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Figure 1 : Diagramme de flux de la sélection des études randomisées pour inclusion 
dans la méta-analyse. n représente le nombre de références à chaque étape de 
l’analyse. 





Tableau 1 : Caractéristiques des études randomisées incluent dans la méta-analyse 





Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 11.48, df = 18 (P = 0.87); I² = 0%

Test for overall effect: Z = 0.79 (P = 0.43)

Events

0

0

2

0

0

1

0

0

0

153

0

0

2

1

1

1

8

1

1

11

1

2

3

0

1

0

0

420

0

0

0

0

0

5

1

615

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22729

Events

0

0

0

0

0

2

0

0

0

173

0

0

0

0

0

0

6

1

0

4

0

1

4

0

0

0

0

378

1

0

0

0

0

5

0

575

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17264

Weight

0.1%

0.5%

29.7%

0.1%

0.1%

0.1%

0.1%

1.2%

0.2%

0.1%

0.7%

0.1%

0.2%

0.7%

0.1%

64.9%

0.3%

0.9%

0.1%

100.0%

M-H, Fixed, 95% CI

Not estimable

Not estimable

2.49 [0.12, 51.58]

Not estimable

Not estimable

0.16 [0.01, 1.74]

Not estimable

Not estimable

Not estimable

0.88 [0.71, 1.08]

Not estimable

Not estimable

2.42 [0.12, 50.18]

1.50 [0.06, 36.74]

1.52 [0.06, 37.15]

0.74 [0.03, 18.11]

1.04 [0.36, 2.94]

0.96 [0.06, 14.97]

1.50 [0.06, 36.60]

2.71 [0.89, 8.28]

3.07 [0.13, 74.89]

2.00 [0.18, 21.95]

0.75 [0.17, 3.25]

Not estimable

3.00 [0.12, 73.33]

Not estimable

Not estimable

1.10 [0.96, 1.26]

0.32 [0.01, 7.91]

Not estimable

Not estimable

Not estimable

Not estimable

1.00 [0.29, 3.43]

2.98 [0.12, 72.74]

1.05 [0.94, 1.17]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.01 0.1 1 10 100
I-PP4 Placebo
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Study or Subgroup

Garber et al

Bosi et al

Scott et al

Del Prato et al

Ahren et al (HARMONY 3)

NCT00821977

Owens et al

Nauck et Al

NCT00800683

Hollander et al

EXAMIN, Whiet et al

Charbonnel

Barnett et al

Nowicki et al

Lavalle-Gonzalez

SAVOR-TIMI53, Scirica et al

Yki-Jarvinen et al

NCT00646542 et NCT00765830

Raz et al

NCT01462266

Scherbaum et al

NCT01289990

Dejager et al

Aschner et al

Hanefeld et al

NCT00894868

Mohan et al

Taskinen et al

DeFronzo et al

Yoon et al

Visbol et al

Dobs et al

Pan et al

Yang et al

Pratley et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 27.84, df = 34 (P = 0.76); I² = 0%

Test for overall effect: Z = 0.17 (P = 0.86)

Events

9

9

10

10

32

18

25

14

25

37

907

13

25

23

8

2114

87

87

12

13

14

18

17

24

11

40

6

18

72

13

20

14

8

8

22

3783

Total

339

362

495

336

302

301

793

423

68

381

2701

464

304

85

366

8280

631

292

411

330

153

223

472

488

441

128

352

523

564

261

322

170

284

283

401

22729

Events

9

8

4

7

15

12

10

4

27

20

952

7

13

24

4

2075

83

64

3

12

12

16

5

9

2

28

2

4

15

8

11

4

4

3

2

3478

Total

176

182

125

167

101

150

265

104

65

184

2679

237

151

85

183

8212

630

227

110

330

149

228

160

253

111

126

178

177

179

259

319

92

284

287

99

17264

Weight

0.3%

0.3%

0.2%

0.3%

0.6%

0.4%

0.4%

0.2%

0.8%

0.8%

26.8%

0.3%

0.5%

0.7%

0.1%

58.5%

2.3%

2.0%

0.1%

0.3%

0.3%

0.4%

0.2%

0.3%

0.1%

0.8%

0.1%

0.2%

0.6%

0.2%

0.3%

0.1%

0.1%

0.1%

0.1%

100.0%

M-H, Fixed, 95% CI

0.52 [0.21, 1.28]

