Supplement 6  Forest plots of adverse events
Systemic vs. Placebo
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SYSTEMIC vs. PLACEBO - Infection & Respiratory

Severe infections

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup Fvents Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Bjornson 2004 0 359 1 361 T36% -0.00 [-0.01, 0.00]
Leer 1969 0 148 0 143 252% 0.00[-0.01, 0.01]
Sumhboonnanonda 1997 0 14 1 18 0.2% -0.06 [-0.21, 010
Sussman 1964 ] kil 0 26 1.0% 0.00 [-0.07, 0.07] S
Total (95% CIy 552 554 100.0% -0.00[-0.01, 0.00] 4
Total events a 2
Heterogeneity: Tau?= 0.00; Chi*= 0.75, df= 3 (P = 0.86); F= 0% —DI > _051 3 DI1 DIZ
Testfor overall effect Z=0.64 (F=0.52 -Fa\ruurs éystemic Favours .placebu ’
Severe infections — Peto
Systemic Placebho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Fvents Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Ejornsan 2004 0 359 1 361 &0.4% 0.14 [0.00, 6.86] i
Leer 1969 o 148 o 149 Mot estimable
Sumhboonnanonda 19497 0 14 1 18 49.6% 017 [0.00, 8.79] i
Sussman 1964 a N a 25 Mot estimable
Total (95% Cl) 552 554 100.0% 0.15[0.01, 2.45] e
Total ewents a 2
Heterogeneity: Chi*=0.01, df=1 (P = 0.94); F= 0% ID.DIZH 0?1 1IIZI 1DDDI

Testfor overall effect 2=133F =018

Severe infections (by dose)

Fawours systemnic Favours placebo

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup Fvents Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.23.1 Single-dose
Bjornson 2004 0 359 1 361 T36% -0.00 [-0.01, 0.00]
Subtotal (95% CI) 359 361 F3.6% -0.00[-0.01, 0.00] 4
Total events ] 1
Heterogeneity: Mot applicable
Testfor overall effect Z=0.71 (P =0.48)
1.23.2 Multi-dose
Leer 1963 0 148 0 149 2527% 0.00 [-0.01, 0.01] -
Sumboonnanonda 1587 0 14 1 18 0.2% -0.06 [-0.21, 010
Sussman 1964 ] kil 0 26 1.0% 0.00[-0.07,0.07] S E—
Subtotal (95% CI) 193 193  26.4% -0.00[-0.01, 0.01] *
Total events a 1
Heterogeneity: Tau®= 0.00; Chi*= 092, df= 2 (P =063} F= 0%
Testfor overall effect: 2= 0.06 (P = 0.95)
Total (95% CIy 552 554 100.0% -0.00[-0.01, 0.00] 4
Total events a 2
Heterogeneity, Tau*= 0.00; Chi®=0.75, df= 3 (P = 0.86), F= 0% t

Testfor overall effect Z=0.64 (F=0.52

Testfor subaroup differences: Chif=010,df=1 {(P=0.76), F=0%

.02 -04 0 0.1 0.2
Favours systermic  Favours placebo
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Severe infections (by dose) — Peto

Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
1.24.1 Single-dose
Bjornson 2004 0 358 1 361 50.4% 0.14 [0.00, 6.86] L
Subtotal {95% Cl) 350 361 50.4% 0.14 [0.00D, 6.86] e
Total events ] 1
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.00 (F=0.32)
1.24.2 Multi-dose
Leer 1964 o 148 o 149 Mot estimable
Sumhboonnanonda 19497 0 14 1 18 49.6% 017 [0.00, 8.79] i
Sussman 1964 a kil a 26 Mot estimable
Subtotal {95% Cl) 193 193 49.6% 0.17 [0.00, 8.79] e
Total ewents a 1
Heterogeneity: Mot applicahle
Testfor overall effect. 2= 088 (F=0.38)
Total (95% Ch) 552 554 100.0% 0.15[0.01, 2.45] ——e
Total ewents a 2
Heterogeneity: Ch|==. 0.01,df=1{F=054) F=0% D'.DIZIE DH 1'EI SD'D
Testfor gverall effect Z=1.33 (F = 0.18) Fawours systemnic Favours placebo
Testfor subgroup differences: Chi®= 001, df=1 (F=094), F=0%
Severe infections (by condition)
Systemic Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.26.1 Bronchiolitis
Leer 1969 0 148 0 143 252% 0.00[-0.01, 0.01]
Sussrman 1964 0 31 0 26 1.0% 0.00 [-0.07, 0.07]
Subtotal (95% CI) 179 175 26.2% 0.00[-0.01, 0.01]
Total events a 1]
Heterogeneity: Tau®= 0.00; Chi®=0.00, df=1 {F=1.00), F= 0%
Testfor overall effect 2= 0.00 (P =1.00)
1.25.2 Croup
Bjornson 2004 0 359 1 361 T3E% -0.00 [-0.01, 0.00] [ |
Sumhboonnanonda 1597 0 14 1 18 0.2% -0.06 [-0.21, 010
Subtotal (95% CI) 373 379 F3.8% -0.00[-0.01, 0.00] 4
Total events a 2
Heterogeneity: Tau®= 0.00; Chi*= 0.75, df=1 (P = 0.38) F= 0%
Testfor overall effect 2= 0.74 (P = 0.46)
Total (95% CIy 552 554 100.0% -0.00[-0.01, 0.00] L
Total events a 2
Heterogeneity: Tau?= 0.00; Chi*= 0.75, df= 3 (P = 0.86); F= 0% —DI.Z _D|_1 3 0?1 EI?E

Testfor overall effect Z=0.64 (F=0.52
Testfor subaroup differences: Chif=015 df=1 {P=070), F=0%

Favours systermic  Favours placebo
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Severe infections (by condition) — Peto

Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peta, Fixed, 95% CI
1.26.1 Bronchiolitis
Leer 1964 o 148 o 149 Mot estimable
Sussman 1964 ] 3 il 26 Mot estimable
Subtotal {95% Cl) 170 175 Mot estimable
Total ewents a a
Heterogeneity: Mot applicahle
Test for overall effect: Mot applicahle
1.26.2 Croup
Bjornson 2004 0 358 1 361 50.4% 0.14[0.00, 6.86] i
Sumhoonnanonda 1997 ] 14 1 18 49.6% 0.17 [0.00, 8.79] L
Subtotal {95% Cl) 373 379 100.0% 0.15[0.01, 2.45] ——e
Total ewents a 2
Heterogeneity: Chif=0.01,df=1 (P=0.94), F=0%
Testfor overall effect. Z2=1.33 (F=0.18)
Total (95% Ch) 552 554 100.0% 0.15[0.01, 2.45] ——eii———
Total ewents a 2
Heterogeneity: Chi*=0.01, df=1 (P = 0.94); F= 0% f f t f
Testfor overall effect 2=133F =018 D.DDSFavoursD';\,rstemic Favour;?:ulacebn 200
Testfor subaroup differences: Mot applicahle
Systemic infections
Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bjomson 2004 5 34509 4 361 T7.8% 0.00 [-0.01, 0.02]
Corneli 2007 0 305 0 295 484% 0.00 [-0.01, 0.01]
Daughjerg 1993 0 il ] 27 0.5% 0.00 [-0.07, 0.07]
Flint 2009 0 200 0o 199 21.58% 0.00 [-0.01, 0.01] -
Flint 2009 0 200 o201 21.7% 0.00 [-0.01, 0.01] -+
Total (95% Cl) 1005 1083 100.0% 0.00 [-D.00, D.00] [
Total events ] 4
Heterogeneity Tau=0.00; Chi*= 0.2, df= 4 (P =1.00); F= 0% -IZII1 1 IIZIS 0 IDS DI1
Testfor overall effect Z=010{FP=0.92) Favou'rs svétemic Favo.urs pla'cebn
Systemic infections — Peto
Systemic Placebho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Pvents Total Fvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Bjornsan 2004 5 358 4 361 100.0% 1.26 [0.24, 4. 58]
Corneli 2007 0 305 o 295 Mot estimable
Daughjerg 1993 1] | I} 27 Mot estimable
Flint 2009 0 200 o 149y Mot estimable
Flint 2009 0 200 o 2m Mot estimable
Total (95% CI) 1005 1083 100.0% 1.26 [0.34, 4.68] ——eni———
Total events ] 4
L . I 1 1 1
Heterogeneity, Mot applicahle 05 03 : a0

Testfor overall effect £=034 (F=0.73

Favours systemic  Fawours placehn
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Systemic infections (by dose)

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Bvents Total Fuents Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.29.1 Single-dose
Bjornson 2004 5 3508 4 361 T.8% 0.00[-0.01, 0.02] I
Corneli 2007 0o 305 0 295 484% 0.00 [-0.01, 0.01] :
Subtotal (95% Cl) 664 656 56.2% 0.00 [-0.01, 0.01]
Total events a 4

Heterogeneity, Tau®=0.00; Chi*=0.24, di= 1 {P=0.62), F=0%

Testfor overall effect =013 {FP=0.490)

1.20.2 Multi-dose

Draughjerg 1993 0 x| i]
Plint 2008 o 200 0
Flint 2008 o 200 0
Subtotal (95% Cly 431

Total events ] 0

27
1949
201
427

0.5% 0.00 [-0.07, 0.07]
21.5% 0.00 [-0.01, 0.01]
21.7% 0.00 [-0.01, 0.01]
43.8% 0.00 [-0.01, 0.01]

Heterogeneity: Tau®=0.00; Chi®=0.00, df=2{P=1.000; F=0%

Testfor overall effect Z=000{F =1.00)

Total (95% Cly 1095
Total events 3] 4

1083 100.0%

0.00 [-0.00, 0.00]

Heterogeneity: Tau®=0.00; Chi*=0.21, df= 4 {P=1.000; F=0%

Testfor overall effect Z=010(F=0.92)

Testfor subdgroup differences: Chi*=0.01, df =1 (P=093, F=0%

Systemic infections (by dose) — Peto

.01 005 0 005 01
Fawours systemic  Favours placebo

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fized, 95% Cl Peto, Fized, 95% Cl
1.30.1 Single dose
Bjornson 2004 5 3849 4 361 100.0% 1.26 [0.34, 4 (8]
Corneli 2007 0 305 0 2485 Mot estimable
Subtotal (95% Cly 664 656 100.0% 1.26 [0.34, 4.68]
Total events ] 4
Heterogeneity: Mot applicable
Testfor overall effect £=034 (F=0.73
1.30.2 Multi-dose
Daugbjery 1993 0 x| i 27 Mot estimable
Plint 2004 0200 o 1494 Mot estimable
Plint 20049 0200 ooim Mot estimable
Subtotal (95% Cly 431 427 Mot estimable
Total events 0 i
Heterogeneity: Mot applicable
Test for overall effect: Mot applicahle
Total (95% CI) 1095 1083 100.0% 1.26 [D.34, 4.68] ——e———
Total events ] 4
Heterageneity: Mot applicable Df1 052 IZITS ﬁ é 1-D

Testfor overall effect Z=034 (F=0.73
Test for subdgroun differences: Mot applicahle

Favours systemic  Favours placeho
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Systemic infections (by condition)

Systemic Placebo Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

Risk Difference
M-H, Random, 95% Cl

1.31.1 Bronchiolitis

Carneli 2007 0 305 0 285 484% 0.00 -0.01, 0.01]
Flint 2008 0 200 0 199 21.5% 0.00 -0.01, 0.01]
Plint 2008 o 200 0 201 217% 0.00 [-0.01, 0.01]
Subtotal (95% CI) 705 695 91.7% 0.00 [-0.00, 0.00]
Total events 0 0

Heteraogeneity: Tau®=0.00; Chi*=0.00, df=2{FP=1.00% F=0%
Testfor overall effect, Z=000{F =1.00)

1.31.2 Croup
Bjomson 2004 5 349 4 361 T7.8% 0.00 [-0.01, 0.02]
Subtotal (95% CI) 359 361 7.8% 0.00 [-0.01, 0.02]
Total events ] 4
Heterogeneity: Mot applicahle
Testfor overall effect Z=034 P=0.73)
1.31.3 Wheeze
Daughjerg 1993 0 K 0 27 0.5% 0.00 [-0.07, 0.07]
Subtotal (95% CI) Kh | 27 0.5% 0.00 [-0.07, 0.07]
Total events 0 ]
Heterogeneity: Mot applicable
Testfor overall effect, Z=000{F =1.00)
Total {95% CI) 1095 1083 100.0% 0.00 [-0.00, 0.00]
Total events ] 4
Heterogeneity: Tau®=0.00; Chi*=0.21, df= 4 {P=1.000; F=0%
Testfor overall effect Z=010{FP=0.92)
Testfor subgroup differences: Chif=011, df=2(P=085), F=0%
Systemic infections (by condition) — Peto
Systemic Placebo Peto Odds Ratio

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

¢

1 1 1 1
-01 -005 0 0os 01
Favours systemic Favours placebo

Peto Odds Ratio
Peto, Fixed, 95% Cl

1.32.1 Bronchiolitis

Carneli 2007 0 305 o 2495 Mot estimable
Plint 20049 0 200 o 1499 Mot estimable
Plint 2004 0 200 oozm Mot estimable
Subtotal {95% CI) 705 695 Not estimable
Total events ] il

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

1.32.2 Croup

Bjornson 2004 5 3584 4 361 100.0% 1.26 [0.34, 4.68]
Subtotal {95% CI) 359 361 100.0% 1.26 [0.34, 4.68]
Total events ] 4

Heterogeneity: Mot applicable

Testfor overall effect £=034 (F=0.73

1.32.3 Wheeze

Daugbjery 1993 0 x| i 27 Mot estimable
Subtotal {95% CI) k)| 27 Not estimable
Total events 0 a

Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Total (95% CI) 1095 1083 100.0% 1.26 [0.34, 4.68]

Total events ] 4
Heterogeneity; Mot applicable

Testfor overall effect £=034 (F=0.73

Test for subaroun differences: Mot applicahle

— e

0.1

1 1
0.z 0.4 2 A
Favours systemic Favours placebo

Supplement 6 - Page 6 of 71



Lung/trachea

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Bjornson 2004 3 359 4 361 3T4% -0.00 [-0.02, 0.01] :
Carneli 2007 0 305 1 285 46.0% -0.00 [-0.01, 0.01]
Gill 2017 1 22 0 ] 0.4% 0.05[-0.20,0.29]
Leer 1969 12 148 15 149 a1% -0.02 [-0.08, 0.048] I
Sumboonnanonda 1997 0 14 4 18 0.5% -0.22 [-0.43,-0.01]
Super 14989 2 18 1 15 0.6% 0.04 [-0.15,0.24] —
Teeratakulpisam 2007 0 a9 3 a5 9.9% -0.04 [-0.08, 0.01] 7
Total {95% CI) 955 928 100.0% -0.01 [-0.02, 0.01] 4
Total events 18 28
Heterogeneity: Tau®= 0.00; Chi*= 951, df=6{F=0148); F=37% -IJ'.S -IZI.'25 b D.'25 U:E

Testfor averall effect Z=0.99 (P =032 Favours systemic Favours placeba

Lung/trachea — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Bjornson 2004 3 358 4 361 16.3% 075017, 3.34] — ™
Comeli 2007 0 305 1 2485 2.4% 0.13[0.00, 66D *
Gill 2017 1 22 il ] 1.4% 3.41[0.02, 530.01] *
Leer 1969 12 148 15 149 458.0% 0.79[0.36,1.74] ——
Sumboonnanonda 1997 0 14 4 18 3.4% 0.14[002,1.12] e
Super 19849 2 18 1 15 B.6%  1.68[016 17.61]
Teeratakulpisam 2007 ] a9 3 a5 7.0% 0.13[0.01,1.23]
Total (95% CI) 955 928 100.0% 0.61 [0.34, 1.12] S
Total ewents 14 23
Heterogeneity: Chi*= 6.02, dfi= B (P = 0.42); F= 0% DI.D1 0?1 1=IZI 1IZIID

Testfor overall effect Z=159F=011) Favours systemic Favours placebo

Lung/trachea (by dose)

Risk Difference
M-H, Random, 95% ClI

Systemic Placebo Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

1.35.1 Single dose

Bjornson 2004 3 389 4 361 3T74% -0.00 [-0.02, 0.01]

Carneli 2007 0 305 1 285 46.0% -0.00 -0.01, 0.01]

Gill 2017 1 22 0 ] 0.4% 0.05[-0.20,0.29]

Super 1989 2 18 1 15 0.6% 0.04 [-0.15,0.24] —
Teeratakulpisam 2007 ] a9 3 a5 9.9% -0.04 [-0.08, 0.01] ]
Subtotal (95% CI) 793 761  94.4% -0.00 [-0.01, 0.00] !
Total events A 9

Heterogeneity: Tau®= 0.00; Chi®= 243, df= 4 (P = 0.668), F= 0%

Testfor averall effect Z=1.03 (P =0.30)

1.35.2 Multi-dose

Leer 1969 12 148 15 149 5.1% -0.02 [-0.08, 0.05] b
Sumboonnanonda 1997 ] 14 4 18 0.5% -0.22 [-0.43,-0.01] R —
Subtotal (95% CI) 162 167 5.6% -0.09 [-0.29, 0.10] ——aai——
Total events 12 19

Heterogeneity, Tau*= 0.01; Chi®= 322 df=1 (P =007}, F= 649%

Testfor overall effect Z=0.97 (P =0.33)

Total {95% CI) 955 928 100.0% -0.01 [-0.02, 0.01] 4
Total events 18 28

Heterogeneity: Tau®= 0.00; Chi®= 9.51, df=6 (P =0.15) F= 37% D: . 1 525 ) 0 525 DIS

Testfor averall effect Z=0.99 (P =032

A ) Favours systemic Favours placebo
Testfor subgroup differences: Chi®= 0,86, df=1 {F=0.38), F=0%
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Lung/trachea (by dose) — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
1.36.1 Single dose
Bjornson 2004 3 358 4 361 16.3% 075017, 3.34] . E—
Corneli 2007 0 305 1 285 2.4% 0.13[0.00, 6.60]
Gill 2017 1 22 il ] 1.4% 3.41[0.02, 530.01]
Super 19849 2 18 1 15 B.6%  1.68[016 17.61] e
Teeratakulpisarm 2007 0 a9 3 a5 7.0% 0.13[0.01,1.23] - T
Subtotal {95% CI) 793 761  33.7% 0.57 [0.20, 1.62] B
Total events 4 ]
Heterogeneity: Chif= 367, di=4 (P=0.49), F=0%
Testfor overall effect: Z=1.04 (F=0.29)
1.36.2 Multi-dose
Leer 1969 12 148 15 149 AB.0% 0.79[0.36,1.74]
Sumboonnanonda 1997 0 14 4 18 3.4% 0.14[002,1.12]
Subtotal {95% CI) 162 167 66.3% 0.63 [0.30, 1.33]
Total events 12 14
Heterogeneity: Chif=2.33,df=1 (P=013); F=487%
Testfor overall effect Z=1.21 (F=0.23)
Total (95% CI) 955 928 100.0% 0.61 [0.34,1.12] 4

Total ewents 14

28

Heterogeneity: ChiF=6.02, di=6 (P=042; F=0%

0.002 0.1 10 500

Testfor overall effect Z=159F=011) Favours systemic Favours placebo
Testfor subgroup differences: Chi®= 002, df=1 (F=088), F=0%
Lung/trachea (by condition)
Systemic Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.37.1 Bronchiolitis
Carneli 2007 0 305 1 285 46.0% -0.00 [-0.01, 0.01]
Leer 1969 12 148 15 149 a1% -0.02 [-0.08, 0.048] T
Teeratakulpisam 2007 ] a9 3 a5 9.9% -0.04 [-0.08, 0.01] —
Subtotal (95% CI) 542 529 61.0% -0.02 [-0.05, 0.02] . 3
Total events 12 19
Heterogeneity, Tau*= 0.00; Chi*=518 df=2{(P=007), F=61%
Testfor overall effect Z=0.88 (P =0.38)
1.37.2 Croup
Bjornson 2004 3 359 4 361 3T4% -0.00 [-0.02, 0.01] [ ]
Gill 2017 1 22 0 5 0.4% 0.05[-0.20,0.29]
Sumboonnanonda 1997 0 14 4 18 0.5% -0.22 [[0.43,-0.01]
Super 1989 2 18 1 18 0.6% 0.04[-0.15,0.24] ]
Subtotal (95% CI) 413 399 30.0% -0.02 [-0.12, 0.07] o
Total events g ]
Heterogeneity, Tau*= 0.00; Chi*=5.01, df=3{(P=017), F= 40%
Testfor overall effect 2= 0.44 (P = 0.66)
Total {95% CI) 955 928 100.0% -0.01 [-0.02, 0.01] 4
Total events 18 28
Heterogeneity: Tau®= 0.00; Chi*= 951, df=6{F=0148); F=37% -iJ.S -D.'25 b D.'25 D.'S

