimikas 2018 -0.36 0.07648 210 210 108% -0.36[-0.481,-0.21] -
Watada 20149 -1.28 01122 105 105 98% -1.28 [-1.50,-1.086] -
Total (95% CI) 321 2551 100.0% -0.65[-0.82, -0.48] ]
Heterogeneity: Tau® = 0.06; Chi®= 92.08, df=10 (P = 0.00001); = 85% t t f {

-10 -5 0 ] 10

Test for averall effect: Z=7.64 (P = 0.00001) Favours IDeglira Favaurs Insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR and NAFLD subgroups.

Figure 382: Weight change (kg, lower values are better, change scores) at end of

follow up
IDegLira Insulin Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Total  Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Aroda 20193 -1.7 0.4243 506 506 8.2% -1.70[-2.43,-0.87] -

Billings 2018 -3.6 0.3061 506 506 90% -3.60[-4.20,-3.00] -

Buse 2014 -2.5 0.3571 199 199 8.7% -2.80[-3.20,-1.80] .

Galindo 2023 -46 1.21594 72 73 37%  -4.60[-6.499,-2.21] -

Gough 2014 -21 0.2309 834 414 9.4% -2.10[-2.595,-1.65] "

Kaku 2019a -119 03112 275 7 8.9% -1.19[-1.80,-0.58] 1

Lingvay 2016 -3.2 02877 278 279 91% -3.20 [[3.76,-2.64] "

Mathieu 2014 -3.7 0484 a8 a4 T8% 370 [-4.65-2.75) -

Pei 2021 -1.05 0.2806 302 181 91%  -1.05 [-1.60,-0.50] 1
Philis-Tsimikas 2019 -1.892 0.3674 210 210 8.6% -1.82 [-2.64,-1.20] .

Wang 2022h -1.08 0.23498 361 178 9.3% -1.08 [-1.55,-0.61] 1
Watada 2019 -1.41 0.4337 105 105 8.2% -1.41 [-2.26,-0.56] b

Total (95% CI) 3736 2982 100.0% -2.21[-2.79,-1.63] |
Heterogeneity: Tau®= 0.87, Chi®=85.82, df=11 (P = 0.00001); F= 89%

-100 -0 0 50 100

Test for averall effect: Z= 7580 (F = 0.00001) Favours IDeglira Favaurs Insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
eGFR and NAFLD subgroups.
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Adding insulin degludec/Liraglutide compared to adding liraglutide

Figure 383:

All-cause mortality at end of follow up

IDegLira Liraglutide Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Gough 2014 2 833 0 414 69.7%  0.00[-0.00,0.01]
Wang 2022B 0 361 0 180 30.3%  0.00[-0.01,0.01]
Total (95% Cl) 1194 594 100.0%  0.00 [-0.00, 0.01]

Total events 2 0
Heterogeneity: Chi? = 0.23, df = 1 (P = 0.63); I?= 0%
Test for overall effect: Z=0.75 (P = 0.45)

1 05 0 05 1
Favours IDeglLira Favours Liraglutide

Figure 384: Hypoglycaemia episodes at end of follow up
IDegLira Liraglutide Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Gough 2014 263 825 28 412 44.9% 4.69[3.24, 6.80] -+
Kaku 2019A 106 275 6 273 374% 17.54 [7.84, 39.24] —
Wang 2022B 20 361 1180 17.7% 9.97 [1.35, 73.71] —_—
Total (95% Cl) 1461 865 100.0% 8.77 [3.03, 25.43] e
Total events 389 35

ity: 2 = - Chiz= = = - 12=789 I } } |
Heterogeneity: Tau? = 0.62; Chi? = 9.05, df =2 (P = 0.01); I?= 78% 0.01 01 J 10 100

Test for overall effect: Z = 4.00 (P < 0.0001)

Figure 385:

follow up
IDegLira Liraglutide

Favours IDegLira Favours Liraglutide

HbA1c change (%, lower values are better, mean difference) at end of

Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gough 2014 -0.6 0.0661 834 415 46.2% -0.60[-0.73,-0.47] |
Kaku 2019A -0.48 0.0612 361 273 53.8% -0.481[-0.60,-0.36] [ |
Total (95% Cl) 1195 688 100.0% -0.54 [-0.62, -0.45] {