0.57 [0.22, 1.44]

0.63 [0.20, 1.98]

0.71 [0.28, 1.83]

0.71 [0.40, 1.26]

0.75 [0.37, 1.51]

0.84 [0.41, 1.72]

0.86 [0.29, 2.56]

0.89 [0.58, 1.35]

0.89 [0.53, 1.49]

0.94 [0.88, 1.02]

0.95 [0.38, 2.35]

0.96 [0.50, 1.81]

0.96 [0.59, 1.56]

1.00 [0.31, 3.28]

1.01 [0.96, 1.06]

1.05 [0.79, 1.38]

1.06 [0.80, 1.39]

1.07 [0.31, 3.73]

1.08 [0.50, 2.34]

1.14 [0.54, 2.37]

1.15 [0.60, 2.20]

1.15 [0.43, 3.07]

1.38 [0.65, 2.93]

1.38 [0.31, 6.16]

1.41 [0.93, 2.13]

1.52 [0.31, 7.44]

1.52 [0.52, 4.44]

1.52 [0.90, 2.59]

1.61 [0.68, 3.83]

1.80 [0.88, 3.70]

1.89 [0.64, 5.59]

2.00 [0.61, 6.57]

2.70 [0.72, 10.09]

2.72 [0.65, 11.36]

1.00 [0.96, 1.04]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.1 0.2 0.5 1 2 5 10
I-PP4 Placebo



Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 74.10, df = 33 (P < 0.0001); I² = 55%

Test for overall effect: Z = 0.60 (P = 0.55)

Events

229

264

96

0

262

419

302

176

70

1523

226

201

309

42

82

252

183

61

196

96

116

121

38

273

124

254

194

3504

114

284

276

168

124

354

78

11011

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22367

Events

75

135

64

0

128

116

108

98

35

1493

113

38

145

31

27

69

132

50

101

92

92

168

36

94

102

53

57

3641

109

67

98

137

119

354

72

8249

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17082

Weight

1.2%

2.0%

1.0%

1.9%

2.0%

1.8%

1.5%

0.5%

16.7%

1.7%

0.7%

2.2%

0.5%

0.4%

1.2%

1.7%

0.6%

1.5%

1.0%

1.0%

1.9%

0.4%

1.6%

1.1%

0.9%

1.0%

40.7%

1.2%

1.2%

1.6%

1.5%

1.3%

3.9%

0.8%

100.0%

M-H, Fixed, 95% CI

1.02 [0.90, 1.16]

1.01 [0.88, 1.17]

0.75 [0.58, 0.96]

Not estimable

1.05 [0.91, 1.21]

1.15 [1.02, 1.29]

0.95 [0.83, 1.08]

0.89 [0.76, 1.05]

1.08 [0.79, 1.49]

1.01 [0.97, 1.06]

1.04 [0.91, 1.19]

1.33 [1.01, 1.76]

1.03 [0.94, 1.13]

0.68 [0.44, 1.04]

1.54 [1.03, 2.28]

0.90 [0.77, 1.05]

1.08 [0.94, 1.24]

1.17 [1.00, 1.36]

0.97 [0.84, 1.11]

1.03 [0.89, 1.19]

1.29 [1.05, 1.58]

0.72 [0.60, 0.86]

1.06 [0.75, 1.49]

0.97 [0.80, 1.17]

1.22 [0.99, 1.49]

1.18 [0.97, 1.44]

0.91 [0.74, 1.12]

0.95 [0.92, 0.99]

