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Figure S1. Forest plot of possible and proven IFI
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Figure S2. Forest plot of IA-related possible and proven IFI
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Figure S3. Forest plot of IC-related possible and proven IFI
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Figure S4. Forest plot of all cause mortality
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Figure S5. Forest plot of IFI-related mortality


[image: ]
Figure S6. Forest plot of AE
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Figure S7. Forest plot of withdrawal due AE
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Figure S8. Forest plot of empirical treatment
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Figure S9. Forest plot of successful treatment
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Figure S10. SUCRA of all drugs for proven and probable IFI
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Drug 1 Drug 2 Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% Cl
1.5.1 fluconazole vs itraconazole
Glasmacher 2006 3 246 2 248 85% 1.51[0.25, 8.97] -1
Marr 2004 11 148 12 151 43.7% 0.94 [0.43, 2.05] —
Oren 2006 8 929 3 96 16.0% 2.59[0.71, 9.46] T
Winston 2003 12 67 6 71 31.8% 2.120.84, 5.33] T
Subtotal (95% CI) 560 566 100.0% 1.49 [0.88, 2.50] >
Total events 34 23
Heterogeneity: Tau? = 0.00; Chi* = 2.61, df = 3 (P = 0.46); I = 0%
Test for overall effect: Z = 1.50 (P = 0.13)
1.5.4 fluconazole vs amphotericin B
Ellis 1995 5 16 2 25 76.8% 3.91[0.86, 17.77] _._
Mattiuzzi 2003 1 67 1 86 232% 1.28 [0.08, 20.15] ™
Subtotal (95% CI) 83 111 100.0% 3.02[0.80, 11.37] -
Total events 6 3

Heterogeneity: Tau? = 0.00; Chi* = 0.48, df = 1 (P = 0.49); > = 0%
Test for overall effect: Z = 1.63 (P = 0.10)

1.5.6 fluconazole vs micafungin

Park 2000 3 85
Subtotal (95% CI) 85
Total events 3

Heterogeneity: Not applicable

Test for overall effect: Z = 1.18 (P = 0.24)

1.5.7 fluconazole vs placebo

Chandrasekar 1994 2 23
Rotstein 1999 1 14
Schaffner 1995 2 75
Slavin 1995 6 152
Subtotal (95% Cl) 391
Total events 1"

2 165 100.0%
165 100.0%

2
1 23 10.8%
6 133 13.2%
2 76 15.5%
13 148 60.6%
380 100.0%

22

Heterogeneity: Tau? = 0.03; Chi2 = 3.10, df = 3 (P = 0.38); I = 3%
Test for overall effect: Z = 1.65 (P = 0.10)

1.5.10 itraconazole vs amphotericin B

Harousseau 2000 1 281
Subtotal (95% Cl) 281
Total events 1

Heterogeneity: Not applicable

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

1.5.11 itraconazole vs caspofungin

Mattiuzzi 2006 2 86
Subtotal (95% CI) 86
Total events 2

Heterogeneity: Not applicable

Test for overall effect: Z = 0.57 (P = 0.57)

1.5.12 itraconazole vs placebo

Menichetti 1999 1 201
Nucci 2000 2 104
Subtotal (95% Cl) 305
Total events 3

5 276 100.0%
276 100.0%

5

4 106 100.0%
106 100.0%

4

5 204 527%

1 106 47.3%
310 100.0%

6

Heterogeneity: Tau? = 1.35; Chi? = 2.01, df = 1 (P = 0.16); I> = 50%
Test for overall effect: Z = 0.44 (P = 0.66)

1.5.14 posaconazole vs micafungin

Epstein 2018 0 55
Subtotal (95% Cl) 55
Total events 0

Heterogeneity: Not applicable

Test for overall effect: Z=1.01 (P = 0.31)

1.5.17 amphotericin B vs placebo

Cornely 2017 2 237
Karthaus 2000 0 20
Subtotal (95% Cl) 257
Total events 2

2 58 100.0%
58 100.0%

2
0 118 485%
3 31 51.5%
149 100.0%

3

Heterogeneity: Tau? = 0.69; Chi? = 1.30, df = 1 (P = 0.25); I? = 23%
Test for overall effect: Z=0.28 (P = 0.78)

2.91[0.50, 17.09]
2.91[0.50, 17.09]

2.00 [0.19, 20.55]
0.16 [0.02, 1.29]
1.01[0.15,7.01]
0.45[0.18, 1.15]
0.52 [0.24, 1.13]

0.20[0.02, 1.67]
0.20 [0.02, 1.67]

0.62[0.12, 3.28]
0.62 [0.12, 3.28]

0.20[0.02, 1.72]
2.04[0.19, 22.14]
0.60 [0.06, 5.84]

0.21[0.01, 4.29]
0.21 [0.01, 4.29]

2,50 [0.12, 51.66]
0.22[0.01, 4.00]
0.71 [0.06, 7.79]

b

’+ M\

b

0.005

Test for subaroup differences: Chi2 = 12.75. df =8 (P = 0.12). 12 = 37.3%
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Drug 1 Drug 2 Risk Ratio Risk Ratio
lom, 95%Cl

1.6.1 fluconazole vs itraconazole

Cornely 2007 143 240 32 58 26.7% 1.08 [0.84, 1.39]

Glasmacher 2006 61 246 90 248 26.3% 0.68[0.52, 0.90]

Ito 2007 2 106 4 103 49% 0.49[0.09, 2.60]

Marr 2004 23 148 52 151 222% 0.45[0.29, 0.70]

Winston 2003 14 67 33 71 19.8% 0.45[0.27, 0.76]

Subtotal (95% CI) 807 631 100.0% 0.64 [0.42, 0.96]

Total events 211

Heterogeneity: Tau? = 0.1
Test for overall effect: Z

17 (P =0.03)