Heterogeneity: Chi? = 1.77, df = 1 (P = 0.18); I> = 44%
Test for overall effect: Z = 11.92 (P < 0.00001)

10 5 0 5 10
Favours IDegLira Favours Liraglutide

Figure 386: Weight change (kg, lower values are better, mean difference) at end of
follow up
IDegLira Liraglutide Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Gough 2014 25 0.2104 834 414 34.8% 2.50[2.09, 2.91] L
Kaku 2019A 3.89 0.3061 275 273 31.4% 3.89[3.29, 4.49] -
Wang 20228 2.57 0.2398 361 180 33.8% 2.57[2.10, 3.04] L
Total (95% Cl) 1470 867 100.0%  2.96[2.17,3.75] <&
Heterogeneity: Tau? = 0.42; Chiz = 15.62, df = 2 (P = 0.0004); |2 = 87% F 0 5 5 5 ; 0
Test for overall effect: Z = 7.36 (P < 0.00001) Favours IDegLira Favours Liraglutide
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Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

Adding insulin glargine/Lixisenatide compared to adding insulin

Figure 387: All-cause mortality at end of follow up

Insulin glargine/Lixisenatide Insulin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aroda 20168 1 366 2 365 17.6% -0.00[0.01,0.01] b
Kaneto 2020 0 255 0 257 124%  0.00F0.01,0.01]
Rosenstock 20168 2 469 3 467 226% -0.00[0.01,0.01] L
Rosenstock 2016C o 161 o 162 T.8% 0.00F0.01,001]
Terauchi 2020 1 260 0 261 126%  0.00F0.01,0.01] r
Yang 2022 0 348 0 349 168% 0.00F0.01,0.01]
Yuan 2022 0 21 0 212 102%  0.00F0.01,0.01]
Total (95% CI) 2070 2073 100.0% -0.00 [-0.00, 0.00]
Total events 4 ]

Heterogeneity: Chi*=1.06, df= 6 {F = 0.98); F= 0%
Testfor averall effect 2= 027 (P=0.79)

Figure 388: Cardiovascular mortality at end of follow up

i

.
05 0
Favours Insulin glargine/Lixisenatide Favours Insulin

t
05

Insulin glargine/Lixisenatide Insulin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aroda 20168 a 366 1 365 17.6% -0.00[0.01,0.00] "
Kaneta 2020 48 2484 43 257 124%  0.02[0.05 0.09) T
Rosenstock 2016B 1 469 2 467 226% -0.00[-0.01, 0.01] L
Rosenstock 2016C a 161 0 162 7.8% 0.00[0.01,001]
Terauchi 2020 1 260 0 261 126% 0.00[0.01,001] i
Yang 2022 a 348 0 349 16.8% 0.00[0.01,001]
Yuan 2022 a 211 0 212 102% 0.00[0.01,0.01]
Total (95% CI) 2070 2073 100.0%  0.00 [-0.01, 0.01]
Total events a0 46

Heterogeneity: Chi*= 417, df= 6 {F = 0.65); F= 0%
Testfor averall effect 2= 047 (P = 0.64)

Figure 389: Hypoglycaemia episodes at end of follow up

i

0
Favours Insulin glargine/Lixisenatide Favours Insulin

0.5

05

Insulin glargine/Lixisenatide Insulin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aroda 20168 146 365 155 365 17.6% -0.02[010,005] —e—
Kaneto 2020 o 255 0 257 124% 0.00[0.01,0.01]
Rosenstock 20168 120 469 110 467 226% 002003, 0.08] -
Rosenstock 20160 35 161 37 162 F.8% -0.01[010,008] —
Terauchi 2020 1 260 0 261 126%  0.00F0.01,0.01] r
Yang 2022 0 348 0 349 168% 0.00F0.01,0.01]
Yuan 2022 97 21 95 212 10.2% 001008 0.11] -
Total (95% CI) 2069 2073 100.0%  0.00 [-0.02, 0.02] 4
Total events 399 397
Heterogeneity: Chi*=1.56, df= 6 (P = 0.96); F= 0% |_1 -D'.S b 075