1.02 [0.89, 1.16]

1.07 [0.89, 1.28]

0.95 [0.82, 1.11]

1.21 [1.03, 1.43]

1.06 [0.87, 1.28]

1.00 [0.91, 1.10]

1.08 [0.82, 1.41]

0.99 [0.97, 1.01]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.5 0.7 1 1.5 2
I-PP4 Placebo



Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 6.24, df = 14 (P = 0.96); I² = 0%

Test for overall effect: Z = 0.10 (P = 0.92)

Events

0

0

2

0

0

1

0

0

0

112

0

0

1

0

1

1

1

1

1

7

1

0

2

0

1

0

0

269

0

0

0

0

0

2

0

403

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22729

Events

0

0

0

0

0

1

0

0

0

130

0

0

0

0

0

0

0

1

0

4

0

0

1

0

0

0

0

260

0

0

0

0

0

0

0

397

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17264

Weight

0.2%

0.4%

32.0%

0.2%

0.2%

0.2%

0.1%

0.3%

0.2%

1.0%

0.1%

0.3%

0.1%

64.7%

0.1%

100.0%

M-H, Fixed, 95% CI

Not estimable

Not estimable

2.50 [0.12, 52.49]

Not estimable

Not estimable

0.32 [0.02, 5.08]

Not estimable

Not estimable

Not estimable

0.85 [0.65, 1.10]

Not estimable

Not estimable

1.45 [0.06, 35.88]

Not estimable

1.52 [0.06, 37.59]

0.74 [0.03, 18.35]

2.34 [0.09, 57.74]

0.96 [0.06, 15.60]

1.50 [0.06, 37.10]

1.76 [0.50, 6.18]

3.08 [0.12, 76.03]

Not estimable

2.02 [0.18, 22.75]

Not estimable

3.01 [0.12, 74.21]

Not estimable

Not estimable

1.03 [0.86, 1.22]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

5.01 [0.24, 104.52]

Not estimable

0.99 [0.86, 1.14]

I-PP4 Placebo Odds Ratio Odds Ratio

M-H, Fixed, 95% CI

0.01 0.1 1 10 100
Favours [experimental] Favours [control]



Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 6.42, df = 11 (P = 0.84); I² = 0%

Test for overall effect: Z = 0.11 (P = 0.91)

Events

2

0

1

0

0

0

0

0

0

187

0

0

1

0

0

0

0

3

0

0

0

0

1

0

0

0

0

265

0

0

0

1

0

2

0

463

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22729

Events

1

0

0

0

0

0

0

0

0

173

0

0

1

0

1

0

0

1

0

0

2

1

0

0

0

0

0

278

0

0

0

1

0

0

0

459

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17264

Weight

0.3%

0.1%

37.3%

0.3%

0.4%

0.2%

0.5%

0.3%

0.1%

60.0%

0.2%

0.1%

100.0%

M-H, Fixed, 95% CI

0.67 [0.06, 7.30]

Not estimable

1.50 [0.06, 36.48]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

1.07 [0.88, 1.31]

Not estimable

Not estimable

0.48 [0.03, 7.68]

Not estimable

0.17 [0.01, 4.13]

Not estimable

Not estimable

2.87 [0.31, 26.87]

Not estimable

Not estimable

0.20 [0.01, 4.24]

0.33 [0.01, 8.15]

3.00 [0.12, 72.62]

Not estimable

Not estimable

Not estimable

Not estimable

0.95 [0.80, 1.12]

Not estimable

Not estimable

Not estimable

0.99 [0.06, 15.77]

Not estimable

4.99 [0.24, 103.77]

Not estimable

0.99 [0.88, 1.13]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.01 0.1 1 10 100
I-PP4 Placebo



Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 5.72, df = 13 (P = 0.96); I² = 0%

Test for overall effect: Z = 0.61 (P = 0.54)