1.6.2 fluconazole vs posaconazole

Cornely 2007 143 240 159 304
Shen 2013 15 117 25 17
Subtotal (95% CI) 357 a21
Total events 158 184

Heterogeneity: Tau? = 0.17; Chi = 4.53, df = 1 (P = 0.03); I* = 78%

Test for overall effect: Z =

.40 (P = 0.69)

1.6.3 fluconazole vs voriconazole

Wingard 2010 18 205 21 305
Subtotal (95% CI) 205 305
Total events 18 21
Heterogeneity: Not applicable

Test for overall effect: Z = 0.39 (P = 0.70)

1.6.4 fluconazole vs amphotericin B

Ellis 1995 0 16 20 25
Mattiuzzi 2003 5 67 10 86
Subtotal (95% CI) 83 11
Total events 5 30

Heterogeneity: Tau? = 4.5
Test for overall effect: Z = 0.99 (P = 0.32)

1.6.5 fluconazole vs caspofungin

Fisher 2019 98 256 83 254
Subtotal (95% CI) 256 254
Total events 98 83
Heterogeneity: Not applicable

Test for overall effect: Z = 1.32 (P = 0.19)

1.6.8 itraconazole vs posaconazole

Comnely 2007 32 56 159 304
Subtotal (95% CI) 56 304
Total events 32 159
Heterogeneity: Not applicable

Test for overall effect: Z = 0.69 (P = 0.49)

1.6.9 itraconazole vs voriconazole

Mattiuzzi 2011 6 52 1571
Subtotal (95% CI) 52 7
Total events 6 15
Heterogeneity: Not applicable

Test for overall effect: Z = 1.35 (P = 0.18)

1.6.10 itraconazole vs amphotericin B

Harousseau 2000 222 281 205 276
Subtotal (95% CI) 281 276
Total events 222 205
Heterogeneity: Not applicable

Test for overall effect: Z = 1.32 (P = 0.19)

1.6.13 posaconazole vs amphotericin B

Chaftari 2012 20 21 19 19
Subtotal (95% CI) 21 19
Total events 20 19
Heterogeneity: Not applicable

Test for overall effect: Z = 0.67 (P = 0.50)

1.6.14 posaconazole vs micafungin

Epstein 2018 17 55 1 58
Subtotal (95% Cl) 55 58
Total events 17 1
Heterogeneity: Not applicable

Test for overall effect: Z = 2.85 (P = 0.004)

1.6.15 voriconazole vs amphotericin B

Gloria 2012 4 40 772
Mandhaniya 2011 22 50 16 50
Subtotal (95% Cl) 2 122
Total events 2 23

Heterogeneity: Tau? = 0.00; Chi
Test for overall effect: Z = 1.14 (P = 0.26)

1.6.16 voriconazole vs placebo

Vehreschild 2007 310 6 15
Subtotal (95% CI) 10 15
Total events 3 6

Heterogeneity: Not applicable
Test for overall effect: Z = 0.50 (P = 0.62)

1.6.17 amphotericin B vs placebo

Corely 2017 237 237 115 118
Subtotal (95% CI) 237 18
Total events 237 15

Heterogeneity: Not applicable
Test for overall effect: Z = 1.71 (P = 0.09)

Test for subaroun differences: Chi

=020, df=1(P=065); 1=

59.7%
40.3%
100.0%

100.0%
100.0%

426%
57.4%
100.0%

.12, df =1 (P = 0.02); I = 80%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

16.1%
83.9%
100.0%

0%

100.0%
100.0%

100.0%
100.0%

8.47, df = 4 (P = 0.0010); = 78%

114[0.98,1.32]
0.60(0.33, 1.08]
0.88 [0.47, 1.66]

0.89[0.48, 1.63]
0.89 [0.48, 1.63]

0.04 [0.00, 0.58]
064[0.23,1.79]
0.19[0.01, 5.03]

147[0.93, 1.48)
117 [0.93, 1.48]

1.09[0.85, 1.40]
1.09 [0.85, 1.40]

055[0.23, 1.31]
0.55[0.23, 1.31]

1.06[0.97,1.17]
1.06 [0.97, 1.17]

0.96 (0.84, 1.09]
0.96 [0.84, 1.09]

17.93 [2.47, 130.20]
17.93 [2.47, 130.20]

1.03[0.32, 3.30]
1.38[0.82, 2.29]
1.31[0.82, 2.10]

0.75[0.24, 2.33]
0.75[0.24, 2.33]

1.03[1.00, 1.06]
1.03[1.00, 1.06]

21.20.df = 12 (P = 0.05). |2 = 43.4%
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Drug 1 Drug 2

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

1.7.1 fluconazole vs itraconazole

Cornely 2007 4 240 2
Glasmacher 2006 12 246 15
Subtotal (95% Cl) 486

Total events 16 17

Heterogeneity: Tau? = 0.00; Chi* = 0.30, df = 1 (P = 0.58); I = 0%

Test for overall effect: Z = 0.87 (P = 0.39)

1.7.2 fluconazole vs posaconazole

Cornely 2007 4 240 19
Subtotal (95% CI) 240
Total events 4 19

Heterogeneity: Not applicable
Test for overall effect: Z = 2.43 (P = 0.01)

1.7.4 fluconazole vs amphotericin B

Ellis 1995 0 16 3
Subtotal (95% CI) 16
Total events 0 3

Heterogeneity: Not applicable
Test for overall effect: Z = 1.03 (P = 0.30)

1.7.5 fluconazole vs placebo

Slavin 1995 57 152 81
Subtotal (95% CI) 152
Total events 57 81

Heterogeneity: Not applicable
Test for overall effect: Z = 2.94 (P = 0.003)

1.7.6 itraconazole vs caspofungin

Mattiuzzi 2006 8 86 4
Subtotal (95% Cl) 86
Total events 8 4

Heterogeneity: Not applicable
Test for overall effect: Z = 1.52 (P = 0.13)

