Appendix 3 Supplementary forest plots
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Peto, Fixed, 95% CI

Peto Odds Ratio
Peto, Fixed, 95% CI

1.2.1 DPP-4 inhibitors vs. placebo

Fonseca 2013
Garher 2007

Henry 2014
Fwarmoto 2010
MCTOO1 038457 2009
MCTO01 21649 2011
MCTO01 21667 2011
MCTOOZ286442 2011
MCTOOZ86468 2011
MCTOOZ295633 2009
MCTOO327015 2009
MCTOO395343 2009
MCTOO482729 2009
MCTOOET 4939 2010
MCTOOG42278 2013
MCTOOTETAEE 2011
MCTOOTA3161 2011
MCTOOS38903 2014
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Testfor overall effect Z=043 (P =067

1.2.2 DPP-4 inhibitors vs. active drugs

Arjona Ferreira 2013a
Arjona Ferreira 2013b
Bosi 2011

Ferrannini 2009
RMCTOO094770 2009
RMCTOORTAA8E 2010
MCTOOR22284 2011
MCTOOR42278 2013
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Heterageneity, Chi®*=9.08, df=13 P =077, F=0%
Testfor overall effect Z= 037 (P =0.71)
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Testfor subaroup differences: Chi*=0.32. df=1 P =0.570. F=0%

Mot estimahle
0.497[0.03,8.22)
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1.49 [0.26, 8.63]
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Fig A Subgroup analysis of heart failure risk by type of control in randomized controlled trials
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DPP-4 inhibitors Control

Study or Subgroup Events Total Events Total Weight

Peto Odds Ratio
Peto, Fixed, 95% CI

Peto Odds Ratio
Peto, Fixed, 95% CI

1.3.1 Monotherapy

Arfona Ferreira 2013a I} 210 4 212
Arfona Ferreira 2013h0 2 h4 2 A5
lwarmoto 2010 1 280 1] 73
MCTOO0T 21641 2011 1 306 1] 95
MCTOOTOTH93 2013 1 222 1 214
MCTOOT93161 2011 n 142 1] T2
MCTO1006603 2013 1 3484 K] a4
MICTOT189390 2013 n 241 1 236
MICTOT 289990 2014 1 223 1] GT7H
Pratley 2014 n 222 1] 106
Yang 2014 n fa 1 a0
Subtotal {95% Cl) 2347 2153
Total events ) 12
Heterogeneity: Chi*= 940, df=8{F =031}, F=15%

Testfor overall effect £=1.33(F=017)

1.3.2 Add-on therapy

Bosi 2011 2 404 1 el
Ferrannini 2009 2 1389 2 1383
Fonseca 2013 n 147 1] 1456
Garher 2007 1 an4 1 1488
Henr 2014 2 G591 1] G493
MCTO0094770 2009 2 aaa 1 Aa4
MICTO01038457 2009 1 arz 1] 364
MCTOO0T 21667 2011 3 ah4 2 1749
MCTO0Z236442 2011 1 423 1] 104
MCTO0Z236468 2011 1 401 1] 499
MCTO0294633 2009 n 381 1 184
MCTO03270145 2009 n f43 2 aza
MCTO0395343 2009 n 322 2 a4
MCTO0482729 2009 1 B24 1] 621
MCTO0ATAA3E 2010 1 424 1 430
MCTOORT4939 2010 1 aa 1] aa
MCTO0EZ22284 2011 3 TR 2 TTa
MCTO0B42273 2013 n 514] 1 386
MCTOOTATaEE 2011 2 an4 1] 141
MCTOOT93161 2011 1 286 1] 291
MCTO0E33903 2014 1 anz 1 048
MCTO0BA6284 2013 3 1741 1 ara
MCTO0954447F 2012 3 B3 2 630
MCTO1 263483 2011 n 1484 1 7a
Pratley 20049 3 347 1] a7
Pratley 2014 n 220 1] 220
Rosenstock 2006 n 174 1] 178
Rosenstock 2010 n 327 1] 163
Seino 2012 1 188 1] 100
Subtotal {95% Cl) 13354 10438
Total events 348 21

