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eAppendix. Search Strategies

#1 ((clinical AND trial)[ Title/Abstract] OR clinical trial[ Title/Abstract] OR
random*[Title/Abstract] OR random allocation| Title/Abstract])

#2 (“fungal infection*”’[Title/Abstract] OR aspergillosis[Title/Abstract] OR
blastomycosis[Title/Abstract] OR candidiasis[Title/Abstract] OR andidosis| Title/Abstract] OR
coccidioidomycosis| Title/Abstract] OR cryptococcosis[Title/Abstract] OR

histoplasmosis[ Title/Abstract] OR mucormycosis|Title/Abstract] OR zygomycosis| Title/Abstract]
OR paracoccidioidomycosis[ Title/Abstract] OR “penicillium marneffei”’[ Title/Abstract] OR
sporotrichosis[ Title/Abstract] OR hyalohyphomycosis| Title/Abstract] OR
fusariosis[Title/Abstract] OR fusarium[Title/Abstract] OR scedosporium[Title/Abstract] OR
monosporium[Title/Abstract] OR phaeohyphomycosis[Title/Abstract] OR

alternaria| Title/Abstract] OR bipolaris[Title/Abstract] OR curvularia[Title/Abstract] OR
exserohilum[Title/Abstract] OR cladophialophora| Title/Abstract] OR xylohyphal Title/Abstract]
OR trichosporonosis| Title/Abstract] OR malassezia[Title/Abstract] OR
pityrosporum|Title/Abstract] OR pneumocystis| Title/Abstract] OR

pneumocystosis| Title/Abstract] OR pseudallescherias| Title/Abstract] OR
allescherias[Title/Abstract] OR petriellidium|[ Title/Abstract])

#3 (antifungal[Title/Abstract] OR “antifungal agent*” OR amphotericin*[Title/Abstract] OR
albaconazol*[Title/Abstract] OR UR9825[Title/Abstract] OR UR 9825[Title/Abstract] OR UR-
9825[Title/Abstract] OR ketoconazol*[Title/Abstract] OR R41400[Title/Abstract] OR R

41400[ Title/Abstract] OR R-41400[Title/Abstract] OR fluconazol*[Title/Abstract] OR

UK49858[ Title/Abstract] OR UK 49858[Title/ Abstract] OR UK-49858[ Title/Abstract] OR
isavuconazol*[Title/Abstract] OR BAL8557[Title/Abstract] OR BAL 8557[Title/Abstract] OR
BAL-8557[Title/Abstract] OR itraconazol*[Title/Abstract] OR R51211[Title/Abstract] OR R
51211[Title/Abstract] OR R-51211[Title/Abstract] OR posaconazol*[Title/Abstract] OR
SCH56592[Title/Abstract] OR SCH 56592[Title/Abstract] OR SCH-56592[Title/Abstract] OR
ravuconazol*[Title/Abstract] OR BMS207147[Title/Abstract] OR BMS 207147[Title/Abstract]
OR BMS-207147[Title/Abstract] OR ER30346[Title/Abstract] OR ER 30346[Title/Abstract] OR
ER-30346[Title/Abstract]

OR voriconazol*[Title/Abstract] OR UK 109496[Title/Abstract] OR UK 109496][Title/Abstract]
OR UK-109496]Title/Abstract] OR aminocandin*[Title/Abstract] OR HMR3270[Title/Abstract]
OR HMR 3270[Title/Abstract] OR HMR-3270[Title/Abstract] OR IP960[Title/Abstract] OR IP-
960[ Title/Abstract] OR IP 960[ Title/Abstract] OR anidulafungin®*[Title/Abstract] OR
LY303366[Title/Abstract] OR LY 303366 Title/Abstract] OR LY-303366[Title/Abstract] OR
caspofungin*[Title/Abstract] OR MKO0991[Title/Abstract] OR MK 0991[Title/Abstract] OR MK-
0991[Title/Abstract] OR L743872[Title/Abstract] OR L 743872[Title/Abstract] OR L-
743872[Title/Abstract] OR micafungin*[Title/Abstract] OR FK463[Title/Abstract] OR FK
463[Title/Abstract] OR FK-463[Title/Abstract] OR flucytosin*[Title/Abstract] OR
nystatin*[Title/Abstract]))
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eFigure 1. PRISMA Flowchart
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eFigure 2. Quality Assessment
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eFigure 3. Network Geometry of All Outcomes

Panel A. Fungal Infections
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Legend: the blue nodes represent the interventions compared while the edges
represent the direct comparisons available between pairs of interventions. The node
sizes are weighted based on the number of patients in each arm while the edges are
weighted using inverse variance. The edge colors (green or red) are weighted based on
the quality of the studies included. A green edge indicates the comparison with high
quality studies while a red line indicates comparison with low quality studies. AMB:
conventional amphotericin B; AMBL: liposomal amphotericin B; MICZ: miconazole;
KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel B. IFI
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Legend: the blue nodes represent the interventions compared while the edges
represent the direct comparisons available between pairs of interventions. The node
sizes are weighted based on the number of patients in each arm while the edges are
weighted using inverse variance. The edge colors (green or red) are weighted based on
the quality of the studies included. A green edge indicates the comparison with high
quality studies while a red line indicates comparison with low quality studies. AMB:
conventional amphotericin B; AMBL: liposomal amphotericin B; MICZ: miconazole;
KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel C. Proven IFI
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Legend: the blue nodes represent the interventions compared while the edges
represent the direct comparisons available between pairs of interventions. The node
sizes are weighted based on the number of patients in each arm while the edges are
weighted using inverse variance. The edge colors (green or red) are weighted based on
the quality of the studies included. A green edge indicates the comparison with high
quality studies while a red line indicates comparison with low quality studies. AMB:
conventional amphotericin B; AMBL: liposomal amphotericin B; KTCZ: ketoconazole;
FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ: posaconazole; CASP:

caspofungin; MCFG: micafungin.
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Panel D. Invasive Candidiasis
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Legend: the blue nodes represent the interventions compared while the edges

represent the direct comparisons available between pairs of interventions. The node

sizes are weighted based on the number of patients in each arm while the edges are

weighted using inverse variance. The edge colors (green or red) are weighted based on

the quality of the studies included. A green edge indicates the comparison with high

quality studies while a red line indicates comparison with low quality studies. AMB:

conventional amphotericin B; AMBL: liposomal amphotericin B; MICZ: miconazole;

KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel E. Invasive Aspergillus
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Legend: the blue nodes represent the interventions compared while the edges
represent the direct comparisons available between pairs of interventions. The node
sizes are weighted based on the number of patients in each arm while the edges are
weighted using inverse variance. The edge colors (green or red) are weighted based on
the quality of the studies included. A green edge indicates the comparison with high
quality studies while a red line indicates comparison with low quality studies. AMB:
conventional amphotericin B; AMBL: liposomal amphotericin B; MICZ: miconazole;
KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel F.  Mortality