Testfor averall effect Z=0.99 (P =032

Testfor subgroup diferences: Chif=0.01, df=1{F=091), F=0%

Favours systemic Favours placebo
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Lung/trachea (by condition) — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
1.38.1 Bronchiolitis
Comeli 2007 0 305 1 2485 2.4% 0.13[0.00, 6.60]
Leer 1969 12 148 15 149 458.0% 0.79[0.36,1.74]
Teeratakulpisarn 2007 ] a9 3 a5 7.0% 0.13[0.01,1.23]
Subtotal {95% CI) 542 529  67.3% 0.61 [0.29, 1.28]
Total ewents 12 149

Heterogeneity: Chi®= 2.84, df= 2 (P =0.24) F=30%
Testfor overall effect Z=1.31 {F =013

1.38.2 Croup

Ejornsan 2004 3 34849 4 361 16.3% 0.75[017, 3.34] )

Gill 2017 1 22 il ] 1.4% 3.41[0.02, 530.01]

Sumboonnanonda 1997 0 14 4 18 3.4% 0.14[002,1.12] — 7

Super 19849 2 18 1 15 B.6%  1.68[016 17.61] N R —
Subtotal {95% CI) 413 309 32.7% 0.61 [0.21, 1.76] -l

Total events 4 ]

Heterogeneity: ChifF=318,di=3(P=0.37), F=6%

Test for overall effect: 2= 0.91 (F = 0.36)

Total (95% CI) 955 928 100.0% 0.61 [0.34,1.12] <

Total ewents 14 23

Heterogeneity: Chi*=6.02, dfi= B (P =0.42); F=0% 6.002 0?1 150 506

Testfor overall effect Z=159F=011)

A - Favours systemic Favours placebo
Testfor subgroup differences: Chi®= 0,00, df=1 (F=1.00), F=0%

URT
Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bjomson 2004 0 359 0 261 947% 0.00 [-0.01, 0.01]
Daughjerg 19493 ] Kl 0 27 0.7% 0.00 [-0.07, 0.07] S E—
Gill 2017 1 22 ] ] 0.0% 0.05 [-0.20, 0.24] +
Johnson 1998 0 47 0 449 1.8% 0.00 [-0.04, 0.04] -
Klagsen 1998 0 G4 1 [414] 1.6% -0.02 [-0.06, 0.03] T
Leer 1969 g 148 B 149 1.2% 0.01 [-0.03, 0.08] I
Total (95% CI) 671 656 100.0% -0.00[-0.01, 0.01] 1
Total events 9 7
Heterogeneity: Tau®=0.00; Chi®=1.65, df= 9P =089, F=0% t

.02 -0 0 01 0.2

Testfor overall effect: Z=0.02 (F=0.98) Favours systemic Favours placebo

URT — Peto
Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fuvents Total Fvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Bjornson 2004 0 3254 0 261 Mot estimable
Draughjerg 1993 I} K3 1] 27 Mot estimakle
Gill 2017 1 22 0 5 40% 3.41[0.02 53001]
Johnson 1998 il a7 ] 45 Mot estimable
Klassen 1998 i fd 1 65 B.7% 0.14 [0.00, 6.93]
Leer 1869 g 148 f 149 B89.3% 1.36[0.47, 3.96]
Total (95% CI) 671 656 100.0% 1.21[0.44, 3.33]
Total events g 7
Heterogeneity: Chi®=1.39, df=2 (P =050}, F=0% 001 0 10 1000

Testfor overall effect Z=037 (P=0.71) Favours systemic Favours placeho
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URT (by dose)

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.41.1 Single Dose i
Bjornson 2004 0 359 0 361 947% 0.00 [-0.01, 0.01]
Gill 2017 1 22 ] ] 0.0% 0.05 [-0.20, 0.24] +
Johnson 1998 0 47 0 449 1.8% 0.00 [-0.04, 0.04] -
Klagsen 1998 0 G4 1 [414] 1.6% -0.02 [-0.06, 0.03] T
Subtotal (95% CI) 492 480 98.1% -0.00 [-0.01, 0.01] {
Total events 1 1

Heterogeneity: Tau®=0.00; Chi*=0.80, df=3{P=0.82), F=0%
Testfor overall effect Z=0.08 (F=0.93)

1.41.2 Multi-Dose

Daughjerg 1993 Il M 0 27 0.7% 0.00 -0.07, 0.07] . E—
Leer 19649 8 148 6 149 1.2% 0.01 [-0.03, 0.08] T
Subtotal (95% Cly 179 176 1.9% 0.01 [-0.03, 0.05] .
Total events g 4

Heterogeneity: Tau*=0.00; Chi*=013, df =1 (FP=0.72), F=0%
Testfor overall effect, 2= 045 (P = 0.69)

Total (95% Cl) 671 656 100.0% -0.00[-0.01, D.01] [
Total events 9 7

Heterogeneity: Tau®=0.00; Chi*=1 .65, df=48{FP=089; F=0%
Testfor overall effect, Z=002 (P =0.93)

Testfor subgroup differences: Chif=0.21, df =1 (P= 065, F=0%

| 1 1
-0.2 -0 ] 0.1 nz
Fawaurs systemic  Favours placebo

URT (by dose) — Peto

Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fuvents Total Fvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
1.42.1 Single Dose
Bjornson 2004 (I 11 0 361 Mot estimable
Gill 2017 1 22 0 5 40% 3.41[0.02 53001]
Johnsan 19498 i 47 0 44 Mot estimable
Klassen 1998 i fd 1 65 B.7% 0.14[0.00, 6.93]
Subtotal (95% Cl) 192 480 10.7% 046 [0.02, 10.18] ——e———
Total events 1 1

Heterogeneity: Chi®= 097, df=1 {P=0232),F=0%
Testfor overall effect £=0.49 (F=0.62)

1.42.2 Multi-Dose

Daughjerg 1943 i kil 0 27 Mot estimable

Leer 1060 B 148 B 140 803%  1.35[0.47, 2.08] 1
Subtotal (95% Clj 170 176 803%  1.36 [0.47, 3.06]

Total events g fi

Heterogeneity: Mot applicable
Testfor overall effect £=0.96 (F=0.93)

Total (95% CI) 671 656 100.0% 1.21[0.44, 3.33] -
Total events q 7

Heterogeneity, Chif=1.39, di= 2 (P=0490); F=0%

Testfor overall effect F=0.37 (FP=0.71)

Testfar subgroup differences: Chif= 042, df=1{F =052, F=0%

0.002 0.1 10 500
Favours systemic  Favours placeho
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URT (by condition)

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Bvents Total Fuents Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.43.1 Bronchiolitis
Leer 159649 8 148 B 1449 1.2% 0.01 [-0.03, 0.08] -
Subtotal (95% Cl) 148 149 1.2% 0.01 [-0.03, 0.06] il
Total events 8 A
Heterogeneity: Mot applicahle
Testfor overall effect, 2= 0456 (P =0.93)
1.43.2 Croup
Bjornson 2004 0 359 0 361 947% 0.00 [-0.01, 0.01] .
Gill 2017 1 22 ] ] 0.0% 0.05 [-0.20, 0.24] +
Johnson 1998 0 47 0 49 1.8% 0.00 [-0.04, 0.04] -1
Klassen 1998 ] G4 1 |i14] 1.6% -0.02 [-0.06, 0.03] T
Subtotal (95% CI) 492 480 98.1% -0.00[-0.01, 0.01] {
Total events 1 1
Heterogeneity: Tau®=0.00; Chi®*=0.80, df= 3 {P=0.89), F=0%
Testfor overall effect Z=0.08 (F=0.93)
1.43.3 Wheeze
Daughjerg 1993 ] il 0 27 0.7% 0.00 [-0.07, 0.07] I —
Subtotal (95% CI) K| 27 0.7% 0.00 [-0.07, 0.07] -
Total events ] 0
Heterogeneity: Mot applicahle
Testfor overall effect Z=000{F =1.00)
Total (95% CIy 671 656 100.0% -0.00 [-0.01, 0.01] {
Total events 9 7
Heterogeneity: Tau®=0.00; Chi®=1.65, df= 9P =089, F=0% e o1 g o 0=

Testfor overall effect: Z=0.02 (F=0.98)

Testfor subdgroup differences: Chi*= 032, df= 2P =085, F=0%

Fawours systemic  Favours placebo
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URT (by condition) — Peto

Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fuents Total Fuents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
1.44.1 Bronchiolitis
Leer 19649 g 148 6 149 89.3% 1.36 [0.47, 3.96]
Subtotal (95% CI) 148 149  89.3% 1.36 [0.47, 3.96]
Total events a A
Heterogeneity: Mot applicahle
Testfor overall effect: £ = 0.496 (F =093
1.44.2 Croup
Bjornson 2004 (I 11 0 361 Mot estimable
Gill 2017 1 22 0 5 40% 3.41[0.02 53001]
Johnsan 19498 i 47 0 44 Mot estimable
Klassen 1998 i fd 1 65 B.7% 0.14[0.00, 6.93]
Subtotal (95% Cl) 192 480 10.7% 046 [0.02, 10.18] ——en——
Total events 1
Heterogeneity: Chi®= 097, df=1 {P=0232);, F=0%
Testfor overall effect £=0.49 (F=0.62)
1.44.3 Wheeze
Daughjerg 1993 i M 0 a7 Mot estimable
Subtotal (95% Cl) )| 27 Hot estimable
Total events i 0
Heterogeneity: Mot applicable
Testfor overall effect; Mot applicable
Total (95% CI) 671 656 100.0% 1.21[0.44, 3.33] L
Total events q 7

T P - - . 1 1 1 1
Heterogeneity: Chi = 138, di=2 (P=050)F=0% IZITEIEIE Df1 1-0 SEiIZI
Testfor overall effect F=0.37 (FP=0.71) Favours systemic Favours placeho
Testfar subgroup differences: Chif= 042, df=1{F =052, F=0%
Voice complaints

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Euvents Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Daughjerg 1993 0 31 i 27 100.0% 0.00 [-0.07, 0.07]
Total (95% CI) 31 27 100.0% 0.00 [-0.07, 0.07]
Total events a a
Heterogenemr:Nntapplmahle nE o b 0 0=
Testfor overall effect Z=0.00 (P =1.00) Favaurs systernic Favours placeho

Voice complaints — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Daughjerg 1883 i} 3 i 27 Mot estimakile
Total (95% CI) )| 27 Hot estimable
Total events ] 0
Heterogeneity: Mot applicable 10z 05 3 : 10

Test for overall effect. Mot applicable

Fawours systemic  Favours placebo
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SYSTEMIC vs. PLACEBO - GlI

Gl bleeding

Study or Subgroup

Risk Difference
M-H, Random, 95% CI

Bjornsan 2004
Buckingham 2002
Corneli 2007
Johnsan 1998

Flint 2009

Flint 2003

Foozevelt 1996
Teeratakulpisarn 2007

Total (95% Cly
Total events

Systemic Placeho Risk Difference
Events Total BEvents Total Weight M-H, Random, 95% Cl
o 359 0 361 66.0% 0.00 [-0.01, 0.01]
I 22 0 19 0.2% 0.00 [-0.08, 0.09]
o 305 0 245 3849% 0.00 [-0.01, 0.01]
a 47 0 49 1.0% 0.00 [-0.04, 0.04]
17 200 14 1949 0.6% 0.01 [-0.04, 0.07]
12 200 16 201 0.7% -0.02 [0.07, 0.03]
I G5 0 53 1.5% 0.00 [-0.03, 0.03]
2 g9 1 a5 1.1% 0.01 [-0.03, 0.04]
1287 1262 100.0% 0.00 [-0.00, 0.00]
3 3

Heterogeneity: Tau®= 0.00; Chi*=1.20, di= 7 (P=099), F= 0%

028 0 0.25 05

Test for overall effect: 2= 0.04 (P = 0.497) 05 Favours systermic Favaurs placebo
Gl bleeding — Peto
Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Fvents Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Bjornsan 2004 o 354 o 361 Mot estimable
Buckingham 2002 0 22 0 19 Mot estimable
Corneli 2007 o 303 0 2945 Mot estimable
Johnson 1598 1} 47 1} 49 Mot estimable
Plint 2009 17 200 14 199 496% 1.23[0.59, 2.55] —i—
Plint 2009 12 200 16 201 4523% 0.74[0.24,1.549] ——
Foosevelt 1996 1} [34] 1} a3 Mot estimable
Teeratakulpisarn 2007 2 a9 1 85 a1% 1.87[0.18,18.27]
Total (95% Cly 1287 1262 100.0% 1.00 [D.60, 1.67] -
Total events M N
Heterngeneity, Chif=1.18, df= 2 (P = 0.55); F= 0% 0 IIJS D=2 :l;, 2ID

Testfor overall effect: £=0.01 (P = 0.8&)

Favaurs systemic  Fawaurs placebo
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Gl bleeding (by dose)

Systemic Placeho Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.3.1 Single Dose
Ejornson 2004 0 358 0 361 56.0% 0.00 [-0.01, 0.01]
Carneli 2007 o 305 0 245 3849% 0.00 [-0.01, 0.01]
Johnsan 1998 a 47 0 49 1.0% 0.00 [-0.04, 0.04] E —
Teeratakulpisarn 2007 2 a9 1 a5 1.1% 0.01 [-0.03, 0.04] B
Subtotal (95% Cl) 800 700 97.0% 0.00 [-D.00, 0.00] L
Total events 2 1

Heterogeneity: Tau®=0.00; Chi*= 054, df= 3 (P=091), F=0%
Test for averall effect: 2= 0.06 (F = 0.95)

1.3.2 Multi-Dose

Buckingham 2002 I 22 0 19 0.2% 0.00 [-0.08, 0.09]

Flint 2009 17 200 14 1949 0.6% 0.01 [-0.04, 0.07] B —
Flint 2003 12 200 16 201 0.7% -0.02 [F0.07, 0.03] e
Roosevelt 1996 1] &) 0 53 1.68% 0.00 [-0.03, 0.03] — 1
Subtotal (05% Cl) 487 472 3.0% -0.00 [-0.02, D.02] -

Total events 24 a0

Heterogeneity: Tau®=0.00; Chi*= 088, df= 3 (FP=083), F=0%
Test far overall effect: Z= 012 (P=0.91)

Total (95% Cl) 1287 1262 100.0% 0.00 [-D.00, D.00] [
Total events N N

Heterogeneity: Tau®= 0.00; Chi*=1.20, df= 7 (F=099), F=0%
Test far overall effect: Z= 0.04 (P = 0.497)

Test for subgroun differences: Chif= 002, df=1 (P=080), F=0%

-0 005 0 005 01
Favours systemic  Favours placebo

Gl bleeding (by dose) — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
1.4.1 Single Dose
Bjornson 2004 0 354 o 361 Mot estimable
Carneli 2007 o 305 o 295 Mot estimahle
Johnson 1998 1] 47 1] 49 Mot estimahle
Teeratakulpisarn 2007 2 a9 1 85 1%  1.87[0.19,18.27]
Subtotal {95% CI) 800 790 51%  1.87[0.19, 18.27] — e
Total events 2 1

Heterageneity: Mot applicahle
Testfor overall effect: £=0.54 (P = 0.54)

1.4.2 Multi-Dose

Buckingham 2002 I} 22 I} 14 kot estimahble

Plint 2004 17 200 14 199 496% 1.23[0.59, 2.55] ——
Plint 2009 12 200 16 201 4523% 0.74[0.24,1.549] —i—
Roaosevelt 1956 a 65 a a3 Mot estimahle

Subtotal {95% CIy 487 472 04.0% 0.96 [0.57, 1.64] e 3
Total events 29 a0

Heterageneity, Chi®= 0,87, df=1 (P =033}, F= 0%
Testfor overall effect Z=014 (P =0.88)

Total (95% Cl) 1287 1262 100.0% 1.00 [0.60, 1.67] L 3
Total events Kl 3

Heterageneity, Chi®=1.18 df= 2 {(F =059}, F= 0%

Testfor overall effect: Z=0.01 (P = 0.54)

Testfor subgroup differences: Chif=0.31,df=1 (P=0.58), F=0%

002 01 10 50
Favours systemic Fawours placebo
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Gl bleeding (by condition)

Systemic Placeho Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.5.1 Bronchiolitis
Buckingham 2002 I 22 0 19 0.2% 0.00 [-0.08, 0.09]
Carneli 2007 o 305 0 245 3849% 0.00 [-0.01, 0.01] »
Flint 2003 200 14 1949 0.6% 0.01 [-0.04, 0.07] ]
Flint 2009 200 16 201 0.7% -0.02 [F0.07, 0.03] I
Roosevelt 1996 a 4141 0 a3 1.9% 0.00 [-0.03, 0.03] T
Teeratakulpisarn 2007 2 a9 1 as 1.1% 0.01 [-0.03, 0.05] i —
Subtotal (95% CI) 881 852 43.0% 0.00 [-0.01, 0.01] L ]
Total events 3 3

Heterogeneity: Tau®=0.00; Chi*=1.20, df= 5 (FP=098), F=0%

Test for averall effect: £= 0.06 (F = 0.95)

1.5.2 Croup

Ejornsaon 2004 o 359 o 361
Johnson 1598 1} ar a L]
Subtotal (05% Cl) 406 410
Total events 1} a

56.0%
1.0%
57.0%

Heterogeneity: Tau®= 0.00; Chi*= 0,00, df=1{F=1.00); F=0%

Test far owverall effect: Z= 0.00 (P =1.00)

0.00 [-0.01, 0.01]
0.00 [-0.04, 0.04]
0.00 [-0.01, 0.01]

Total (95% Cl) 1287 1262 100.0% 0.00 [-D.00, D.00] [
Total events N N
Heterogeneity: Tau®= 0.00; Chi®=1.20, df= 7 (P = 0.99); F= 0% —IEI 2 —EII1 5 IZII1 0 25
Test far overall effect: Z= 0.04 (P = 0.497) ' Fa\tuufs systernic Favours plécebu '
Testfor suboroun differences: Chif= 000 df=1(P=0497) F=0%
Gl bleeding (by condition) - Peto
Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
1.6.1 Bronchiolitis
Buckingham 2002 0 22 0 149 Mot estimable
Carneli 2007 o 305 o 295 Mot estimahle
Plint 2009 17 200 14 185 496% 1.23[0.59, 2.55] — i
Plint 2004 12 200 16 201 452% 0.74[0.34, 1.54] —
Roosevelt 1996 a 65 a a3 Mot estimahle
Teeratakulpisarn 2007 2 ] 1 4] a1%  1.87[019,18.27]
Subtotal {95% CIy 881 852 100.0% 1.00 [D.60, 1.67] -
Total events M N
Heterogeneity, Chi®=1.18, df= 2 (F=0.459), F= 1%
Testfor overall effect: £=0.01 (P = 0.8&)
1.6.2 Croup
Bjornsan 2004 o 354 o 361 Mot estimable
Johnson 1998 a 47 a 49 Mot estimahle
Subtotal {95% CIy 406 410 Mot estimable
Total events 1} 1}
Heterageneity, Mot applicahle
Testfor overall effect: Mot applicahle
Total (95% Cl) 1287 1262 100.0% 1.00 [0.60, 1.67] e
Total events Kl 3
Heterageneity, Chi®=1.18 df= 2 {(F =059}, F= 0% 0hs 0 : -

Testfor overall effect: Z=0.01 (P = 0.54)
Testfor subgroup differences: Mot applicable

Favours systemic Fawours placebo
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Vomiting

Systemic Placebo Risk Difference Risk Difference

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bjomson 2004 3 34809 4 ZB1 19.7% -0.00 [-0.02, 0.01] *
Connett 1994 1 18 4 15 0.1% -0.21 [-0.46, 0.04]
Connett 1994 0 14 1 18 0.2% -0.06 [-0.19, 0.08] —
Corneli 2007 17 304 14 2495 3.2% 0.01 [-0.03, 0.04] .
Csonka 2003 9 113 4 117 1.1% 0.05[-0.01, 0.11] T
Kuyucu 2004 0 23 0 11 0.3% 0.00[-0.13,0.13] S
Kuyucu 2004 ] 23 0 12 0.3% 000012, 0132] s
Fanickar 2009 1 343 0 244 B26% 0.00 [-0.01, 0.01] [ |
Flint 2009 2 200 4 189 T1% -0.01 [-0.03, 0.01] -
Flint 2009 5 200 320 5.4% 0.01 [-0.02, 0.04] T
Total (95% Cl) 1603 1573 100.0% 0.00 [-D.00, D.01]
Total events 38 34

e 2 — - 2= —_ - R = ] ] 1 1
Heterogeneity: Tau®=0.00; Chi*=7 45, df=9{P=049); F=0% -D'.2 -D'.1 5 D:1 D:E

Testfor overall effect 2= 041 (P = 0.61)

Vomiting — Peto

Fawaurs systemic  Fawour

s placeho

Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fuvents Total Fvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Bjarnson 2004 3 384 4 361 101% Q7a[0.17, 3.34]
Connett 1994 1 18 4 15 6.3% 0.20[0.03,1.34] r
Connett 1994 i 18 1 18 1.5% 0.13[0.00, 6.46]
Corneli 2007 17 305 14 285 428% 1.18[0.57, 2.44] ——
Csonka 2003 9 113 4 117 17.9% 2,34 [0.78, 7.14] T
Kuyucu 2004 i} 23 i 11 Mot estimakle
Kuyueu 2004 i 23 0 12 Mot estimable
Panickar 2009 1 343 0 344 1.5% 741015 373.47]
Plint 2009 2 200 4 1494 3.6% 0.81[0.10, 2.54] 1
Plint 2009 a 200 30201 11.4% 1.67 [0.41,677] [ e —
Total (95% CI) 1603 1573 100.0% 1.10 [0.69, 1.76] <P
Total events 38 34
Heterogeneity: Chi*= 843 df =7 (P=030),F=17% o0z o 10 00