1.7.7 itraconazole vs placebo

Menichetti 1999 37 201 27
Nucci 2000 6 104 7
Subtotal (95% CI) 305

Total events 43 34

Heterogeneity: Tau? = 0.00; Chi* = 0.63, df = 1 (P = 0.43); I = 0%

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

1.7.8 itraconazole vs posaconazole

Cornely 2007 2 56 19
Subtotal (95% Cl) 56
Total events 2 19

Heterogeneity: Not applicable
Test for overall effect: Z = 0.77 (P = 0.44)

1.7.10 itraconazole vs amphotericin B

Harousseau 2000 13 281 13
Subtotal (95% CI) 281
Total events 13 13

Heterogeneity: Not applicable
Test for overall effect: Z = 0.05 (P = 0.96)

1.7.15 voriconazole vs amphotericin B

Mandhaniya 2011 3 50 15
Subtotal (95% CI) 50
Total events 3 15

Heterogeneity: Not applicable
Test for overall effect: Z = 2.68 (P = 0.007)

1.7.17 amphotericin B vs placebo

Cornely 2017 226 237 110
Subtotal (95% Cl) 237
Total events 226 110

Heterogeneity: Not applicable
Test for overall effect: Z = 0.79 (P = 0.43)

58
248
306

304
304

25
25

148
148

106
106

204
106
310

304
304

276
276

50
50

118
118

16.3%
83.7%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

84.3%
15.7%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

Risk Ratio

Risk Ratio
M-H, Random, 95% Cl

0.48[0.09, 2.58]
0.8110.39, 1.69]
0.74[0.38, 1.46]

0.27[0.09,0.77]
0.27[0.09, 0.77]

0.22[0.01, 3.97]
0.22[0.01, 3.97]

0.69 [0.53, 0.88]
0.69 [0.53, 0.88]

2.4710.77,7.91]
2.47[0.77,7.91]

1.39[0.88, 2.19]
0.87 [0.30, 2.51]
1.29 [0.85, 1.97]

0.57 [0.14, 2.39]
0.57 [0.14, 2.39]

0.98 [0.46, 2.08]
0.98 [0.46, 2.08]

0.20 [0.06, 0.65]
0.20 [0.06, 0.65]

1.02[0.97, 1.08]
1.02 [0.97, 1.08]

Test for subaroup differences: Chiz = 28.52. df = 9 (P = 0.0008). 12 = 68.4%
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Drug 1 Drug 2 Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random, 95% CI
1.8.1 fluconazole vs itraconazole

Annaloro 1995 12 28 16 31 33.6% 0.83[0.48, 1.43] —

Ito 2007 20 106 21 103 33.4% 0.93[0.53, 1.60]

Marr 2004 25 148 19 151 33.0% 1.34[0.77, 2.33] ?
Subtotal (95% CI) 282 285 100.0% 1.01[0.73, 1.39]

Total events 57 56

Heterogeneity: Tau? = 0.00; Chi* = 1.65, df = 2 (P = 0.44); I>= 0%
Test for overall effect: Z = 0.06 (P = 0.96)

1.8.2 fluconazole vs posaconazole
Shen 2013 27 17 11 117 100.0% 2.45[1.28,4.71] i
Subtotal (95% CI) 17 117 100.0% 2.45[1.28,4.71]

Total events 27 1"
Heterogeneity: Not applicable

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

1.8.3 fluconazole vs voriconazole

Wingard 2010 89 295 73 305 100.0% 1.26 [0.97, 1.64] t
Subtotal (95% Cl) 295 305 100.0% 1.26 [0.97, 1.64]
Total events 89 73

Heterogeneity: Not applicable
Test for overall effect: Z = 1.71 (P = 0.09)

1.8.5 fluconazole vs caspofungin

Fisher 2019 162 256 160 254 100.0% 1.00[0.88, 1.15] !
Subtotal (95% CI) 256 254 100.0% 1.00 [0.88, 1.15]
Total events 162 160

Heterogeneity: Not applicable
Test for overall effect: Z = 0.07 (P = 0.95)

1.8.7 fluconazole vs placebo

Schaffner 1995 36 75 25 76 100.0% 1.46 [0.98, 2.17] l
Subtotal (95% Cl) 75 76 100.0% 1.46 [0.98, 2.17]
Total events 36 25

Heterogeneity: Not applicable
Test for overall effect: Z = 1.86 (P = 0.06)

1.8.9 itraconazole vs voriconazole

Marks 2011 101 231 67 224 80.0% 1.46 [1.14, 1.87] -
Mattiuzzi 2011 20 52 21 71 200% 1.30 [0.79, 2.14] I
Subtotal (95% CI) 283 295 100.0% 1.43[1.14,1.78] >
Total events 121 88

Heterogeneity: Tau? = 0.00; Chi? = 0.17, df = 1 (P = 0.68); I = 0%
Test for overall effect: Z = 3.15 (P = 0.002)

1.8.10 itraconazole vs amphotericin B

Harousseau 2000 114 281 132 276 100.0% 0.85[0.70, 1.02] !
Subtotal (95% Cl) 281 276 100.0% 0.85[0.70, 1.02]
Total events 114 132

Heterogeneity: Not applicable
Test for overall effect: Z = 1.72 (P = 0.09)

1.8.12 itraconazole vs placebo

Menichetti 1999 43 201 50 204 60.9% 0.74[0.53, 1.04] —
Nucci 2000 26 104 36 106 39.1% 0.74[0.48, 1.13] —
Subtotal (95% CI) 305 310 100.0% 0.74 [0.57, 0.96] >
Total events 69 95

Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 0.99); I = 0%
Test for overall effect: Z =2.23 (P = 0.03)

1.8.15 voriconazole vs amphotericin B
Mandhaniya 2011 " 50 13 50 100.0% 0.85[0.42, 1.71] i
Subtotal (95% Cl) 50 50 100.0% 0.85[0.42, 1.71]