.f\MBL

AMB

.F’olyene

. Placebo

MCFG

VOCZ CASP
POCZ

Legend: the blue nodes represent the interventions compared while the edges
represent the direct comparisons available between pairs of interventions. The node
sizes are weighted based on the number of patients in each arm while the edges are
weighted using inverse variance. The edge colors (green or red) are weighted based on
the quality of the studies included. A green edge indicates the comparison with high
quality studies while a red line indicates comparison with low quality studies. AMB:
conventional amphotericin B; AMBL: liposomal amphotericin B; MICZ: miconazole;
KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel G. Fungi-related death
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Legend: the blue nodes represent the interventions compared while the edges
represent the direct comparisons available between pairs of interventions. The node
sizes are weighted based on the number of patients in each arm while the edges are
weighted using inverse variance. The edge colors (green or red) are weighted based on
the quality of the studies included. A green edge indicates the comparison with high
quality studies while a red line indicates comparison with low quality studies. AMB:
conventional amphotericin B; AMBL: liposomal amphotericin B; MICZ: miconazole;
KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel H.

Legend: the blue nodes represent the interventions compared while the edges
represent the direct comparisons available between pairs of interventions. The node
sizes are weighted based on the number of patients in each arm while the edges are
weighted using inverse variance. The edge colors (green or red) are weighted based on
the quality of the studies included. A green edge indicates the comparison with high
quality studies while a red line indicates comparison with low quality studies. AMB:
conventional amphotericin B; AMBL: liposomal amphotericin B; KTCZ: ketoconazole;

FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ: posaconazole; CASP:

Withdrawal

AMBL
AMB
N o
KTCZ .
[
AN
AN Polyene
\\\ 9 y
N
\\
.
. Placebo
MCFG
L]
CASP

POCZ

caspofungin; MCFG: micafungin.

© 2020 Wang J et al. JAMA Netw Open.



eFigure 4. Forest Plots of All Outcomes
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Legend: The results are reported as Relative risks (RRs) and 95% confidence intervals
(Cls). The blue line (line of null effect) is equal to 1. The solid black lines represent the
Cls while the diamond summarizes the RRs. For each pairwise comparison, the forest
plot should be read as following: if the diamond with the entire Cl did not reach the
blue line of null effect, there is a significant difference. If the entire Cl is on the left of
the null effect, the event is significantly higher in the “intervention arm” while, when
the entire Cl is on the right, the event is statistically more frequent in the “reference
arm”. When the entire Cl crosses the line of null effect, the difference between the
two procedures compared is not statistically significant. In addition, a red line reports
the Predictive Interval (Prl), namely the interval within which the estimate of a future
study is expected to be. AMB: conventional amphotericin B; AMBL: liposomal
amphotericin B; MICZ: miconazole; KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ:
itraconazole; VOCZ: voriconazole; POCZ: posaconazole; CASP: caspofungin; MCFG:

micafungin.
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Panel B. IFI
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Legend: The results are reported as Relative risks (RRs) and 95% confidence intervals
(Cls). The blue line (line of null effect) is equal to 1. The solid black lines represent the
Cls while the diamond summarizes the RRs. For each pairwise comparison, the forest
plot should be read as following: if the diamond with the entire Cl did not reach the
blue line of null effect, there is a significant difference. If the entire Cl is on the left of
the null effect, the event is significantly higher in the “intervention arm” while, when
the entire Cl is on the right, the event is statistically more frequent in the “reference
arm”. When the entire Cl crosses the line of null effect, the difference between the
two procedures compared is not statistically significant. In addition, a red line reports
the Predictive Interval (Prl), namely the interval within which the estimate of a future
study is expected to be. AMB: conventional amphotericin B; AMBL: liposomal
amphotericin B; MICZ: miconazole; KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ:
itraconazole; VOCZ: voriconazole; POCZ: posaconazole; CASP: caspofungin; MCFG:

micafungin.
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Panel C. Proven IFI
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Legend: The results are reported as Relative risks (RRs) and 95% confidence intervals
(Cls). The blue line (line of null effect) is equal to 1. The solid black lines represent the
Cls while the diamond summarizes the RRs. For each pairwise comparison, the forest
plot should be read as following: if the diamond with the entire Cl did not reach the
blue line of null effect, there is a significant difference. If the entire Cl is on the left of
the null effect, the event is significantly higher in the “intervention arm” while, when
the entire Cl is on the right, the event is statistically more frequent in the “reference
arm”. When the entire Cl crosses the line of null effect, the difference between the
two procedures compared is not statistically significant. In addition, a red line reports
the Predictive Interval (Prl), namely the interval within which the estimate of a future
study is expected to be. AMB: conventional amphotericin B; AMBL: liposomal
amphotericin B; KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ:

voriconazole; POCZ: posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel D. Invasive Candidiasis
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Legend: The results are reported as Relative risks (RRs) and 95% confidence intervals
(Cls). The blue line (line of null effect) is equal to 1. The solid black lines represent the
Cls while the diamond summarizes the RRs. For each pairwise comparison, the forest
plot should be read as following: if the diamond with the entire Cl did not reach the
blue line of null effect, there is a significant difference. If the entire Cl is on the left of
the null effect, the event is significantly higher in the “intervention arm” while, when
the entire Cl is on the right, the event is statistically more frequent in the “reference
arm”. When the entire Cl crosses the line of null effect, the difference between the
two procedures compared is not statistically significant. In addition, a red line reports
the Predictive Interval (Prl), namely the interval within which the estimate of a future
study is expected to be. AMB: conventional amphotericin B; AMBL: liposomal
amphotericin B; MICZ: miconazole; KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ:
itraconazole; VOCZ: voriconazole; POCZ: posaconazole; CASP: caspofungin; MCFG:

micafungin.

© 2020 Wang J et al. JAMA Netw Open.