Testfor overall effect Z=0.39 (P = 0.69)

Fawours systemic  Favours placebo
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Vomiting (by dose)

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.9.1 Single Dose
Bjornson 2004 3 358 4 361 197% -0.00 [-0.02, 0.01] b
Connett 1994 1 18 4 14 0.1% -0.21 [0.46, 0.04]
Connett 1994 0 149 1 18 0.2% -0.06 [-0.149, 0.08] . —
Corneli 2007 17 304 14 2495 3.2% 0.01 [-0.03, 0.04] .
Kuyucu 2004 0 23 0 11 0.3% 0.00[-0.13,0.13] 1T
Kuyucu 2004 ] 23 0 12 0.3% 000012, 0132] . E—
Subtotal (95% Cl) a7 12 23.8% -0.00[-0.02, 0.01] L
Total events 1 23

Heterogeneity: Tau®=0.00; Chi®*=3.73, df= 9P =089, F=0%
Testfor overall effect, Z=033(FP=0.74)

1.9.2 Multi-Dose

Csonka 2003 9 113 4 117 11% 0.05 -0.01, 0.11] T
Fanickar 2009 1 343 0 344 B2E6% 0.00 -0.01, 0.01] [ |
Plint 2008 2 200 4 189 T1% -0.01 [-0.03, 0.01] -r
Flint 2008 a 200 32 5.4% 0.01 [-0.02, 0.04] T
Subtotal (95% Cly 856 861 76.2% 0.00[-0.01, 0.02] L ]
Total events 17 11

Heterogeneity: Tau®=0.00; Chi®*=4.76, df= 3 {P=019); F=37%
Testfor overall effect Z=049 (P =063)

Total (95% Cly 1603 1573 100.0% 0.00[-0.00, 0.01]
Total events 38 34

Heterogeneity: Tau = 0.00; Chi*=7.45, df=9(P=0459), F=0% 5 75 g 05s o
Testfor overall effect: Z= 0451 (P =0.61) Favours systemic Favours placebo
Testfor subdgroup differences: Chi*=0.34, df=1 (P =0.56), F= 0%

[

Vomiting (by dose) — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
1.10.1 Single Dose
Bjarnson 2004 3 384 4 361 101% O7a[017, 3.34] I —
Connett 1994 1 18 4 15 B.3% 0.20[0.03,1.34] e —
Connett 1994 i 19 1 18 1.5% 0.13[0.00, 6.46]
Corneli 2007 17 305 14 285 428% 1.18[0.57, 2.44] ——
Kuyueu 2004 i 23 0 11 Mot estimable
Kuyucy 2004 I} 23 1] 12 Mot estimable
Subtotal (95% Cl) a7 712 60.6% 0.87 [0.47, 1.59] <
Total events 21 23

Heterogeneity: Chi®= 3.94 df=3 (P =027}, F=24%
Testfor overall effect £=0.46 (P = 0.64)

1.10.2 Multi-Dose

Csonka 2003 9 113 4 117 17.9% 2,34 [0.78, 7.14] T
Panickar 2009 1 343 0 344 1.8% 741015, 373.47]

Plint 2009 2 200 4 1494 3.6% 0.81[0.10, 2.54] I R
Plint 2009 a 200 30201 11.4% 1.67 [0.41,677] I
Subtotal (95% Cl) 856 861 39.4% 1.58 [0.75, 3.36] *
Total events 17 11

Heterageneity: Chi®= 299, df=3 (F=0239); F= 0%
Testfar overall effect Z=1.20(F=023)

Total (95% CI) 1603 1573 100.0% 1.10 [0.69, 1.76] <P
Total events 38 34

Heterogeneity: Chi*= 843 df=7 (P=030);F=17%

Testfor overall effect £=0.39 (P = 0.59)

Testfor subgroun differences; Chi*=1.49, df=1 (P =022, F=33.0%

0.005 0.1 10 200
Fawours systemic  Favours placebo
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Vomiting (by condition)

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Bvents Total Fuents Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.11.1 Asthma
Connett 1994 1 18 4 15 0.1% -0.21 [-0.46, 0.04]
Connett 1994 0 14 1 18 0.2% -0.06 [-0.19, 0.08] —_— T
Subtotal (95% Cl) 37 33 0.3% -0.11 [-0.27, D.06] —enii—
Total events 1 ]

Heterogeneity, Tau®=0.01; Chi*=1.48, di=1{P=0.22), F=33%
Testfor overall effect Z=128{FP =020

1.11.2 Bronchiolitis

Carneli 2007 17 304 14 294 32% 0.01 [-0.03, 0.04] T
kuyucu 2004 0 23 0 11 0.3% 0.000.13,0.13] S
kuycu 2004 Il 23 0 12 0.3% 0.00 012, 012] I —
Flint 2008 2200 4 189 T1% -0.01 [-0.03, 0.01] -r
Plint 2008 5 200 3 2m 5.4% 0.01 [-0.02, 0.04] T
Subtotal (95% Cly 751 718 16.3% 0.00[-0.02,0.02]

Total events 24 21

Heteraogeneity: Tau®=0.00; Chi*=1.484, df= 4 {P=082) F=0%
Testfor overall effect, 2= 007 (P =0.94)

1.11.3 Croup

Bjornson 2004 3 3458 4 361 197% -0.00 [-0.02, 0.01] -
Subtotal (95% Cly 350 361 19.7% -0.00 [-0.02, 0.01] 4+
Total events 3 4

Heteraogeneity: Mot applicahle
Testfor overall effect, Z=037 (P=0.71)

1.11.4 Wheeze

Ceonka 2003 9 113 4 17 11% 0.05 [-0.01, 0.11] T
Fanickar 2009 1 343 0 344 F2E6% 0.00 -0.01, 0.01] =
Subtotal (95% Cly 156G 461 63.8% 0.02 [-0.06, 0.11]

Total events 10 4

Heterogeneity: Tau®=0.00; Chi®=7.86, df=1{P=0.009); F=87%
Testfor overall effect Z=040(F=0.61)

Total (95% Cly 1603 1573 100.0% 0.00[-0.00, 0.01]
Total events 38 34

Heterogeneity: Tau®=0.00; Chi®*=7.45, df= 3P =059, F=0%

Testfor overall effect: Z= 0451 (P =0.61)

Testfor subdgroup differences: Chi*=1.99, df= 3P =058, F= 0%

-05 -0.25 0 0.25 0.5
Fawours systemic  Favours placebo
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Vomiting (by condition) — Peto

Systemic Placeho
Study or Subgroup  Fuents Total Fuents Total

Peto Odds Ratio

Weight Peto, Fixed, 95% CI

Peto Odds Ratio
Peto, Fized, 95% CI

1.12.1 Asthma

Connett 1994 1 18 4 15
Connett 1994 i 18 1 18
Subtotal (95% Cl) 37 33
Total events 1 ]

Heterageneity: Chi*=004, df=1(F=0283);F=0%
Testfar overall effect Z=1.94 (P =0.05)

1.12.2 Bronchiolitis

Corneli 2007 17 305 14 2485
Kuyucu 2004 i 23 0 11
Kuyucy 2004 I} 23 1] 12
Plint 2009 2200 4 1499
Plint 2009 5 200 3 M
Subtotal (95% CI) 751 718
Total events 24 21

Heterageneity: Chi*=127, df=2{(FP=0483);F=0%
Testfor overall effect Z=038 (P=071)

1.12.3 Croup

Bjornson 2004 3 354 4 361
Subtotal (95% Cl) 359 361
Total events 3 4

Heterageneity: Mot applicahle
Testfar overall effect Z=037 (P=0.71)

1.12.4 Wheeze

Csanka 2003 8 113 4 117
Panickar 2009 1 343 0 344
Subtotal (95% Cl) 156 461
Total events 10 4

Heterogeneity: Chi®= 031, df=1 {P=058), F=0%
Testfor overall effect. £=1.71 (P =0.09)

Total (95% CI) 1603 1573
Total events kL] 34
Heterogeneity, Chif=8.43, di=7(P=030); F=17%
Testfor overall effect: £=0.39 (F = 0.69)

6.3%
1.5%
7.8%

42.8%

9.6%
11.4%
62.8%

10.1%
10.1%

17.9%

1.5%
19.3%

100.0%

0.20[0.03, 1.34]
013 [0.00, 5.46)
0.19 [0.03, 1.02]

1.18[0.57, 2.44]
Mot estimable
Mot estimable

041 [0.10, 2.54]

1.67 [0.41,677]

1.12 [0.62, 2.04]

075017, 3.34)
0.75 [0.17, 3.34]

2.34 [0.76, 7.14]

741014, 373.47]
2.55[0.87, 7.46]

1.10 [0.69, 1.76]

Testfor subgroup differences: Chi*=6.80, df= 3 (P =008, F=559%

Abdominal pain

Fs

—e

*

-

0.05

1
0.2 5 20
Favours systemic  Favours placeho

Systemic Placeho Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bjornson 2004 1 359 1 361 100.0% 0.00 [-0.01, 0.01]
Total (95% CI) 350 361 100.0% 0.00 [-0.01, 0.01]
Total events 1 1

Heterogeneity; Mot applicable
Testfor overall effect Z=0.00 (P =1.00)

-0.5 0 0.5 1
Favours systemic Favours placebo

Supplement 6 - Page 19 of 71



Abdominal pain — Peto

Systemic Placebho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Pvents Total Fvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI

Heterageneity: Mot applicable 'IZI 01
Test for overall effect Z=0.00(F =1.00) ’

Bjornsan 2004 1 384 1 361 100.0% 1.01 [0.08, 16.11]
Total (95% CI) 359 361 400.0%  1.01 [D.06, 16.11]
Total events 1 1
01 1 10 100

Favours systemic  Favours placeho

Diarrhea
Systemic Placeho Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Csanka 2003 B 113 B 117 34.4% 0.00 [-0.08, 0.08]

Lin 1991 1 52 0 28 26.9% 0.02 [-0.05, 0.08]

Teeratakulpisarn 2007 3 a9 3 85 38T% -0.00 [-0.06, 0.05]

Total (95% Cl) 254 230 100.0% 0.01 [-0.03, 0.04]

Total events 10 g

Heterogeneity: Tau®= 0.00; Chi*= 026, df= 2 (P=088), F=0%

Test for overall effect Z= 0.30 (P = 0.76) 02 01 0 01 0.2

Favours systemic  Favours placeho

Diarrhea — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Fvents Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl

Csonka 2002 6 113 6 117 B29% 1.04[0.33, 3.31]

Lin 1951 1 a2 1] 28 A0% 466008, 283.63]
Teeratakulpisarn 2007 3 a9 3 85 321% 0.95[0.19, 4.84]
Total (95% Cly 254 230 100.0% 1.00 [0.43, 2.73]
Total events 10 q
Heterogeneity: Chif= 0.51, df= 2 (P = 0.77); F= 0% f t T f

Testfor overall effect: Z=013 (P = 0.86) 0.00% 01 1 1o 200

Favaurs systemic  Fawaurs placebo

Diarrhea (by dose)

Systemic Placebo Risk Difference Risk Difference
Studhy or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.17.1 Single Dose
Teeratakulpisarn 2007 3 g9 3 g5 3E.T% -0.00 [-0.06, 0.04]
Subtotal (05% Cl) 8o 85 38.7% -0.00 [-0.06, D.05]

Total events 3 3
Heterageneity: Mat applicahle
Test for overall effect: Z= 0.06 (P = 0.95)

1.17.2 Multi-Dose

Csonka 2003 B 113 B 117 34.4% 0.00 [-0.08, 0.08] %

Lin 1991 1 52 0 28 26.9% 0.02 [-0.05, 0.08]
Subtotal (95% CI) 165 145 61.3% 0.01 [-0.03, 0.05]
Total events T 3]

Heterogeneity: Tau®= 0.00; Chi*= 018, df=1 {P=067) F=0%
Test for overall effect: 2= 043 (P =0.67)

Total (95% Cly 254 230 100.0% 0.01[-0.03, 0.04] -
Total events 10 g

Heterogeneity: Tau®= 0.00; Chi*= 026, df= 2 (P=088), F=0% f f f }

. -0z -01 0 IN] nz
Test for overall effect: 2= 0.30 (F = 0.76) Favours systemic Favours placeha
Testfor suharoun diferences: Chif= 010, df=1 (P=078), F= 0%
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Diarrhea (by dose) — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Fvents Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
1.18.1 Single Dose
Teeratakulpisarn 2007 3 Fez] 3 85 321% 0.95[0.19, 4.84]
Subtotal {95% CIy 89 85 32.1% 0.95 [0.19, 4.84]
Total events 3 3
Heterageneity, Mot applicahle
Testfor overall effect: Z= 0.06 (P = 0.55)
1.18.2 Multi-Dose
Csonka 2003 B 113 B 117 B29% 1.04 [0.33, 3.31] —F—
Lin 1991 1 a2 1] 28 50% 466008, 283.63]
Subtotal {95% CIy 165 145 67.9% 1.16 [0.38, 3.54] 4‘-
Total events 7 G
Heteragenegity: Chi®= 048 df=1 (F=049); F= 0%
Testfor overall effect: £=0.26 (P = 0.80)
Total (95% Cly 254 230 100.0% 1.00 [0.43, 2.73] B
Total events 10 q
Heterogeneity: Chif= 0.51, df= 2 (P = 0.77); F= 0% ID 002 IZII1 150 SDIZi
Testfor overall effect: Z=013 (P = 0.86) ' Favaurs éystemic Favaurs placebo
Testfor suhgroup differences: Chif=0.04, df=1 (P = 0.85), F= 0%
Diarrhea (by condition)
Systemic Placeho Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.19.1 Bronchiolitis
Teeratakulpisarn 2007 3 a9 3 g5 38.7T% -0.00 [-0.06, 0.05]
Subtotal (95% CI) 89 85 38.7% -0.00 [-0.06, D.05]
Total events 3 3
Heterogeneity: Mot applicable
Test for averall effect: £= 0.06 (F = 0.95)
1.19.2 Wheeze
Csanka 2003 B 113 B 117 34.4% 0.00 [-0.08, 0.08]
Lin 1991 1 52 0 28 26.9% 0.02 [-0.05, 0.08] %
Subtotal (05% Cl) 165 145 61.3% 0.01 [-D.03, 0.05]
Total events T f
Heterogeneity: Tau®=0.00; Chi*= 018, df=1 {FP=067), F=0%
Test far overall effect: Z= 0,43 (P = 0.67)
Total (95% Cl) 254 230 100.0% 0.01 [-D.03, 0.04] B
Total events 10 q
Heterogeneity: Tau®= 0.00; Chi®= 0.26, df= 2 (P = 0.88); F= 0% —IEI.2 —EII.1 5 0?1 IZI.2=

Test far overall effect: Z= 0.30 (P = 0.76)

Test for subgroun differences: Chif= 010, df=1(P=075), F=0%

Favours systemic  Favours placebo
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Diarrhea (by condition) — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Fvents Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
1.20.1 Bronchiolitis
Teeratakulpisarn 2007 3 Fez] 3 85 321% 0.95[0.19, 4.84]
Subtotal {95% CIy 89 85 32.1% 0.95 [0.19, 4.84]
Total events 3 3
Heterageneity, Mot applicahle
Testfor overall effect: Z= 0.06 (P = 0.55)
1.20.2 Wheeze
Csonka 2003 B 113 B 117 B29% 1.04 [0.33, 3.31] —F—
Lin 1991 1 a2 1] 28 50% 466008, 283.63]
Subtotal {95% CIy 165 145 67.9% 1.16 [0.38, 3.54] 4‘-
Total events 7 G
Heteragenegity: Chi®= 048 df=1 (F=049); F= 0%
Testfor overall effect: £=0.26 (P = 0.80)
Total (95% Cly 254 230 100.0% 1.00 [0.43, 2.73] e
Total events 10 q
Heterogeneity: Chif= 0.51, df= 2 (P = 0.77); F= 0% DI 002 051 1IIZI SDIIZI

Testfor overall effect: Z=013 (P = 0.86)

Testfor suhgroup differences: Chif=0.04, df=1 (P = 0.85), F= 0%

Favaurs systemic  Fawaurs placebo
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SYSTEMIC vs. PLACEBO — CNS & Behaviour

Tremor/jitteriness

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CIl
Zonnett 1994 7 18 ] 15 0.3% 0.06 [-0.27, 0.39]
Connett 1994 2 18 2 18 0.8% -0.01 021, 0.18]
Goehel 2000 1 24 0 24 2T7% 0.04 [-0.07, 0.149] I E—
kuyucu 2004 0 23 0 11 1.9% 0.00 013, 0.13] . E—
kuyucu 2004 0 23 0 12 2232% 0.00 012, 0.12] [ E—
Lin 1991 3 A2 1 28 3.6% 0.02 -0.07,0.12] N
Flint 2008 4 200 4 199 411% -0.00 [-0.03, 0.03]
Plint 2008 5 200 20201 47 4% 0.02 -0.01, 0.04]
Total (95% Cly 550 508 100.0% 0.01 [-0.01, 0.03]
Total events 22 14
Heterogeneity; Tau= 0.00; Chi®=1.23, df= 7 (P = 0.99); F= 0% 6 5 _0525 3 2 55 D=5
Testfor overall effect Z=1.01 (F=0.31) ’ Fa\fau-rs systernic Favours piacebu ’
Tremor/jitteriness — Peto
Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Connett 1994 T 18 5 15  265.4% 1.26[0.31,513] —
Connett 1994 2 18 2 18 11.9% 094012, 7.31] —
Goehel 2000 1 24 0 24 33% 739015, 372.38)
Kuyucu 2004 i} 23 il 11 Mot estimakle
Kuyueu 2004 i 23 0 12 Mot estimable
Lin 1991 3 a2 1 28 11.4% 1.588[0.19,12.83] -
Plint 2009 4 200 4 199 256% 0.99[0.25, 4.03] —
Plint 2009 a 200 200201 22.4% 2.40([0.54,10.68) e
Total (95% CI) 550 508 100.0% 1.44 [0.71, 2.92] -
Total events 22 14
Heterageneity: Chif= 1.9, df= 5 (P = 0.90); F= 0% ij 002 051 150 SDIZi

Testfor overall effect Z=1.01 (P=0.31)

Fawours systemic  Favours placebo
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Tremor/jitteriness (by dose)

Systemic Placebo Risk Difference
Study or Subgroup  Bvents Total Fuents Total Weight M-H, Random, 95% Cl

Risk Difference
M-H, Random, 95% CI

1.49.1 Single Dose

Connett 1994 7 18 5 15 0.3% 0.06 [-0.27, 0.38]
Connett 1994 2 18 2 18 0.8% -0.01 021, 0.18]
kuyucu 2004 0 23 0 11 1.9% 0.00 013, 0.13]
kuyucu 2004 0 23 0 12 2232% 0.00 012, 0.12]
Subtotal (95% CIy 83 56 5.2% 0.00 [-0.08, 0.08]
Total events q 7

Heterogeneity Tau®=0.00; Chi*=0.17, df= 3{P=0.93), F=0%
Testfor overall effect: 7= 0.06 (P = 0.96)

1.49.2 Multi-Dose

Goehel 2000 1 24 0 24 27% 0.04 -0.07, 0.149]
Lin 199 3 a2 1 28 3.6% 0.02 F0.07, 0.12]
Flint 2008 4 200 4 189 411% -0.00 [-0.03, 0.03]
Flint 2008 5 200 20201 47 4% 0.02 -0.01, 0.04]
Subtotal (95% Cly 476 452  94.8% 0.01 [-0.01, 0.03]
Total events 13 7

Heterogeneity: Tau®=0.00; Chi*=1.07, df= 3 {P=073), F=0%
Testfor overall effect Z=1.03 P =0.31)

Total (95% Cly 550 508 100.0% 0.01 [-0.01, 0.03]
Total events 22 14

*

Heterogeneity: Tau®=0.00; Chi*=1.23, df=F{P=099; F=0%
Testfor overall effect Z=1.01 (P =0.31)
Testfor subgroup differences: Chif=0.03, df=1 (P =086, F=0%

Tremor/jitteriness (by dose) — Peto

Systemic Placeho Peto Odds Ratio
Study or Subgroup  Fuents Total Fuents Total Weight Peto, Fixed, 95% CI

1 | | 1
-02 -01 0 0102
Fawaurs systemic  Favours placebo

Peto Odds Ratio
Peto, Fized, 95% CI

1.50.1 Single Dose

Connett 1994 7 18 ] 15 268.4% 1.26[0.31,513]

Connett 1994 2 18 2 18 11.9% 084012 7.31] . E—
Kuyucu 2004 i 23 0 11 Mot estimable

Kuyucy 2004 I} 23 1] 12 Mot estimable

Subtotal (95% Cl) 83 A6  37.3% 1.15 [0.36, 3.66] e
Total events g 7

Heterogeneity: Chi®= 005, df=1 {(P=0282);, F=0%

Testfor overall effect £=0.24 (F=0.81)