Total events 1" 13
Heterogeneity: Not applicable

Test for overall effect: Z = 0.47 (P = 0.64)

1.8.17 amphotericin B vs placebo

Cornely 2017 37 237 24 118 51.6% 0.77 [0.48,1.22] -
Karthaus 2000 9 20 29 31 48.4% 0.48[0.29, 0.79] L)
Subtotal (95% Cl) 257 149 100.0% 0.61 [0.38, 0.98] -
Total events 46 53

Heterogeneity: Tau? =
Test for overall effect:

.05; Chi = 192, df = 1 (P = 0.17); I = 48%
2.05 (P = 0.04)

02 05 1 2 5
Favours Drug 1 Favours Drug 2

Test for subaroup differences: Chi? = 35.58. df = 9 (P < 0.0001). 2 =74.7%
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Drug 1 Drug 2 Risk Ratio Risk Ratio

_Study or Subgroup  Events Total Events Total Weight M-H.Random.95% Cl M-H. Random. 95% CI
1.9.2 fluconazole vs posaconazole
Shen 2013 68 117 80 117 100.0% 0.85[0.70, 1.04]
Subtotal (95% CI) 17 117 100.0% 0.85 [0.70, 1.04]
Total events 68 80

Heterogeneity: Not applicable
Test for overall effect: Z = 1.62 (P = 0.11)

1.9.4 fluconazole vs amphotericin B

Mattiuzzi 2003 32 67 34 86 28.0% 1.21[0.84, 1.73] =
Wolff 2000 103 196 67 159 72.0% 1.25[1.00, 1.56] L3
Subtotal (95% CI) 263 245 100.0% 1.241.02, 1.50] g
Total events 135 101

Heterogeneity: Tau? = 0.00; Chi* = 0.02, df = 1 (P = 0.88); I*= 0%

Test for overall effect: 2.17 (P =0.03)

1.9.6 fluconazole vs micafungin

Park 2000 7 85 155 165 100.0% 0.96 [0.89, 1.04] !
Subtotal (95% CI) 85 165 100.0% 0.96 [0.89, 1.04]

Total events 7 155

Heterogeneity: Not applicable

Test for overall effect: Z = 0.90 (P = 0.37)

1.9.7 fluconazole vs placebo

Chandrasekar 1994 5 23 14 23 43.8% 0.36 [0.15, 0.83] —
Rotstein 1999 81 14 67 133 56.2% 1.14[0.91, 1.42] :
Subtotal (95% CI) 164 156  100.0% 0.69 [0.22, 2.16]

Total events 86 81

Heterogeneity: Tau? = 0.60; Chi = 7.04, df = 1 (P = 0.008); I = 86%

Test for overall effect: 0.65 (P =0.52)

1.9.9 itraconazole vs voriconazole

Marks 2011 80 231 109 224 63.1% 0.71[0.57, 0.89] -+
Mattiuzzi 2011 29 52 48 71 36.9% 0.82[0.62, 1.10] Dl
Subtotal (95% CI) 283 295 100.0% 0.75[0.63, 0.90] L 2
Total events 109 157

Heterogeneity: Tau? = 0.00; Chi* = 0.64, df = 1 (P = 0.42); I? = 0%
Test for overall effect: Z = 3.17 (P = 0.002)

1.9.10 itraconazole vs amphotericin B

Harousseau 2000 206 281 198 276 100.0% 1.02[0.92, 1.13]
Subtotal (95% CI) 281 276 100.0% 1.02[0.92, 1.13]
Total events 206 198

Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)

1.9.11 itraconazole vs caspofungin

Mattiuzzi 2006 44 86 55 106 100.0% 0.99[0.75, 1.30] !
Subtotal (95% CI) 86 106 100.0% 0.99 [0.75, 1.30]
Total events 44 55

Heterogeneity: Not applicable
Test for overall effect: Z =0.10 (P = 0.92)

1.9.12 itraconazole vs placebo

Menichetti 1999 166 201 146 204 76.9% 1.15[1.04, 1.28] .
Nucci 2000 76 104 63 106 23.1% 1.23[1.01, 1.50] =
Subtotal (95% CI) 305 310 100.0% 1.17 [1.07, 1.29] ¢
Total events 242 209
Heterogeneity: Tau? = 0.00; Chi? = 0.32, df = 1 (P = 0.57); 2= 0%
Test for overall effect: Z = 3.29 (P = 0.001)
1.9.14 posaconazole vs micafungin
Epstein 2018 26 55 38 58 100.0% 0.72[0.52, 1.01] 1
Subtotal (95% CI) 55 58 100.0% 0.72[0.52, 1.01]
Total events 26 38
Heterogeneity: Not applicable
Test for overall effect: Z = 1.90 (P = 0.06)
1.9.15 voriconazole vs amphotericin B
Mandhaniya 2011 36 50 33 50 100.0% 1.09[0.84, 1.42] !
Subtotal (95% CI) 50 50 100.0% 1.09 [0.84, 1.42]
Total events 36 33
Heterogeneity: Not applicable
Test for overall effect: Z = 0.65 (P = 0.52)
1.9.17 amphotericin B vs placebo
Cornely 2017 142 237 77 118 50.0% 0.92[0.78, 1.09]
Mike 2015 142 237 77 118  50.0% 0.92[0.78, 1.09]
Subtotal (95% CI) 474 236 100.0% 0.92[0.82, 1.03]
Total events 284 154
Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 1.00); I? = 0%
Test for overall effect: 1.41 (P =0.16)
01 02 0.5 1 2 5 10
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Test for subaroup differences: Chi?

5.60. df = 10 (P < 0.0001). |
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Cumulative Probabilities
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Graphs by Treatment
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Drug 1 Drug 2
111 fluconazole vs ftraconazolo.