Testfor averall effect Z=010{P =052

Figure 390: Severe hypoglycaemic episodes at end of follow up

Favours Insulin glargine/Lixisenatide Favours Insulin

Insulin glargine/Lixisenatide Insulin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Aroda 20168 4 365 1 365 176% 0.01[0.00, 002 .
Kaneto 2020 0 255 1257 124% -0.00[0.01,0.01] *
Rosenstock 20168 0 469 1 467 226% -0.00[0.01,0.00] L
Rosenstock 20160 0 161 0 162 7.8% 0.00F0.01,001]
Terauchi 2020 0 260 0 261 126%  0.00F0.01,0.01]
Yang 2022 1 348 1 349 168%  0.00[0.01,0.01]
Yuan 2022 2 21 2212 102%  0.00[0.02 002 T+
Total (95% CI) 2069 2073 100.0% 0.00 [-0.00, 0.00]
Total events 7 4

Heterogeneity: Chi*= 3.05, df= 6 {F = 0.80%; F= 0%
Testfor averall effect Z2=0.25 (P = 0.81)
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Figure 391: HbA1c change (%, lower values are better, change scores) at end of follow

up
Insulin glargine/Lixisenatide Insulin Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total  Total Weight IV, Random, 95% Cl IV, Random, 95% CI

Arada 20168 -0.5 0.06 366 365 14.4%  -0.50 [0.62 -0.38] =

Kaneto 2020 -0.7405 0.0633 255 257 14.3% -0.74 [0.86 -0.62] -

Rosenstock 20168 -0.3 0.0566 468 466 14.6% -0.30[0.41 -0.19] =

Rosenstock 201 6C -0.17 0.0638 161 162 14.0% -017[0.31, -0.03] =

Terauchi 2020 -0.631 0.06 260 260 14.4% -0.63[F0.75 -0.51] -

Yang 2022 -0.45 0051 348 349 14.8%  -0.45[0.55 -0.39] =

Yuan 2022 -0.7 0.0765 210 211 13.6% -0.70[0.85 -0.55] -

Total (95% CI} 2068 2070 100.0% -0.50 [-0.64, -0.35] ]

Heterogeneity: Tau®= 0.04; Chi*= 62.20, df= 6 (P < 0.00001); F= 90% t |

10 5 10

- g
Test for overall effect = 6.86 (P < 0.00001) Favours Insulin glargine/Lixisenatide Favours Insulin

Note: Heterogeneity was not explained by sensitivity analysis, nor subgroup analysis by
obesity subgroup.

Figure 392: Weight change (kg, lower values are better, change scores) at end of

follow up
Insulin glargine/Lixisenatide Insulin Mean Difference Mean Difference

Study or Subgroup _ Mean Difference SE Total _ Total Weight IV, Fixed, 95% CI IV, Fixed, 85% CI

Aroda 20168 1.4 02 366 365 17.5% -1 40[179,-1.01] -

Kaneta 2020 -1.0582 01719 258 267 23T7% -1.05[1.39,-0.72 -

Raosenstock 20168 -1.4 0.2928 468 466 B.8% -1.40[1.95-0.89] -

Raosenstock 2016C 144 03316 161 162 B.4% -1.44[208,-0.79 —_

Terauchi 2020 -1064 02214 260 260 14.3% -1.06[150,-063] -

vang 2022 -1.09 0.2082 348 348 16.0% -1.00[1.50,-0.68] -

‘uan 2022 -0.9 0.2296 210 211 12.3% -0.90[1.35,-0.45] -

Total {95% CI) 2068 2070 100.0% -1.16[-1.32,-0.99] +

Heterogeneity: Chi®= 4.85, df=6 (P = 0.56); F=0% =-1D Iﬁ 5 :=5 1D=

Testfor overall effect £=13.81 (P < 0.00001) Favours Insulin glargine/Lixisenatide Favours Insulin
K.1.8.5 Adding insulin glargine/Lixisenatide compared to adding lixisenatide

Figure 393: All-cause mortality at end of follow up
Insulin glargine/Lixisenatide Lixisenatide Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Rosenstock 2016E 2 4649 1 233 571% -0.00[-0.01,0.01]

Yang 2022 0 348 i} 176 429% 0.00 [-0.01, 0.01]

Total {95% Cl) 817 409 100.0% -0.00 [-0.01, 0.01]

Total events 2 1

Heterogeneity: Chi*= 0,00, df=1 (P =1.005 F=0% 5_1 -DI 5 1 DIS 15

Testfor overall effect Z=0.00 (F=1.000 Favours IGlarLixi Favours Lixisenatide

Figure 394: Cardiovascular mortality at end of follow up
Insulin glargine/Lixisenatide Lixisenatide Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI

Rosenstock 20168 1 4649 1 233 100.0% 0.47[0.02, 8.80]

Yang 2022 ] 348 0 176 Mot estimahble

Total (95% CI) 817 409 100.0%  0.47 [0.02, 8.90] ——e i —

Total events 1 1

Heterogeneity; Mat applicable ID 0 051 150 1DD=

Testfor overall effect Z=0.51 (F = 0.81) Favours IGlarLixi Favours Lixisenatide
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Figure 395:

Insulin glargine/Lixisenatide Lixisenatide

Hypoglycaemia episodes at end of follow up

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight N-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rosenstock 20168 120 468 14 233 B5T% 3.87 [2.38, 6.64] A
Yang 2022 171 348 12 176 44.3% 7.21[4.13,12.57] ——
Total (95% CI) 817 409 100.0%  5.41[3.71,7.87] -
Total events 2M 27
i CRiE = - - CE= I } t |
Heterogeneity: Chi*= 2,41, df=1{F =012}, F=58% o o1 10 100

Test for overall effect: £=8.81 (F = 0.00001)

Figure 396:

Insulin glargine/Lixisenatide Lixisenatide

Risk Difference

Favours IGlarLixi Favours Lixisenatide

Severe hypoglycaemic episodes at end of follow up

Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rosenstock 2016E a 4649 i] 233 571%  0.00[0.01,0.01]

Yahg 2022 1 348 1 176 429% -0.00[-0.02,0.01]

Total (95% CI) 817 409 100.0% -0.00 [-0.01,0.01]

Total events 1 1

Heterogeneity: Chi®=0.18, df=1 (P = 0.66), F=0%
Testfor overall effect Z= 036 (F=072)

Figure 397:
follow up

,
05 0 05 1
Favours IGlarLixi  Favours Lixisenatide

HbA1c change (%, lower values are better, change scores) at end of

Insulin glargine/Lixisenatide Lixisenatide Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD [%] Total Mean [%] SD[%] Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Rosenstock 20168 -1.6 0.8653 468 -0.8 07632 233 506% -0.70[0.83,-0.57] u
Yang 2022 -1.8 0.7462 348 -0.8 07937 175 494%  -1.00[1.14,-0.86] u
Total {95% CI) 816 408 100.0% -0.85[-1.14, -0.55] +

Heterogeneity: Tau®= 0.04; Chi*= 9.68, df=1 (P =0.002); F= 80%
Testfar overall effect. 2= 5.65 (P = 0.00001)

Figure 398:
follow up

-10

-8 0 g 10
Favours |GlarLixi Favours Lixisenatide

Weight change (kg, lower values are better, change scores) at end of

Insulin glargine/Lixisenatide Lixisenatide Mean Difference Mean Difference
Study or Subgroup  Mean [kg] SD [kal Total Mean [kg] SD [kl Total Weight IV, Fixed, 95% ClI [kg] IV, Fixed, 95% ClI [kgl
Rosenstock 20168 -0.3 4.3267 468 -2.3 45783 233 36.3% 2.00([1.29,2.71] —a
Yang 2022 0.03 21166 175 1.7 4104 348 B3T% 1.73[1.20,2.26] L
Total {95% CI) 643 581 100.0% 1.83 [1.40, 2.25] &
Heterogeneity: Chi*= 0.36, df=1 (P = 0.55); = 0% 5_10 1 p é 1D=

Test for overall effect: Z=8.42 (P = 0.00001)

Combinations

Favours IGlarLixi Favours Lixisenatide

Adding dapagliflozin + exenatide compared to adding dapagliflozin

There are no forest plots for this comparison (all outcomes include a single study).