1.50.2 Multi-Dose

Goehel 2000 1 24 0 24 33% 739015, 372.38)

Lin 1991 3 a2 1 28 11.4%  158[019,12.87) e
Plint 2009 4 200 4 199 256% 0.99[0.24, 4.03]

Plint 2009 a 200 220 224%  240[0.54, 1068 ?
Subtotal (95% Cl) 176 152  62.7% 1.65 [0.67, 4.02]

Total events 13 7

Heterogeneity: Chi®=1.31, df=3{P=073),F=0%

Testfor overall effect £=1.09(F=0.27)

Total (95% CI) 559 508 100.0% 1.44[0.71, 2.92] -

Total events 22 14

Heterogeneity ChiF=1.59, df= 5 (P = 0.90); F= 0% uu’us 011 1Iu 260

Testfor overall effect: £=1.01 (F =031
Testfar subgroup differences: Chif= 023, df=1{F=063), F=0%

Favours systemic  Favours placeho
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Tremor/jitteriness (by condition)

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Bvents Total Fuents Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.51.1 Asthma
Connett 1994 7 18 5 15 0.3% 0.06 [-0.27, 0.38]
Connett 1994 2 14 2 18 0.8% -0.01 [0.21,0.18]
Subtotal (95% Cl) 37 33 1.1% 0.01 [-0.16, 0.18] e
Total events 9 7

Heterogeneity, Tau®=0.00; Chi*=012, di=1{FP=073,F=0%

Testfor overall effect =012 (P =0.90)

1.51.2 Bronchiolitis

Goehel 2000 1 24 ] 24
ke 2004 0 23 a 11
kel 2004 0 23 i] 12
Plint 2009 4 200 4 199
Flint 2008 5 200 220
Subtotal (95% CI) 470 147
Total events 10 A

27%
1.9%
22%
41.1%
47.4%
95.4%

Heterogeneity: Tau®=0.00; Chi*=1.03, df=4 {P=091), F=0%

Testfor overall effect Z=093 (P =0.33)

1.51.3 Wheeze

Lin 1991 3 52 1 28 36%
Subtotal (95% CI) 52 28 3.6%
Total events 3 1

Heterogeneity: Mot applicahle

Test for overall effect 2= 046 (P = 0.64)

Total (95% CI) 559 508 100.0%
Total events 22 14

Heterogeneity: Tau®=0.00; Chi®=1.23, df= 7 {P =099 F=0%

Testfor overall effect Z=1.01 (F=0.31)

0.04 [-0.07, 0.15]
0.00 [0.13, 0.13]
0.00 [0.12, 0.12]
-0.00 [-0.03, 0.03]
0.02 [-0.01, 0.04]
0.01 [-0.01, 0.03]

0.02 [-0.07, 0.12]
0.02 [-0.07, 0.12]

0.01 [-0.01, 0.03]

Testfor subdgroup differences: Chi*=0.08, df= 2P =096, F= 0%

*

02 .01 0 01 02
Fawours systemic  Favours placebo
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Tremor/jitteriness (by condition) — Peto

Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fuents Total Fuents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
1.52.1 Asthma
Connett 1994 7 18 ] 15 268.4% 1.26[0.31,513]
Connett 1994 2 18 2 18 11.9% 084012 7.31]
Subtotal (95% Cl) 37 33 37.3% 1.15 [0.36, 3.66]
Total events g 7
Heterageneity: Chi*= 0048, df=1 {(F=0282);F=0%
Testfar overall effect Z=0.24 (F=0.81)
1.52.2 Bronchiolitis
Goehel 2000 1 24 0 24 33% T.39[015 372.38)
Kuyueu 2004 i 23 0 11 Mot estimable
Kuyucy 2004 I} 23 1] 12 Mot estimable
Plint 2009 4 200 4 199 256% 0.99[0.25, 4.03]
Plint 2009 a 200 200201 22.4% 2.40([0.54,10.68) ?
Subtotal (95% Cl) 470 447 51.3% 1.66 [0.62, 4.46]
Total events 10 4
Heterageneity: Chit=1.31, df=2 (P=0452); F=0%
Testfar overall effect Z=1.01 (F=0.31)
1.52.3 Wheeze
Lin 1991 3 a2 1 28 11.4% 1.88([0.19,12.83) I I —
Subtotal (95% Cl) 52 28 114%  1.58[0.19, 12.83] —eeggl———
Total events 3 1
Heterageneity: Mot applicahle
Testfor overall effect =043 (F=067)
Total (95% CI) 550 508 100.0% 1.44[0.71, 2.92] -
Total events 22 14
Heterageneity: Chif= 1.9, df= 5 (P = 0.90); F= 0% |=:| 002 051 150 5IZIIZ=I

Testfor overall effect Z=1.01 (P=0.31)

Testfor subgroun diferences; Chi*= 023, df= 2 (P =08, F=0%

Behaviour change

Fawours systemic  Favours placebo

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bjomson 2004 1 359 1 261 T0.0% 0.00 [-0.01, 0.01]
Csonka 2003 3 13 2 M7 1M10% 0.01 [-0.03, 0.05] e
Klagsen 1998 0 G4 ] 65 16.9% 0.00[-0.03, 0.03] —
Lin 1991 3 52 0 28 26% 0.06 [-0.02, 0.14]
Total (95% CIy 588 571 100.0% 0.00 [-0.01, 0.02] <P
Total events 7 3
Heterogeneity: Tau®=0.00; Chi®= 3.7, df= 3 {P=0.29), F=19% o1 -nos g ohs 01

Testfor overall effect Z=037 (P=0.71)

Fawours systemic  Favours placebo
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Behaviour change — Peto

Systemic Placeho Peto Odds Ratio Peto Odds Ratio

Study or Subgroup  Fuvents Total Fvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Bjarnson 2004 1 3549 1 361 209% 1.01 [0.06, 16.11]
Csanka 2003 3 113 2117 81.3% 1.86([0.27,913] — i
Klassen 1998 i fd 0 G5 Mot estimable
Lin 1991 3 a2 ] 28 27.8% 4.85([0.44, 53.60] B L E—
Total (95% CI) h88 571 100.0% 1.95 [0.55, 6.92] =l
Total events 7 3

T P - - . 1 1 1 1
Heterogeneity: Chi®= 0.83, df= 2 (P = 0.66), F=0% h002 o n o

Testfor overall effect: £=1.03 (F=0.30)

Behaviour change (by dose)

Favours systemic  Favours placeho

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CIl
1.55.1 Single-dose
Bjornson 2004 1 358 1 361 T0.0% 0.00 [-0.01, 0.01]
Klagsen 1998 0 G4 ] 65 16.9% 0.00[-0.03, 0.03]
Subtotal {(95% Cl) 423 426 86.4% 0.00 [-D.01, D.01]
Total events 1 1
Heterogeneity: Tau®=0.00; Chi*=0.00,df=1{F=1.00);, F=0%
Testfor overall effect Z=000{F =1.00)
1.55.2 Multi-dose
Csonka 2003 JEN b ] 2 M7 11.0% 0.01 [-0.03, 0.08] T
Lin 1991 3 52 0 28 26% 0.06 [-0.02, 0.14] ]
Subtotal (95% Cl) 165 145  13.6% 0.02 [-0.02, D.06] -
Total events B 2
Heterogeneity: Tau®=0.00; Chi*=1.13, df=1{FP=029F=11%
Testfor overall effect, Z=093 (P =0.32)
Total (95% CI) 588 571 100.0% 0.00 [-0.01, 0.02] P
Total events 7 3
Heterogeneity: Tau®=0.00; Chi®= 3.7, df= 3 {P=0.29), F=19% 01 005 b obs o1

Testfor overall effect Z=037 (P=0.71)

Testfor subgroup differences: Chi*=0.93, df =1 {P=033, F=0%

Fawours systemic  Favours placebo
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Behaviour change (by dose) — Peto

Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fuents Total Fuents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
1.56.1 Single-dose
Bjarnson 2004 1 3849 1 361 209% 1.01 [0.06, 16.11]
Klassen 1998 i} fi4 i fia Mot estimakile
Subtotal (95% Cl) 423 426 20.9%  1.01[0.06, 16.11] —-*-—
Total events 1 1

Heterageneity: Mot applicahle
Testfar overall effect Z=0.00 (F=1.00)

1.56.2 Multi-dose

Csanka 2003 3 113 2117 51.3% 1.86[0.27,913] — i

Lin 1991 3 a2 ] 28 27.8% 4.85([0.44, 53.60] I .
Subtotal {(95% Cl) 165 145 79.1% 2.32 [0.56, 9.64] B

Total events f 2

Heterogeneity: Chi®= 056, df=1 (P = 048); F= 0%
Testfor overall effect £=1.16 (F=0.29)

Total {95% CI) 588 571 100.0% 1.95 [0.55, 65.92] Sl
Total events 7 3

it 2 — —_ —_ SR — 1 | | 1
Heterogeneity: Chi = 0.83 dfi=2{F=066),F=0% b o0z o i P
Testfar overall effect Z=1.03 (F=0.30) Favours systemic Favours placebo

Testfar subgroup differences: Chi®= 028, df=1 (P =060, F=0%

Behaviour change (by condition)

Systemic Placeho Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.57.1 Croup
Bjornson 2004 1 3488 1 361 T70.0% 0.00 -0.01, 0.01]
klassen 1998 0 64 0 65 16.5% 0.00 -0.03, 0.03]
Subtotal (95% Cly 423 426 86.4% 0.00[-0.01, 0.01]
Total events 1 1

Heterageneity: Tau®=0.00; Chi®*=0.00, df=1{F=1.00% F=0%
Testfor overall effect, Z=000{F =1.00)

1.57.2 Wheeze

Ceonka 2003 3 113 2 M7 11.0% 0.01 [-0.03, 0.04] T
Lin 1991 3 a2 0 28 2.6% 0.06 [-0.02, 0.14]

Subtotal (95% Cly 165 145 13.6% 0.02 [-0.02, 0.06] .
Total events B 2

Heterogeneity: Tau®=0.00; Chi*=1.13, df=1{FP=029F=11%
Testfor overall effect Z=093 (P =032

Total (95% Cly 588 571 100.0% 0.00[-0.01, 0.02] <P

Total events 7 3

Heterogeneity; Tau?= 0.00; Chi*= 3.72, df= 3 (P = 0.29): F=19% _05_1 —IJ.=05 3 EI.=05 0?1
Testfor overall effect Z=037 (P=0.71) Favours systemic Favours placebo

Testfor subgroup differences: Chi*=0.93, df =1 {P=033, F=0%
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Behaviour change (by condition) — Peto
Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fuvents Total Fvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
1.58.1 Croup
Bjarnson 2004 1 3849 1 361 209% 1.01 [0.06, 16.11]
Klassen 1998 i fd 0 G5 Mot estimable
Subtotal (95% Cl) 423 426 20.9%  1.01[0.06, 16.11] ——e
Total events 1 1
Heterageneity: Mot applicahle
Testfar overall effect Z=0.00 (F=1.00)
1.58.2 Wheeze
Csanka 2003 3 113 2117 51.3% 1.86[0.27,913] — i
Lin 1991 3 a2 ] 28 27.8% 4.85([0.44, 53.60] N
Subtotal {(95% Cl) 165 145 79.1% 2.32 [0.56, 9.64] e
Total events f 2
Heterogeneity: Chi®= 056, df=1 (P = 048); F= 0%
Testfor overall effect £=1.16 (F=0.29)
Total (95% CI) h88 571 100.0% 1.95 [0.55, 6.92] -
Total events 7 3
Heterogeneity ChiF= 0.83, df= 2 (P = 0.66); F= 0% 2 Eins n=1 1=n 250
Testfor overall effect: £=1.03 (F=0.30) ’ Favaurs éystemic Favours placeho
Testfar subgroup differences: Chi®= 028, df=1 (P =060, F=0%
Headache
Systemic Placeho Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Connett 1994 Il 18 1 15 278% -0.07 [-0.23, 0.08] L) '
Connett 1994 0 18 0 18 T72.2% 0.00 0,10, 0.10]
Total (95% Cly 7 33 100.0% -0.02 [-0.10, 0.07]
Total events 0 1
Heterogeneity Tau= 0.00; Chi*= 0.57, df=1 (P = 0.45); F= 0% -DI 5 -IZII1 D DI1 IZI=2
Testfor overall effect Z=043 (P =0.67) ’ Fawaurs évstemic Favours blacebn ’
Headache — Peto
Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Evenis Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fized, 95% CI
Connett 1994 0 18 1 15 100.0% 0.11 [0.00, 5.68]
Connett 18484 1] 19 I} 14 Mot estimable
Total (95% CI) 37 33 100.0% 0.11 [0.00, 5.68] ——e—
Total events 0 1
Heterogeneity; Mot applicable DIDDE 051 150 SDID

Test for overall effect Z=110(F=0.27)

Favours systemic  Fawours placehn
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SYSTEMIC vs. PLACEBO — Dermatologic

Integument
Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Bjornson 2004 2 348 0 361 83.2% 0.01 [-0.00, 0.07]
Csonka 2003 2 113 o117 8.8% 0.02 [-0.01, 0.04] T
kKlassen 1938 0 64 ] 65 2.3% 0.00 [-0.03, 0.03] -1
Total (95% CI) 536 543 100.0% 0.01 [-0.00,0.01] »
Total events 4 a
Heterogeneity: Tau®=0.00; Chi*= 0.87, df= 2 (P = 0.65), F= 0% 0z o1 g o 0=

Testfor overall effect Z=1.41 (P =0.16)

Integument — Peto

Favours systemic Favours placebo

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Bjarnson 2004 2 389 0 361 5S01% 7.45[0.47, 11936 ]
Csaonka 2003 2 113 0 117 4959% 7.72[0.48, 124249 ]
Klassen 1998 a G4 0 laa] Mot estimable
Total (95% CI) 536 543 100.0% 7.59[1.07, 54.01] el
Total events 4 ]
Heterogeneity: Chi#= 0.00, df=1 (P = 0.99); F= 0% Eil 005 051 150 2IZ|I=Z|
Testfor overall effect: £=2.02 (F=0.04) ’ Fa'v'uuré systemic Favours placebo
Integument (by dose)
Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.71.1 Single dose
Bjornson 2004 2 3488 0 361 B83.1% 0.01 [-0.00, 0.01]
klassen 1988 Il 64 0 65 8.3% 0.00 -0.03, 0.03]
Subtotal (95% CI) 423 426  91.5% 0.01 [-0.00, 0.01]
Total events 2 a
Heterogeneity: Tau®=0.00; Chi*=013, df=1{FP=0.72), F=0%
Testfor overall effect, Z=111{FP=0.27)
1.71.2 Multi-dose
Csonka 2003 2 113 o 17 8.5% 0.02 [-0.01, 0.05] T
Subtotal (95% CI) 113 117 8.5% 0.02 [-0.01, 0.05] L
Total events 2 a
Heterogeneity: Mot applicahle
Testfor overall effect, Z=113(FP=0.24)
Total (95% CI) 536 543 100.0% 0.01 [-0.00, 0.01] »
Total events 4 i
Heterogeneity; Tau®= 0.00; Chi®= 0.87, df= 2 (P = 0.65); F=0% -D= 2 -IZ|=1 3 051 IJ:E

Testfor overall effect Z=1.41 (P =0.16)

Testfor subdgroup differences: Chi*= 065, df =1 (P=042, F=0%

Favours systemic Favours placebo
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Integument (by dose) — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
1.72.1 Single dose
Bjarnson 2004 2 3849 0 361 501% 7.45[0.47, 11936 i
Klassen 1998 i fd 0 G5 Mot estimable
Subtotal (95% CI) 423 426 501% T7.45[0.47,119.36] —
Total events 2 0

Heterageneity: Mot applicahle
Testfar overall effect Z=1.42 (F=016)

1.72.2 Multi-dose

Csanka 2003 2 113 0 117 499% 7.72[0.48, 124249 il

Subtotal (95% CI) 113 117 49.9% 7.72[0.48,124.29] —ree———
Total events 2 0

Heterageneity: Mot applicahle

Testfor overall effect £=1. 44 (F=01a)

Total (95% CI) 536 543 100.0% 7.59[1.07, 54.01] ——e———

Total events 4 0

Heterogeneity: Chi : 0.00,df=1 {FP=0898); F=0% 0o0s o 10 260
Testfor overall effect Z=2.02 (P=0.04) Favours systemic Favours placebo

Testfor subgroun diferences; Chi*=0.00, df=1 (P =049, F=0%

Integument (by condition)

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.73.1 Croup
Bjarnson 2004 2 359 0 261 83.2% 0.01 [-0.00, 0.01]
Klassen 19498 ] G4 0 [i14] 8.3% 0.00[-0.03, 0.03]
Subtotal (95% CI) 423 426 91.5% 0.01 [-0.00, 0.01]
Total events 2 a
Heterogeneity: Tau®=0.00; Chi*=013, df=1{FP=0.72), F=0%
Testfor overall effect, Z=111{FP=0.27)
1.73.2 Wheeze
Csonka 2003 2 113 A 8.5% 0.0z [-0.01, 0.05] T
Subtotal (95% CI) 113 117 8.5% 0.02 [-0.01, 0.05] L
Total events 2 a
Heterogeneity: Mot applicahle
Testfor overall effect, Z=113(FP=0.24)
Total (95% CI) 536 543 100.0% 0.01 [-0.00, 0.01] »
Total events 4 0
Heterogeneity: Tau=f 0.00; Chi®= 087, df= 2 (P =0.65) F= 0% e L g 0 0=
Testfor overall effect Z=1.41 (P =0.16) Favours systemic Favours placebo

Testfor subdgroup differences: Chi*= 065, df =1 (P=042, F=0%
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Integument (by condition) — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
1.74.1 Croup
Bjarnson 2004 2 3849 0 361 501% 7.45[0.47, 11936 i
Klassen 1998 i fd 0 G5 Mot estimable
Subtotal (95% CI) 423 426 501% T7.45[0.47,119.36] —-*——
Total events 2 0
Heterageneity: Mot applicahle
Testfar overall effect Z=1.42 (F=016)
1.74.2 Wheeze
Csanka 2003 2 113 0 117 499% 7.72[0.48, 124249 il
Subtotal (95% CI) 113 117 49.9% 7.72[0.48,124.29] — e ——
Total events 2 0
Heterageneity: Mot applicahle
Testfor overall effect £=1. 44 (F=01a)
Total (95% CI) 536 543 100.0% 7.59[1.07, 54.01] —ee
Total events 4 0
Heterogeneity: Chi®= 0.00, df=1 {P = 0.98); F= 0% io0s 0 0 200

Testfor overall effect Z=2.02 (P=0.04)

. - Favours systemic Favours placebo
Testfor subgroun diferences; Chi*=0.00, df=1 (P =049, F=0%
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SYSTEMIC vs. PLACEBO — Endocrine/Metabolic & Musculoskeletal

Fluid & electrolyte abnormalities

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bjornson 2004 1 348 0 361 51.3% 0.00 [-0.00, 0.01]
Eden 1967 Il 25 0 25 0.5% 0.00 -0.07, 0.07]
Flint 2008 0 200 0 199 31.7% 0.00 -0.01, 0.01]
Plint 2008 1 200 0 201 16.0% 0.01 [-0.01, 0.02] al
Tagarro 2014 3 48 1 3z 0.4% 0.03 [-0.06, 0.12] —
Total (95% Cly 832 818 100.0% 0.00 [-0.00, 0.01] 3
Total events ] 1
Heterogeneity Tau=0.00; Chi*=1.07, df= 4 (P = 0.90); F= 0% -DI 5 -DI1 D IZII1 IZI=2
Testfor overall effect Z=084 (P =0.40) ’ Favouré systeric Favours pllacebn ’
Fluid & electrolyte abnormalities — Peto
Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fuvents Total Fvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Bjarnson 2004 1 3549 0 3681 17.6% 7.43[0.15 374.47]
Eden 1967 a 24 0 25 Mot estimahble
Plint 2009 o200 0 1494 Mat estimable
Plint 2009 1 200 0 201 17.6% 743015, 374.26]
Tagarro 2014 3 48 1 32 B4.9% 1.91[0.25,14.72] — i
Total (95% CI) 832 818 100.0%  3.08 [0.60, 15.94] o
Total events a 1
Heterogeneity: Chif= 0,60, df= 2 (P =0.74); F= 0% &I 002 051 150 506
Testfor overall effect £=1.34 (FP=013) ’ Favaurs éystemic Favours placeho
Fluid & electrolyte abnormalities (by dose)
Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CIl
1.65.1 Single dose
Bjornson 2004 1 3458 0 361 51.3% 0.00 -0.00, 0.01]
Subtotal (95% Cly 350 361 51.3% 0.00[-0.00, 0.01]
Total events 1 a
Heterogeneity: Mot applicahle
Testfor overall effect Z=071 (P=0.43)
1.65.2 Multi-dose
Eden 1967 Il 25 0 25 0.5% 0.00 -0.07, 0.07]
Flint 2008 0o 200 0 199 31.7% 0.00 -0.01, 0.01] —
Plint 2008 1200 0 201 16.0% 0.01 [-0.01, 0.02] T
Tagarro 2014 3 48 1 3z 0.4% 0.03 [-0.06, 0.12]
Subtotal (95% CIy 473 457  48.7% 0.00 [-0.01, 0.01] z 3
Total events 4 1
Heterogeneity, Tau®=0.00; Chi*=1.25di= 3 {P=074), F=0%
Testfor overall effect Z=047 (P = 0.64)
Total (95% Cly 832 818 100.0% 0.00 [-0.00, 0.01] »
Total events ] 1
Heterogeneity: Tau®= 0.00; Chi*=1.07, df=4 (P = 0.90); F= 0% N 00 D e .