Events

0

0

0

0

0

4

1

0

1

29

0

0

1

0

1

0

0

1

0

0

0

0

1

0

1

0

0

157

1

0

0

0

0

2

0

200

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22729

Events

1

0

0

0

0

0

0

0

0

32

0

0

0

0

0

0

0

2

0

0

0

0

1

0

0

0

0

141

0

0

0

0

0

1

2

180

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17264

Weight

1.2%

0.4%

0.4%

0.3%

17.2%

0.4%

0.4%

1.1%

0.5%

0.3%

75.7%

0.3%

0.5%

1.3%

100.0%

M-H, Fixed, 95% CI

0.11 [0.00, 2.73]

Not estimable

Not estimable

Not estimable

Not estimable

2.87 [0.16, 53.00]

1.02 [0.04, 24.94]

Not estimable

1.63 [0.07, 39.65]

0.90 [0.55, 1.48]

Not estimable

Not estimable

1.45 [0.06, 35.49]

Not estimable

1.52 [0.06, 37.15]

Not estimable

Not estimable

0.48 [0.04, 5.14]

Not estimable

Not estimable

Not estimable

Not estimable

1.00 [0.06, 15.73]

Not estimable

3.00 [0.12, 73.33]

Not estimable

Not estimable

1.10 [0.88, 1.38]

2.92 [0.12, 71.16]

Not estimable

Not estimable

Not estimable

Not estimable

2.00 [0.18, 21.97]

0.20 [0.01, 4.11]

1.06 [0.87, 1.30]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.005 0.1 1 10 200
I-PP4 Placebo

Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 0.54, df = 1 (P = 0.46); I² = 0%

Test for overall effect: Z = 0.61 (P = 0.54)

Events

0

0

0

0

0

4

1

0

1

29

0

0

1

0

1

0

0

1

0

0

0

0

1

0

1

0

0

157

1

0

0

0

0

2

0

186

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

10981

Events

1

0

0

0

0

0

0

0

0

32

0

0

0

0

0

0

0

2

0

0

0

0

1

0

0

0

0

141

0

0

0

0

0

1

2

173

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

10891

Weight

18.5%

81.5%

100.0%

M-H, Fixed, 95% CI

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

0.90 [0.55, 1.48]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

1.10 [0.88, 1.38]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

1.07 [0.87, 1.31]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.005 0.1 1 10 200
I-PP4 Placebo



Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 3.36, df = 9 (P = 0.95); I² = 0%

Test for overall effect: Z = 1.66 (P = 0.10)

Events

0

1

0

0

0

1

0

0

0

5

0

0

1

0

0

0

0

0

0

0

0

0

0

0

0

0

0

48

0

0

0

0

0

1

0

57

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22729

Events

0

0

1

1

0

0

0

0

0

7

0

0

1

0

0

0

0

1

0

0

0

0

0

0

0

0

0

60

0

0

0

0

0

0

1

72

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17264

Weight

0.8%

2.6%

2.6%

1.0%

9.1%

1.7%

2.0%

77.7%

0.6%

1.9%

100.0%

M-H, Fixed, 95% CI

Not estimable

1.56 [0.06, 38.11]

0.17 [0.01, 4.05]

0.17 [0.01, 4.10]

Not estimable

0.96 [0.04, 23.36]

Not estimable

Not estimable

Not estimable

0.71 [0.23, 2.23]

Not estimable

Not estimable

0.48 [0.03, 7.68]

Not estimable

Not estimable

Not estimable

Not estimable

0.32 [0.01, 7.69]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

0.79 [0.54, 1.16]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

3.00 [0.12, 73.39]

0.33 [0.01, 8.08]

0.75 [0.54, 1.05]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.01 0.1 1 10 100
I-PP4 Placebo



Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 5.36, df = 7 (P = 0.62); I² = 0%

Test for overall effect: Z = 1.49 (P = 0.14)