Heterogeneity: Chi®= 20.64, df= 24 (P = 0.66); F=0%
Testfor overall effect £=0.71 (F=10.48)
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Testfor subaroun diferences: Chif=241. df =1 (P=0121. F=453.5%
Fig B Subgroup analysis of heart failure risk by mode of therapy in randomized controlled trials
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DPP-4 inhibitors Control

Peto Odds Ratio
Peto, Fixed, 95% CI

Peto Odds Ratio
Peto, Fixed, 95% CI

Study or Subgroup Events Total Events Total Weight
1.4.1 Follow up 52 weeks or shorter

Bosi 2011 2 404 1 34949 28.7%
Ferrannini 20049 2 1384 2 1383 11E%
Fonseca 2013 1 147 0 156

Garher 2007 1 204 1 1548 8.2%
fwarmoto 2010 1 280 1] 73 1.9%
MCTO0Z226442 2011 1 423 o104 1.8%
MCTO0Z226468 2011 1 4 1] L] 1.9%
MCTO0327015 2009 1 G423 2 3:8 8.2%
MCTO0395343 2009 1 322 2 M4 8.8%
MCTO0482729 2009 1 B24 o 621 2.9%
MCTO0G14939 2010 1 24 1] 24 2.9%
MCTO0B42278 2013 1 514 1 386 1.4%
MCTOOTATa88 2011 2 204 o141 8.2%
MCTOOT98161 2011 1 424 0 363 2.9%
MCTO0954447 2012 3 G231 2 B30 145%
MCTO1 006603 2013 1 2484 a2 359 11E6%
MCTOT189290 2013 1 241 1 236 2.9%
MOCTO1 263483 2011 1 144 1 7a 2.6%
Pratley 20049 3 247 1] a7 8.5%
Pratley 2014 1 442 0 326
Rosenstock 2006 1 174 o178
Rosenstock 2010 1 327 0 163

Seino 2012 1 1848 o100 2.6%
Yang 2015 1 Ga 1 40 27%
Subtotal {95% Cl) 8823 6829 100.0%
Total events 21 17

Heterogeneity, Chi®=18.39, df =19 (P =0.20%; F=0%

Testfor overall effect 2= 033 F =074

1.4.2 Follow up over 52 weeks

Arjona Ferreira 2013a 1 210 4 M2 11.E6%
Arjona Ferreira 2013k 2 G4 2 65 11.4%
Henry 2014 2 G591 0 693 8.8%
MCTO0094 770 2009 2 aga 1 584 28.7%
MCTOO01 038457 2009 1 ar2 0 364 2.9%
MCTOO0T 21641 2011 1 206 1] 45 21%
MCTO0T 21667 2011 3 a64 2 179 106%
RCTO0295633 2009 0 381 1 184 2 6%
RMCTO0ATA5EE 2010 1 424 1 430 5.8%
RMCTO0E22284 2011 3 TTh 2778 1458%
RCTOOFO7E93 2013 1 222 1 214 5.8%
RCTO0S38903 2014 1 anz 1 408 5.7%
RCTO0SAE2E4 2013 3 1741 1 878 104%
MCTOT 289990 2014 1 223 0 B7E 2.2%
Subtotal {95% Cl) G6ara AT62 100.0%
Total events 21 16

Heterogeneity, Chif=13.75, df= 13 (P =039, F= 5%
Testfor overall effect £= 018 {F = 0.36)

Testfor suboroun differences: Chif=013. df=1 (P=0721. F=0%
Fig C Subgroup analysis of heart failure risk by length of follow up in randomized controlled trials
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DPP-4 inhibitors Control

Peto Odds Ratio

Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl

1.5.1 Alogliptin

Bosi 2011 2 404 1 3989 223% 1.93[0.20,18.58] =

MCTO0Z226442 2011 1 423 o104 4.7% 2.48[0.03, 472.41] >
MCTO0Z226468 2011 1 4 1] L] 4.7% 2.48[0.03, 475.96] >
MCTOOTOTA93 2013 1 222 1 219 148% 0.99 [0.06, 15.82]