Testfor overall effect Z=084 (P =0.40)
Testfor subgroup differences: Chif=003, df=1(P=0871, F=0%

Fawaurs systemic  Favours placebo
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Fluid & electrolyte abnormalities (by dose) — Peto

Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fuents Total Fuents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
1.66.1 Single dose
Bjarnson 2004 1 3849 0 361 17.6% 7.43[0.15 374.47]
Subtotal (95% CI) 359 361 17.6% 7.43[0.15, 374.47] —eme N ——
Total events 1 ]

Heterogeneity: Mot applicahle
Testfor overall effect: £=1.00(F =032

1.66.2 Multi-dose

Eden 1967 a 25 0 25 Mot estimable

Plint 2009 o200 0 1494 Mat estimable

Plint 2009 1 200 0 201 176% T7.43[0.15 37426

Tagarro 2014 3 48 1 32 B4.9% 1.91[0.25,14.72] — il
Subtotal (95% Cl) 173 457  82.4% 256 [0.42, 15.61]

Total events 4

Heterogeneity: Chi®= 036, df=1 {P=0.558), F= 0%

Testfor overall effect £=1.02 (F=0.31)

Total (95% CI) 832 818 100.0%  3.08 [0.60, 15.94] —~tenli———
Total events a 1

Heterogeneity: Chif= 0,60, df= 2 (P =0.74); F= 0% EI.D=EIS EIH 1=IZI 260

Testfor overall effect £=1.34 (FP=013)

; . Favours systemic  Favours placeho
Testfar subgroup differences: Chif= 023, df=1{F=063), F=0%

Fluid & electrolyte abnormalities (by condition)

Systemic Placeho Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.67.1 Bronchiolitis
Flint 2008 0o 200 0 199 31.7% 0.00 -0.01, 0.01]
Plint 2008 1200 0 201 16.0% 0.01 [-0.01, 0.02]
Tagarro 2014 3 48 1 3z 0.4% 0.03 [-0.06, 0.12]
Subtotal (95% CIy 448 432 48.1% 0.00 [-0.01, 0.01] ‘
Total events 4 1

Heterogeneity, Tau®=0.00; Chi*=1.33,di= 2{P=081), F=0%
Testfor overall effect Z=047 (P = 0.64)

1.67.2 Croup

Bjarnson 2004 1 3589 0 261 51.3% 0.00 [-0.00, 0.01] E
Eden 1967 0 25 0 25 0.5% 0.00 [-0.07, 0.07]

Subtotal (95% Cl) 384 386 51.9% 0.00 [-0.00, D.01]

Total events 1 a

Heterogeneity: Tau®=0.00; Chi*=0.01, df=1{FP=093); F=0%
Testfor overall effect, Z=071 (P=0.43)

Total (95% Cly 832 818 100.0% 0.00[-0.00, 0.01] y
Total events 5 1

Heterogeneity: Tau®=0.00; Chi*=1.07, df=4 P =090, F=0%
Testfor overall effect Z= 084 (P=0.40)

Testfor subgroup differences: Chi*=0.02, df=1 (P =088, F=0%

02 01 0 01 0.2
Fawours systemic  Favours placebo
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Fluid & electrolyte abnormalities (by condition) - Peto

Systemic Placeho Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Fuents Total Fuents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
1.68.1 Bronchiolitis
Plint 2009 o200 0 14949 Mat estimable
Plint 2009 1 200 0 201 176% 7.43[0.145, 37426
Tagarro 2014 3 48 1 32 B4.9% 1.91[0.25,14.73] — il
Subtotal {(95% Cl) 148 432 824% 256 [0.42, 15.61] —l——
Total events 4 1

Heterogeneity: Chi®= 036, df=1 (P =0.55); F= 0%
Testfor overall effect Z=1.02 (P=0.31)

1.68.2 Croup

Bjarnson 2004 1 34849 0 361 176% T43[0.15 37447

Eden 1967 il 25 ] 25 Mot estimable

Subtotal (95% Cl) 384 386 17.6% 7.43[0.15, 374.47] ——e———
Total events 1 0

Heterogeneity: Mot applicable

Testfor overall effect £=1.00(F=0.32)

Total (95% CI) 832 818 100.0%  3.08 [0.60, 15.94] ol

Total events a 1

Heterogeneity: Chi*= 060, di= 2 (P=074);, F=0%
Testfor overall effect £=1.34 (FP=013)
Testfar subgroup differences: Chif= 023, df=1{F=063), F=0%

=+

0.002 0.1 10 50
Favours systemic  Favours placeho
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SYSTEMIC vs. PLACEBO — Cardiovascular

Arrhythmia
Systemic Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Daughjerg 1993 0 31 i 27 100.0% 0.00 [-0.07, 0.07]
Total {95% Cl) K| 27 100.0% 0.00 [-0.07, 0.07]
Total events a a
Heterogenemr:Nntapplmahle e nr b i 0=
Testfor overall effect Z=0.00 (P =1.00) Favours systemic Favours placebo
Arrhythmia - Peto
Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Daughjerg 1883 i} 3 i 27 Mot estimakile
Total (95% CI) K | 27 Hot estimable
Total events ] 0
Heterogeneity: Mot apphcable. 005 0 : 20
Test for overall effect. Mot applicable Favours systemic Favours placebo
Hypertension
Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Buckinghar 2002 Il 22 0 18 0.4% 0.00 [-0.09, 0.09] '
Carneli 2007 0 305 0 295 £8.9% 0.00 -0.01, 0.01]
Plint 2008 o 200 1 199 153% -0.01 [-0.02, 0.01]
Flint 2008 1200 0 201 155% 0.01 [-0.01, 0.02]
Total (95% CI) 727 714 100.0% 0.00 [-0.01, 0.01]
Total events 1 1
Heterogeneity: Tau®=0.00; Chi*=1.02, df= 3 {P=080);F=0% -IZII1 -IZIIDS ﬁ 0 IIJS IZII1
Testfor overall effect, Z=000{F =1.00) Fa'v'anirs S'y'étemic Fa'm'urs plabebn

Hypertension — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Buckingharm 2002 i} 22 i 14 Mot estimakle
Corneli 2007 o 305 o 245 Mot estimable
Plint 2009 o200 1 199 50.0% 0.13[0.00, 679 i
Plint 2009 1 200 0 201 50.0% 7.43[0.15 374.26] ]
Total (95% CI) 727 714 100.0%  1.00 [0.06, 15.99] ——e
Total events 1 1

- == = = 2= } } } }
Testior veral ofect 2= 0.0 o 100y dooz 01 A 10

Favours systemic Favours placebo
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Hypertension (by dose)

Placebo Risk Difference
Events Total Weight M-H, Random, 95% Cl

Systemic

Study or Subgroup  Events Total

Risk Difference
M-H, Random, 95% Cl

1.79.1 Single Dose

:

Corneli 2007 0 305 0 295 BB9% 0.00 [-0.01, 0.01]
Subtotal (95% CI) 305 295  68.9% 0.00 [-0.01, 0.01]
Total events 0 a
Heteraogeneity: Mot applicahle
Testfor overall effect, Z=0.00(F =1.00)
1.79.2 Multi-Dose
Buckingham 2002 0 22 0 149 0.4% 0.00 [-0.09, 0.04]
Flint 2009 0 200 1 193 15.3% -0.01 [-0.02, 0.01] =
Plint 2009 1 200 0 201 15.5% 0.01 [-0.01, 0.02] T
Subtotal (95% CI) 422 419 31.1% 0.00 [-0.01, 0.01] L
Total events 1 1
Heterogeneity: Tau®=0.00; Chi*=1.02, df= 2 (P=0.60), F=0%
Testfor overall effect, Z=000{F =1.00)
Total {95% CI) 727 714 100.0% 0.00 [-0.01, 0.01] [ ]
Total events 1 1
e 2 — - - - —_ |- - ] | | 1
Heterogeneity: Tau®=0.00; Chi*=1.02, df= 3 {P=080);F=0% -D'.1 -IZI.IDS 5 IZI.IDS D:1

Testfor overall effect, Z=000{F =1.00)
Testfor subgroup differences: Chif=0.00, df=1(P=1.000, F=0%

Hypertension (by dose) - Peto

Favours systemic Favours placebo

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
1.81.1 Single Dose
Corneli 2007 o 304 o 2495 Mot estimable
Subtotal (95% CI) 305 295 Hot estimable
Total events i 0
Heterogeneity: Mot applicahle
Testfor overall effect: Mot applicable
1.81.2 Multi-Dose
Buckingham 2002 I} 22 1] 14 Mot estimable
Plint 2009 o200 1 199 50.0% 0.13[0.00, 679 i
Plint 2009 1 200 0 201 500% 7.43[0.14, 37426 i
Subtotal (95% CI) 422 419 100.0%  1.00 [0.06, 15.99] —-*-—
Total events 1 1
Heterageneity: Chit=2.01, df=1 (F=016); F=a0%
Testfar overall effect: Z=0.00 (F=1.00)
Total (95% CI) 727 714 100.0%  1.00 [0.06, 15.99] ——enil——
Total events 1 1

ity Chi®= = = HE= } } } t
e e L T L
- : e Favours systemic Favours placebo
Testfor subgroup differences: Mot applicable
Congestive heart failure

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Eden 1967 I 25 a 25 100.0% 0.00 [-0.07, 0.07]
Total (95% Cl) 25 25 100.0% 0.00 [-0.07, 0.07]
Total events 1] i
Heterogeneity; Mot applicable —IZI'.2 —D'.1 ﬁ DH sz

Testfor overall effect Z=0.00 (P =1.00)

Favours systemic Favours placebo
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Congestive heart failure - Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Eden 1967 a 25 0 25 Mot estimable
Total (95% C1) 25 25 Hot estimable
Total events il ]

o . 1 Il | 1
?etn:;ugenemrl.l N;t atr.JElhctahlel. " iZI.EIS sz é 2Ei

estior overall eliect Mot applicable Favours systemic Favours placebo
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SYSTEMIC vs. PLACEBO - General

General complaints

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Kuyucu 2004 0 23 0 11 8.1% 0.00[-0.13,0.13]
Kuyucu 2004 ] 23 0 12 9.3% 000012, 0132] I E—
Flint 2009 23 200 22199 34.2% 0.00 [-0.06, 0.07]
Flint 2009 15 200 16 201 48.3% -0.00 [-0.06, 0.058]
Total (95% CI) 446 423 100.0% -0.00 [-0.04, 0.04]
Total events 38 38
Heterogeneity; Tau= 0.00; Chi®= 0.05, df= 3 (P =1.00); F=0% 6 5 _0525 3 2 525 D=5
Testfor overall effect Z=0.04 (P=0.97) ’ Fa'\-'au-rs systemic Favours piacebu ’

General complaints — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Kuyueu 2004 i 23 0 11 Mot estimable
Kuyucy 2004 I} 23 1] 12 Mot estimable
Plint 2009 23 200 22 193 583% 1.08[0.56, 1.94]
Plint 2009 15 200 16 201 #1.7% 0.94 [0.45, 1.95)]
Total (95% CI) 446 423 100.0% 1.00 [0.62, 1.60]
Total events 38 38
Heterageneity: Chl==- 005 dfi=1{P=082),F=0% hos 03 ] z 20
Testfor overall effect Z=0.00 (P =1.00) Favours systemic Favours placebo
General complaints (by dose)
Systemic Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.87.1 Single Dose
kuyucu 2004 0 23 0 11 8.2% 0.00 0,13, 0.13] . —
kuyucu 2004 Il 23 0 12 9.3% 0.00 012, 012] [ —
Subtotal (95% CI) 46 23 17.5% 0.00 [-0.09, 0.09] -
Total events 0 a
Heterogeneity: Tau®=0.00; Chi®=0.00, df=1{F=1.000; F=0%
Testfor overall effect, Z=000F =1.00)
1.87.2 Multi-Dose
Plint 2008 23 200 22199 342% 0.00 [-0.06, 0.07]
Flint 2008 15 200 16 201 48.3% -0.00 [-0.08, 0.08] ?
Subtotal {95% CI) 400 400 82.5% -0.00 [-0.04, 0.04]
Total events 38 38
Heterogeneity, Tau®=0.00; Chi*=0.05,df=1{P=082),F=0%
Testfor overall effect Z=004 (P =0.97)
Total (95% CI) 446 423 100.0% -0.00 [-0.04, 0.04] &
Total events 38 38
Heterogeneity: Tau®= 0.00; Chi*= 0.08, df= 3 (P =1.00); F= 0% J f I f
Testfor overall effect, Z=0.04 (P =0.97) 0.5 Fa'v'ogfgssystemicu Favours gllazaiebn 0.5

Testfor subgroup differences: Chif=0.00, df =1 (P=0899, F=0%
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General complaints (by dose) — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
1.89.1 Single Dose
Kuyucy 2004 I} 23 1] 11 Mot estimakle
Kuyucu 2004 i} 23 i 12 Mot estimakile
Subtotal (95% CI) 46 23 Hot estimable
Total events a 0

Heterageneity: Mot applicahle
Testfor overall effect: Mot applicable

1.89.2 Multi-Dose

Plint 20049 23 200 22188 58.3% 1.05[0.56, 1.94]
Plint 2009 14 200 16 2001 $1.7% 0.94 [0.45,1.94]
Subtotal (95% CI) 400 400 100.0% 1.00 [0.62, 1.60]

Total events 38 38
Heterogeneity: Chi®= 005 df=1 {P=082), F=0%
Testfor overall effect £=0.00(F =1.00)

Total (95% CI) 446 423 100.0% 1.00 [0.62, 1.60] -
Total events kL] a8
Heterogeneity, Chif= 005, di=1(F=0232);F=0%
Testfor overall effect: £=0.00 (F=1.00%

Testfar subgroup differences: Mot applicable

1 |
01 02 05 2 5§ 10
Favours systemic Favours placebo
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SYSTEMIC vs. PLACEBO — Immune System

Immunosuppression

Systemic Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Connolly 15969 1] a7 1] 48 100.0% 0.00 [-0.04, 0.04]
Total (95% CI) 47 48 100.0% 0.00 [-0.04, 0.04]
Total events a a
Heterogenemr:Nntapplmahle i e 7 o o
Testfor overall effect Z=0.00 (P =1.00) Favours systemic Favours placebo

Immunosuppression — Peto

Systemic Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Cannally 19649 i} 47 i 43 Mot estimakile
Total {95% CI) 47 48 Not estimable
Total events ] 0
?et?;ogenemrl:l anrt atpilhc;ablel. " oS 0 : 20
estior overall glecl. Mot applicanle Favours systemic Favours placebo
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INHALED vs. PLACEBO - Infection & Respiratory

Severe infections

Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Ducharme 20049 2 B2 4 67 100.0% -0.03 010,004 —
Total {95% Cl) 62 67 100.0% -0.03 [-0.10, 0.04] ot
Total events 2 4
e et .0 R L
estioroverall effect. 2= 0.75 (F = 0.45) Favours inhaled Favours placebo
Severe infections — Peto
Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Evenis Total WWeight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Ducharme 2009 2 B2 4 B7 100.0% 054011, 277] —
Total (95% CI) 62 67 100.0% 0.54 [0.11, 2.77] e
Total events 2 4
o . I Il 1 ]
estfor overall effect 2= 0.74 (F = 0.46) Favours inhaled Favours placebo
Systemic infections
Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Caughjery 1993 Il 28 Il 27 B46% 0.00 [F0.07, 0.07]
Cucharme 2009 18 G2 20 A7 1594% -0.01 FOAT, 0.158]
Total {95% CI) 91 94 100.0% -0.00 [-0.06, 0.06] =i
Total events 18 20
?etf;ﬂgenelhﬂl:lT?ru tz;_L:I—DDU c(|34hlp=—u|ngS;|' df=1(P=08"F=0% -EI'.E -IZI'.1 B Elf1 sz
estfor overall effect Z=0.04 (F = 0.97) Favours inhaled Favours placebo
Systemic infections — Peto
Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Daughjerg 1993 I} 29 0 a7 Mot estimable
Ducharme 2009 18 B2 20 B7 100.0% 0.96[0.45 2.05]
Total (95% CI) )| 94 100.0% 0.96 [0.45, 2.05]
Total events 18 20
o . I Il 1 ]
_ll—_iehta;ugenmtyl.l Nfurt af;ll_caﬂb1h; o 02 'D.D'l Elf1 1. 1.0 1EIEI.
estfor overall effect Z=0.10 (F = 0.92) Favours inhaled Favours placebo
Lung/trachea
Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Ducharme 2009 13 62 10 A7 100.0% 006 [-0.07, 0.19]
Total {95% Cl) 62 67 100.0% 0.06 [-0.07, 0.19]
Total events 13 10

Heterogeneity: Mot applicable
Testfor overall effect =088 (P =0.37)

-0.5 0 0.5 1
Fawvours inhaled Favours placebo

-1
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Lung/trachea — Peto

Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Evenis Total WWeight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Ducharme 2009 13 B2 10 B7 100.0% 1.51 [0.681,3.70] —
Total {95% CI) 62 67 100.0% 1.51 [0.61, 3.70] -l
Total events 13 10
o . I Il 1 ]
Heterogeneity: Mot ar.:upllcable 'D.D'l Elf1 1-0 1EIEI'
Testfor overall effect 7= 0.89 (F=0.37) Favours inhaled Favours placebo
URT
Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Clavenna 2014 12 264 15 261 243% -0.01 [F0.05, 0.03] —
Caughjery 1993 Il 28 Il 27 T7T% 0.00 [F0.07, 0.07] . —
Cucharme 2009 10 G2 4q A7 23% 0.03 010,015
Johnson 1896 2 28 Il 27 27T% 0.07 [F0.04, 0.18] —
Johnson 1898 Il 48 Il 45 223% 0.00 [0.04, 0.04]
Klassen 1998 Il A4 Il A8 407% 0.00 [0.03, 0.03]
Total {95% CI) 495 499 100.0% -0.00 [-0.02, 0.02]
Total events 24 24
Heterogeneity: Tau = 000, Chi*F=212 df=8(P=083F=0% e o b o 0
Testfor overall effect Z=0.04 (P=0.97) Favours inhaled Favours placebo
URT — Peto
Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Clavenna 2014 12 264 14 261 53.4% 0.78[0.36,1.70]
Daughjerg 1993 i 249 i 27 Mot estimahle
Ducharme 2009 10 62 g B7Y 37 1% 124047, 3.27]
Johnson 1996 2 28 i 27 4.5% 7.40([0.45 121.47]
Johnson 1998 il 44 il 44 Mot estimable
Klassen 19938 ] 64 ] 63 Mot estimahble
Total (95% CI) 495 499 100.0% 1.03 [0.57, 1.85] S
Total events 24 24
P 2 —- —- . | | 1 |
Heterogeneity: Chi®= 2.3, df= 2 (F=0.28), F=21% D.'D1 DH 1-0 1&!0

Testfor overall effect Z=0.08(F=093)

Fawours inhaled Fawvours placebo
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URT (by dose)

Inhaled
Events Total

Placebo

Study or Subgroup Events Total

Risk Difference

Weight M-H, Random, 95% CIl

Risk Difference
M-H, Random, 95% Cl

2.19.1 Single Dose

Johnson 1996 2 28 0 27
Johnson 1998 0 48 0 49
Klassen 1998 0 G4 0 Jats]
Subtotal (95% Cl) 140 144
Total events 2 0

Heterogeneity, Taw*=0.00; Chif= 233, df= 2 (P=0.31),F=14%

Testfor overall effect Z=0.28 (P =073

2.19.2 Multi-Dose

Clavenna 2014 12 264 15 261
Daughjerg 1993 ] 25 ] 27
Ducharme 2009 10 G2 9 &7
Subtotal {95% CI) 355 355
Total events 22 24

Heterogeneity TawF=0.00; Chif= 043, df=2{P=081); F= 0%

Test for overall effect 2 =041 (P = 0.68)

27%
223%
40.7%
65.7%

24.3%
TT%
23%

34.3%

0.07 [-0.04,0.18]
0.00[-0.04,0.04]
0.00[-0.03,0.03]
0.00 [-0.02, 0.03]

-0.01 [0.05, 0.03]
0.00 F0.07, 0.07]
0.03 010, 0.15]

0.01 [-0.04, 0.03]