Adding dapagliflozin + exenatide compared to adding exenatide

There are no forest plots for this comparison (all outcomes include a single study).
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K.1.9.3 Adding dapagliflozin + saxagliptin compared to adding dapagliflozin

Figure 399: All-cause mortality at end of follow up

Dapagliflozin + Saxagliptin Dapaglifiozin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Rosenstock 20154 a 179 a 179 37.9%  0.00[-0.01,0.01]
Rosenstock 20180 1 293 2 2893 621% -0.00[-0.01,0.01]
Total (95% Cl) 472 472 100.0% -0.00 [-0.01, 0.01]
Total events 1 2
Heterogeneity: Chi*= 0149, df=1 (P = 0.66); F= 0% I_1 -DI 5 T DIS 1:
Testfor overall effect: 2= 0.50 (F = 0.62) Favours Dapaglifiozin + Saxagliptin  Favours Dapaglifiozin
Figure 400: Cardiovascular mortality at end of follow up
Dapagliflozin + Saxagliptin ~ Dapaglifiozin Risk Difference Risk Difference
Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rosenstock 20154 0 179 0 179 37.9% 0.00[0.01,001]
Rosenstock 20190 1] 293 2 293 B21% -0.01 [0.02, 0.00]
Total {95% Cl) 472 472 100.0% -0.00[-0.01, 0.00]
Total events 1] 2
Heterageneity: Chit= 0.78, df=1 (P = 0.38); F= 0% 5_1 -DI p 1 055 15
Testfor overall efiect. 2=1.00 (P = 0.33) Favours Dapaglifiozin + Saxagliptin  Favours Dapaglifiozin
Figure 401: Hypoglycaemia episodes at end of follow up
Dapagliflozin + Saxagliptin Dapagliflozin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto,Fixed, 95% Cl Peto, Fixed, 95% CI
Muller-wieland 2018 1 3Nz 1] I 9.4% 7370145 371.200
Rosenstock 20154 2 179 2 179 33.3% 1.00[0.14,7.16] N —
Rosenstock 20190 B 293 1 293 58.2% 4.23 [0.96,18.78] — i —
Total (95% CI) 784 783 100.0%  2.74 [0.88, 8.54] e
Total events 9 3
Heterogeneity, Chif=1.58, df= 2 (P = 0.445); F= 0% I t t |
T N 0.001 0. 10 1000
Test for overall effect 2= 1.74 (P= 0.08) Favours Dapaglifiozin + Saxagliptin - Favours Dapaglifiozin
Figure 402: Severe hypoglycaemic episodes at end of follow up
Dapagliflozin + Saxagliptin Dapagliflozin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Muller-yWieland 2018 a 312 a 311 39.8%  0.00[0.01,0.01]
Rosenstock 20154 a 179 a 179 228%  0.00[0.01,0.01]
Rosenstock 20190 1 293 1 293 374%  0.00[0.01, 0.01]
Total (95% CI) 784 783 100.0%  0.00 [-0.00, 0.00]
Total events 1 1
Heterogeneity, Chi*= 0.00, df= 2 (P=1.00%; F= 0% 5_1 -DI 5 ) 055 15
Test for overall effect. 2= 0.00 (P = 1.00) Favours Dapaglifiozin + Saxagliptin Favours Dapaglifiozin

Figure 403: HbA1c change (%, lower values are better, change scores) at end of follow

up
Dapag in + Saxaglipti Dapag in Mean Difference Mean Difference
Study or Subgroup Mean [%] 5D [%] Total Mean [%] SD[%] Total Weight IV, Fixed, 95% CI [%] IV, Fixed, 95% CI [%]
Muller-wieland 2018 -1.2 0.28 an -0.82 088 309 477% -0.38[052,-0.24] |
Rosenstock 20188 -1.465 0.9264 168 -1.187 09764 181 191%  -0.27 [0.49,-0.08]
Rosenstock 20190 -1.03 1.0 284 -0.83 1.004 280 331% -0.40[-0.57,-0.23] =
Total {95% CI} 753 740 100.0%  -0.37 [-0.46,-0.27] ]
Heterogeneity: Chi*= 0.97, df=2 (P = 0.62); F=0% =-1D ij 5 % 1D=
Testfor overall effect Z=7.48 (F < 0.00001) Favours Dapaglifiozin + Saxagliptin Favours Dapaglifiozin
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Figure 404: Weight change (kg, lower values are better, change scores) at end of

follow up
Dapagliflozin + Saxagliptin Dapagliflozin Mean Difference Mean Difference
Study or Subgroup Mean [kg]  SD [kgl Total Mean [kg] SD[kg] Total Weight IV, Fixed, 95% CI [ko] IV, Fixed, 95% CI [ka]
Muller-Wieland 2018 -3z 353 a1z -35 353 311 BDA% 0.30 [0.25, 0.85]
Rosenstock 20154 -2.07  3.0006 169 -2.4 312 152 39.9% 0.23[0.35,1.01]
Total (95% CI) 471 463 100.0% 0.31[-0.12,0.74]