Events

0

0

0

0

0

1

0

0

0

43

8

0

0

0

0

0

0

5

0

0

1

0

0

0

0

0

0

80

0

0

0

0

0

0

0

138

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22729

Events

0

0

1

0

0

0

0

0

0

36

1

0

0

0

0

0

0

3

0

0

0

0

0

0

0

0

0

65

0

0

0

0

0

3

0

109

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17264

Weight

1.8%

0.7%

32.1%

1.2%

2.7%

0.4%

58.0%

3.1%

100.0%

M-H, Fixed, 95% CI

Not estimable

Not estimable

0.17 [0.01, 4.05]

Not estimable

Not estimable

0.96 [0.04, 23.36]

Not estimable

Not estimable

Not estimable

1.18 [0.76, 1.84]

4.15 [0.52, 32.94]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

1.59 [0.40, 6.40]

Not estimable

Not estimable

3.07 [0.13, 74.89]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

1.22 [0.88, 1.69]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

0.14 [0.01, 2.76]

Not estimable

1.21 [0.94, 1.55]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.01 0.1 1 10 100
I-PP4 PLACEBO

Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 5.15, df = 7 (P = 0.64); I² = 0%

Test for overall effect: Z = 0.71 (P = 0.47)

Events

0

0

0

0

0

1

0

0

0

64

0

0

0

0

0

0

0

5

0

0

1

0

0

0

0

0

0

121

0

0

0

0

0

0

0

192

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22729

Events

0

0

1

0

0

0

0

0

0

62

0

0

0

0

0

0

0

5

0

0

0

0

1

0

0

0

0

102

0

0

0

0

0

4

0

175

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17264

Weight

1.1%

0.4%

34.6%

2.7%

0.3%

0.8%

57.4%

2.6%

100.0%

M-H, Fixed, 95% CI

Not estimable

Not estimable

0.16 [0.01, 4.07]

Not estimable

Not estimable

0.96 [0.04, 23.56]

Not estimable

Not estimable

Not estimable

1.02 [0.72, 1.46]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

0.95 [0.26, 3.46]

Not estimable

Not estimable

3.08 [0.12, 76.03]

Not estimable

0.33 [0.01, 8.20]

Not estimable

Not estimable

Not estimable

Not estimable

1.18 [0.90, 1.54]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

0.11 [0.01, 2.05]

Not estimable

1.08 [0.88, 1.32]

I-PP4 Placebo Odds Ratio Odds Ratio

M-H, Fixed, 95% CI

0.01 0.1 1 10 100
I-PP4 Placebo



Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 3.75, df = 5 (P = 0.59); I² = 0%

Test for overall effect: Z = 1.14 (P = 0.25)

Events

0

0

1

0

0

0

0

0

0

1

0

0

0

0

0

0

0

0

0

0

0

0

0

1

0

0

0

6

0

0

0

0

0

1

0

10

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22729

Events

0

0

0

1

0

0

0

0

0

1

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

1

0

0

0

0

0

0

0

3

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17264

Weight

11.3%

33.7%

17.0%

12.7%

17.0%

8.5%

100.0%

M-H, Fixed, 95% CI

Not estimable

Not estimable

1.50 [0.06, 36.48]

0.17 [0.01, 4.10]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

0.99 [0.06, 15.85]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

1.01 [0.04, 24.60]

Not estimable

Not estimable

Not estimable

5.95 [0.72, 49.42]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

3.00 [0.12, 73.39]

Not estimable

1.78 [0.66, 4.81]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.002 0.1 1 10 500
I-PP4 Placebo



Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 7.38, df = 11 (P = 0.77); I² = 0%

Test for overall effect: Z = 1.00 (P = 0.32)

Events

1

0

1

2

0

0

0

0

0

16

8

0

0

0

0

0

0

2

0

0

0

0

0

0

0

1

0

53

0

0

0

2

0

3

0

89

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22729

Events

0

0

0

1

0

0

0

0

0

18

1

0

0

0

0

0

0

1

0

0

0

0

2

1

0

0

0

43

0

0

0

0

0

1

0

68

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17264

Weight

1.0%

0.9%

1.8%

24.6%

1.8%

1.4%

3.4%

3.1%

1.1%

58.8%

0.7%

1.4%

100.0%

M-H, Fixed, 95% CI

1.01 [0.04, 24.60]