Annaloro 1995 12 4 3 ae%
Corely 2007 19 240 6 58 182%
Oren 2006 12 % 1 9% 200%
Glasmacher 2006 5 208 4 28 105%
Marr 2004 151 234%
to 2007 103 42%
Winston 2008 71 182%
Subtotal (95% CI) 758 100.0%
Total events

Heterogeneity: Tau? = A7) 7= 34%
Tost for overall effect: Z

1.2 fluconazole vs posaconazole

Shen 2013 117 4 17 367%
Comely 2007 19 240 7 304 633%
Subtotal (95% CI) 357 421 1000%
Total events 11

Heterogeneity: Tau* =
Test for overalleffoct: Z = 3.34 (P

10,df=1(P =075 = 0%
0.0008)

1.3 fluconazole vs voriconazole

Wingard 2010 2 25 2 305 1000%
Subtotal (35% CI) 295 305 100.0%
Totalavents ) 2
Heterogeneity: Not applicable

Testforoveralsffect:2 = 0.27 (P =0.75)

1.4 fluconazole vs amphotericin &

Wolf 2000 8 196 12 159 400%
Mattuzzi 2003 3 & 5 8 4%
Elis 1995 5 15 3 25 36w
Subtotal (95% CI) 219 20 100.0%
Totalavents 7 2

Heterogenelty: Tau? = 0.56; Chi = 5.27, df = 2 (P = 0.07); = 62%
Test for overalleffect: 2 = 0.07 (P = 0.84)

1.15 fluconazole vs caspofungin

Fisher 2019 17 258 6 254 1000%
Subtotal (95% CI) 256 254 100.0%
Total events 7 6

Heterogeneity: Not applicable

Test for overalleffect: 2 = 2.22 (P = 0.03)

1.6 fluconazole vs micatungin

Park 2000 7 85 12 165 1000%
Subtotal (95% CI) 85 165 100.0%
Total events 7 2

Heterogeneity: Not applicable

Test for overalleffect: 2 = 0.27 (P = 0.79)

1.7 fluconazole vs placebo

Rotstein 1999 o 11 32 138 200%
Laverdiere 2000 o 135 3@ 131 200%
Yamac 1995 Tl 8 29 115%
Winston 1993 5 124 10 132 123%
Slavin 1995 10 152 16 148 184%
‘Schaffner 1995 8 75 8 76 145%
Chandrasekar 1994 2 = 123 3%
Subtotal (95% CI) 691 672 100.0%
Total events a7 107

Heterogeneity: Tau = 0.13; Chi* = 9.52,df = 6 (P = 0.15); = 37%
Test for overalleffect: Z = 3.51 (P = 0.0005)

148 itraconazole vs posaconazole

Cornely 2007 5 56 7 304 1000%
Subtotal (95% CI) 56 306 100.0%
Total events s 7

Heterogenelty: Not applicable

Test for overalleffect: Z = 2.86 (P = 0.004)

119 itraconazole vs voriconazole

Marks 2011 5 231 3 24 819%
Mattuzzi 2011 2 52 o 71 181%
Subtotal (95% CI) 283 295 100.0%
Total ovents 7 3

Heterogenelty: Tau* = 0.00; Chi* = 0.72, df = 1 (P = 0.39); P = 0%

Test for overalleffect: 2 = 1.13 (P = 0.26)

110 itraconazole vs amphotericin B

Harousseau 2000 8 21 14 276 1000%
Sublotal (95% CI) 281 26 1000%
Tolal events s 1

Heterogeneity: Not applicable

Testfor overal efect: 2 = 1.33 (P = 0.18)

1.1.11 iraconazole vs caspofungin

Mativzzi 2006 5 8 7 106 1000%
‘Subtotal (95% CI) 86 106 100.0%
Tota events s i

Heterogeneity: Not applicable

Test for overall ffect: 2 = 0.22 (P = 0.82)

1142 raconazole vs placebo

Menichet 1999 5 01 9 204 492%
Nucci 2000 5 14 9 106 508%
Subtotal (95% CI) 305 310 1000%
Tolal events ®

Heterogeneiy: Tau 00, =1 (P =100 F= 0%

Testfor overall effect: Z = 1.48 (P = 0.14)

143 posaconazole vs amphotericin B

Chaftari 2012 o 2 1 19 1000%
Subtotal (95% CI) 2 19 100.0%
Total events o 1

Heterogeneity: Not applicable

Test for overalleffect: 2 = 0.74 (P = 0.46)

1114 posaconazole vs micafungin

Epstein 2018 3 s 5 58 1000%
Subtotal (95% CI) 55 58 100.0%
Total events 3 5

Heterogeneity: Not applicable

Test for overalleffect: Z = 0.65 (P = 0.52)

115 voriconazole vs amphotericin B

Gloria 2012 2 4 7 72 813%
Mandhaniya 2011 150 0 50 187%
Subtotal (95% CI) %0 122 100.0%
Total events 3 7

 df=1(P=033); k= 0%
Test for overall effect: Z = 0.48 (P = 0.63)

1447 amphotericin B vs placebo

Karthaus 2000 2 2 6 31 121%
Mike 2015 18 27 12 118 546%
Comely 2017 8 237 6 118 333%
Subtotal (95% CI) 494 267 100.0%
Total events 8 2

Heterogenety: Taus = 0.00; Chi = 2.03,df = 2 (P = 0.36); F = 2%
Tostfor overall offect: Z = 0.40 (P = 0.69)

Tast for subaroun diffarances: Chi

Risk Ratio

028[003,233]
077[0.32,183]
1.06[049, 2.28]
126[0.34, 464
204 [1.03,4.06]

292[0.31, 2757
3.00(1.26,7.16]
141[087,228]

275090,839]
344 [1.47,8.04]
347[1.61,6.23]

1.08[062, 1.90]
1.080.62, 1.90]

313091, 10.75]
1.0410.35,3.07)