Total {95% CI) 495 499 100.0% -0.00 [-0.02, 0.02]
Total events 24 24
Heterageneity: Taur=0.00; Chif= 212, df= 5 (P =0.83); F=0% -D= > -IZI=1 D 051 IZI=2
Testfor overall effect Z=0.04 (P =0.97) ' Fa'v'oufs inhaled Favours p.lacebcn ’
Testfor subaroup differences: Chi*=0.25, df=1 {F = 062}, F= 0%
URT (by dose) — Peto
Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
2.20.1 Single Dose
Johnson 1996 2 28 i 27 4.5% 7.40([0.45 121.47]
Johnson 1998 il 44 il 44 Mot estimable
kKlassen 1998 i 64 i 68 Mot estimahble
Subtotal (95% CI) 140 144 4.5% 7.40[0.45,121.47] —en
Total events 2 il
Heterogeneity: Mot applicable
Testfor overall effect £=1.40 (F=0.16)
2.20.2 Multi-Dose
Clavenna 2014 12 264 18 261 583.4% 0.78[0.36,1.70]
Daughjerg 1993 i 249 i 27 Mot estimahle
Ducharme 2009 10 62 g B7Y 37 1% 1.24[0.47,3.27]
Subtotal (95% CI) 355 355 955% 0.93 [0.51,1.71]
Total events 22 24
Heterogeneity: Chi*=0.452, df=1 (P =047 F=0%
Testfor overall effect Z=0.22 (F=0.83)
Total (95% CI) 495 499 100.0% 1.03 [0.57, 1.85] L ]
Total events 24 24
Heterogeneity: Chi®= 2583, df= 2 {(P=0.28% F=21% 0ons 01 0 =00

Testfar aoverall effect: =008 (F=043)

Testfor subaroup differences; Chif=2.01, df=1 (P =016, F=50.2%

Favours inhaled Fawvours placebo
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URT (by condition)

Risk Difference

Weight M-H, Random, 95% CIl

Risk Difference
M-H, Random, 95% Cl

Inhaled Placebo

Study or Subgroup  Events Total Events Total
2.21.1 Croup

Johnson 1996 2 28 0 27
Johnson 1998 0 43 0 44
Klassen 19498 0 g4 0 Ga
Subtotal (95% Cl) 140 144
Total events 2 0

Heterogeneity, Taw*=0.00; Chif= 233, df= 2 (P=0.31),F=14%

Testfor overall effect Z=0.28 (P =073

2.21.2 Wheeze

Clavenna 2014 12 264 15 261
Daughjerg 1993 ] 25 ] 27
Ducharme 2009 10 G2 9 &7
Subtotal {95% CI) 355 355
Total events 22 24

Heterogeneity TawF=0.00; Chif= 043, df=2{P=081); F= 0%

Test for overall effect 2 =041 (P = 0.68)

495 499

24

Total (95% CI)

Total events 24

Heterogeneity: Tau*=0.00; Chif= 212, df=3{P=083;,F= 1%

Testfor overall effect Z=0.04 (P =0.97)

27%
223%
40.7%
65.7%

24.3%
TT%
23%

34.3%

100.0%

0.07 [-0.04,0.18]
0.00[-0.04,0.04]
0.00[-0.03,0.03]
0.00 [-0.02, 0.03]

-0.01 [0.05, 0.03]
0.00 F0.07, 0.07]
0.03 010, 0.15]

0.01 [-0.04, 0.03]

-0.00 [-0.02, 0.02]

Testfor subaroup differences: Chi*=0.25, df=1 {F = 062}, F= 0%

URT (by condition) — Peto

Peto Odds Ratio

Weight Peto, Fixed, 95% Cl

3

<+

02 -0 0 0.1 0.2
Favours inhaled Favours placebo

Peto Odds Ratio
Peto, Fixed, 95% Cl

Inhaled Placebo
Study or Subgroup  Events Total Events Tofal
2.22.1 Croup
Johnson 19396 2 28 a 7
Johnson 1998 il 44 il 44
kKlassen 1998 i 64 i 68
Subtotal (95% CI) 140 144
Total events 2 il
Heterogeneity: Mot applicable
Testfor overall effect £=1.40 (F=0.16)
2.22.2 Wheeze
Clavenna 2014 12 264 14 261
Daughjerg 1993 i 249 i 27
Ducharme 2009 10 62 ] BV
Subtotal (95% CI) 355 355
Total events 22 24

Heterogeneity: Chi*=0.452, df=1 (P =047 F=0%
Testfor overall effect Z=0.22 (F=0.83)

Total (95% Cl) 495 499
Total events 24 24
Heterogeneity: Chi®= 2583, df= 2 {(P=0.28% F=21%

Testfar aoverall effect: =008 (F=043)

4.5%

4.5%

58.4%

1%
95.5%

100.0%

7400045, 121.47]
Mot estimable

Mot estimahble
7.40 [0.45,121.47]

0.78[0.36,1.70]

Mot estimable
1.24 [0.47, 3.27)
0.93 [0.51,1.71]

1.03 [0.57, 1.85]

Testfor subaroup differences; Chif=2.01, df=1 (P =016, F=50.2%

e —— ]
_.__
_..—
e
~a—
005 02 5 20

Favours inhaled Fawvours placebo

Supplement 6 - Page 45 of 71



Voice complaints

Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Clavenna 2014 34 264 34 261 3585% -0.00 [F0.06, 0.08]
Ciaughjerg 1993 0 28 0 27 33E% 0.00 [F0.07, 0.07]
Svedmyr 1995 2 22 0 22 1849% 0.09 [F0.05 0.23] Tt
Svedmyr 1999 2 28 9 27 11.8% -0.26 [F0.46, -0.08] e —
Total {95% CI) 343 337 100.0% -0.01 [-0.10, 0.07] -
Total events 38 43
ity: 2= “Chif= = = CR= t f f }
e e 3y P moom P LR
: : : Favours inhaled Favours placebo

Voice complaints — Peto

Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Clavenna 2014 34 264 34 ZE1  845% 0.99[0.59, 1.64]
Daughjerg 1993 i 29 i 7 Mot estimahle
Svedmyr 1995 2 22 il 22 28% T.T75([047,128.03] +
Swedmyr 1999 2 28 g 27 12.8% 0.20[0.05 074 I —
Total (95% CI) 343 337 100.0% 0.85 [0.53, 1.36] e 3
Total events 38 43
Heterogeneity: Ch|==. T.A9,di=2(P=002F=73% ey 01 10 oo
Testfar averall effect: 7= 067 (F=0450) Favours inhaled Favours placebo

Voice complaints (by condition)

Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.25.1 Asthma
Svedmyr 1995 2 22 0 22 1849% 0.09 [F0.05 0.23] T
Svedmyr 1999 2 28 9 27 11.8% -0.26 [F0.46, -0.08] —
Subtotal (95% Cl) 50 49 30.7% -0.08 [-0.46, 0.31] — e ——
Total events 4 9

Heterogeneity: Tau®= 0.07; Chif=9.80, df=1 {(P=0.002; F=90%
Test for overall effect 2 =040 (P = 0.69)

2.25.2 Wheeze

Clavenna 2014 34 264 34 261 358% -0.00 [F0.06, 0.08]
Caughjerg 1993 Il 28 Il 27 336% 0.00 [F0.07, 0.07]
Subtotal (95% Cl) 203 288  69.3% -0.00 [-0.04, 0.04]
Total events 34 34

Heterogeneity: Tau*=0.00; Chi#=0.00, df=1{P=0.97); F= 1%
Test for overall effect Z=0.04 (P=0.97)

Total {95% CI) 343 337 100.0% -0.01 [-0.10, 0.07] -l
Total events 38 43

ity: == “Chif= = = CRE= } f f }
?etnta;ugenemfl.lT?ru t_;_l?—uun §4hlp—_8|j4?23, df= 3 (P =0.04); F=E4% s 0zs b 0 0's
estfor overall effect Z=0.34 (P=0.73) Favours inhaled Favours placebo

Test for subgroup differences: Chi*=016,df=1 (P=0E9), F=0%

Supplement 6 - Page 46 of 71



Voice complaints (by condition) - Peto

Inhaled Placebo
Study or Subgroup  Events Total Events Total

Peto Odds Ratio

Weight Peto, Fixed, 95% Cl

Peto Odds Ratio
Peto, Fixed, 95% CI

2.26.1 Asthma

Swvedmyr 1995 2 22 i 22
Svedrmyr 19499 2 28 9 a7
Subtotal (95% CI) 50 49
Total events 4 q

Heterageneity: Chi*= 536, df=1 (P =002} F=81%
Testfor overall effect. Z=1.487 (F=0.12)

2.26.2 Wheeze

Clavenna 2014 34 264 34 ZB1
Daughjerg 1993 i 249 i 27
Subtotal (95% CI) 293 288
Total events 34 34

Heterogeneity: Mot applicable
Testfor overall effect Z=0.05 (F = 0.96)

Total (95% CI) 343 337
Total events 38 43
Heterogeneity: Chi*= 7.39,df= 2 (P=0.02); F=73%
Testfor overall effect 2= 067 (FP=0.50)

28%
12.8%
15.5%

24.5%

84.5%

100.0%

7.7A[0.47,128.03]
0.20[0.05, 0.74]
0.39[0.12, 1.26]

0.99 [0.59, 1.64]
Mot estimable
0.99 [0.59, 1.64]

0.85 [0.53, 1.36]

Testfor subaroup differences: Chi®=2.04, df=1{F=015), F=5059%

e —

~

3

-

0.01

0.1 10 100
Fawours inhaled Fawvours placebo
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INHALED vs. PLACEBO - GlI

Gl bleeding
Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Johnson 19498 I 48 i 48 100.0% 0.00-0.04, 004
Total (95% CI) 48 49  100.0% 0.00 [-0.04, 0.04]
Total events a a
Heterugenemr:Nutapphcable -EII.E -D'.1 lﬁ IJH sz
Testfor overall effect £=0.00 (P =1.00) Favours inhaled Favours placebo
Gl bleeding — Peto
Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Johnson 1998 il 44 il 44 Mot estimahble
Total (95% CI) 18 49 Mot estimable
Total events il il
Heterogeneity: Nutapphcable_ 01 0z 0 T z 10
Testfar overall effect: Mot applicable Favours inhaled Favours placeho
Vomiting
Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Clavenna 2014 19 264 20 261 A5.0% -0.00 [0.05, 0.04]
Cucharme 2009 4 G2 4 A7 159% 0.00 [-0.08, 0.08] e —
kKlassen 1996 2 25 1 25 A.4% 0.04 [F0.09, 0.17]
Raoherts 19949 2 42 3 40 1023% -0.03 013, 0.08] I
Svedryr 1939 1 28 Il 27 124% 0.04 [F0.06,0.13] I B —
Total {95% CI) 421 420 100.0% 0.00 [-0.03, 0.04] -
Total events 28 28
Heterageneity: Tau=0.00; Chi=1.23, df= 4 (P = 0.87); F= 0% -E|= 5 -IZ|=1 3 051 E|=2

Testfor overall effect £=0.14 (P =0.89)

Vomiting — Peto

Favours inhaled Favours placebo

Inhaled Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Clavenna 2014 18 264 20 261 B91% 0.93[0.45,1.79)
Ducharme 2009 4 62 4 B7Y  14.4% 1.09[0.26, 4.52] I
klassen 1996 2 24 1 24 5.5% 2.00[0.20, 20.20] T
Roherts 19949 2 42 3 40 91% 0.62[010,3.77] I E—
Swedmyr 1999 1 28 i 27 1.9% 7.13([0.14, 359.559]
Total (95% CI) 421 420 100.0% 1.00 [0.58,1.72] <
Total events 28 28

it iE— — — SR = | Il | Il
Heterogeneity: Chi®=1.63, df=4 (P=0.80) F=0% G 0 1 =0

Testfar averall effect: £ = 0.01 (F = 0.494)

Favours inhaled Fawvours placebo
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Vomiting (by dose)

Inhaled
Events Total

Placebo

Study or Subgroup Events Total

Risk Difference
Weight M-H, Random, 95% Cl

Risk Difference
M-H, Random, 95% Cl

2.5.1 Single Dose

Klassen 1996 2 25 1 25
Subtotal (95% Cl) 25 25
Total events 2 1

Heterogeneity: Mot applicahle
Test for overall effect, 2= 060 (P =0.55)

2.5.2 Multi-Dose

Clavenna 2014 19 264 20 261
Ducharme 2009 4 G2 4 N
Roherts 19949 2 42 3 40
Svedmyr 1988 1 28 0 27
Subtotal {95% CI) 396 385
Total events 26 27

B.4% 0.04 F0.09, 0.17]

6.4% 0.04 [-0.09, 0.17]
55.0% -0.00 [0.05, 0.04]
15.9% 0.00 [0.08, 0.08]
10.2% -0.03 013, 0.08]
12.4% 0.04 F0.06, 0.13]
93.6% -0.00 [-0.03, 0.03]

Heterogeneity: Taw=0.00; Chi*f= 089, df= 3{P=083; F= 0%

Test for overall effect £ =0.01 (P = 0.99)

Total {95% CI) 421 420
Total events 28 28

Heterogeneity: Tau®=0.00; Chif=1.23, df= 4 {(P=0.87), F= 0%

Testfor overall effect 2=0.14 (P = 0.8

100.0% 0.00 [-0.03, 0.04]

——e———

-

Testfor subaroup differences: Chi*= 034, df=1 {F = 0.86), F= 0%

Vomiting (by dose) — Peto

Placebo
Events Total

Inhaled

Study or Subgroup  Events Total

Peto Odds Ratio
Weight Peto, Fixed, 95% Cl

-0.2
Favours inhaled Favours placebo

-01 0 01 0.2

Peto Odds Ratio
Peto, Fixed, 95% Cl

2.6.1 Single Dose

kKlassen 1996 2 258 1 258
Subtotal (95% CI) 25 25
Total events 2 1

Heterogeneity; Mot applicable
Testfor overall effect Z=0.59 (P = 0.56)

2.6.2 Multi-Dose

Clavenna 2014 189 264 20 261
Ducharme 2009 4 62 4 BV
Roherts 19949 2 42 3 40
Swvedmyr 1993 1 28 i 7
Subtotal (95% CI) 3096 305
Total events 26 27

Heterogeneity: Chi®=1.26, df=3{FP=074), F=0%
Testfor overall effect Z=0.15(F=0.88)

Total (95% CI) 421 420
Total events 28 28
Heterogeneity: Chi®=1.63, df=4 (P=0.80) F=0%
Testfar averall effect: £ = 0.01 (F = 0.494)

Testfor subaroup differences: Chi®= 037, df=1 (P =

£.5%  2.00[0.20, 20.20] —
55%  2.00 [0.20, 20.20] =i ——
BE.1%  0.93[0.49,1.75] -
14.4% 1.09[0.2B, 4.52]
9.1% 0.62[0.10, 3.77] e
1.9% T7.13[0.14, 359.55]
94.5%  0.96 [0.55, 1.67] <4
100.0%  1.00 [0.58, 1.72] L 2
0.002 01 10 500
Favours inhaled Favours placebo
0.54). F= 0%
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Vomiting (by condition)

Inhaled Placebo Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

Risk Difference
M-H, Random, 95% Cl

2.7.1 Asthma

Svedmyr 1999 1 28 0 27 124% 0.04 [F0.06, 0.13]
Subtotal (95% Cl) 28 27 12.4% 0.04 [-0.06, 0.13]
Total events 1 0

Heterogeneity, Mot applicable
Test for overall effect, Z=0.74 (P = 0.46)

2.7.2 Croup

klassen 1996 2 25 1 25 A.4% 0.04 [F0.09, 0.17]
Roherts 19949 2 42 3 40 102% -0.03 013, 0.08]
Subtotal {95% CI) 67 65 16.7% -0.00 [-0.08, 0.08]
Total events 4 4

Heterogeneity: Taw=0.00; Chif= 062, df=1{P=043; F= 0%
Test for overall effect =003 (P =097

2.7.3 Wheeze

Clavenna 2014 19 264 20 261 95.0% -0.00 [F0.05, 0.04]
Cucharme 2009 4 62 4 67  1599% 0.00 [0.08, 0.08]
Subtotal (95% Cl) 326 328 T70.9% -0.00 [-0.04, 0.04]
Total events 23 24

Heterogeneity, Taw*=0.00; Chif=0.04, df=1 {P=0.84); F= 1%
Test for overall effect =013 (P =0.90)

Total {95% CI) 421 420 100.0% 0.00 [-0.03, 0.04]
Total events 28 28

Heterogeneity, Taw*=0.00; Chif=1.23, di= 4 (P=0.87), F= 1%

Test for overall effect Z=0.14 (P =0.88)

Test for subgroup differences: Chi*=055,df= 2 (P =076}, F=0%

e

—een

I

-

1 1 1
-0.2 -0.1 0 0.1 0.2
Favours inhaled Favours placebo
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Vomiting (by condition) - Peto

Peto Odds Ratio
Weight Peto, Fixed, 95% Cl

Peto Odds Ratio
Peto, Fixed, 95% CI

Inhaled Placebo
Study or Subgroup  Events Total Events Total
2.8.1 Asthma
Swvedmyr 1999 1 28 i 27
Subtotal (95% CI) 28 27
Total events 1 il
Heterogeneity: Mot applicable
Testfar overall effect =098 (F=0233)
2.8.2 Croup
kKlassen 1996 2 24 1 24
Roherts 19949 2 42 3 40
Subtotal (95% CI) 67 65
Total events 4 4

Heterogeneity: Chif= 061, df=1 {P=0.43) F=0%
Testfor overall effect Z=0.04 (P = 0.96)

2.8.3 Wheeze

Clavenna 2014 189 264 20 281
Ducharme 2009 4 62 4 BV
Subtotal (95% CI) 326 328
Total events 23 24

Heterageneity: Chi*=0.04, df=1 (P =084} F=0%
Testfor overall effect Z2=0.14 (P =0.89)

Total (95% CI) 421 420

Total events 28 28
Heterogeneity: Chi®=1.63, df=4 (P=0.80) F=0%
Testfar averall effect: £ = 0.01 (F = 0.494)

Testfor subaroup differences: Chi®= 099, df=2 (P =

1.9% 7.13[0.14, 359.55]
1.9% 7.13 [0.14, 359.55]
55%  2.00[0.20, 20.20]
91%  0.62[0.10,3.77]
14.6%  0.97 [0.23, 4.00]
BO1%  0.93[0.49,1.79)
14.4%  1.08[0.26, 4.57)
83.5%  0.96 [0.53, 1.74]
100.0%  1.00 [0.58, 1.72]
0.61%, F= 0%

—-*——

L g

0.00

01 10
Favours inhaled Fawvours placebo

Diarrhea

Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Clavenna 2014 27 264 35 261 TIT% -0.03 [F0.09, 0.02) ——
Cucharme 2009 14 G2 11 A7 27.3% 0.06 [-0.08, 0.20] &
Total {95% CI) 326 328 100.0% -0.01 [-0.09, 0.08] el
Total events 41 46
Heterogeneity: Tau®*=0.00; Chif=1.58, df=1 {P=0.213,F= 37% -IZI'.2 -D'.1 B Df1

Testfor overall effect Z=015{F =088

Diarrhea — Peto

Favours inhaled Favours placebo

Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Clavenna 2014 27 264 35 261 F3.0% 0.74[0.43,1.259] —r
Ducharme 2009 14 62 11 BY  27.0% 1.48[0.62, 3.53] T
Total (95% Cl) 326 328 100.0% 0.89 [0.57, 1.40] <
Total events 41 46

Heterogeneity: Chi®=1.79, df=1{F=0.18); F= 44%
Testfar averall effect: Z =041 (F=0E1)

0.01

01 10
Favours inhaled Fawvours placebo
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INHALED vs. PLACEBO — CNS & Behaviour

Behaviour change

Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Klaszsen 19498 0 64 1 68 TO9A% -0.01 F0.06, 0.03]
Roherts 19949 i 42 B 40 A.9% -0.03F018 012)
Svedmyr 1999 1 28 0 27 1468% 0.04 [F0.06,0.13] I e —
Total {95% CI) 134 135 100.0% -0.01 [-0.04, 0.03] -
Total events B 7
Heterogeneity Tau®= 0.00; Chif=1.03, df= 2 (P = 0.60); P= 0% f f ! f
Test for overall effect: 7 = 0.45 (P = 0.65) 02 01 0 0.1 0.2
: : : Favours inhaled Favours placebo

Behaviour change — Peto

Inhaled Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
klassen 1988 il [aF:! 1 Ba 8.6% 0.14 [0.00, 7.25] '
Roherts 19949 il 42 fi 40 B2.8% 077022, 273
Swedmyr 1999 1 28 i 27 3.6% 7.13([0.14, 359,559
Total (95% CI) 134 135 100.0% 0.81 [0.26, 2.54] il
Total events f 7

ity: Chi== = = E= t } f }
Heterogeneaity: Chi = 1.94, di=2P=038) F=0% 0008 0 10 200
Testfar overall effect Z =037 (F=071) Favours inhaled Favours placebo

Behaviour change (by dose)

Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.29.1 Single Dose
Klassen 1998 Il A4 1 A8 T795% -0.01 F0.06, 0.03]
Subtotal (95% Cl) 64 68 T79.5% -0.01 [-0.06, 0.03]
Total events 0 1

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.71 (P =0.48)

2.29.2 Multi-Dose

Roherts 19949 g 42 B 40 9% -0.03 018 012)

Svedmyr 1999 1 28 0 27 1468% 0.04 [F0.06,0.13] e
Subtotal (95% Cl) 70 67 20.5% 0.02 [-0.06, 0.10] el
Total events B B

