a) ELBW in RCT studies

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
4.1.1 Effects of probiotics on NEC
Al-Hosni, 2012 (US) 2 50 2 51 0.8% 1.02 [0.15, 6.96] — ]
Jacobs, 2013 (Australia and New Zealand) 10 232 14 239 5.4%  0.74 [0.33, 1.62] —_—T
Costeloe, 2015 (UK) 50 317 53 327 20.3% 0.97 [0.68, 1.39] -
Subtotal (95% CI) 599 617 26.4% 0.93 [0.67, 1.27] <&
Total events 62 69
Heterogeneity: Chi’ = 0.41, df = 2 (P = 0.81); I = 0%
Test for overall effect: Z = 0.47 (P = 0.64)
4.1.2 Effects of prbiotics on sepsis
Al-Hosni, 2012 (US) 13 50 16 51 6.2% 0.83 [0.45, 1.54] —_—T
Jacobs, 2013 (Australia and New Zealand) 53 232 58 239 22.2% 0.94(0.68, 1.30] —a—
Costeloe, 2015 (UK) 63 317 61 327 23.4% 1.07(0.78, 1.46) -+
Subtotal (95% CI) 599 617 51.7% 0.98 [0.80, 1.22] <
Total events 129 135
Heterogeneity: Chi* = 0.61, df = 2 (P = 0.74); I = 0%
Test for overall effect: Z = 0.15 (P = 0.88)
4.1.3 Effects of probiotics on mortality
Al-Hosni, 2012 (US) 3 50 4 51 1.5% 0.77 [0.18, 3.25] —
Costeloe, 2015 (UK) 46 317 53 327 20.3% 0.90 [0.62, 1.29] —.-—
Subtotal (95% CI) 367 378 21.8% 0.89 [0.62, 1.26] <o
Total events 49 57
Heterogeneity: Chi’ = 0.04, df = 1 (P = 0.84); I = 0%
Test for overall effect: Z = 0.67 (P = 0.50)
Total (95% CI) 1565 1612 100.0% 0.95 [0.81, 1.11] 4
Total events 240 261
Heterogeneity: Chi’* = 1.31, df = 7 (P = 0.99); I’ = 0% :0 01 0:1 1:0

Test for overall effect: Z = 0.67 (P = 0.50)
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Test for subgroup differences: Chi* = 0.28, df = 2 (P = 0.87), I’ = 0%

b) ELBW in observational studies

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.2.1 Effects of probiotics on NEC
Hunter,2012 (USA) 2 79 35 232 5.0% 0.17 (0.04, 0.68]
Janvier, 2014 (Canada) 10 98 18 109 15.2% 0.62 [0.30, 1.27) —
Subtotal (95% CI) 177 341 20.2% 0.37 [0.10, 1.38] e
Total events 12 53

Heterogeneity: Tau® = 0.64; Chi* = 2.96, df = 1 (P = 0.09); I = 66%
Test for overall effect: Z = 1.48 (P = 0.14)

4.2.2 Effects of probiotics on sepsis

Hunter,2012 (USA) 19 79 72 232 28.3% 0.77 [0.50, 1.20] —
Janvier, 2014 (Canada) 30 98 38 109 31.2% 0.88 [0.59, 1.30] —.—
Subtotal (95% CI) 177 341 59.5% 0.83 [0.62, 1.11] <
Total events 49 110

Heterogeneity: Tau® = 0.00; Chi* = 0.17, df = 1 (P = 0.68); I = 0%

Test for overall effect: Z = 1.25 (P = 0.21)

4.2.3 Effects of probiotics on mortality

Janvier, 2014 (Canada) 14 98 27 109 20.3% 0.58[0.32, 1.04) —a
Subtotal (95% CI) 98 109 20.3% 0.58 [0.32, 1.04] R -
Total events 14 27

Heterogeneity: Not applicable

Test for overall effect: Z = 1.84 (P = 0.07)

Total (95% CI) 452 791 100.0% 0.68 [0.49, 0.94] L 2

Total events 75 190

Heterogeneity: Tau® = 0.05; Chi* = 6.39, df = 4 (P = 0.17); I’ = 37%
Test for overall effect: Z = 2.30 (P = 0.02)
Test for subgroup differences: Chi* = 2.36, df = 2 (P = 0.31), I’ = 15.2%
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eFigure 5. Effects of probiotics on NEC, sepsis and mortality in ELBW infants



