YEUNG, ET AL. STEROIDS IN NEONATES WITH MECONIUM ASPIRATION SYNDROME

Steroids Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
veh et al 1977 1 17 2 18 104% 0.53[0.08, 532 1977
Wy et al 1999 2 27 1 23 101% 1.70[0.16,17.60] 1994
Basu etal 2007 a G& 2 33 B.1% 0A0[0.01, 2.08] 2007 +
Tripathi et al 2007 4 34 3 17 2891% 0.67[0.17, 265 2007 .
Suresh 2015 1 20 3 20 117% 0.33[0.04, 294] 2015
Garg et al 2016 3 38 4 3/ OTI% 07F5[0.18 313 2016 e E—
Patil etal 2018 a 34 1 36 A% 0.35[0.01, 836 2018
Total (95% CI) 237 186 100.0% 0.59[0.28, 1.23] -
Total events ih! 16
Heterogeneity: Tau®=0.00; Chi®= 2.64 df=6 (P =0.85), F=0% o 0 0 o0

Tastfor overall effect: Z=1.41 (F=0.16) Favours steroids  Favours control

Supplementary Fig. 1 Comparison of in-hospital mortality in infants with meconium aspiration syndrome
receiving systemic and inhaled steroids versus control.

Inhaled budesonide Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% Cl Year I/, Random, 95% CI
Easuetal 2007 10,63 1.56 32 1806 233 33 29.2%  -7.43[-8.39,-6.47] 2007 -
Tripathi et al 2007 1218  B22 18 1959 1277 14 153% -T.41[14.80,-0.02] 2007
Suresh 2014 T.H8 2@ 19 1047 a1 17 26.2% -289[-567,-011] 2015 —
Gargetal 2016 441 1681 39 4794 214 39 293%  -1.38[2.26,-051] 2016 -
Total (95% CI) 105 103 100.0% -4.47 [-8.63, -0.30] ~asien——
Heterogeneity: Tau?=15.24; Chi*= 84.82 df=3 (P = 0.00001}); "= 96% ! ]

\ \
-10 5 0 g 10

Testfor overall effect Z=2.10 (P = 0.04) Favours inhaled steroids Favours contral

Supplementary Fig. 2 Duration of hospitalization (days); comparison: Inhaled steroids versus control.

Inhaled budesonide Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight N, Random, 95% CI IV, Random, 95% CI
Basu etal 2007 4.59 2.26 32 77163 33 333% -3 [4.07,-215] —
Garg etal 2016 1.794 0.85 39 3481 1.148 39 434% 1BV [2.13,-1.200 -
Suresh 2015 237 0.6 18 484 5324 17 121% -2.57 [-5.08,-0.06]
Tripathi et al 2007 408 1.52 15 748 14 11.2% -2.94 [[5.457,-0.31]
Total (95% CI) 105 103 100.0% -2.40[-3.41,-1.39] il
Heterogeneity; Tau= 0.55; Chi*= 7.76, df= 3 (P = 0.08); F= 61% t ! f

4 2 0 2 4

Testfor overall effect 7= 4.67 (P = 0.00001) Favours inhaled steroids  Favours control

Supplementary Fig. 3 Duration of oxygen support (days); compatison: Inhaled steroids versus control.
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Systemic steroids Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
1.3.1 Methyiprednisolone versus control for MAS
Tripathi et al 2007 365 118 15 748 14 183% -3.35[%594,-076 2000 — =
Basuetal 2007 441 178 34 7T 183 33 ME%  -3.29[4.10,-2.48] 2007 —
Rana etal 2018 3 185 137 4 873 138 204%  -1.00[2.65 0.65] 2018 I
Subtotal (95% CI) 186 185 60.3% -2.55[-4.14,-0.95] et

Heterageneity: Tau®=1.29; Chi*=6.08, df=2 (P =0.05);, F=67%
Testfor averall effect 2= 313 (P=0.002)

1.3.2 Dexamethasone versus control for MAS

Wiy et al 1998 7 41 27 6.6 58 23 17 T% 040243 3.23) 1999
Subtotal (95% CI) 27 23 17.7% 0.40 [-2.43, 3.23] ——en i ——
Heterogeneity: Mot applicable

Testfor overall effeck Z= 028 (P=0.78)

1.3.3 Hydrocortisone versus control for MAS
Yeh etal 1977 287 0.4 17 1525 0.288 18 220% 1.35[1.11,1.88] 1977
Subtotal (95% CI) 17 18  22.0% 1.35[1.11, 1.58]