MCTO0S256284 2013 3 1741 1 878 264% 1.46[0.18, 11.67] =

MOCTO1 263483 2011 1 144 1 7a B.5% 0.05 [0.00, 3.05] *

Pratley 20049 3 247 1] 97 14.0% 2.49[0.20, 60.57] =

Pratley 2014 1 442 0 326 Mot estimahble

Rosenstock 2010 1 327 0 163 Mot estimahle

Seino 2012 1 1848 o100 B.7% 463 [0.08, 283.93] >
Subtotal {95% Cl) 4710 2460 100.0% 1.55 [0.53, 4.51] i

Total events 12 4

Heterogeneity, Chi®= 3.63, df =7 (P =082, F=0%

Testfor overall effect Z=080{F =042

1.5.2 Anagliptin

Yang 2015 1 Ga 1 40 100.0% 0.07 [0.00, 2.89] +

Subtotal {95% Cl) 68 40 100.0% 0.07 [0.00, 3.89] prm—

Total events n 1

Heterogeneity: Mot applicable

Testfor overall effect £=130F =019

1.5.3 Linagliptin

MCTO0E22284 2011 3 TTh 2 TTS 455% 1.49 [0.26, 8.63] L

MCTOOT98161 2011 1 424 0 363 9.1% G.35[012,324.20] >
MCTO0954447 2012 3 G231 2 B30 455% 1.49 [0.26, 8.63] i

Subtotal {95% Cl) 1835 1768 100.0% 1.70 [0.52, 5.56] i

Total events 7 4

Heterogeneity: Chi®= 047, df= 2 {P=0.79); F=0%

Testfor overall effect £= 088 {F =038

1.5.4 Saxagliptin

MCTOO0T 21641 2011 1 206 1] 45 4.6% 2.71[0.04, 372 46] >
MCTO0T 21667 2011 3 a64 2178 231% 0.42[0.04, 3.26] =

MCTO0295633 2009 1 e 1 184 5.6% 0.05 [0.00, 3.04] *

MCTO0327015 2009 1 G423 200328 M3% 0.05 [0.00, 0.97] * *

MCTO0STS588 2010 1 424 1 430 127% 1.00[0.06, 16.09]

RCTO0ET 4939 2010 1 aa 1] aa B.3% T.39[014, 372.38) >
RMCTOOFATEEE 2011 2 an4 o181 11.2% 448 [0.24, 8532 =

RMCTO1 006603 2013 1 354 3389 2A2% 0.37 [0.04, 2.61] =

Subtotal {95% Cl) 3070 1811 100.0% 0.55 [0.20, 1.46] ~ i

Total events 4 ]

Heterogeneity, Chi®= 8.5, df= 7 (P =0.29) F=18%

Testfor overall effect £2=1.20F =023

1.5.5 Sitagliptin

Arjona Ferreira 20133 1 2110 4 M2 183% 0.13[0.02, 0.96] "

Arjona Ferreira 201 3h 2 G4 2 65 18.0% 1.02[0.14, 7.38] "

Fonseca 2013 1 147 0 156 Mot estimahle

Henry 2014 2 G591 0 693 9.2% TA2[046,118.77] >
fwarmoto 2010 1 280 1] 73 30% 2.50[0.03, 464.78] >
MCTO0094 770 2009 2 aga 1 584 138% 1.94 [0.20, 18.65] =

MCTOO01 038457 2009 1 ar2 0 364 4.6% T.23[014, 364.55] >
MCTO0395343 2009 1 322 2 M4 9.2% 013 [0.01,2.14] *

MCTO0482729 2009 1 B24 o 621 4.6% 734014, 370,02 >
MCTO0B42278 2013 1 514 1 386 2.3% 0.31 [0.00, 82.44] *

MCTO0238903 2014 1 anz 1 408 9.0% 1.36 [0.08, 22.44]

MCTOT189290 2013 1 241 1 236 4.6% 0.13 [0.00, 6.68] *

RCTO1 289990 2014 1 223 0 E7E 3.4% 5634 [0.60, 5268.88] >
Rosenstock 2006 n 174 n 178 Mot estimahble