Heterogeneity: Tau®=0.00; Chif=081, df=1 {(P=037);,F=0%
Test for overall effect 2 =040 (P = 0.69)

Total {95% CI) 134 135 100.0% -0.01 [-0.04, 0.03] -

Total events ] 7

Heterageneity: Tau = 0.00; Chi*=1.03, df= 2 (P=060), F= 0% 0z o1 b o 0
Testfor averall effect Z=0.45 (P = 0.65) Favours inhaled Favours placebo

Testfor subaroup differences: Chi*= 047, df=1 {F =049}, F=0%
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Behaviour change (by dose) — Peto

Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
2.30.1 Single Dose
klassen 1988 il 64 1 Ba 8.6% 0.14 [0.00, 7.25]
Subtotal (95% CI) 64 68 8.6%  0.14[0.00,7.25) - ——
Total events il 1
Heterogeneity: Mot applicable
Testfar aoverall effect: F =097 (F=0233)
2.30.2 Multi-Dose
Roherts 1999 A 42 fi 40 B82.8% 077022, 277 —q—
Swedmyr 1999 1 2a il 27 8.6% 713[014, 359,55
Subtotal (95% CI) 70 67 91.4% 0.95 [0.28, 3.15] -‘-—
Total events f f
Heterogeneity: Chif=112, df=1 {FP=0.29 F=11%
Testfor overall effect Z=009 (F=093)
Total (95% CI) 134 135 100.0% 0.81 [0.26, 2.54] -~
Total events f 7
it = = = E= | } } ]
e e o oo i
- : o Fawours inhaled Fawvours placebo
Testfor subaroup differences: Chi*=0.81, df=1{F=037, F=0%
Behaviour change (by condition)
Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.31.1 Asthma
Svedrmyr 1989 1 28 Il 27 146% 0.04 [F0.06,0.13] —
Subtotal {95% CI) 28 27 14.6% 0.04 [-0.06, 0.13] —aa———
Total events 1 ]
Heterogeneity: kot applicakle
Test for overall effect £ =0.74 (P = 0.46)
2.31.2 Croup
Klassen 19498 0 64 1 68 FO98% -0.01 F0.06, 0.03] —.|—
Raoherts 19949 i 42 3 40 a.9% -0.03F018 012)
Subtotal (95% Cl) 106 108 854% -0.02 [-0.05, 0.02] ‘-
Total events ] 7
Heterogeneity, Taw*=0.00; Chif=011,di=1{P=0.74); F= 1%
Testfor overall effect Z=0.80F =043
Total {95% CI) 134 135 100.0% -0.01 [-0.04, 0.03] -
Total events B 7
Heterogeneity Tau®= 0.00; Chif=1.03, df= 2 (P = 0.60); P= 0% f f f !
Test for overall effect: 7 = 0.45 (P = 0.65) 02 01 0 0.1 0.2
Favours inhaled Favours placebo

Test for subgroup differences: Chif=088,dfi=1 {FP=032), F=0%
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Behaviour change (by condition) — Peto

Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
2.32.1 Asthma
Svedmyr 1999 1 2a il 27 8.6% 7.13[0.14, 359.55]
Subtotal (95% CI) 28 27 8.6% 7.13[0.14, 359.55] —e N ——
Total events 1 il
Heterogeneity: Mot applicable
Testfar overall effect =098 (F=0233)
2.32.2 Croup
klassen 19498 1] oL} 1 6a 8.6% 0.14[0.00, 7.29]
Roherts 19949 A 42 f 40 82.8% 077 [0.22, 277 i
Subtotal (95% CI) 106 108 91.4% 0.66 [0.20, 2.18]
Total events A 7
Heterogeneity: Chi®=0.64, df=1 {P=042), F=0%
Testfor overall effect Z= 069 (F=0.44)
Total (95% CI) 134 135 100.0% 0.81 [0.26, 2.54] .
Total events f 7
Heterogeneity: Ch|==_ 1.84, di=2(P=0.38)F=0% I'J.DEIQ DH 1ID 5EIE'I
Testfor overall effect Z2=0.37 (FP=0.71) Favours inhaled Favours placebo

Testfor subaroup differences: Chi=1.30, df=1{F=025), F=231%
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INHALED vs. PLACEBO — Dermatologic

Burn
Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
klassen 1984 I 27 1 27 100.0% -0.04 013, 0.08]
Total (95% CI) 27 27 100.0% -0.04 [-0.13, 0.06] —en——
Total events a 1
e et .0 e
estfor overall effect Z=0.75 (P = 0.43) Favours inhaled Favours placebo
Burn — Peto
Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Evenis Total WWeight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
klassen 1994 il 27 1 27 100.0% 0.14[0.00,6.82]
Total (85% CI) 27 27 100.0%  0.14[0.00,6.82] ———
Total events ] 1
o . 1 1 1 Il
oo a2 e -0 fowz o b
astfor owerall effect 2= 1.00 (P = 0.32) Favours inhaled Favours placebo
Integument
Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Clavenna 2014 19 264 22 261 33E6% -0.01 [F0.06, 0.03] —
Cucharme 2009 i G2 2 A7 126% 0.08[0.03 0.13] I E—
kKlassen 1998 Il A4 1 A8 41.5% -0.01 [F0.06, 0.03] ——
Raoherts 19949 Il 42 2 40 12.3% -0.0a 013, 0.03) I —
Total {95% CI) 432 436 100.0% -0.01 [-0.04, 0.02] -
Total events 24 27
?etf;ﬂgenelhﬂl:lT?ru tz;_L:I—DDU gahlpz—gﬁgsaﬁ df=3{P=034), F=11% o3 o b o 0o
estfor overall effect: Z= 068 (P =0.50) Favours inhaled Favours placebo
Integument — Peto
Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Clavenna 2014 189 264 22 ZB1 FAT% 0.84 [0.45, 1.59]
Ducharme 2009 il 62 2 67 14.0%  2.67[0.58, 12149 7
klassen 1998 i B4 1 Ba 21% 0.14[0.00, 7.28] 4
Rohberts 19949 il 42 2 40 4.3% 013001, 2.04]
Total (95% CI) 432 436 100.0% 0.88 [0.50, 1.56] -4
Total events 24 27
Heterogeneity: Chi=4.76, df=3(F=019); = 37% T o " p

Testfor overall effect £2=043 (P =067

Fawours inhaled Fawvours placebo
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Integument (by dose)

Weight

Risk Difference
M-H, Random, 95% Cl

Risk Difference
M-H, Random, 95% Cl

Inhaled Placebo
Study or Subgroup  Events Total Events Total
2.41.1 Single
Klassen 1998 0 G4 1 ot
Subtotal (95% Cl) 64 68
Total events 0 1
Heterogeneity: Mot applicahle
Test for overall effect Z=0.71 (P = 0.48)
2.41.2 Multi-dose
Clavenna 2014 19 264 22 261
Ducharme 2009 ] G2 2 N
Roherts 19949 Il 42 2 40
Subtotal {95% CI) 368 368
Total events 24 26

41.5%
41.5%

I3E%
12.6%
12.3%
58.5%

-0.01
-0.01

[-0.06, 0.03]
[-0.06, 0.03]

-0.01 [0.06, 0.03]

0.05 F0.03, 0.13]
-0.05 013, 0.03]
0.01 [-0.05, 0.04]

Heterogeneity: Tau®=0.00; Chif= 322, df= 2 {P=0.20; F= 38%

Testfor overall effect =022 {P=082

436
27

Total {95% CI)
Total events

432
24

100.0%

-0.01 [-0.04, 0.02]

Heterogeneity: Tau®=0.00; Chif= 3.36, df= 3{P=0343, F=11%

Testfor overall effect £=0.63 (P =0.50)

Testfor subaroup differences: Chi*= 008, df=1{F =078}, F=0%

Integument (by dose) — Peto

4

-0.5 0 0.5
Favours inhaled Favours placebo

Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
2421 Single
klassen 1998 i B4 1 Ba 21% D14 [0.00,7.29) ¢
Subtotal (95% CI) 64 68  21%  0.14[0.00,7.25] e —
Total events ] 1
Heterogeneity: Mot applicahle
Testfor overall effect Z=0497 (FP=0.33)
2.42.2 NMulti-dose
Clavenna 2014 19 264 22 261 79.7%  0.84[0.45,1.59] -
Ducharme 2009 A 62 2 B7Y  14.0%  2.67[0.58, 12.149] I e E—
Roherts 19949 il 42 2 40 4.2% 043001, 2.04]
Subtotal (95% CI) 368 368 97.9% 0.92 [0.52, 1.63] -
Total events 24 26
Heterogeneity: Chi®=3.92, df =2 {(FP=0.14); = 49%
Testfor overall effect Z=030(F=077)
Total (95% CI) 432 436 100.0% 0.88 [0.50, 1.56] e
Total events 24 7
Heterogeneity, Chi*=4.76, di= 3 (P =019} F=37% 'D.D1 DH 1ID 1EIEI'

Testfor overall effect £2=043 (P =067

Testfor subaroup differences: Chi®= 084, df=1 (F=0.36), F=0%

Fawours inhaled Fawvours placebo
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Integument (by condition)

Risk Difference
M-H, Random, 95% Cl

Inhaled Placebo Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
2.44.1 Croup
Klaszsen 19498 0 64 1 68 41.58% -0.01 F0.06, 0.03]
Roherts 19949 0 42 2 0 12.3% -0.08 013,003
Subtotal (95% Cl) 106 108 53.8% -0.02 [-0.06, 0.01]
Total events 0 3

Heterogeneity, Taw*=0.00; Chif=0.71,df=1 {P=0.40);, F= 0%
Testfor overall effect Z=119(F =023

2.44.2 Wheeze

Clavenna 2014 19 264 22 261 336% -0.01 [F0.06, 0.03]
Cucharme 2009 i G2 2 A7 126% 0.05[0.03 0.13]
Subtotal {95% CI) 326 328 46.2% 0.01 [-0.05, 0.07]
Total events 24 24

Heterogeneity: Taw=0.00; Chif=1.86, df=1{P=017); F= 46%
Testfor overall effect =035 P =072

Total {95% CI) 436 100.0%
Total events 24 27

Heterogeneity: Tau®=0.00; Chif= 3.36, df= 3{P=0343, F=11%
Testfor overall effect £=0.63 (P =0.50)

Testfor subaroup diffierences: Chi*= 0.84, df=1 {F = 0.36), F= 0%

432 -0.01 [-0.04, 0.02]

Integument (by condition) — Peto

—.__

.

-

-0

005 0 005 0
Favours inhaled Favours placebo

Peto Odds Ratio
Peto, Fixed, 95% Cl

Inhaled Placebo Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl
2.46.1 Croup
klassen 1998 i B4 1 Ba 21% 0.14[0.00, 7.259]
Rohberts 19949 il 42 2 40 4.3% 013001, 2.04]
Subtotal (95% CI) 106 108 6.3% 0.13 [0.01, 1.27]
Total events a 3
Heterogeneity: Chi®=0.00, df=1 (P = 0.96); F=0%
Testfar averall effect: F =175 (F=008)
2.46.2 Wheeze
Clavenna 2014 19 264 22 ZB1 F9T% 0.84[0.45,1.59]
Ducharme 2009 A 62 2 BT 14.0% 2.67[0.58,12.19]
Subtotal (95% CI) 326 328 93.7% 1.00 [0.56, 1.80]
Tatal events 24 24
Heterogeneity: Chi®=1.88,df =1 {(P=017) F=47%
Testfor overall effect Z=0.01 (F =1.00)
Total (95% CI) 432 436 100.0% 0.88 [0.50, 1.56]

Total events 24 7

Heterogeneity, Chi*=4.76, di= 3 (P =019} F=37%

Testfor overall effect £2=043 (P =067

Testfor subaroup differences: Chi®= 288, df=1 {F=0.0%, F=652%

-~

<

0.005

01 10 200

Fawours inhaled Fawvours placebo
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INHALED vs. PLACEBO - Endocrine/Metabolic & Musculoskeletal

Growth — change from baseline, cm

Mean Difference

Inhaled Placebo Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bacharier 2008 T8 175 95 75 149 47 GB.3% 0.30[-0.35, 0.859]
Ducharme 2009 6.23 262 88 656 2.9 62 31.7%  -0.33[1.32, 0.66]
Total (95% CI) 154 109 100.0% 0.10 [-0.47, 0.67]

Heterogeneity, Tau*= 0.02; Chi®=1.09, df=1 (P =030}, F= 9%
Testfor overall effect Z=0.34 (P=0.73)

Adrenal suppression

P I
Favours inhaled Favours placebo

Risk Difference

Inhaled Placebo Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Hedlin 1999 A G 4 10 100.0% 0.43[0.01, 0.86]
Total (95% CI) 6 10 100.0% 0.43 [0.01, 0.86] ——en——
Total events 13 4
Heterageneity: Mot applicable -D=5 _0525 LR 525 D=5
Testfor overall effect £=2.00 (P = 0.09) Favﬁurs iﬁhaled FEI'\.-'DLIFS plaﬁebn
Adrenal suppression - Peto
Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Hedlin 19949 ] B 1 10 1000%  5.21[0.F2, 37.57] ]
Total (95% CI) 6 10 100.0%  5.21[0.72, 37.57] ——enii—
Total events A 4
Heterogeneity: Mot applicakile 'D.m IZIT1 1.D 1DD'

Test for overall effect Z=1.64 (P=0.10)

Favours inhaled Favours placebo
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INHALED vs. PLACEBO - Cardiovascular

Arrhythmia
Inhaled Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Daughjerg 1983 I 29 i 27 100.0% 0.00 0,07, 0.07]
Total {95% Cl) 29 27 100.0% 0.00 [-0.07, 0.07]
Total events a a
S RN CRL L
estior overall effect. 2= 0.00 (F = 1.00) Favours inhaled Favours placebo
Arrhythmia — Peto
Inhaled Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Daughjerg 1993 i 29 i 7 Mot estimahle
Total (95% CI) 29 27 HNot estimable
Total events il il
Heterogeneity: Mot applicable 0 07 s T

Testfar overall effect: Mot applicable

Favours inhaled Fawvours placebo
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DEXAMETHASONE vs. OTHER STEROID — Gl

Vomiting
Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Aligbab 2017 0 33 A 89 147% -0.06 012, 0.01] ]
Aliebab 2017 1 53 10 80 11.5% -0.11 (0.9, -0.02] I
Altamimi 2006 a 56 2 54 154% -0.04 [-0.10, 0.02] T
Cronin 2016 ] 123 14 122 16.0% -0.11 047, -0.08] —=—
Fifoot 2007 2 [543 1 34 13.4% 0.00 [-0.07, 0.07] —t
Garbutt 2013 3 46 T 41 57% -0.11 [-0.24, 0.03] —
Paniagua 2017 [ 287 12 290 23.2% -0.02 [-0.05, 0.01] -
Total (95% CI) 663 710 100.0% -0.06 [-0.09, -0.02] . 3
Total events 12 51
Heterogeneity, Tau®= 0.00; Chi*= 14.42, df= 6 (P = 0.03); F= 58% -IJI z n 525 3 P 525 055
Testfor overall effect Z=2.97 (P = 0.003) Favours dexamethasone Favours other steroid

Vomiting — Peto

Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Aliebab 2017 i} 33 ] a9 6.6% 0.24 [0.03, 1.80] —
Aligbab 2017 1 53 10 80 16.9% 0.25[0.07, 0.58] e —
Altamimi 2006 1} 56 2 54 3.4% 0.13[0.01, 2.07]
Cronin 2016 i} 123 14 122 22.9% 0.12[0.04,0.358] —
Fifoot 2007 2 65 1 34 46%  1.05[0.0%9, 11.63]
Garbutt 2013 3 45 7 41 15.4% 0.36[0.10,1.33] 1
Paniagua 2017 53 287 12 280 30.2% 0.41 [0.20, 1.30] —
Total (95% CI) 663 710 100.0% 0.29 [0.17, 0.48] E 3
Total events 12 a1
Heterogeneity: Chi®= 557, df=6 (P =047), F= 0% ; f t t
Testfn?overgll effect 7= eil.?S (F £ D.DDDD1)I) 0.002 01 1 ; 500
Favours dexamethasone Favours other steroid
Vomiting (by dose)
Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
3.4.1 Single-dose
Aliehah 2017 ] 33 5 89 14.7% -0.06 012, 0.01] ]
Aliehah 2017 1 53 10 80 11.4% -0.11 [0.19,-0.02] —_
Altamimi 2006 a 56 2 54  15.8% -0.04 010, 0.02] =T
Cronin 2016 i 123 14 122 16.0% -0.11 [F0.17, -0.08] —
Fifoat 2007 2 65 1 34 13.4% 0.00[-0.07, 0.07] -1
Garbutt 2013 3 46 7 41 5.7% -0.11 [-0.24,0.03] -
Subtotal {95% CI) 376 420 T6.8% -0.07 [-0.11, -0.02] L 3
Total events 4 39
Heterogeneity, Tau®= 0.00; Chi*=9.46, df =9 (F=0.09); F=47%
Test for overall effect Z= 316 {F = 0.002)
3.4.2 Multi-dose
Paniagua 2017 4 287 12 290 23.2% -0.02 [-0.05, 0.01] o
Subtotal {95% CI) 287 290 23.2% -0.02 [-0.05, 0.01] L
Total events 4 12
Heterogeneity: Mot applicahble
Test for overall effect Z=1.42 F=016)
Total (95% CI) 663 710 100.0% -0.06 [-0.09, -0.02] L
Tatal events 12 51
Heterogeneity: Tau®= 0.00; Chit= 14.42, df= 6 (P = 0.03); F= 58% 5_1 -D= P 1 D=5 15
Testfor overall effect: Z=2.97 (P = 0.003) Favours dexamethasone Favours other steroid

Test for subgroun diferences: Chif= 3.18, df=1 (F=0.07), F= B8.6%
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Vomiting (by dose) — Peto

Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fized, 95% CI Peto, Fixed, 95% C1
3.4.1 Single-dose
Aliebab 2017 i} 33 ] a9 f.6% 0.24 [0.03, 1.50] -
Aliebab 2017 1 53 10 80 16.9% 0.25[0.07, 0.58] e —
Altamimi 2006 1} 56 2 54 3.4% 0.12[0.01, 2.07]
Cronin 2016 i} 123 14 122 22.9% 0.12[0.04,0.358] —
Fifoot 2007 2 G5 1 34 46%  1.05[0.049, 11.63]
Garbutt 2013 3 46 7 41 15.4% 0.36[0.10,1.33] — 1
Subtotal (95% Cly 376 420 69.8% 0.23[0.12,0.42] -
Total events G 39

Heterogeneity: Chi®= 3.55, df=5 (P = 0.62), F= 0%
Test for averall effect Z=4.73 (P = 0.00001)

3.4.2 Multi-dose

Paniagua 2017 G 287 12 290 30.2% 0.51 [0.20, 1.30] —
Subtotal (95% Cly 287 290  30.2% 0.51[0.20, 1.30] -
Total events 5 12

Heterogeneity: Mot applicable
Testfar overall effect Z=1.41 (P =018}

Total {95% CIj G663 710 100.0% 0.29[0.17, 0.48] E 3
Total events 12 a1

Heterogeneity: Chi*= 547, df=6 (P=047) F=0%

Testfar averall effect Z=4.73 (P = 0.00001)

Testfar subgroup differences: Chif=2.02, df=1 {F=016), F=590.9%

0.002 0.1 10 a00
Fawours dexamethasone Favours other steroid

Vomiting (by condition)

Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.5.1 Asthma
Altamimi 2006 ] 56 2 54  15.4% -0.04 010, 0.02] -
Cronin 2016 a 123 14 122 16.0% -0.11 017, -0.08] —
Paniagua 2017 4 287 12 290 23.2% -0.02 [-0.05, 0.01] —
Subtotal (95% CI) 466 466 54.7% -0.05 [-0.11, 0.00] e
Tatal events 4 28

Heterogeneity: Tau®= 0.00; Chi®=8.74, df= 2 (F=0.01); F=77%
Testfor overall effect: £=1.83 (P =0.07)

3.5.2 Croup
Fifoot 2007 2 &5 1 4 13.4% 0.00 [0.07, 0.07] —_—
Garbutt 2013 3 46 7 41 57% -0.11 [0.24, 0.07] i
Subtotal (95% CI) 111 75 19.0% 0.04 [-0.16, 0.08] —~~ati——
Tatal events g a3

Heterogeneity: Tau®= 0.01; Chi®= 2.75, df=1 (F=0.10); F= 64%
Testfor overall effect Z= 065 (P =0.52)

3.5.3 Other conditions

Aliebah 2017 0 33 i 89 14.7% -0.06[-012,0.01] ]
Aliebah 2017 1 53 10 80 11.5% -0.11 [0.19,-0.02] —_—
Subtotal (95% CI) g6 169 26.2% -0.08 [-0.13, -0.02] -
Total events 1 14

Heterogeneity: Tau®= 0.00; Chi*=1.03,df=1 (P=0.31); F= 3%
Test for overall effect: 2= 2.90 {F = 0.004)