281[1.13,7.01]
281[113,7.01]

1.13[0.46, 2.77]
113 [0.46,277)

0270.13,053]
027[0.14,055]
0350.12,106]
053[0.19,151]
061(029,130]
1.01[0.40, 2.56]
200[0.18, 20.55]
0.45[0.29,0.71]

4585[162, 13.33)
4651621333

162[0.39, 6.68]
6.79[0.33, 138.57]
210[0.58,7.57]

056024,132]
0.56 [0.24,1.32]

088029, 268]
0.88 (029, 2.68]

056[0.19,1.65]
057020, 163]
057 [027,1.20]

030[0.01,7.02]
0.30[0.01,7.02]

0630.16,252]
063 [0.16,252]

051[0.11,236]
3.00[0.13,71.92)
072[0.18,282]

052[0.12,231]
075[037,150]
149061, 3.66]
0.90[0.53, 1.52)

5 (P < 0.0001). I = 66.9%

i

001

Risk Ratio

K

k

Il

= =

——
-
]

Favours Drug 1 Favours Drug 2




image2.tiff
Drug 1 Drug 2
r Subgre Events Total Even

1.2.1 fluconazole vs itraconazole

Cornely 2007 15 240 5

Glasmacher 2006 3 26 2

Marr 2004 7 148 8

Oren 2006 199 9

Winston 2003 8 67 3

Subtotal (95% Cl) 800

Total events 44 27

| Weight

58
248
151

96

7
624

23.9%
7.4%
23.0%
32.3%
13.7%
100.0%

Heterogeneity: Tau? = 0.00; Chi* =311, df = 4 (P = 0.54); = 0%

Test for overall effect: Z = 0.51 (P = 0.61)

1.2.2 fluconazole vs posaconazole

Comnely 2007 15 240
Subtotal (95% CI) 240
Total events 15

Heterogeneity: Not applicable
Test for overall effect: Z = 3.01 (P = 0.003)

1.2.3 fluconazole vs voriconazole
17 295
Subtotal (95% Cl) 205
Total events 17
Heterogeneity: Not applicable

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

1.2.4 fluconazole vs amphotericin B

Elis 1995 4 16
Wolff 2000 2 19
Subtotal (95% CI) 212
Total events 6

Heterogeneity: Tau? =
Test for overall effect: Z = 1.40 (i

0.16)

1.2.5 fluconazole vs caspofungin

Fisher 2019 5 256
Subtotal (95% CI) 256
Total events 5

Heterogeneity: Not applicable
Test for overall effect: Z = 1.09 (P = 0.27)

1.2.6 fluconazole vs micafungin

Park 2000 [
Subtotal (95% Cl) 85
Total events 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.27 (P = 0.79)

1.2.7 fluconazole vs placebo

Chandrasekar 1994 2 23
Laverdiere 2000 1135
Schaffner 1995 4 75
Winston 1993 3 124
Subtotal (95% Cl) 357
Total events 10

Heterogeneity: Tau? =
Test for overall effect: Z = 0.76

=0.44)

1.2.8 itraconazole vs posaconazole

Comely 2007 5 56
Subtotal (95% C) 56
Total events 5

Heterogeneity: Not applicable
Test for overall effect: Z = 3.17 (P = 0.002)

1.2.9 itraconazole vs voriconazole

Marks 2011 5 231
Mattiuzzi 2011 152
Subtotal (95% Cl) 283
Total events

2

9

3

2

1

304

305
305

25
159
184

254
254

165
165

23
131
76
132
362

304
304

224
71
295

100.0%
100.0%

100.0%
100.0%

69.7%
30.3%
100.0%

00; Chi* = 0.20, df = 1 (P = 0.65); I = 0%

100.0%
100.0%

100.0%
100.0%

11.8%
20.6%
38.6%
29.0%
100.0%

?=4.79,df=3 (P=0.19); P = 37%

100.0%
100.0%

68.9%
31.1%
100.0%

6 1
Heterogeneity: Tau? = 0.00; Chi? = 0.01, df = 1 (P = 0.93); I = 0%

Test for overall effect: Z = 1.68 (P = 0.09)

1.2.10 itraconazole vs amphotericin B

Harousseau 2000 5 281
Subtotal (95% CI) 281
Total events 5

Heterogeneity: Not applicable
Test for overall effect: Z = 1.10 (P = 0.27)

1.2.11 itraconazole vs caspofungin

Mattiuzzi 2006 186
Subtotal (95% Cl) 86
Total events 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)

1.2.12 itraconazole vs placebo

Menichetti 1999 4 201
Nucci 2000 1104
Subtotal (95% CI) 305
Total events 5

9

276
276

106
106

204
106
310

100.0%
100.0%

100.0%
100.0%

61.5%
38.5%
100.0%

Heterogeneity: Tau? = 0.00; Chi* = 0.60, df = 1 (P = 0.44); I = 0%

Test for overall effect: Z = 1.00 (

=032)

1.2.14 posaconazole vs micafungin

Epstein 2018 0 55
Subtotal (95% CI) 55
Total events 0

Heterogeneity: Not applicable
Test for overall effect: Z = 1.01 (P = 0.31)

Test for subaroun differences: Cl

2

58
58

100.0%
100.0%

Risk Ratio

M-H, Random, 95% CI

Risk Ratio

M-H, Ran

m. 95% Cl

0.72[0.27,1.91]
1.51(0.25,8.97]
0.89(0.33, 2.40]
1.19[0.51,2.73]
2.83(0.78, 10.21]
1.43[0.70, 1.82]

950219, 41.14]
950 [2.19, 41.14]

1.95[0.88, 4.31]
1.950.88, 4.31]

3.13[0.65, 15.13)
1.62[0.15, 17.73]
256 [0.69, 9.56]

2.48[0.49, 12.67]
2.48[0.49, 12.67)