Heterageneity: Chi*= 000, df= 1 (P = 0.85); = 0%
Testfor overall effect: Z=1.42 (P = 0.15)

-10 5 0 5
Favours Dapaglifiozin + Saxagliptin  Favours Dapaglifiozin

K.1.9.4 Adding dapagliflozin + saxagliptin compared to adding glimepiride

Figure 405: Hospitalisation for heart failure at end of follow up
Dapagliflozin + Saxagliptin  Glimepiride Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Frias 2020 0 227 o 216 41.58% 0.00[-0.01,001]
Muller-wieland 2018 0 312 1 M2 585% -0.00[0.01,0.01]
Total {95% Cl) 539 528 100.0% -0.00 [-0.01, 0.00]
Total events 1] 1

Heterogeneity, Ch®*= 026 df=1 {P=061), F=0%
Testfor overall effect: Z=0.58 (F = 0.56)

A -05 i [
Favours Dapaglifiozin + Saxagliptin Favours Glimepiride

Figure 406: Hypoglycaemia episodes at end of follow up
Dapaglifiozin + Saxagliptin  Glimepiride Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Frias 2020 19 23T 53 216 71.3% 0.34 [0.21, 0.56]
Muller-Wieland 2018 1 3Nz 13 309 287% 0.08 [0.01, 0.58] ol
Total (95% CI) 539 525 100.0% 0.22 [0.06, 0.87] ——e
Total events 20 GE
Heterogeneity: Taw®= 0.62; Chi®= 2.09, df=1 (P = 0.18); F=52% o o 70 oo

Testfor averall effect: Z= 216 {P=0.03)

Favours Dapaglifiozin + Saxagliptin | Favours Glimepiride

Figure 407: Severe hypoglycaemic episodes at end of follow up
Dapagliflozin + Saxagliptin Glimepiride Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Frias 2020 1] 237 3 26 40.4% -0.01 0.0, 0.00]
Muller-Wieland 2018 1] a2 0 309 59.6% 0.00[-0.01, 0.01]
Total (95% CI) 539 525 100.0% -0.01 [-0.02, 0.01]
Total events 1] 3

Heterageneity: Tau®= 0.00; Chi®= 4.04 df=1 (P =004}, F=75%
Testfor overall effect: £= 0.59 (P = 0.56)
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Figure 408: HbA1c change (%, lower values are better, change scores) at end of

follow up
Dapagliflozin + Saxagliptin Glimepiride Mean Difference Mean Difference

Study or Subgroup Mean [%] SD [%] Total Mean [%] SD[%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]
Frias 2020 -0.71 1.6241 218 -047 18928 212 38.0% -0.54 [0.87,-0.21] =
Muller-Yieland 2018 -1.2 0838 3 -0.99 0.8732 305 B1.0% -0.21 [-0.35,-0.07]
Total (95% CI) 529 517 100.0% -0.34 [-0.65, -0.02] +
Heterogeneity: Tau®= 0.04; Chi*= 3.20, df=1 (P = 0.07); F= 69% =-10 ij 3 é I
Testfor overall effect Z= 2.10 (F = 0.04) Favours Dapagliflozin + Saxagliptin Favours Glimepiride

Figure 409: Weight change (kg, lower values are better, change scores) at end of

follow up
Dapagliflozin + Saxagliptin Glimepiride Mean Difference Mean Difference

Study or Subgroup Mean [kg]  SD [kg] Total Mean [kg] SD[kg] Total Weight IV, Random, 95% Cl [kg] IV, Random, 95% CI [kg]
Frias 2020 -3.64  TTBIE 224 0.3 95087 314 428% -2.94 [-4.57 -1.31] —
Muller-WWieland 2018 -3.2 0 38327 Mz 1.8 3481 308 57.2% -5.00[-5.55, -4.448] R
Total {95% Cl) 536 522 100.0% 412[-6.12,-2.12] i
Heterogeneity: Tau?=1.74; Chi*= 549, df=1 (P=0.02);, F= 82% =-1D 55 é 1D=
Testfor overall effect Z=4.04 (F < 0.0001) Favours Dapagliflozin + Saxagliptin Favours Glimepiride