Total (95% CI) 663 710 100.0% -0.06 [-0.09, -0.02] L 3

Tatal events 12 51

?etf;ogenemtl:lT?ru :Zﬂfg;é::?hl;j;;uzé df=6{P=003); F=58% oy o 1 T 0a
estinroverall & ec_. =2.97 T ) Favours dexamethasone Favours other steroid

Testfor subgroup differences: Chif= 0.44, df= 2 (P =0.80), F= 0%
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Vomiting (by condition) — Peto

Dexamethasone
Study or Subgroup Events Total

3.7.1 Asthma

Altamimi 2006 i} 56
Cronin 2016 i} 123
Paniagua 2017 4] 2ar
Subtotal (95% CI) 466
Total events 5

Heterogeneity, Chi*=4.20, df=2 (P=012% F=52%
Test far overall effect: 7= 3.85 (P = 0.0001)

3.7.2 Croup

Fifoot 2007 2 ot
Garbutt 2013 3 4B
Subtotal (95% CI) 111
Total events g

Heterogeneity: Ghi*= 0,59, df= 1 (P = 0.44%; F= 0%

Testfor overall effect Z=1.33{F=0.18)

3.7.3 Other conditions

Aliebab 2017 a 33
Aljebab 2017 1 53
Subtotal (95% CI) 86
Total events 1

Heterogeneity: Chiz= 0.00, df=1 (P = 0.88%; F= 0%

Test for averall effect 7= 2 87 (F=0.01)

Total (95% CI) 663
Total events 12

Heterogeneity Chi®= 5.7, df=6 (P =047} = 0%
Test for averall effect 7= 4 73 (F = 0.00001)
Testfar subaroun diferences: Chif=0.73,

Abdominal pain

Other Steroid Peto Odds Ratio Peto Odds Ratio
Events  Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
2 54 3.4% 0.13[0.01, 2.07]
14 122 22.9% 0.12[0.04,0.35] i —
12 290 30.2% 0.51 [0.20, 1.30] —
466  56.9% 0.26 [0.13, 0.52] g
28

1 34 46%  1.05[0.08,11.63]
7 41 154%  036[0.10,1.33] —

75 20.0%  0.46[0.14,1.45] e o
]

5 89 6.6% 0.24 [0.03, 1.80] T

10 80 16.9% 0.25 [0.07, 0.88] —_—
169 23.4%  0.25[0.09,0.72] i

15

710 100.0%  0.29 [0.17,0.48] -
51

0.005 01 10 200
Favours dexamethasone Favours other steroid
df=2 (P =067, F=0%

Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Aligbah 2017 ] 33 21 89 11.89% 0.01 F016,0.18]
Aligbah 2017 10 53 17 80 181% -0.02 016, 0.11]
Altamirni 2006 2 56 3 54 569% -0.02 [-0.10, 0.08] ——
Garbutt 2013 ] 46 T 41 131% 0.02[014,019]
Total (95% CI) 188 264 100.0% -0.01 [-0.07, 0.05]
Total events 29 43

Heterogeneity, Tau®= 0.00; Chi*= 0,35, df=

Test for averall effect: Z=038 (P = 0.70)

Abdominal pain — Peto

3(F=0.85):F=0% 0z 01 0 01 02
Favours dexamethasone Favours other steroid

Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Aliebab 2017 8 33 21 88 31.2% 1.04[0.41, 2.64]
Aligbab 2017 10 53 17 80  36.9% 0.86 [0.37, 2.04] — &
Altamimi 2006 2 56 3 54 8.5% 0.64 [0.11, 3.79]
Garbutt 2013 9 46 7 41 23.4% 1.18[0.40, 3.47] =
Total (95% CI) 188 264 100.0% 0.96 [0.57, 1.61] i
Total events 28 48

ity Chiz= = = 2= } } } t } }
Heterogeneity: Chi®= 043, df=3 (P=0.83), F=0% o1 02 0’ 3 : 10

Testfor overall effect 2= 016 (P = 0.87)

Favours dexamethasone Favours other steroid
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Abdominal pain (by condition)

Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
3.10.1 Asthma
Altamimi 2006 2 56 3 54  56.9% -0.02 [-0.10, 0.08]
Subtotal (95% CI) 56 54  56.9% -0.02 [-0.10, 0.06]
Total events 2 3
Heterogeneity: Mot applicable
Testfor overall effect: Z= 050 (P = 0.62)
3.10.2 Croup
Garbutt 2013 g 46 7 41 131% 0.02[014,019] T
Subtotal (95% CI) 46 41 13.1% 0.02 [-0.14,0.19] B
Total events q T
Heterogeneity: Mot applicable
Test for averall effect: £=0.30 (P = 0.78)
3.10.3 Other conditions
Aliebah 2017 a 33 21 89 11.89% 0.01 016, 0.18] —
Aliehah 2017 10 53 17 g0 18.1% -0.02 016, 0.11] —
Subtotal (95% CI) 86 169  30.0% -0.01 [-0.12,0.10] e
Total events 18 38
Heterogeneity: Tau®= 0.00; Chi*= 007, df=1 (F=0.79), F=0%
Testfor overall effect Z=022{P=083)
Total {95% Cl) 188 264 100.0% -0.01 [-0.07, 0.05] <&
Total events 29 L
Heterogeneity, Tau®= 0.00; Chi#= 0.35, df= 3 (P = 0.95); F= 0% _055 3 055 15

Test for averall effect: Z=038 (P = 0.70)

Testfor subgroup differences: Chi*= 024, df= 2 (P=0.88), F=0%

Abdominal pain (by condition) — Peto

Favours dexamethasone Favours other steroid

Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
3.10.1 Asthma
Altamimi 2006 2 a6 3 a4 8.5% 0.64 (011, 3.74]
Subtatal (95% Cly 56 54  8.5%  0.64[0.11,3.79] e —
Total events 2 3
Heterageneity, Mot applicable
Test for overall effect Z=050(F =062
3.10.2 Croup
Garbutt 2013 9 45 7 41 23.4% 1.18[0.40, 3.47] =
Subtotal {95% CI) 46 41 234% 1.18 [0.40, 3.47] ——*——
Total events 9 ¥
Heterageneity, Mot applicable
Testfor overall effect Z=030{F=077)
3.10.3 Other conditions
Aljebah 2017 g 33 a| 89 31.2% 1.04 [0.41, 2.64]
Aliebab 2017 10 53 17 B0 36.9%  0.86(0.37,2.04] iﬁ
Subtotal {95% Cly 86 169 68.1% 0.94 [0.50, 1.77]
Total events 18 38
Heterogeneity: Chi*= 0.08, df=1 (P=0.78); F=0%
Test far averall effect =019 {F = 0.85)
Total {95% CIj 188 264 100.0% 0.96 [0.57, 1.61] —a—
Total events 249 4a
Heterogeneity, Chi*= 043, df=3 (P = 0.93; F= 0% 051 052 DIS é % 150

Testfor overall effect 2= 016 (P = 0.87)

Testfaor subgroup differences: Chi*=0.35 df= 2 {F=0.84), F=0%

Fawours dexamethasone Favours other steroid
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DEXAMETHASONE vs. OTHER STEROID — CNS & Behaviour

Tremor/jitteriness

Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Garbutt 2013 1 45 a 41 100.0% 0.02 [-0.04, 0.08]
Total (95% Cl) 46 41 100.0% 0.02 [-0.04, 0.0€] e ———
Total events 1 0
Heterogeneity; Mot applicable } t } t
o _ -0 -0.04 ] 0.04 0.1
Testfor overall effect 7= 0.71 (P = 0.48) Favours dexamethasone Favours other steroid
Tremor/jitteriness — Peto
Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Garbutt 2013 1 46 a 41 100.0% 6.63[013, 336.21]
Total (95% CI) 46 41 100.0% 6.63 [0.13, 336.21] e —
Total events 1 i}
Heterogeneity: Mot applicahle t } } }
e _ 0.002 01 10 a00
Testfor averall effect 2= 0.94 (P = 0.35) Favours dexamethasone Favours other steroid
Behaviour change
Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Garbutt 2013 25 46 24 41 B54% -0.04[-0.25,017] L]
Gries 2000 10 14 14 16 34.6% -016[-0.45 013 4 L]
Total (95% CI) 60 57 100.0%  -0.08[-0.25,0.00] e —
Tatal events 35 KL
Heterogeneity; Tau®= 0.00; Ghi®= 0.45, df=1 (P = 0.503; F= 0% _D’ 5 _0’1 b 0’1 D’g
Testfor overall effect Z=0.98 (P = 0.33) Favours dexamethasone Favours other steroid
Behaviour change — Peto
Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Garbutt 2013 il 45 24 41 81.4% 0.85[0.36, 1.97]
Grieg 2000 10 14 14 16 18.6% 0.38[0.06, 2.21] - 1
Total (95% Cl) 60 57 100.0% 0.73 [0.34, 1.56] -
Total events 35 38
Heterogeneity; Chi*= 0.65, df=1 (P =0.42); F= 0% P " s Py

Testfor overall effect: 2= 0.82 (F=0.41)

Favours dexamethasone Favours other steroid
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Behaviour change (by condition)

Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
3.16.1 Asthma
Gries 2000 10 14 14 16 34.6% -016[-0.45,013] .
Subtotal (95% CI) 14 16 34.6% -0.16 [-0.45, 0.13] et
Total events 10 14

Heterogeneity: Mot applicable
Test for awerall effect Z=110{F = 0.27)

3.16.2 Croup

Garbutt 2013 25 4B 24 41 B54% -0.04 -0
Subtotal {95% Cl) 46 41 65.4% -0.04 [0
Total events 25 24

Heterogeneity: Mot applicable
Test for awerall effect: 2= 039 {F = 0.69)

26,017 i
.25, 0.17]
~all
a

Total (95% CI) 60 57 100.0% -0.08 [-0.25, 0.09]
Tatal events 35 38
Heterogeneity: Tau®= 0.00; Chi*= 0.45, df=1 (P = 0.50), F= 0% I_1 -0:5 0:5 1:
Testor overall effec_t: Z=0.98 (Pz_ 0.33) Favours dexamethasone Favours other steroid
Testfor subgroup differences: Chif= 043, df=1 (P=041), F=0%
Behaviour change (by condition) — Peto
Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
3.19.1 Asthma
Gries 2000 10 14 14 16 18.6% 0.38[0.06, 2.21] -
Subtotal (95% CI) 14 16 18.6% 0.38 [0.06, 2.21] e ———
Total events 10 14
Heterogeneity: Mot applicable
Test for overall effect Z=1.08 (F =0.28)
3.19.2 Croup
Garbutt 2013 25 45 24 41 814%  (0.85[0.36,1.67] t
Subtotal (95% CI) 46 41 B1.4% 0.85 [0.36, 1.97]
Total events 25 24
Heterogeneity: Mot applicable
Test for averall effect Z=0.38 (P =0.70)
Total (95% CI) 60 57 100.0% 0.73 [0.34, 1.56] -
Total events 34 38
e 2= - - 2= | } t {

_I;!etnta;ugenem;.l C;I ;gﬁsu gg-;EPD—4E.42),I =0% 0o o 10 100

estior overall & E':_' =0.82¢ T ) Favours dexamethasone Favours other steroid
Testfar subgroup differences: Chi*= 065 df=1{F=042), F=0%

Headache
Dexamethasone  Other Steroid Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Altamimi 2006 i 56 i} 54 71.8% 0.00F0.03,003]
Garbutt 2013 7 46 4 41 28.2% 0.05-0.08, 019] =
Total (95% CI) 102 95 100.0% 0.02 [-0.08, 0.11]
Total events 7 4
Heterogeneity: Tau®= 0.00; Chif= 2.02, df=1 (P = 0.16); F=51% _052 —D=1 1 051 052
Testforoverall effect 2= 0.33 (P=0.74H Favours dexamethasone Favours other steroid
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Headache — Peto

Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events  Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% Cl
Altarnimi 2006 0 56 0 54 Mot estimahle
Garbutt 2013 7 48 4 41 100.0%  1.62[0.46, 5.74] ——
Total (95% CI) 102 95 100.0%  1.53 [0.46, 5.74] — e ——
Total events T 4
Heterogeneity: Mot applicable ; f f f
PR B 0.0% 0.2 5 20
Testfor overall effect Z=0.76 (P = 0.43) Favours dexamethasone Favours other steroid

Headache (by condition)

Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.22.1 Asthma
Altamimi 2006 ] 56 i} 54 71.8% 0.00[0.03, 0.03]
Subtotal (95% CI) 56 54  T1.8% 0.00 [-0.03, 0.03]
Total events a 1}

Heterogeneity: Mot applicable
Testfor overall effect: Z= 0.00 (P =1.00)

3.22.2 Croup

Garbutt 2013 7 45 4 41 28.2% 0.05 [-0.08, 0.19] =

Subtotal {95% Cl) 46 41 28.2% 0.05 [-0.08, 0.19] — e ——
Tatal events 7 4

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.78 (P = 0.44)

Total {95% CI) 102 95 100.0% 0.02 [-0.08, 0.11]
Total events T 4

Heterogeneity, Tau®= 0.00; Chi®= 2,02, df=1 (P=016), F=51% -DI 2 -DI'I 3 o o2
Testfor overall Eﬁec.t £=033 (P:. 0.74) Favours dexamethasone Favours other steroid
Test for subaroup differences: Chi*= 057, df=1 (P=045), F= 0%

Headache (by condition) — Peto

Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
3.23.1 Asthma
Altamimi 2006 1] a6 1] a4 Mot estimahle
Subtotal (95% Cl) 56 54 HNot estimable
Total events 1} 1}

Heterogeneity: Mot applicahble
Testfor owerall effect Mot applicable

3.23.2 Croup

Garbutt 2013 7 46 4 41 1000%  1.63[0.46,574] _—t

Subtotal {95% CI) 46 41 100.0%  1.63 [0.46, 5.74]

Total events T 4

Heterageneity: Mot applicable

Testfor overall effect Z=0.76 (P = 0.45)

Total {95% CI) 102 95 100.0%  1.63 [0.46, 5.74] —me i ———

Total events T 4

e o - 1 L
estfor overall effect Z= 0.76 (P = 0.45) Favours dexamethasone Favours other steroid

Testfor subdroup differences: Mot applicable
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DEXAMETHASONE vs. OTHER STEROID — Dermatologic

Phlebitis

Risk Difference

Risk Difference

Dexamethasone  Other Steroid
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gries 2000 i} 15 a 17 100.0% 0.00F0A1, 011]
Total (95% CI) 15 17 100.0% 0.00 [-0.11, 0.11]
Total events i} i

Heteroneneity: Not applicable
Test for overall effect Z=0.00 (P =1.00)

Phlebitis — Peto

Peto Odds Ratio

-0.2 -0.1 0 0.1 0.2
Favours dexamethasone Favours other steroid

Peto Odds Ratio

Dexamethasone  Other Steroid
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Gries 2000 i} 15 a 17 Mot estimable
Total (95% Cl) 15 17 Mot estimable
Total events a 0
1 1

Heterageneity: Mot applicable
Test far averall effect: Mot applicahle

1 1
0.05 0.2 ] 20
Favours dexamethasone Favours other steroid
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DEXAMETHASONE vs. OTHER STEROID — Endocrine/Metabolic & Musculoskeletal

Fluid & electrolyte abnormalities

Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Tagarro 2014 1 33 2 19 100.0% -0.10[-0.28, 0.08]
Total (95% CI) 33 15 100.0% -0.10 [-0.28, 0.08] e ——
Total events 1 2

Heteroneneity: Not applicable
Testforoverall effect Z=111 (P=0.27)

Fluid & electrolyte abnormalities — Peto

0.2

0.1 0 0.1 0.2

Favours dexamethasone Favours other steroid

Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Tagarro 2014 1 33 2 18 100.0% 0.18[0.01,217]
Total {95% CI) 33 15 100.0%  0.18[0.01, 2.17] e ——
Total events 1 2
Heterogeneity Mot applicable b o T o0

Testfor overall effect: Z=1.35 (F=0.18)

Favours dexamethasone Favours other steroid
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DEXAMETHASONE vs. OTHER STEROID - Cardiovascular

Arrhythmia

Risk Difference

Risk Difference

Dexamethasone  Other Steroid
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Altamimi 2006 i} 56 a 54 100.0% 0.00 [F0.03, 0.03]
Total (95% CI) 56 54 100.0% 0.00 [-0.03, 0.03]
Total events i} i

Heteroneneity: Not applicable
Test for overall effect Z=0.00 (P =1.00)

Arrhythmia — Peto

Peto Odds Ratio

0.5 0 0.5 1
Favours dexamethasone Favours other steroid

Peto Odds Ratio

Dexamethasone  Other Steroid
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Altamimi 2006 i} 56 a 54 Mot estimable
Total (95% CI) 56 54 Mot estimable
Total events i} i
[ive i I } } |

?ehta;ugenemrl.l Nfort at;.azllctablell " 001 o 19 100

estior overall efiect. Mot applicable Favours dexamethasone Favours other steroid

Hypertension
Dexamethasone  Other Steroid Risk Difference Risk Difference

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

Gries 2000 i} 15 i 17 100.0% 000 F01, 011]

Total {95% CI) 15 17 100.0% 0.00 [-0.11, 0.11]

Total events i} a

Heterogeneity: Not applicable 5_1 —DI 5 b DIS 15
Testfor overall effect Z=0.00 (P =1.000 Favours dexamethasone Favours other steroid
Hypertension — Peto

Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio

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

Gries 2000 1} 14 1] 17 Mot estimahble

Total {95% Cl) 15 17 Hot estimable

Total events i} a

Heterageneity: Mat applicable T o 1 100

Test far averall effect: Mot applicahle

Favours dexamethasone Favours other steroid
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DEXAMETHASONE vs. OTHER STEROID — General

General complaints

Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Altamimi 2006 i 56 1 54 79.8% -0.02 007, 0.03]
Garbutt 2013 3 46 2 41 20.4% 0.02[-0.08, 011]
Total (95% CI) 102 95 100.0% -0.01 [-0.06, 0.03]  ——e i ————
Total events 3 3
Heterogeneity: Tau®= 0.00; Chi*= 0.53, df=1 (P =047}, F= 0% N 005 4 L o

Testfor overall effect: £= 050 (P = 0.61)

General complaints — Peto

Favours dexamethasone Favours other steroid

Dexamethasone  Other Steroid Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Altarmimi 2006 i} 56 1 54 17.4% 0.13[0.00, 6.58] |
Garbutt 2013 3 46 2 41 B26% 1.35[0.22,8.15]
Total (95% CI) 102 95 100.0% 0.90 [0.18, 4.61]
Total events 3 3
Heterogeneity: Chi*=1.13, df=1 (P=0.249); F=11% f t I t f
Testfu?u\rergll effect 7= D 13 (P£ 0.90% g 0.002 U1 1 10 . son
: : . Favours dexamethasone Favours other steroid
General complaints (by condition)
Dexamethasone  Other Steroid Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
3.6.1 Asthma
Altamimi 2008 i} 56 1 54 TBT% -0.02 007, 0.03]
Subtotal {95% Cly 56 hd  FB.7% -0.02 [-0.07, D.03]
Total events i} 1
Heterogeneity: Mat applicable
Testfor overall effect 2= 0.73 (F = 0.46)
3.6.2 Croup
Garbutt 2013 3 48 2 41 21.3% 0.01 [0.08, 0.11] -
Subtotal {95% Cly 18 41 21.3% 0.01 [-0.08, D.11] -
Total events 3 2
Heterogeneity: Mot applicable
Testforoverall effect Z=0.23 (P =078
Total (95% CI) 104 95 100.0% -0.01 [-0.06, D.03] L 3
Total events 3 3
Heterogeneity: Tau®= 0.00; Chi*= 0.46, df=1 (P = 0.50), F=0% > 5 b 0s n

Test for overall effect Z=0.52 (P = 0.60)

Test for subgroup differences: Chi*= 0.35, df=1 (P = 0.56), F=0%

Favours dexamethasone  Favours other steroid
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General complaints (by condition) — Peto

Dexamethasone
Study or Subgroup Events Total

Other Steroid

Events

Total

Peto Odds Ratio

Weight Peto, Fixed, 95% Cl

Peto Odds Ratio
Peto, Fixed, 95% CI

3.34.1 Asthma

Altamimi 2008 a 56
Subtotal (95% Ch hi
Total events i}

Heterogeneity: Mot applicable
Testfor overall effect Z=1.02 {F=0.31)

3.34.2 Croup

Garbutt 2013 3 LR
Subtotal (95% Ch 418
Total events 3

Heterogeneity: Mot applicable
Testfor overall effect Z=0.28 {F=0.78)

Total {95% CIj 104
Total events 3

3

Heterogeneity: Chiz= 1.0, df=1 (P = 0.30%; F= 8%

Test for averall effect Z=017 {F = 0.86)

54
54

41
41

17.4%
17.4%

82.6%
82.6%

100.0%

Testfor subaroup differences: Chi*=1.09, df=1 (FP=030, F=7.8%

0.13[0.00,6.58] *

0.13[0.00, 6.58]  ==—— ) ———

1.281[0.21,7.81]
1.29[0.21, 7.81]

0.87 [0.17, 4.45]

———

— e ——

nm

01

10 100

Favours dexamethasone Fawvours ather steroid
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