Not estimable

1.50 [0.06, 36.48]

1.01 [0.09, 11.02]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

0.88 [0.45, 1.73]

4.15 [0.52, 32.94]

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

Not estimable

1.91 [0.18, 20.58]

Not estimable

Not estimable

Not estimable

Not estimable

0.20 [0.01, 4.10]

0.11 [0.00, 2.73]

Not estimable

0.75 [0.03, 18.18]

Not estimable

1.22 [0.82, 1.83]

Not estimable

Not estimable

Not estimable

4.95 [0.24, 102.77]

Not estimable

3.00 [0.31, 28.72]

Not estimable

1.17 [0.86, 1.60]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.005 0.1 1 10 200
I-PP4 Placebo



Study or Subgroup

Ahren et al (HARMONY 3)

Aschner et al

Barnett et al

Bosi et al

Charbonnel

DeFronzo et al

Dejager et al

Del Prato et al

Dobs et al

EXAMIN, Whiet et al

Garber et al

Hanefeld et al

Hollander et al

Lavalle-Gonzalez

Mohan et al

Nauck et Al

NCT00646542 et NCT00765830

NCT00800683

NCT00821977

NCT00894868

NCT01289990

NCT01462266

Nowicki et al

Owens et al

Pan et al

Pratley et al

Raz et al

SAVOR-TIMI53, Scirica et al

Scherbaum et al

Scott et al

Taskinen et al

Visbol et al

Yang et al

Yki-Jarvinen et al

Yoon et al

Total (95% CI)

Total events

Heterogeneity: Chi² = 8.65, df = 13 (P = 0.80); I² = 0%

Test for overall effect: Z = 2.70 (P = 0.007)

Events

1

0

2

0

0

3

2

0

0

106

0

0

0

0

0

1

0

5

0

0

1

0

0

0

0

1

0

289

0

0

0

0

0

4

0

415

Total

302

488

304

362

464

564

472

336

170

2701

339

441

381

366

352

423

292

68

301

128

223

330

85

793

284

401

411

8280

153

495

523

322

283

631

261

22729

Events

0

0

0

0

0

2

0

0

0

89

0

0

1

0

0

0

0

1

0

0

0

0

3

0

0

0

0

228

0

0

0

2

0

4

0

330

Total

101

253

151

182

237

179

160

167

92

2679

176

111

184

183

178

104

227

65

150

126

228

330

85

265

284

99

110

8212

149

125

177

319

287

630

259

17264

Weight

0.2%

0.2%

0.9%

0.2%

26.4%

0.6%

0.2%

0.3%

0.1%

1.0%

0.2%

67.6%

0.7%

1.2%

100.0%

M-H, Fixed, 95% CI

1.01 [0.04, 24.60]

Not estimable

2.49 [0.12, 51.58]

Not estimable

Not estimable

0.48 [0.08, 2.83]

1.70 [0.08, 35.26]

Not estimable

Not estimable

1.18 [0.90, 1.56]

Not estimable

Not estimable

0.16 [0.01, 3.94]

Not estimable

Not estimable

0.74 [0.03, 18.11]

Not estimable

4.78 [0.57, 39.82]

Not estimable

Not estimable

3.07 [0.13, 74.89]

Not estimable

0.14 [0.01, 2.72]

Not estimable

Not estimable

0.75 [0.03, 18.18]

Not estimable

1.26 [1.06, 1.49]

Not estimable

Not estimable

Not estimable

0.20 [0.01, 4.11]

Not estimable

1.00 [0.25, 3.97]

Not estimable

1.21 [1.05, 1.40]

I-PP4 Placebo Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.005 0.1 1 10 200
I-PP4 Placebo
