Adding dapagliflozin + saxagliptin compared to adding insulin

There are no forest plots for this comparison (all outcomes include a single study).
Adding dapagliflozin + saxagliptin compared to adding saxagliptin

Figure 410: All-cause mortality at end of follow up

Dapagliflozin + Saxagliptin Saxagliptin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Rosenstock 20154 0 178 0 176 376% 0.00[0.01,0001]
Rosenstock 20190 1 283 0 295 E24% 0.00[-0.01,0.01]
Total (95% CI) 472 471 100.0%  0.00 [-0.01,0.01]
Total events 1 1]
Heterogeneity: Chi®=0.22, df=1 (P = 0.64); F= 0% [1 705 5 ; DIS 15
Testfor overall effect: 2= 0.58 (P = 0.56) Favours Dapaglifiozin + Saxagliptin Favours Saxagliptin
Figure 411: Cardiovascular mortality at end of follow up
Dapagliflozin + Saxagliptin Saxagliptin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Rosenstock 20154 0 178 0 176 376% 0.00[0.01,0001]
Rosenstock 20190 0 283 0 295 E24% 0.00[-0.01,0.01]
Total (95% CI) 472 471 100.0%  0.00 [-0.01,0.01]
Total events 1] 1]
Heterogeneity: Chi®= 0.00, df=1 (P =1.00); F= 0% 5_1 -DI Z ; DIS 15
Testfor overall effect: 2= 0.00 (F = 1.00) Favours Dapaglifiozin + Saxagliptin Favours Saxagliptin
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Figure 412: Hypoglycaemia episodes at end of follow up

Dapaglifiozin + Saxagliptin Saxagliptin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Rosenstock 20154 2 178 2176 336% 0.98[0.14,6.90]
Rosenstock 20190 B 283 4 285 BE4% 1.51 [0.43,5.30] —
Total (95% CI) 472 471 100.0% 1.33 [0.47, 3.81] —~el——
Total events g 4
Heterogeneity: Chi*= 013, df=1{P=0.72); F= 0% ID 0 051 150 1DD=
Testfor overall effect: 2= 0.54 (P = 0.59) Favours Dapaglifiozin + Saxagliptin Favours Saxaaliptin

Figure 413: Severe hypoglycaemic episodes at end of follow up

Dapaglifiozin + Saxagliptin Saxagliptin Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Rosenstock 201584 a 179 0 176 37.7% 0.00[0.01,001]
Rosenstock 20180 1 293 0 283 623% 0.00[-0.01,001]
Total (95% Cl) 472 469 100.0%  0.00 [-0.01,0.01]
Total events 1 1]
Heterogeneity: Chi®=0.22, df=1 (P = 0.64); F= 0% 5_1 -DI P p 055 15
Testfar averall effect Z= 0.58 (P = 0.56) Favours Dapaglifiozin + Saxagliptin - Favours Saxagliptin

Figure 414: HbA1c change (%, lower values are better, change scores) at end of

follow up
Dapaglifiozin + § lipti L3 lipti Mean Difference Mean Difference

Study or Subgroup  Mean [%] SD [%] Total Mean[%] SD[%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]
Rosenstock 20184 -2.1 3191 169 -0.875 09376 142 46.0% -1.23[F1.74,-071] -
Rosenstock 20190 -1.03 101N 284 -0.89 1.0182 288 54.0% -0.34 [-0.51,-0.17] ||
Total {95% CI) 443 431 100.0% -0.75[1.61,0.12]
Heterogeneity: Tau®= 0.35; Chif=10.12, ¢f=1 (F = 0.001); F= 90% [10 5 1 5 m’
Testfor overall efiect Z=1.69 (P =0.09) Favours Dapaglifiozin + Saxagliptin - Favours Saxagliptin

Figure 415: Weight change (kg, lower values are better, change scores) at end of

follow up
Dapagliflozin + § liptil S lipti Mean Difference Mean Difference

Study or Subgroup  Mean [kg]  SD [kg]l Total Mean [kg] SD[kg] Total Weight IV, Fixed, 95% Cl [kg] IV, Fixed, 95% Cl [kg]
Rosenstock 20154 -207  3.0006 159 0 30481 145 39.9% -2.07 [2.75,-1.39] ——
Rosenstack 20190 -2 33705 284 -0.4 33941 288 B01% -1.60[F2.15,-1.05] E 3
Total (95% CI) 443 433 100.0%  -1.79[-2.22,-1.36] &
Heterogeneity: Chi=1.10, df=1 (P =0.29); F=9% =-1D 55 é 105
Testfor overall effect 2= 8.15 (F < 0.00001) Favours Dapaglifiozin + Saxagliptin Favours Saxagliptin

Adding dapagliflozin + saxagliptin compared to adding sitagliptin

There are no forest plots for this comparison (all outcomes include a single study).
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Adding empagliflozin + liraglutide compared to adding empagliflozin

There are no forest plots for this comparison (all outcomes include a single study).