Panel E. Invasive Aspergillus

Treatment Effect Mean with 95%Cl and 95%Prl
Polyene vs Placebo 2.25(0.44,11.40) (0.40,12.65)
AMB vs Placebo 038 (010146} (O 9.159&
AMBL vs Placebo 119 (0.08.18.6! ; 06,22. e;
MICZ vs Placebo - 190 (0.07:14.55 (‘)6.171%)9
165 V3 Pacees Fr— e — 833 082.548) (8: 3:}‘133
ITCZ vs Placebo . A 283 (008181.40) (003.338.72)
VOCZ vs Placebo i 147(0.71.3.04) (0.68.318
ROCZ vs Placebo d—ﬁﬁ—o— 02310027289) (002340
MEEE S piacebe o— O — 6%2 §§ { §§ %g:% ﬁ
AMBL Vs P fyene - 0.53 (0.02,12.9 ; 0.02,15 s;
MICZ vs Polvene - ‘ 945 (0.02110.20) (0.02/12.48
R1&5 V% Rovens iﬂ—r 044 1899398} (892437
ITCZ vs Polyene T 0.74 (0.11,4.77, 0,5.37
VOGZ vs Polyene i—r 0.33(0.06,1.75) (0.06.1.95!
RSB R bavene % —_—— L 30818019301 381987
NTERG 12 Paltene [E— e ~— 093 1685:1:88) 18:03:1:84
AMBL vs AMB ‘ 3.09(0.14:65.91) (0.12,80.24
MICZ vs AMB 2,60 (0.13:51:84) (0.11:62:83
KesEne 4 apieen tune
1G5 VS AR r$¢ 157 18823780) (0723398
VOCZ vs AMB e+ 195 (0.3510.86) (0.3212.12
POCZ vs AMB @ 0140 (0:05:3.32 { 04,3.80
CASP vs AMB —— 1 055 (0:04! zsi 048 59i
MCEG vs AMB 120 (0.14:10.37) (0.12,11.91
g EAEL — s RENT KA
FLCZ vs AMBL § 24 (0.07:21:37) (0.0625.66
ITCZ vs AMBL —1 9 401008125478 (0063070
867 vs AMBE 9, =~ 43 (887351 0%6% 94}
CASP vs AMBL ~— .18 (0.01,6.09 g 0.7,65:
MCFG vs AMBL D < 0.39 (0.02/9.86 JRPRETS
KTCZ vs MICZ — o 0.38 (0:0124.19) (0.00,31 6|
FLCZ vs MICZ |- 147000 ,23.;;‘113 0828 ;41
Vo5 tico o $98 18489810 18684857
POCZ vs MICZ @, 015 (0:01:3:56 1.4.36
CASP vs MICZ ~— 0.21(0.01; .512& 1.3‘52]
NCEG vs MICZ < 46 (0.0210.96) (002,13.44)
Y& ve Rics —% § 181219823 (81513148
VOCZ vs KTCZ @ '98 (0.07,56.83) '(0.06.70.50
POCZ vs KTCZ & 41 (0.01/14.55) (0.01,18.31
SASP s KTCZ & .56 (0.01 g.ggg '0:1;'%3'?33
i — e
VOCZ vs FLCZ [ = 0151 (0.231.13) (0:221.19!
POCZ vs FLCZ 1 0:11(0.02,0:48) (0.020.50;
NCEG S LGS R ~— 3411807148} 308123
0CZ Vs ﬁ‘%i ————+ 845 81 11182 82284
POCZ vs [TCZ @ 0.09 (0:01:0:61) (0.01,0.69,
CASP vs ITCZ & 0.13(0.01,1.40 1,163
MCEG ve 1162 +—0—'—+ 928(0041.01) (004276
Qageizisss e sagsaE Sag
MCFG vs VOCZ . 0.61 (0.11,3.44) ({ oasazé
CASP vs POCZ o, 137 (0.11,17.54) (0.08,20.66;
MCFG vs POCZ T e 2198 (0.36. 433§ 0.31.23.46i
MCFG vs CASP e 2.18 (0.16,29.04) (0.14,34.30!
T T T

I
0 A 1 15 245

Legend: The results are reported as Relative risks (RRs) and 95% confidence intervals
(Cls). The blue line (line of null effect) is equal to 1. The solid black lines represent the
Cls while the diamond summarizes the RRs. For each pairwise comparison, the forest
plot should be read as following: if the diamond with the entire Cl did not reach the
blue line of null effect, there is a significant difference. If the entire Cl is on the left of
the null effect, the event is significantly higher in the “intervention arm” while, when
the entire Cl is on the right, the event is statistically more frequent in the “reference
arm”. When the entire Cl crosses the line of null effect, the difference between the
two procedures compared is not statistically significant. In addition, a red line reports
the Predictive Interval (Prl), namely the interval within which the estimate of a future
study is expected to be. AMB: conventional amphotericin B; AMBL: liposomal
amphotericin B; MICZ: miconazole; KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ:
itraconazole; VOCZ: voriconazole; POCZ: posaconazole; CASP: caspofungin; MCFG:

micafungin.
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Panel F.  Mortality
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Legend: The results are reported as Relative risks (RRs) and 95% confidence intervals
(Cls). The blue line (line of null effect) is equal to 1. The solid black lines represent the
Cls while the diamond summarizes the RRs. For each pairwise comparison, the forest
plot should be read as following: if the diamond with the entire Cl did not reach the
blue line of null effect, there is a significant difference. If the entire Cl is on the left of
the null effect, the event is significantly higher in the “intervention arm” while, when
the entire Cl is on the right, the event is statistically more frequent in the “reference
arm”. When the entire Cl crosses the line of null effect, the difference between the
two procedures compared is not statistically significant. In addition, a red line reports
the Predictive Interval (Prl), namely the interval within which the estimate of a future
study is expected to be. AMB: conventional amphotericin B; AMBL: liposomal
amphotericin B; MICZ: miconazole; KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ:
itraconazole; VOCZ: voriconazole; POCZ: posaconazole; CASP: caspofungin; MCFG:

micafungin.
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Panel G. Fungi-related death

Treatment Effect Mean with 95%Cl and 95%Prl
Polyene vs Placebo 69 (0.39,7.23) (0.36,7.89]
AMB vs Placebo 27 (0.48'337) (0145361
AMBL vs Placebo — 30(0.09:1.03) (0:081:11
MICZ vs Placebo — T 58(012264) (011289

R1g5 13 Placese = 48 (8.99.1092) 00813520,
ITCZ vs Placebo 03(05T814) (047 885)
VOGZ vs Placebo — ¢ 46 (0:02,9.94) (0.0211.69)
POCZ vs Placeb 68(0407115) (037123

vs Placebo A 4.

I&C)-ngsplaceb ;1 38 §§ .19, ég
vs Polye —t 5 X 12,4.81
AMBL vs Polyene — 118 (0.031.20) (0:02,1:34

MICZ vs Polyene —— 33(00a2T6) (00230

L8§‘v’§ Polyene —t ‘ .48 2 ].255 { ,1.68) )
ITGZ vs P - [ 51(0'10'2.71) (0.09'2'98
VOCZ vs Polyene 3 12 (0:0014:55) (0.00.5.50
POCZ vs bolyene ——— 2010031 1) (003156

n — B 8.
i 2 A
s ——— 05, ;

MICZ vs AMB —— 44 (0.07'2,74) (0.06,3:04

KICZ xss;ma tal 23(028139.19) (0 24,163.89)

IrE5 vS AM a—. 87 (016383} (81754

PO Vs AME —%— 5L 3£(8853 391 1882948

CASP vs AMB DGR Sl 86 (0.10.7.72) (0.08:8.71
Mid7 veapise DA S v ~— O ey ek RiRTS

vs ¥ N

RIG2 vs AV PO g J5Rd 1002 ba (oor76r 80)
FLCZ vs AMBL +— 28(089.867) (05¢9.42)