Heterogeneity. Mot applicable
Testfor overall effect 2= 11.36 (P = 0.00001}

Total (95% CI) 230 226 100.0%  -1.16[-3.83, 1.51] —-q—
| |

Heterogeneity: Tau®= 8.39; Chi*=131.92, df= 4 (P < 0.00001); F= 37% 54 R D 1 i
Testfor overall eﬁ'eclt: Z=085 (P:, 0.39) Favours systemic steroids  Favours control
Test for subgroup differences: Chi*=22.81, df= 2 (P = 0.0001), F= 81.2%

*¥

Supplementary Fig. 4 Outcome: Duration of oxygen support (days); Comparison: Systemic steroids
versus control
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STEROIDS IN NEONATES WITH MECONIUM ASPIRATION SYNDROME

Supplementary Table I Search strategy

Name of
Database

Search strategy

Number of
articles
obtained

Medline

1 Meconium Aspiration Syndrome/ (1085)
2 (meconium adj2 (aspirat* or inhalat* or
respirat*)).mp. (1928)

3 (meconium adj2 syndrome*).mp. (1647)
4 exp Steroids/ (851004)

5  exp Methylprednisolone/ (19348)

6  exp Dexamethasone/ (51058)

7 exp Hydrocottisone/ (72791)

8  exp Budesonide/ (4467)

9  steroid*.mp. (330574)

10 methylprednisolone.mp. (26325)

11 Dexamethasone.mp. (71154)

12 hydrocortisone.mp. (76881)

13 budesonide.mp. (6214)

14 1or2or3 (1998)

15 4orb5or6or7or8or9orl0orllorl2or
13 (1073935)

16 14 and 15 (84)

17 Meconium/ (3341)

18  meconium.mp. (7332)

19 14 0r 17 or 18 (7332)

20 15and 19 (259)

259

CINAHL

S1 (MH "Meconium Aspiration")

S2 (MH "Meconium")

S3 TX meconium

S4 TX meconium aspirat*

S5 TX meconium inhalat*

S6 TX meconium syndrome*

S7 (MH "Steroids+")

S8 TX steroid*

S9 (MH "Methylprednisolone")

S10 (MH "Dexamethasone")

S11 (MH "Hydrocortisone")

S12 (MH "Budesonide")

S13 TX Methylprednisolone OR Dexamethasone
OR Hydrocortisone OR Budesonide

S14 S1 OR S2 OR S3 OR S4 OR S5 OR S6

S15 §7 OR S8 OR §9 OR S10 OR S11 OR S12 OR
S13

S16 S14 AND S15

S17 (MH "Hydrocortisone")

S18 TX Methylprednisolone OR Dexamethasone
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OR Hydrocortisone OR Budesonide

Embase

1
2

Meconium Aspiration Syndrome/ (1085)
(meconium adj2 (aspirat* or inhalat* or

respirat*)).mp. (1928)

0 1N Ul AW

9

10
11
12
13
14
15

(meconium adj2 syndrome*).mp. (1647)

exp Steroids/ (851004)

exp Methylprednisolone/ (19348)

exp Dexamethasone/ (51058)

exp Hydrocortisone/ (72791)

exp Budesonide/ (4467)

steroid*.mp. (330574)
methylprednisolone.mp. (26325)
Dexamethasone.mp. (71154)
hydrocortisone.mp. (76881)
budesonide.mp. (6214)
1 or 2 or 3 (1998)
4or50r6or7or8or9orl0orllorl2or

13 (1073935)

16
17
18
19
20

14 and 15 (84)
Meconium/ (3341)
meconium.mp. (7332)
14 or 17 or 18 (7332)
15 and 19 (259)

561

Cochrane

1
2

Meconium Aspiration Syndrome/ (1085)
(meconium adj2 (aspirat* or inhalat* or

respirat*)).mp. (1928)

0 J1 N Ul AW

9

10
11
12
13
14
15

(meconium adj2 syndrome*).mp. (1647)

exp Steroids/ (851004)

exp Methylprednisolone/ (19348)

exp Dexamethasone/ (51058)

exp Hydrocortisone/ (72791)

exp Budesonide/ (4467)

steroid*.mp. (330574)
methylprednisolone.mp. (26325)
Dexamethasone.mp. (71154)
hydrocortisone.mp. (76881)
budesonide.mp. (6214)
1 or2or 3 (1998)
4or5o0r6o0r7or8or9orllorllorl2or

13 (1073935)

16
17
18
19
20

14 and 15 (84)
Meconium/ (3341)
mecontum.mp. (7332)
14 or 17 or 18 (7332)
15 and 19 (259)

67
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YEUNG, ET AL.

Supplementary Table II Risk of Bias Assessment
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Basuetal 2007 | @) | @ | @

Gargetal 2016 | @

Patil etal 2018

Ranaetal 2018

Sangeethaetal 2017

Suresh etal 2015 | @

Tripathi etal 2007 | @

wu etal 1939 | @

vehetal 1977 | @) | @ | @
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