Adding empagliflozin + liraglutide compared to adding insulin

There are no forest plots for this comparison (all outcomes include a single study).

Adding empagliflozin + liraglutide compared to adding liraglutide

There are no forest plots for this comparison (all outcomes include a single study).

Adding ertugliflozin + sitagliptin compared to adding ertugliflozin

There are no forest plots for this comparison (all outcomes include a single study).

Adding ertugliflozin + sitagliptin compared to adding sitagliptin

There are no forest plots for this comparison (all outcomes include a single study).

Adding glimepiride + metformin compared to adding glimepiride

There are no forest plots for this comparison (all outcomes include a single study).

Adding glimepiride + metformin compared to adding metformin

There are no forest plots for this comparison (all outcomes include a single study).

Adding glimepiride + metformin slow release compared to adding glimepiride +

metformin standard release

There are no forest plots for this comparison (all outcomes include a single study).

Adding liraglutide + metformin compared to adding metformin

There are no forest plots for this comparison (all outcomes include a single study).

Adding pioglitazone + alogliptin compared to adding pioglitazone

There are no forest plots for this comparison (all outcomes include a single study).

Adding pioglitazone + exenatide compared to adding insulin

There are no forest plots for this comparison (all outcomes include a single study).

Adding pioglitazone + exenatide compared to adding pioglitazone

There are no forest plots for this comparison (all outcomes include a single study).

Adding pioglitazone + metformin compared to adding metformin

There are no forest plots for this comparison (all outcomes include a single study).

Adding pioglitazone + metformin compared to adding pioglitazone

There are no forest plots for this comparison (all outcomes include a single study).

124
Type 2 diabetes in adults: management (medicines update): evidence reviews for
Subsequent pharmacological management FINAL [Feb 2026]



K.2.1.1

K.2.21

K.2.2.2

K.2.3.1

K.2.3.2

K.2.3.3

K.2.41

K.2.4.2

K.2.1.1

K.2.1.2

FINAL
Forest plots — Model 5: Type 2 diabetes and higher cardiovascular risk

K.2 Switching
K.2.1 Metformin

Switching to metformin slow release compared to staying on metformin standard
release

There are no forest plots for this comparison (all outcomes include a single study).
K.2.2 DPP-4 inhibitors

Switching to sitagliptin compared to switching to placebo

There are no forest plots for this comparison (all outcomes include a single study).

Switching to vildagliptin compared to switching to alogliptin

There are no forest plots for this comparison (all outcomes include a single study).
K.2.3 GLP-1 receptor agonist

Switching to liraglutide compared to staying on sitagliptin

There are no forest plots for this comparison (all outcomes include a single study).

Switching to semaglutide compared to switching to dulaglutide

There are no forest plots for this comparison (all outcomes include a single study).

Switching to semaglutide compared to staying on sitagliptin

There are no forest plots for this comparison (all outcomes include a single study).
K.2.4 SGLT2 inhibitors

Switching to glimepiride compared to switching to liraglutide

There are no forest plots for this comparison (all outcomes include a single study).

Switching to canagliflozin compared to switching to liraglutide

There are no forest plots for this comparison (all outcomes include a single study).
K.2.1 Thiazolidinediones

Staying on pioglitazone compared to switching to dapagliflozin

There are no forest plots for this comparison (all outcomes include a single study).

Switching to pioglitazone compared to switching to glimepiride

There are no forest plots for this comparison (all outcomes include a single study).
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K.2.2 Combinations

K.2.2.1 Switching to fixed-dose combination glimepiride/metformin slow release compared to
staying on fixed-dose combination glimepiride/metformin standard release

There are no forest plots for this comparison (all outcomes include a single study).
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