Subtotal {95% Cl) 4325 4871 100.0% 0.99 [0.43, 2.30] i

Total events 11 12

Heterogeneity: Chi*=14.84, df =11 (P=0149); F= 26%

Testfor overall effect £=0.02 {F=0.99

1.5.6 Vildagliptin

Ferrannini 20049 2 1384 2 1383 B9.0% 1.00[0.14, 7.08] F

Garher 2007 1 204 1 1588 HM.0% 0.49[0.03, 922 &

Subtotal {95% Cl) 1693 1541 100.0% 0.80 [0.16, 4.09]

Total events 3 K]

Heterogeneity: Chi®*=0.15, df =1 {P=0.70); F=0%
Testfor overall effect £2= 027 (P=0.79

Testfor suboroun differences: Chi*=4.63. df= 5 (P = 0461 F= 0%
Fig D Subgroup analysis of heart failure risk by individual DPP-4 inhibitors agents in randomized controlled trials
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DPP-4 inhibitors Control Risk Ratio Risk Ratio
Study or Subaroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H. Fixed, 95% CI
Arjona Ferreira 2013a n 210 4 212 9.4% 011 [0.01, 2.07) *
Arjona Ferreira 2013h 2 A4 2 514] 42% 1.02[0.14, 6.99]
Bosi 2011 2 404 1 el 271% 1.981[0.18, 21.70]
Ferrannini 20049 2 1384 2 1383 42% 1.00[0.14, 7.06]
Fonseca 2013 n 147 1] 1456 Mot estimahble
Garher 2007 1 an4 1 1488 28% 0.52[0.03, 8.29]
Henr 2014 2 G591 1] G493 1.0% 5.01[0.24,104.26] s
lwarmoto 2010 1 280 1] 73 1.7% 0.76[0.03, 18.484]
MCTO0094770 2009 2 aaa 1 Aa4 21% 1.99[0.18, 21.89]
MICTO01038457 2009 1 arz 1] 364 11% 2894012, 71.83]
MCTOO0T 21641 2011 1 306 1] 95 1.6% 094004, 22.84]
MCTOO0T 21667 2011 3 ah4 2 1749 B.4% 0.48[0.08, 2.83]
MCTO0Z236442 2011 1 423 1] 104 1.7% 0.74[0.03,18.11]
MCTO0Z236468 2011 1 401 1] 499 1.7% 0.75[0.03,18.148]
MCTO0294633 2009 n 381 1 184 42% 016 [0.01,3.94 *
MCTO03270145 2009 n f43 2 aza B.9% oA0[0.00, 212 4
MCTO0395343 2009 n 322 2 a4 8.3% 0.20[0.01,4.11] *
MCTO0482729 2009 1 B24 1] 621 1.0% 2893[012, 73.03]
MCTO0ATAA3E 2010 1 424 1 430 21% 1.00[0.06,16.01]
MCTOORT4939 2010 1 aa 1] aa 1.0% 3.00[012 7262
MCTO0EZ22284 2011 3 TR 2 TTa 42% 1.480[0.24, 3.94]
MCTO0B42273 2013 n 514] 1 386 0.9% 1.95[0.08, 47.47]
MCTOOTOTH93 2013 1 222 1 214 21% 0.99[0.06, 15.67]
MCTOOTATaEE 2011 2 an4 1] 141 1.4% 2.49[0.12, 51.488]
MCTOOT93161 2011 1 424 1] 363 11% 2.485[0.10,62.29]
MCTO0E33903 2014 1 anz 1 048 1.8% 1.35[0.08, 21.481]
MCTO0BA6234 2013 3 1741 1 ara 28% 1.480[0.16,14.44]
MCTO0954447 2012 3 A3 2 630 42% 1.480 [0.24, 8.93]
MCTO1006603 2013 1 3484 K] a4 B.3% 0.33[0.03,3.19]
MICTOT189390 2013 n 241 1 236 3.2% 0.33[0.01, 7.97]
MCTO1 263483 2011 n 1484 1 7a 42% 016 [0.01,3.94 *
MICTOT 289990 2014 1 223 1] GT7H 0.5% 9.07[0.37, 221.748] s
Pratley 20049 3 347 1] a7 1.7% 1.72[0.09, 33.09]
Pratley 2014 I} 442 1] 326 Mot estimable
Rosenstock 2006 n 174 1] 178 Mot estimahble
Rosenstock 2010 n 327 1] 163 Mot estimahble
Seino 2012 1 188 1] 100 1.4% 1.60[0.07, 39.00]
Yang 2014 n fa 1 a0 3.9% 0.20 [0.01,4.75) *
Total (95% CI) 15701 12591 100.0% 0.90 [0.61, 1.35] <
Total events 42 33
Heterogeneity: Chi®= 17.79, df= 33 (P = 0.99); F= 0% In o n=1 ] 1=n mu:

Testfor overall effect £=0.49(F =062

Favours DPP-4 inhibitors  Favours control

Fig E Sensitivity analysis of heart failure risk by using alternative effect measure risk ratio in randomized controlled trials



DPP-4 inhibitors Control Odds Ratio Odds Ratio
Study or Subaroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H. Fixed, 95% CI
Arjona Ferreira 2013a n 210 4 212 9.4% 011 [0.01, 2.08] * "
Arjona Ferreira 2013h 2 A4 2 514] 4 0% 1.02[0.14, 7.44]
Bosi 2011 2 404 1 el 21% 1.98[0.18, 21.97]
Ferrannini 20049 2 1384 2 1383 42% 1.00[0.14, 7.08]
Fonseca 2013 n 147 1] 1456 Mot estimahble
Garher 2007 1 an4 1 1488 28% 0.52[0.03, 8.34]
Henr 2014 2 G591 1] G493 1.0% 5.03[0.24,104.94] s
lwarmoto 2010 1 280 1] 73 1.7% 0.76[0.03, 18.849]
MCTO0094770 2009 2 aaa 1 Aa4 271% 1.899[0.18, 22.00]
MICTO01038457 2009 1 arz 1] 364 11% 294012, 72.449]
MCTOO0T 21641 2011 1 306 1] 95 1.6% 094004, 23.21]
MCTOO0T 21667 2011 3 ah4 2 1749 B.3% 0.47 [0.08, 2.85]
MCTO0Z236442 2011 1 423 1] 104 1.7% 0.74[0.03,18.34]
MCTO0Z236468 2011 1 401 1] 499 1.7% 0.75[0.03,18.43]
MCTO0294633 2009 n 381 1 184 42% 016 [0.01,3.95) *
MCTO03270145 2009 n f43 2 aza T.0% oA0[0.00, 212 4
MCTO0395343 2009 n 322 2 a4 8.3% 0.20[0.01,412] *
MCTO0482729 2009 1 B24 1] 621 11% 2899012, 73.43]
MCTO0ATAA3E 2010 1 424 1 430 21% 1.00[0.06,16.11]
MCTOORT4939 2010 1 aa 1] aa 1.0% 3.04[012 75.47]
MCTO0EZ22284 2011 3 TR 2 TTa 42% 1.480 [0.24, 9.00]
MCTO0B42273 2013 n 514] 1 386 0.9% 1.96[0.08, 458.68]
MCTOOTOTH93 2013 1 222 1 214 21% 0.99[0.06,15.87]
MCTOOTATaEE 2011 2 an4 1] 141 1.4%  2480[0.12, 52.449]
MCTOOT93161 2011 1 424 1] 363 11% 2.485[0.10,62.81]
MCTO0E33903 2014 1 anz 1 048 1.8% 1.35[0.08, 21.70]
MCTO0BA6234 2013 3 1741 1 ara 28% 1.81[0.16, 14.49]
MCTO0954447 2012 3 A3 2 630 42% 1.480 [0.24, 9.01]
MCTO1006603 2013 1 3484 K] a4 B.3% 0.33[0.03, 3.20]
MICTOT189390 2013 n 241 1 236 3.2% 0.33[0.01,8.02
MCTO1 263483 2011 n 1484 1 7a 42% 016 [0.01,3.97] *
MICTOT 289990 2014 1 223 1] GT7H 05% 912[0.37, 224.71] s
Pratley 20049 3 347 1] a7 1.7% 1.73[0.09, 33.77]
Pratley 2014 I} 442 1] 326 Mot estimable
Rosenstock 2006 n 174 1] 178 Mot estimahble
Rosenstock 2010 n 327 1] 163 Mot estimahble
Seino 2012 1 188 1] 100 1.4% 1.61[0.06, 39.84]
Yang 2014 n fa 1 a0 3.9% 0.191[0.01,483 *
Total (95% CI) 15701 12591 100.0% 0.90 [0.60, 1.36] <
Total events 42 33
Heterogeneity, Chi®= 17.83, df= 33 (P = 0.99); F= 0% In o n=1 ] 1=n mu:

Testfor overall effect £=0.43(F=063)

Favours DPP-4 inhibitors  Favours control

Fig F Sensitivity analysis of heart failure risk by using fixed Mantel-Hanszel statistical model in randomized controlled trials



DPP-4 inhibitors Control Odds Ratio Odds Ratio

Study or Subaroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
Arjona Ferreira 2013a n 210 4 212 24% 0.11[0.01, 2.08] *
Arjona Ferreira 2013h 2 A4 2 514] 8.2% 1.02[0.14,7.44]
Bosi 2011 2 404 1 el 36% 1.98[0.18, 21.92]
Ferrannini 20049 2 1384 2 1383 a.4% 1.00([0.14, 7.08]
Fonseca 2013 n 147 1] 1456 Mot estimable
Garher 2007 1 an4 1 1488 27% 0.52[0.03, 834
Henr 2014 2 G591 1] G493 22% A.03[0.24,104.94] *
lwarmoto 2010 1 280 1] 73 20% 0.76[0.03,18.89]
MCTO0094770 2009 2 aaa 1 Aa4 36% 1.99[0.18, 22.00]
MICTO01038457 2009 1 arz 1] 364 20% 294 [012, 72.49]
MCTOO0T 21641 2011 1 306 1] 95 20% 0.94 [0.04, 23.21]
MCTOO0T 21667 2011 3 ah4 2 1749 B.4% 0.47 [0.08, 2.85]
MCTO0Z236442 2011 1 423 1] 104 20% 0.74[0.03,18.359]
MCTO0Z236468 2011 1 401 1] 499 20% 0.75[0.03,18.43]
MCTO0294633 2009 n 381 1 184 20% 016 [0.01,3.95 *
MCTO03270145 2009 n f43 2 aza 22% 040000212 4
MCTO0395343 2009 n 322 2 a4 22% 0.20[0.01,412] *
MCTO0482729 2009 1 B24 1] 621 20% 299012, 73.43]
MCTO0ATAA3E 2010 1 424 1 430 27% 1.00[0.06, 16.11]
MCTOORT4939 2010 1 aa 1] aa 20% 304012, 7847
MCTO0EZ22284 2011 3 TR 2 TTa B.5% 1.40 [0.24, 9.00]
MCTO0B42273 2013 n 514] 1 386 20% 1.96 [0.08, 48.68]
MCTOOTOTH93 2013 1 222 1 214 27% 0.99 [0.06, 18.87]
MCTOOTATaEE 2011 2 an4 1] 141 22% 24800012, 82.49]
MCTOOT93161 2011 1 424 1] 363 20% 285010, 62.81]
MCTO0E33903 2014 1 anz 1 048 27% 1.35[0.08, 21.70]
MCTO0BA6234 2013 3 1741 1 ara 4 0% 151 [0.16, 14.449]
MCTO0954447 2012 3 A3 2 630 B.5% 1.40[0.24, 9.01]
MCTO1006603 2013 1 3484 K] a4 4 0% 0.33[0.03,3.20]
MICTOT189390 2013 n 241 1 236 20% 0.33[0.01,8.02
MCTO1 263483 2011 n 1484 1 7a 20% 046 [0.01,3.97] *
MICTOT 289990 2014 1 223 1] GT7H 20% 912037, 224.71] *
Pratley 20049 3 347 1] a7 24% 1.73[0.09, 33.77]
Pratley 2014 I} 442 1] 326 Mot estimable
Rosenstock 2006 n 174 1] 178 Mot estimable
Rosenstock 2010 n 327 1] 163 Mot estimable
Seino 2012 1 188 1] 100 20% 1.61 [0.06, 39.84]
Yang 2014 n fa 1 a0 20% 019[0.01,483 *
Total (95% CI) 15701 12591 100.0% 0.95 [0.60, 1.50] <9
Total events 42 33