IICZ vs AMBL = Ba 0 %88{48 59,1@ ()

Vs 5 .02,23.. ¥

¥8&4 ve AMBE [ 2189 ‘455( KR
CASP vs AMBL ———+ 66 (0.36.37.4 { 0.32,42.46
MCFG vs AMBL ————————+ 12 (0:04.33.56) (0.03/40.11
KTCZ vs MICZ e —————————+ 14.29(0.57,399.40 (0:45.475.66)

FLGZ vs MICZ 71(023828) (021601
Vs e Mics 9. 38 {007 144 }coz CARE 41)

v :

POCZ vs MICZ —— §0 (0084 38) §574.80)
CASP vs MICZ ———— 96 {0.16.2.02) (0. 14.27.40)
MCFG vs MICZ * 60 (0.02/20.48) (0.01/24.64
FLCZ vs KIGZ Y 08 (0:00.1.69) '(0.00.1:98

ITCZ vs KTCZ — 11 (0:01:2:30) (0.00'2.70
VOCZ vs KTCZ RS 03 (0.00,2:19) (0.00,2.76
POCZ vs KTC, e, S —] 04 (0.00,1.02) (0.:00.1.21
SELRRS -~ G eael

Rkl e —— 93 (599343 1892284
VOCZ vs FLGZ — T '31(0:01:8.77) (0:01:10.45)
POCZ vs FLCZ — P 29(016.1.51) (015,1.63)
CASP vs FLGZ [ 4 — 62 (021! 2.44{ 0.19,13. 2
NEEG vs FICE a1 481002.12:32) 10,0214 59
pOcs VS IES S I %2 (000395 tc o192

vs —— 09! ;

CASP vs [TCZ — 28 (0.22.7.56) (0:20:8.36
MCEG ve 1162 — T —— 391001103 g 88«11'2‘5'5551
RSP V2 VEES 2 o 3916933008 R
MCEG vs VOGZ % 59(0:02153.90) (0.01:194.96
CASP vs POCZ [ A — 28 (0.32/33.60) (0.28,38.12
MCEG vs POCZ ———— 00(0.03:30.18) (0.03.36.08
MCFG vs CASP < 130 (0.01,12.73) (0.01,15.47

T T T T

Legend: The results are reported as Relative risks (RRs) and 95% confidence intervals
(Cls). The blue line (line of null effect) is equal to 1. The solid black lines represent the
Cls while the diamond summarizes the RRs. For each pairwise comparison, the forest
plot should be read as following: if the diamond with the entire Cl did not reach the
blue line of null effect, there is a significant difference. If the entire Cl is on the left of
the null effect, the event is significantly higher in the “intervention arm” while, when
the entire Cl is on the right, the event is statistically more frequent in the “reference
arm”. When the entire Cl crosses the line of null effect, the difference between the
two procedures compared is not statistically significant. In addition, a red line reports
the Predictive Interval (Prl), namely the interval within which the estimate of a future
study is expected to be. AMB: conventional amphotericin B; AMBL: liposomal
amphotericin B; MICZ: miconazole; KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ:
itraconazole; VOCZ: voriconazole; POCZ: posaconazole; CASP: caspofungin; MCFG:

micafungin.
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Panel H. Withdrawal
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CASP vs VOCZ S 1.46 (0.20,10.48) (0.16,13.11)
MCFG vs VOCZ i 1.21 (0.39,3.80) (0.30,4.83)
CASP vs POCZ - 0.12(0.01,1.05) (0.01,1.32)
MCFG vs POCZ 0.10 (0.01,0.74) (0.01,0.93)
MCFG vs CASP Tt 0.83(0.12,5.64) (0.10,7.05)
T | T !

Legend: The results are reported as Relative risks (RRs) and 95% confidence intervals
(Cls). The blue line (line of null effect) is equal to 1. The solid black lines represent the
Cls while the diamond summarizes the RRs. For each pairwise comparison, the forest
plot should be read as following: if the diamond with the entire Cl did not reach the
blue line of null effect, there is a significant difference. If the entire Cl is on the left of
the null effect, the event is significantly higher in the “intervention arm” while, when
the entire Cl is on the right, the event is statistically more frequent in the “reference
arm”. When the entire Cl crosses the line of null effect, the difference between the
two procedures compared is not statistically significant. In addition, a red line reports
the Predictive Interval (Prl), namely the interval within which the estimate of a future
study is expected to be. AMB: conventional amphotericin B; AMBL: liposomal
amphotericin B; KTCZ: ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ:

voriconazole; POCZ: posaconazole; CASP: caspofungin; MCFG: micafungin.
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eFigure 5. League Tables of All Outcomes

Panel A. Fungal Infections

Placebo~
051
MCFG-
027,097
059 068
CASP-
(024,140)7 | (0.09.4.89)
048 038 0.56
POCZ-
035,064y | (001,1217)| (0.02,1452)
114 300 444 795

VOCZ-
(0.19.6.74)7 | (030.20.57)| (0.6032.58)| (0.24,258.87)
1.06 277 4.09 734 092
ITCZ-
(050222)2 | (0521476 (118,14.17)| (033,165.00)¢| (0.17,501)
042 190 281 5.04 063 0.69
FLCZ-
0230777 | (0379.75) | (0928570 | (023111.00) (012331 | (0.40,1.19)
351 168 248 4435 0.56 061 038
KTCZ-
(0.85.14.50)| (0.30936)7 | (0.688.10) | (0.19,102.44)°| (0103.17)° | (028.130)° | (0.45.172)¢
023 091 134 240 030 033 048 054
MICZ-
(0.06,0.79) | (012695 [ (024734) | (009.6664) | (004235 | (©09.124) | (013172 | (013216}
052 207 3.07 550 0.69 073 1.09 123 229
AMBL~
©32,083)° | (039,11.09)°| (0.89,10.63)| (02611532)¢ (0.133.76)° | (039,145} | (0.63.1.89)° | (0.582.63)° | (0.60.8.73)°
059 235 347 622 078 085 123 140 250 113
AMB-
034,1.00)7 | (043.1277p| ©97.1235)| (027.14148)7| (0.14433) | (042172 | (067227 | (0633.12)¢ | (066.10.10)| (0.56230)
071 283 4.18 749 094 102 149 1.68 312 136 121

Polyene- .