0.64[0.03, 15.63]
0.640.03, 15.63]

5.00[0.25, 98.75]
0.12(0.02, 0.96]
0.58(0.18, 1.90]
1.06 [0.22, 5.18]
0.64 [0.21, 1.99]

13.57 [2.70, 68.23]
13.57 [2.70, 68.23]

485[0.57,41.17)
4.08[0.17, 98.09]
459 [0.78, 27.10]

0.55(0.19, 1.61]
0.55[0.19, 1.61]

0.62(0.06, 6.68]
0.62 [0.06, 6.68]

4.06[0.46, 36.01]
1.020.06, 16.08]
2.38[0.43, 13.21]

0.21[0.01,4.29]
0.21[0.01, 4.20]
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image3.tiff
Drug 1 Drug 2
r Subgre Events Total Even

1.3.1 fluconazole vs itraconazole

Cornely 2007 2 240 0

Glasmacher 2006 1 246 1

Marr 2004 4 148 3

Oren 2006 199 2

Winston 2003 8 67 2

Subtotal (95% Cl) 800

Total events 16 8

| Weight

58
248
151

96

7
624

8.4%
10.0%
34.9%
13.4%
33.4%

100.0%

Heterogeneity: Tau® = 0.00; Chi = 2.74, df = 4 (P = 0.60); I = 0%

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

1.3.2 fluconazole vs posaconazole

Comnely 2007 2 240
Subtotal (95% CI) 240
Total events 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.19 (P = 0.85)

1.3.3 fluconazole vs voriconazole
3 295
Subtotal (95% Cl) 205
Total events 3
Heterogeneity: Not applicable

Test for overall effect: Z = 0.04 (P = 0.97)

1.3.4 fluconazole vs amphotericin B

Elis 1995 2 16
Wolff 2000 8 19
Subtotal (95% CI) 212
Total events

Heterogeneity: Tau? =
Test for overall effect: Z = 0.29 (i

0.77)

1.3.6 fluconazole vs micafungin

Park 2000 185
Subtotal (95% C) 85
Total events 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)

1.3.7 fluconazole vs placebo

Chandrasekar 1994 0 23
Laverdiere 2000 8 135
Rotstein 1999 3 14
Schaffner 1995 4 75
Winston 1993 2 124
Subtotal (95% Cl) 498
Total events 17

Heterogeneity: Tau? = 0.42; Chi? = 7.03, df = 4 (P = 0.13); I = 43%

Test for overall effect: Z = 2.32 (P = 0.02)

1.3.8 itraconazole vs posaconazole

Comely 2007 0 56
Subtotal (95% C) 56
Total events 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.18 (P = 0.86)

1.3.9 itraconazole vs voriconazole

Marks 2011 0 231
Subtotal (95% CI) 231
Total events 0

Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)

1.3.10 itraconazole vs amphotericin B

Harousseau 2000 2 281
Subtotal (95% Cl) 281
Total events 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.47 (P = 0.64)

1.3.11 itraconazole vs caspofungin

Mattiuzzi 2006 4 86
Subtotal (95% CI) 86
Total events 4

Heterogeneity: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)

1.3.12 itraconazole vs placebo

Menichetti 1999 1201
Nucci 2000 2 104
Subtotal (95% CI) 305
Total events 3

Heterogeneity: Tau? =
Test for overall effect: Z = 2.16 (P = 0.03)

1.3.14 posaconazole vs micafungin

Epstein 2018 155
Subtotal (95% CI) 55
Total events 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.71 (P = 0.48)

1.3.17 amphotericin B vs placebo

Cornely 2017 1237
Subtotal (95% Cl) 237
Total events 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.56 (P = 0.12)

Test for subaroun differences: Cl

3

1

1

1

51

3

7
6

13

304

305
305

25
159
184

165
165

23
131
133

76
132
495

304

224
224

276
278

106
106

204
106
310

58
58

118
18

100.0%
100.0%

100.0%
100.0%

34.4%
65.6%
100.0%

2.68, df =1 (P =0.10); I = 63%

100.0%
100.0%

7.1%
37.2%
27.1%

8.2%
20.4%

100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

36.4%
63.6%
100.0%

.00; Chi? = 0.42, df = 1 (P = 0.52); I = 0%

100.0%
100.0%

100.0%
100.0%

Risk Ratio

M-H, Random, 95% CI

Risk Ratio

M-H, Ran

m. 95% Cl

1.22[0.06, 25.16]
1.01[0.06, 16.03]
1.36[0.31,5.97)
0.48 [0.04, 5.26]
4.24[0.93, 19.25]
1.6 [0.69, 3.99]

0.84(0.14,5.01]
0.84[0.14, 5.01]

1.03[0.21,5.08]
1.03[0.21, 5.08]

7.65[0.39, 149.68]
0.59(0.24, 1.43]
1.42[0.13,15.94]

1.94 [0.12, 30.65]
1.94[0.12, 30.65]

033[0.01,7.78)
034(0.16,0.73]
0.14(0.04, 0.47]
9.12[0.50, 166.47)
0.30(0.06, 1.44]
0.34 [0.14, 0.85]

0.76 [0.04, 14.60]
0.76 [0.04, 14.60]

0.19[0.01,4.02]
0.190.01, 4.02]

0.65[0.11,3.89]
0.65[0.11, 3.89]

247 [0.46, 13.14]
2.47[0.46, 13.14]

0.14(0.02, 1.17)
0.34[0.07, 1.64]
0.25 [0.07, 0.88]

3.16[0.13, 75.98]
3.160.13, 75.98]

0.17[0.02, 1.58]
0.17[0.02, 1.58]
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image4.tiff
Drug 1

1.4.1 fluconazole vs itraconazole

Annaloro 1995 2 28
Glasmacher 2006 28 246
Marr 2004 44 148
Oren 2006 199
Winston 2003 28 67
Subtotal (95% Cl) 588
Total events 13