Heterogeneity: Tau®= 0.00; Chi*=17.83, df= 33 (P =099 F= 0%

Testfor overall effect £=022(F=0.83) 0.01 0.1 1 10 100
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Fig G Sensitivity analysis of heart failure risk by using random effects model in randomized controlled trials



DPP-4 inhibitors Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 85% CI M-H, Fixed, 95% CI
Green 2015 (TECOS) 228 T332 229 F339 HdA% 1.00[0.83,1.19] ——
Frurm 2014 MVIDD) 13 128 10 124 1.8% 1.26 [0.47, 2.77]
Laakso 2015 7 113 G 120 1.1% 1.24[0.43, 3.58]
Scirica 2013 (SAVOR-TIMI 53} 2848 aza0 228 8212 HAdA% 1.26 [1.06, 1.49] ——
Zannad 20145 (EXAMIME) a5 27 T8 2679 143% 1.07 [0.79,1.44] -
Total (95% CI) 18554 18474 100.0% 1.12 [1.00, 1.26] <>
Total events G22 a5

Heterogeneity: Chi®= 3.88, df =4 (P =047, F=0%
Testfor overall effect £= 2,00 {F =0.09
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Fig H Sensitivity analysis of hospital admission for heart failure by using alternative effect measure risk ratio in randomized controlled trials

DPP-4 inhibitors Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% CI M-H. Fixed, 95% CI
Green 2015 (TECOS) 228 733z 228 F339 HE% 1.00[0.83,1.20] ——
Krum 2014 MDD 13 128 10 124 1.7% 1.29[0.54, 3.06]
Laakso 2015 7 113 G 120 1.0% 1.25[0.41, 3.85]
Scirica 2013 (SAVOR-TIMI 53} 2848 aza0 228 8212 HAdA% 1.27 [1.06, 1.51] ——
Zannad 20145 (EXAMIME) a5 27 A 2679 144% 1.07 [0.72, 1.46] B
Total (95% CI) 18554 18474 100.0% 1.13[1.00,1.27] <>
Total events G22 a5

Heterogeneity: Chi®= 3.58, df= 4 (P = 0.46);, F=0%
Testfor overall effect £= 2,00 {F =0.09
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Fig I Sensitivity analysis of hospital admission for heart failure by using fixed Mantel-Hanszel statistical model in randomized controlled trials

DPP-4 inhibitors Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random, 95% Cl M-H. Random, 95% CI
Green 2015 (TECOS) 228 733z 229 F339 392% 1.00[0.83,1.20] ——
Krum 2014 MDD 13 128 10 124 1.8% 1.29[0.54, 3.06]
Laakso 2015 i 113 G 120 1.1% 1.25[0.41, 3.85]
Scirica 2013 (SAVOR-TIMI 53) 2848 a2e0 228 822 438% 1.27 [1.06, 1.51] ——
Fannad 2015 (EXAMIME) a5 2T T8 2679 141% 1.07 [0.78, 1.46] e
Total (95% CI) 18554 18474 100.0% 113 [1.00,1.27] <
Total events B2 052

Heterogeneity: Tau®=0.00; Chi*= 3.99 df=4 (P = 046}, F= 0%
Testfor overall effect: £=1.88 {F =005
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Fig J Sensitivity analysis of hospital admission for heart failure by using random effects model in randomized controlled trials