(042,120)° | (0.52,1536)| (L.26,13.85)| (03317031)| (047321 | (051,206 | (096231) | (076374 | (0.80,12.14)| (0.672.76)| (037,255

Legend: RR >1 means the treatment in top left is better. AMB: conventional
amphotericin B; AMBL: liposomal amphotericin B; MICZ: miconazole; KTCZ:
ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel B. IFI

Placebo-
058
MCFG~
030,110y
0.74 081
CASP-
(©30,183) | (0.12,5.59)
0.57 032 039
POCZ-
©42,0.79) | (001,1007y| (0.02,1024)
0.54 3.00 368 936
VOCZ-
(0.083.70)" | (032.28.14)| (0.5325.67)| (0.30.296.64)7
0.92 295 362 9.19 098

ITCZ-
(0412.07)7 | (058,15.107| (L.09,1198)¢| (0.41,204.06)7 (0.19.5.13)¢
135 229 281 7.14 0.76 0.78
FLCZ-
(0325.73)° | (0461141)°| (0.97.8.14) | (0.33,155.48)7| (0.15387) [ (0.45,135)
1.08 539 6.62 16.81 180 183 235
KTCZ-
(0.1110.58)°| (0.63.45.72)¢| (LOTALOG)| (0.57,499.89)( (0.21,1545)°| (0.40.830) | (0.53.10.38)¢
047 188 230 585 063 0.64 082 033
MICZ-
(0.102.28)7 | (020,1745)| (0.33,1591)| (0.19,184.60)7| (0.07,5.80) [ (0.12328)0 | (0.16411) | (0.042.97)"
0.44 176 216 5.50 059 0.60 077 033 094
AMBL~
(0260.74)° | (034922)° | (0.64,728) | (027113200 (0.113.13) [ (0.30,1.18)° | (043,138 | (007,152} | (0184950
0.65 260 319 8.10 087 0.88 113 048 138 147
AMB-
(03512007 | (0.48,14.05)0| (0.901132)°| (03518478 (0.164.77) | (041188) | (0572260 | (0.10232)° | (025.7.54) | (0.663.26)
130 518 637 16.17 173 176 226 096 276 294 200

Polyene~
(0.582.89) | (0.893029)| (1.7523.18)| (0.6838387)¢| (020,1027p| (070430 | (L09472) | (018504} | (047,1625%| (115,752 | (0.73546)

Legend: RR >1 means the treatment in top left is better. AMB: conventional
amphotericin B; AMBL: liposomal amphotericin B; MICZ: miconazole; KTCZ:
ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel C. Proven IFI
Placebo~
017
MCFG~
(0.05,0.58)
065 361
CASP-
(0.36,1.16)° | (0.69,18.75)
036 047 013
POCZ-
(0.150.85) | (0012066) | (000,631}
263 080 022 170
VOCZ~
(0242852)¢ | (0.19346) | (004,134) | (0.04,79.09)¢
032 303 084 639 376
ITCZ-
(0210.48) | (096957 | (026272) | (0.1625544) | (097,1458)
7386 150 041 316 186 049
FLCZ-
(0.758243)¢ | (061369) | (010,165 | (0.08,1234Ty | (0.59.587) | (024,101)
796 3733 1034 78.77 16.42 1234 24.94
KTCZ-
(041,15432)7| (1.64,850.80¢ | (0.40.265.04)| (0.72,862755)| (1.88,114592)| (0.60,253 24)¢| (1.25497.7T)¢
NA® NA® NA® NA® NA® NA® NA® NA¢ MICZ.-
033 156 043 330 194 0.52 104 0.04
NAS AMBL~
(0.062.02)° | (020,1222)° | (0.05.4.03) | (0.14,7820)° | (02217.12) | (0.08343) | (0.16663) | (0.00.134)
273 12.81 355 27.02 1592 423 356 034 8.19
NAS AMB-
(0.30.25.04) | (L13,14520)°| (027.46.70)° | (0.38,1919.88) (L27.199.94) | (0.4341.87)| (0.90,81.56) | (0.01,13.89)¢ (0.47.142.3)¢)
0.68 320 0.89 6.74 397 1.06 214 0.09 204 025
NAe Polyene-
(027.173)7 | (094,1001) | (0.18.444) | (0.1628939) | (096.1640) | (0353.17)¢ | (0.93.490) [ (0.00.181)" (027.15.50)° | (0.022.76)7

Legend: RR >1 means the treatment in top left is better. AMB: conventional

amphotericin B; AMBL:

liposomal amphotericin B; MICZ: miconazole;

KTCZ:

ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel D. Invasive Candidiasis
Placebo~
044
MCFG~
(0.02,11.11).
037 029
CASP+
010142). | (0.03241).
304 0.80 274
POCEZ-
(0.51,1811). | (0.10,6.33). | (0.2827.22).
015 0.70 240 0.87
VOCZ-
(0.00,026). | (0.095.62). | (0252343). | (0.09,8.44).
0.73 133 439 167 191
ITCZ-
0.04,13.76)., | (0.23,7.71). | (0.63,33.22). (0231194 (0.27,13.42).
1252 072 248 0.90 1.03 0.54
FLCZ-
(292,53.66). | (0.192.78). | (0491267 | (018454). | (0.21.5.08). | (0.18,1.66).
0.539 273 9.41 343 392 205 7
KTCZ-
021,162). | (047,15.99).| (1.29,68.78). | (0.4824.73). | (0.5527.79). | (0.49.851). | (1.21,1L85).
0.18 0.86 297 1.08 124 0.65 0.65 032
MICZ-
0.03,103). | (0.09.8.16). | (0.2633.62). | (0.1012.12). | (0.11,1366). | (0.094.73). | (0.094.73). | (0.04233).
033 156 537 196 224 117 216 0357 1381
AMBL-
006199). | (0.161541). (046,6328). | (0.172281). | (0192572). | (0.15898). | (0.34,1379). (0.07442). | (0.152144).
173 8.06 27.82 10.14 11.60 6.07 1121 296 936 i1
AMB~
(0.37,330)., | (L.29,5027).( (3.60,214.81).| (L33,77.2T). (1.55,86.85) . (1.36,27.14). | (3.27384T). | (0.63,1339). (1.20,72.88).| (0.63.42.30).
0.48 225 71.78 283 34 1.70 313 0.83 262 145 028 -
Polyene~
(017,1.38). | (044,1153).| (1.20,50.40). | (0.44,1811). | (0.522032). | (0.40,721). | (1.26782). | (0.193.56). | (0.35,19.64).| 0.18.1141).| (0.06,1.30).