Heterogeneity: Tau*
Test for overall effect:

0.00; Chi
.71 (P = 0.48)

1.4.2 fluconazole vs posaconazole

Shen 2013 7 117
Subtotal (95% CI) "7
Total events 7
Heterogeneity: Not applicable

Test for overalleffect: Z = 1.25 (P = 0.21)

1.4.3 fluconazole vs amphotericin B

Ellis 1995 8 16
Mattiuzzi 2003 8 67
Wolff 2000 24 196
Subtotal (95% Cl) 279

Total events 40
Heterogeneity: Tau? = 0.00; Ch
Test for overall effect: Z=0.91 (P =0.37)

1.4.4 fluconazole vs micafungin

Park 2000 185
Subtotal (95% CI) 85
Total events il
Heterogeneity: Not applicable

Test for overall effect: Z = 0.94 (P = 0.34)
1.4.6 fluconazole vs placebo
Chandrasekar 1994 4 23
Rotstein 1999 15 141
Schaffner 1995 5 75
Slavin 1995 31 152
Winston 1993 26 124
Subtotal (95% CI) 515

Total events 81
Heterogeneity: Tau? = 0.08; Chi* =
Test for overall effect: Z = 0.52 (P = 0.60)

1.4.7 itraconazole vs voriconazole

Marks 2011 80 231
Mattiuzzi 2011 6 52
Subtotal (95% C) 283
Total events 86
Heterogeneity: Tau® = 0.00; Chi

Test for overall effect:

.99 (P = 0.05)

1.4.9 itraconazole vs amphotericin B

Harousseau 2000 18 281
Subtotal (95% CI) 281
Total events 18

Heterogeneity: Not applicable
Test for overall effect: Z = 0.87 (P = 0.39)

1.4.10 itraconazole vs caspofungin

Matliuzzi 2006 7 8
Subtotal (95% CI) 86
Total events 7

Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)

1.4.11 itraconazole vs placebo

Menichetti 1999 15 201
Nucci 2000 8 104
Subtotal (95% Cl) 305
Total events 23

Drug 2

2
25
55

9
32

123

3

6
10
19

35

=206, df =2 (P =0.36);

97

59
6

65

.00, df = 1 (P = 0.95);

23

23

7

18
7

25

31
248
151

%

71
597

13%
176%
432%

6.6%
31.3%

100.0%

55, df =4 (P = 0.82); F = 0%

17
17

100.0%
100.0%

25
86
159
270

24.0%
229%
53.2%
100.0%

165
165

100.0%
100.0%

23
133

76
148
132
512

5.6%
211%
8.3%
35.8%
29.2%
100.0%

.76, df = 4 (P = 0.15); 1= 41%

224 936%
71 64%
295 100.0%

2= 0%

276
276

100.0%
100.0%

106
106

100.0%
100.0%

204
106
310

68.9%
31.1%
100.0%

Heterogeneity: Tau? = 0.00; Chi = 0.28, df = 1 (P = 0.59); = 0%

Test for overall effect:

=024 (P =081)

1.4.12 posaconazole vs micafungin

Epstein 2018 2 55
Subtotal (95% CI) 55
Total events 2

Heterogeneity: Not applicable
Test for overalleffect: Z = 1.54 (P = 0.12)

1.4.14 voriconazole vs amphotericin B

Gloria 2012 2 4
Mandhaniya 2011 150
Subtotal (95% CI) 90
Total events 3

Heterogeneity: Tau? = 0.00; Ch
Test for overall effect: Z = 0.10 (P = 0.92)

1.4.15 voriconazole vs placebo

Vehreschild 2007 o 10
Subtotal (95% CI) 10
Total events 0
Heterogeneity: Not applicable

Test for overall effect: Z = 0.82 (P = 0.41)
1.4.17 amphotericin B vs placebo
Cornely 2017 17 207
Karthaus 2000 5 20
Subtotal (95% CI) 257
Total events 22

Heterogeneity: Tau? = 0.00; Ch

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

7

4

2

8
9

17

58 100.0%
58 100.0%

72 60.3%
50 39.7%
122 100.0%

68,df =1 (P=0.41); 2=0%

15 100.0%
15 100.0%

118 57.2%
31 428%
149 100.0%

0.41,df =1 (P =0.74), '= 0%

46). 17 = 0%

Risk Ratio

111[0.17,7.34]
1.13[0.68, 1.88]
0.82[059, 1.13]
119[0.51,2.73]
0.93[0.63, 1.36]
0.93[0.75,1.15]

2.33[0.62, 8.80]
2.33[0.62, 8.80]

2.08[0.89, 4.89]
1.03[0.43, 2.46]
1.02 (058, 1.80]
1.22[0.80, 1.85]

1.42[0.68, 2.96]
1.42 [0.68, 2.96]

2.00[0.41,9.87)
0.94[0.48, 1.85]
1.27[0.35, 4.54]
0.58[0.40, 0.85]
1.15[0.70, 1.90]
0.90 [0.60, 1.34]

1.31[099,1.74]
1.37[047, 3.99]
1.32[1.00, 1.73]

0.77[0.42,1.39]
0.7 [0.42, 1.39]

1.23[0.45, 3.38]
1.23[0.45, 3.38]

0.85[0.44, 1.63]
1.16[0.44, 3.10]
0.93[0.54, 1.61]

0.30[0.07, 1.39)
0.30 [0.07, 1.39]

1.80(0.26, 12.30)
050 (0.05, 5.34]
1.08[0.24, 4.81]

0.29[0.02, 5.49]
0.29[0.02, 5.49]

1.06 (047, 2.38]
0.86[0.34, 2.20]
0.97 [0.52, 1.79]

—

Risk Ratio
—Study or Subgroup _ Events Total Events Total Weight M-H.Random.95%Cl  M-H Random.95%Cl

‘I*'.ll

%

1

I
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