Legend: RR >1 means the treatment in top left is better. AMB: conventional

amphotericin B; AMBL:

liposomal amphotericin B; MICZ: miconazole;

KTCZ:

ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel E. Invasive Aspergillus

a
Placebo~
122
MCFG~
027.5.59).
078 046
CASP+~
023263). | (003.6.12).
023 034 0.73
POCZ-
0.02.2.39)., (0.042.80). | (006,937
147 1.63 356 436
VOCZ-
(0.71,3.04). (029.2.16).. | (0.3833.18). | (0.92.25.74).
253 3.60 784 10.72 220
ITCZ-
(0.04.18140). | (05224.74).| (0.72.8587). | (1646997 | (0.54.9.06).
023 319 695 9.50 195 089
FLCZ-
0.03,186). | (069.1475).| (0.8636.04). | (2194L14). | (088.431). | (027.286).
038 082 179 245 050 023 026
KTCZ-
0029.10). | 0023019, (0.04861D1). | (0078751 | (0.021444). | (0.01629). | (0.01673).
1.00 217 473 6.47 133 0.60 0.68 264
MICZ-
(0.07,14.55). | (0.09.51.66). | (0.15,152.38). | (0.28,149.16). | (0.0723.82). | (0.04.1024). | (0.04,1082). | (0.04.16836).
119 238 3.61 1.68 158 072 0.81 313 119
AMBL~
(0.08,18.65). | (0.10.65.43).| (0.16,19194).| (031,189.06). | (0.0830.36). | (0.0413.06). | (0.051395). | (0.05210.02).| (0.035531).
0.38 083 182 249 0351 023 0.26 1.01 0.38 032
AMB-~
(0.10,1.46).. (0.10,7.23). | (0.1424.08). | (0.30,20.57). (0.09.2.84)., (0.05,1.17. | 00.06,1.20). | (0.0331.89).| (0.02,7.67y. | (0.02,6.92).
225 438 10.62 14.53 209 136 153 392 225 189 584
Polyene~
(0.44.1140). | €0.59.4027).. (0.83,135.19).( (1.85114.41).( (0.57.15.62). | (0.21.8.76). | (0.36.6.54). | (0.17.21028).( (0.10.51.47). (0.08.46.33).( (0.71.47.83).

Legend: RR >1 means the

amphotericin B; AMBL:

ketoconazole;

posaconazole;

treatment in top left is better.

liposomal amphotericin B; MICZ:

AMB: conventional

miconazole;

FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole;

© 2020 Wang J et al. JAMA Netw Open.

CASP: caspofungin; MCFG: micafungin.

KTCZ:

POCZ:



Panel F. Mortality

Placebo-

1.00

MCFG-
(0.56,1.78)°
111 0.14
CASP-
(0482.56)° | (0.01,3.24)¢
117 0.17 117
POCZ-
(088,1.56)7 | (0013200 (033.4.00)
148 038 265 227
VOCZ-
(041,532)7 | (0.01,23.89)| (0.1162.57)°| (0.114557)°
0.96 0.12 0.85 073 032
ITCZ-
050,187y | (0.01231) | (030243) | (036,146) | (0.02,636)
0.60 0.13 0.90 077 0.34 1.06
FLCZ-
(023,157 | (0.01,239)| (028291 | (049.121) | (0.02,660) | (0.62.1.80)
1.58 0.07 046 040 0.17 054 0.51
KTICZ-
(0.0929.16)°| (0.00.1.41)¢| (0.102.05) | (0.13.1.19)° [ (0.013.88)¢ | (0.19.1.57)¢ | (0.19.1.40)°
1.06 0.12 082 0.70 031 0.96 051 177
MICZ-
(0363.09)7 | (001.2.59)7| (0.17.390) [ (021232)¢| (001.7.12)¢ [ (030306} | (030275) | (042,749
145 0.16 112 096 042 131 124 242 137
AMBL-~

(0623397 | (00133007 (027,462)| (035261) | (0.02909)% | (0.503.43) | (0.513.04)° | (067878} | (035537)¢

1.06 0.12 0.81 070 031 096 090 177 1.00 073

AMB-

(065,1.71)7 | (0.01,222)| (0.24281)7 | (034,143)° | (0.02,611) [ (0.49,1.85)° | (0.52,1.57) | (060,521} | (0313.23)°| (027,1.94)°

0.65 0.07 0.50 043 0.19 0359 0.56 1.09 061 045 0.62

Polyene-

033,127)¢ | (0.00,141)7 | (013,187 | (020091) | (001389 | (026131 | (030,101 [ (0343510 | (17216} | (0151320 | (027,139)°

Legend: RR >1 means the treatment in top

amphotericin B; AMBL:

liposomal amphotericin B; MICZ: miconazole;

left is better. AMB: conventional

KTCZ:

ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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Panel G. Fungi-related death

Placebo-
0.61
MCFG~
(0.20,1.83)..
0.38 328
CASP-
(0.18.434).. | (0.08.137.15).
0.68 1.00 030
POCZ-
(©040,1.15). | (0.033018). | (0.033.12).
0.46 0.63 0.19 0.63
VOCZ-
(0.02,9.94)., (0.01,61.12).. (0.00,7.38). | (0.02,21.34).,
203 257 0.78 2357 4.08
ITCZ~
(0.51,8.14). | (0.10,6842). | (0.134.63). | (0.57,1152). | (0.17,98.63).
196 203 0.62 203 3 07e
FLCZ-
(04215137, | (0.08,50.60).. (0.08.4.74). (0.66.6.21). (0.11,9067).. (0.29.2.14).
0.18 2388 728 23.88 37.00 230 11.78
KTCZ-
(0.00,10.92).. | (0.31,1811.79).| (0.21251.17).( (0.98,583.79).( (0.46.3148.74).| (0.43,198.93).| (0.59.235.20).
0.56 1.67 051 1.67 263 065 0.82 0.07
MICZ-
©12264). | (0055718). | (004623). | (0231222). | (00710119). | (011380}, | (0.16427). | (0.00.195)
030 050 027 080 142 035 044 0.04 0354
AMBL~
(0.09.1.03).. (0.03.26.97).. (0.03.2.79). (0.16.5.16).. (0.04.48.12).. (0.08.1.56)., (0.12,1.70). | (0.00,0.91). (0.07.3.92).
127 382 116 382 6.06 149 1.88 0.16 220 426
AMB-~
(0.43337). | (0.14.10552). | (0.13,1046), | (0.79.18.52). | (0.19.18847). | (0415.40). | (0.625.73). | (0.01356).| (036,1433). | (0.89.20.50).
1.69 5.06 154 3.06 8.03 197 250 250 3.03 3.63 133
Polyene-
(0.39,723). | (0.15,166.06). | (0.13,17.73). [ (0.8729.34). [ (022293.90). | (0.37.10.52). | (0.65,9.67). | (0.65.9.67).| (0.362536).76).( (0.83.38.28),( (0.23.7.63).

Legend: RR >1 means the

amphotericin B; AMBL:

ketoconazole;

posaconazole;

treatment in

top left is

liposomal amphotericin B;

better. AMB: conventional

MICZ: miconazole;

FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole;

CASP: caspofungin; MCFG: micafungin.

© 2020 Wang J et al. JAMA Netw Open.

KTCZ:
POCZ:



Panel H. Withdrawal

Placebo
120
MCFG
(0.63,230)
1 1.20
CASP
(0.36,4.20) (0.18.8.17)
081 10.17 343
POCZ
00144570 | (357652 | (0.9575.15)
068 0.82 0.68 0.08
vVOoCcz
0.26,1.78) 0.26258) 10451 | (o0L064)
692 283 235 028 343
ITCZ
(0.89.34.07) (0.71,11.25) (0.62,8.84) (0.05,1.38) (0.80.14.73)
224 159 132 0.16 193 0.56
FLCZ
(0.03,14808) | (0.76331) @BI7 | @iy (081467 (0.18,181)
0359 139 116 0.14 1.69 0.49 0.88
KTICZ
(0.13.262) 020949 | ©14945) | 02129 | (0231224 | ©10231) | (015518
NA NA NA NA NA NA NA NA MICZ
8.96 21.08 17.50 207 25.58 T.46 13.26 1511
NA AMBL
(2.30,34.92) (340,130.57) | (2.35,130.35) (0.87.4.92) (3.89,168.42) (1.65,33.67) (2.50,70.41) | (2.01,113.45)
1.06 248 2.06 0.24 301 0.88 156 1.78 012
NA AMB
(002,53.06) | (00415001) | (0.03,13571) | (0.00,16.88) | (0.05,187.18) | (D.0246.59) | (0.03.8833) | (0.03,117.57) {0.00,7.457)
039 092 0.76 .09 111 032 058 0.66 0.04 037
NA Polyene
(0.05,3.04) (0.13,6.48) (0.06.,9.54) (0.01,1.23) (015.8.31) (0.04.2.79) (0.09.3.52) (0.05,8.31) (0.00,0.51) | (0.00,30.79)

Legend: RR >1 means the treatment in

amphotericin B; AMBL:

top left is better. AMB: conventional

liposomal amphotericin B; MICZ: miconazole;

KTCZ:

ketoconazole; FLCZ: fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ:

posaconazole; CASP: caspofungin; MCFG: micafungin.
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eFigure 6. Cluster Rank Combined the SUCRA
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Legend: The y axis reports the SUCRA values as a percentage of “Withdrawal” . The x

axis reports the IFl. Different colors identify the different clusters. AMB: conventional

amphotericin B; AMBL: liposomal amphotericin B; KTCZ: ketoconazole; FLCZ:

fluconazole; ITCZ: itraconazole; VOCZ: voriconazole; POCZ: posaconazole; CASP:

caspofungin; MCFG: micafungin.
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eFigure 7. Inconsistency Plot of All Outcomes

Panel A. Fungal Infections

95%CI Loop-specific
Loop IF (truncated) Heterogeneity(rz)
08-10-12 —— 140 (0.00,2.92) 0.000
01-08-12 s 1.33 (0.00,3.28) 0.036
01-03-06 e 1.15 (0.00,2.31) 0.000
07-08-11 —— 0.98 (0.00,2.44) Q.000
07-08-10 - 0.97 (0.00,2.12) 0.000
04-07-10 0.95 (0.00,4.34) 0.000
01-07-09 0.92 (0.00,2.92) 0.179
01-04-10-12 0.67 (0.00,5.12) 0.659
01-07-08 — 063 (0.001.27) 0112
01-08-09 —— 0.63 (0.00,2.54) Q.000
01-04-08-10 + 0.57 (0.00,4.25) 0.344
07-08-12 - 0.41 (0.00,1.37) 0.000
01-03-08 —— 041 (0.00,0.97) 0.006
07-08-09 e 0.37 (0.00,1.66) 0.000
01-07-12 —— 0.29 (0.00,2.05) 0.144
03-07-08 -— 0.15 (0.00,0.57) 0.000
01-04-07 — 0.10 (0.00,2.10) 0.247
01-03-07 — 0.06 (0.00,0.85) 0.134
07-10-12 — 0.05 (0.00,0.82) 0.000
T T T T T
0 2 3 5 86

Legend: Inconsistency plot assuming loop-specific heterogeneity estimates using the
method of moments estimator. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel B. IFI
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Legend: Inconsistency plot assuming loop-specific heterogeneity estimates using the
method of moments estimator. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm

08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel C. Proven IFI

95%CI Loop-specific
Loop IF (truncated) Heterogeneity(c)
01-03-06 [—— 2.06 (0.00,4.52) 0.105
06-07-11 [—— 1.26 (0.00,4.66) 0.068
01-06-07 = 1.02 (0.03,2.02) 0.117
01-03-07 [ 0.97 (0.00,3.30) 0.000
03-06-07 — 0.07 (0.00,1.05) 0.009

-
o -

Legend: Inconsistency plot assuming loop-specific heterogeneity estimates using the
method of moments estimator. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel D. Invasive Candidiasis

95%Cl Loop-specific
Loop IF (truncated) Heterogeneity(rz)
01-03-07 —— 253 (1.07,3.98) 0.000
01-03-08 - 1.11 (0.00,2.90) 0.000
07-08-12 - 0.99 (0.00,4.38) 0.000
01-07-08 - 0.98 (0.00,2.31) 0.000
03-07-08 -~ 044 (0.00,1.87) 0.000
07-08-11 — 0.38 (0.00,2.76) 0.000
01-04-07 -— 0.28 (0.00,3.19) 0.000
07-08-10 -— 0.11 (0.00,3.32) 0.000

o~
o -

Legend: Inconsistency plot assuming loop-specific heterogeneity estimates using the
method of moments estimator. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel E. Invasive Aspergillus

95%CI Loop-specific
Loop IF (truncated) Heterogeneity(rz)
07-08-11 - 210  (0.00,4.97) 0.023
01-03-08 —— 1.48  (0.00,4.02) 0.000
01-03-07 - 1.47  (0.00,3.55) 0.000
07-08-10 — 1.30 (0.00,3.37) 0.068
07-08-09 — 0.95  (0.00,3.37) 0.023
01-04-07 — 0.93  (0.00,5.20) 0.000
01-07-08 — 020 (0.00,1.42) 0.000
03-07-08 lo-— 0.19  (0.00,2.63) 0.000
07-08-12 |°— 006 (0.00,3.62) 0.000

Legend: Inconsistency plot assuming loop-specific heterogeneity estimates using the
method of moments estimator. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel F. Mortality

95%CI Loop-specific

Loop IF (truncated) Heterogenei[y(f}
01-07-12 * 1.71  (0.00,4.73) 0.065
08-10-12 + 1.62 (0.00,5.19) 0.000
07-10-12 ——— 1.28  (0.00,2.91) 0.000
01-08-09 * 1.14  (0.00,4.16) 0.000
01-08-12 * 1.07 (0.00,5.39) 0.000
01-07-09 — 0.98 (0.00.4.10) 0.107
01-03-06 + 0.87 (0.00,4.48) 0.383
07-08-12 —— 0.60 (0.00,3.84) 0.000
01-04-07 — 0.40 (0.00,1.97) 0.143
07-08-10 —-— 0.30 (0.00,0.85) 0.000
07-08-09 ->— 0.20 (0.00,0.84) 0.000
03-07-08 -— 0.19  (0.00,0.80) 0.000
01-03-08 — 0.14  (0.00,1.05) 0.043
01-07-08 ~— 0.08 (0.00,0.59) 0.000
01-03-07 ~— 0.01 (0.00,0.82) 0.083
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Legend: Inconsistency plot assuming loop-specific heterogeneity estimates using the
method of moments estimator. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel G. Fungi-related death

95%CI Loop-specific

Loop IF (truncated) Heterogeneity(fz)
01-03-06 —— 1.72  (0.00,5.82) 0.000
07-08-10 —— 143  (0.11,2.76) 0.000
07-10-12 —— 1.33  (0.00,4.66) 0.000
03-07-08 -~ 0.81 (0.00,2.55} 0.331
01-04-07 — 0.74  (0.00,3.90} 0.084
01-03-07 - 0.71 (0.00,2.07) 0.000
01-08-10-12 — 0.34 (0.00,5.21) 0.144
01-07-08 — 0.21 (0.00,1.77} 0.368
01-03-08 l'— 0.13  (0.00,1.71} 0.003
01-07-12 l— 0.01 (0.00,3.46) 0.000

L —

0 23 56

Legend: Inconsistency plot assuming loop-specific heterogeneity estimates using the
method of moments estimator. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel H. Withdrawal

95%Cl Loop-specific

Loop IF (truncated) Heterogeneity(rz)
01-04-06 = 1.93 (0.05,3.81) 0.000
06-07-08 = 1.44 (0.21,2.66) 0.142
03-06-07 - 1.24 (0.00,2.87) 0.169
01-03-06 [e— 0.86 (0.00,6.11) 1.025
06-07-11 — 0.29 (0.00,3.45) 0.068
01-03-07 IO— 0.25 (0.00,4.15) 0.000
01-06-07 — 0.16 (0.00,1.29) 0.057
04-06-09 IO— 0.13 (0.00,1.34) 0.000

T T 1T
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Legend: Inconsistency plot assuming loop-specific heterogeneity estimates using the
method of moments estimator. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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eFigure 8. Funnel Plots of All OQutcomes

Panel A. Fungal Infections
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Legend: In the comparison-adjusted funnel plot, the horizontal axis shows the
difference of each i-study estimate YiXY from the summary effect for the respective

comparison (YiXY-uXY) while the vertical axis presents the measure of dispersion of
YiXY, namely the standard error of the effect size. The red line shows the null
hypothesis. Each point represents a direct comparison; different colors correspond to
different comparisons. The dashed black line represents the 95% confidence interval.
The horizontal line represents the regression line; the regression line demonstrates
that no asymmetry is present. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel B. IFI
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Legend: In the comparison-adjusted funnel plot, the horizontal axis shows the
difference of each i-study estimate YiXY from the summary effect for the respective

comparison (YiXY-puXY) while the vertical axis presents the measure of dispersion of
YiXY, namely the standard error of the effect size. The red line shows the null
hypothesis. Each point represents a direct comparison; different colors correspond to
different comparisons. The dashed black line represents the 95% confidence interval.
The horizontal line represents the regression line; the regression line demonstrates
that no asymmetry is present. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel C. Proven IFI
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Legend: In the comparison-adjusted funnel plot, the horizontal axis shows the
difference of each i-study estimate YiXY from the summary effect for the respective

comparison (YiXY-puXY) while the vertical axis presents the measure of dispersion of
YiXY, namely the standard error of the effect size. The red line shows the null
hypothesis. Each point represents a direct comparison; different colors correspond to
different comparisons. The dashed black line represents the 95% confidence interval.
The horizontal line represents the regression line; the regression line demonstrates
that no asymmetry is present. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm

08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);
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arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel D. Invasive Candidiasis
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Legend: In the comparison-adjusted funnel plot, the horizontal axis shows the
difference of each i-study estimate YiXY from the summary effect for the respective

comparison (YiXY-puXY) while the vertical axis presents the measure of dispersion of
YiXY, namely the standard error of the effect size. The red line shows the null
hypothesis. Each point represents a direct comparison; different colors correspond to
different comparisons. The dashed black line represents the 95% confidence interval.
The horizontal line represents the regression line; the regression line demonstrates
that no asymmetry is present. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm

08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel E. Invasive Aspergillus
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Legend: In the comparison-adjusted funnel plot, the horizontal axis shows the
difference of each i-study estimate YiXY from the summary effect for the respective

comparison (YiXY-puXY) while the vertical axis presents the measure of dispersion of
YiXY, namely the standard error of the effect size. The red line shows the null
hypothesis. Each point represents a direct comparison; different colors correspond to
different comparisons. The dashed black line represents the 95% confidence interval.
The horizontal line represents the regression line; the regression line demonstrates
that no asymmetry is present. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel F. Mortality
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Legend: In the comparison-adjusted funnel plot, the horizontal axis shows the
difference of each i-study estimate YiXY from the summary effect for the respective

comparison (YiXY-puXY) while the vertical axis presents the measure of dispersion of
YiXY, namely the standard error of the effect size. The red line shows the null
hypothesis. Each point represents a direct comparison; different colors correspond to
different comparisons. The dashed black line represents the 95% confidence interval.
The horizontal line represents the regression line; the regression line demonstrates
that no asymmetry is present. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).

© 2020 Wang J et al. JAMA Netw Open.



Panel G. Fungi-related death
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Legend: In the comparison-adjusted funnel plot, the horizontal axis shows the
difference of each i-study estimate YiXY from the summary effect for the respective

comparison (YiXY-puXY) while the vertical axis presents the measure of dispersion of
YiXY, namely the standard error of the effect size. The red line shows the null
hypothesis. Each point represents a direct comparison; different colors correspond to
different comparisons. The dashed black line represents the 95% confidence interval.
The horizontal line represents the regression line; the regression line demonstrates
that no asymmetry is present. arm 01= placebo; arm 02= oral polyene; arm 03=
conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm
05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm
08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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Panel H. Withdrawal
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Legend: In the comparison-adjusted funnel plot, the horizontal axis shows the

difference of each i-study estimate YiXY from the summary effect for the respective

comparison (YiXY-puXY) while the vertical axis presents the measure of dispersion of

YiXY, namely the standard error of the effect size. The red line shows the null

hypothesis. Each point represents a direct comparison; different colors correspond to

different comparisons. The dashed black line represents the 95% confidence interval.

The horizontal line represents the regression line; the regression line demonstrates

that no asymmetry is present. arm 01= placebo; arm 02= oral polyene; arm 03=

conventional amphotericin B (AMB); arm 04= liposomal amphotericin B (AMBL); arm

05= miconazole (MICZ); arm 06= ketoconazole (KTCZ); arm 07= fluconazole (FLCZ); arm

08= itraconazole (ITCZ); arm 09= voriconazole (VOCZ); arm 10= posaconazole (POCZ);

arm 11= caspofungin (CASP); arm 12= micafungin (MCFG).
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