
Table 1: Network meta-analysis results sorted based on GRADE certainty of evidence and treatments effectiveness for the 
comparisons of active treatments vs. placebo for primary and secondary outcomes. 

 
All-cause 
Mortality 

OR (95% CI) 

NEC (stage ≥ II) 
OR (95% CI) 

Culture proven 
sepsis 

OR (95% CI) 

NEC-related 
mortality 

OR (95% CI) 

Feed intolerance 
OR (95% CI) 

Reduction in days 
to reach full feed 

MD (95% CI) 

Reduction in days 
of hospitalization 

MD (95% CI) 

Weight (gr) 
MD (95% CI) 

Multiple-strain 
Probiotic 0.67 (0.52, 0.87) 0.35 (0.26, 0.47) 0.77 (0.62, 0.95) 0.52 (0.26, 1.01) 0.48 (0.30, 0.76) -2.04 (-3.10, -0.99) -2.68 (-5.15, -0.21) 51.88 (-36.11, 139.86) 

Single-strain Probiotic 0.83 (0.67, 1.04) 0.63 (0.46, 0.86) 0.80 (0.65, 0.99) 0.71 (0.39, 1.27) 0.47 (0.36, 0.61) -1.60 (-2.58, -0.62) -3.58 (-5.88, -1.27) 17.86 (-152.87, 188.59) 

Multiple-strain 
Probiotic + Fos & Gos 0.05 (0.01, 0.41) 0.09 (0.02, 0.52) 0.73 (0.32, 1.64) 0.17 (0.02, 1.56) 0.15 (0.06, 0.39) -3.31 (-6.50, -0.12) -9.00 (-22.11, 4.11) - 
Single-strain Probiotic 
+ Lactoferrin 0.63 (0.28, 1.41) 0.04 (0.01, 0.62) 0.27 (0.10, 0.72) - - -0.97 (-4.33, 2.39) 1.98 (-5.43, 9.39) - 

Lactoferrin 0.64 (0.33, 1.22) 0.43 (0.18, 1.00) 0.44 (0.27, 0.74) 1.13 (0.02, 59.5) 0.21 (0.05, 0.79) -1.44 (-3.95, 1.07) 1.75 (-4.02, 7.53) 33.77 (-182.31, 249.86) 

Fos 0.20 (0.04, 0.89) 0.81 (0.36, 1.83) 0.85 (0.33, 2.19) 0.34 (0.01, 7.77) 0.37 (0.10, 1.39) -4.35 (-8.23, -0.48) -6.19 (-14.01, 1.62) 27.32 (-184.43, 239.07) 

Single-strain Probiotic 
+ Fos 0.30 (0.08, 1.07) 0.26 (0.09, 0.74) 0.67 (0.25, 1.80) 1.71 (0.25, 11.8) 0.48 (0.17, 1.35) -1.35 (-5.52, 2.82) -2.19 (-10.08, 5.69) 36.32 (-170.76, 243.40) 

Multiple-strain 
Probiotic + Fos 0.94 (0.38, 2.32) 0.14 (0.04, 0.49) 0.62 (0.30, 1.28) - 0.13 (0.01, 2.55) 0.46 (-2.63, 3.55) 0.45 (-4.14, 5.05) - 

Fos & Gos 0.95 (0.21, 4.42) 1.73 (0.67, 4.45) 0.58 (0.29, 1.14) - 1.00 (0.36, 2.78) -1.14 (-3.57, 1.28) -2.86 (-10.30, 4.58) 59.34 (-119.34, 238.02) 

Footnote: OR = odds ratio; MD = mean difference; Fos = Fructo-oligosaccharides, Gos = galacto-oligosaccharides. Results are the mean 
difference, or odds ratio, and associated 95% confidence intervals (95% CIs) between the intervention and placebo from the network meta-
analysis. Mean difference values < 0 indicates the treatment is more effective than placebo. An OR > 1 indicates the treatment is superior to 
placebo; Underlined numbers in bold represent statistically significant results. 

Table legends and description of color gradients: 

 Statistically significant difference with 
placebo and at least one other tx 

Statistically significant difference with 
placebo 

Statistically no difference with 
placebo 

High or moderate 
certainty evidence Among the most effective Inferior to the most effective, but 

superior to placebo No more effective than placebo 

Low or very low 
certainty evidence May be among the most effective May be inferior to the most effective, 

but superior to placebo 
May be no more effective than 

placebo 



Table 2: Network meta-analysis results sorted based on GRADE certainty of evidence and effect 
estimates for the comparisons of active treatments vs. placebo for effectiveness and harm outcomes 

Intervention 

Effectiveness outcomes Harms outcomes 

Pain ≤ 2 h 
post-tx 

Pain 2 to 7 d 
post-tx  

Improvement 
in Function 

Treatment 
satisfaction 

Symptom 
relief 

GI-related 
AE's 

Neurologic-
related AE's 

Derm- 
related AE's 

MD (95% CI) MD (95% CI) MD (95% CI) OR (95% CI) OR (95% CI) OR (95% CI) OR (95% CI) OR (95% CI) 

Topical NSAID -1.02 
(-1.66,-0.38) 

-1.08 
(-1.40,-0.76) 

1.66 
(1.13,2.19) 

5.20 
(2.03,13.33) 

7.31 
(3.22,16.61) 

1.12 
(0.59,2.12) 

1.20 
(0.49,2.95) 

0.76 
(0.51,1.14) 

Oral NSAID -0.92 
(-1.51,-0.34) 

-1.03 
(-1.49,-0.56) 

0.74 
(0.14,1.33) 

3.24 
(0.43,24.70) 

2.66 
(0.88,8.05) 

1.77 
(1.32,2.36) 

0.96 
(0.58,1.61) 

1.88 
(0.45,7.79) 

Acetaminophen & 
Diclofenac 

-1.10 
(-2.03,-0.17) 

-1.13 
(-2.23,-0.03) - 3.45 

(0.18,66.96) 
3.19 

(0.54,18.83) - - - 

Acetaminophen -1.01 
(-1.84,-0.18) 

-1.11 
(-1.92,-0.29) 

0.90 
(-0.52,2.32) 

2.43 
(0.18,32.70) 

2.34 
(0.51,10.77) 

0.24 
(0.01,4.88) - - 

TENS -2.30 
(-3.50,-1.10) 

-1.98 
(-3.26,-0.70) - - - 1.88 

(0.06,57.84) 
1.38 

(0.04,44.79) 
1.93 

(0.05,69.49) 
Specific 
acupressure 

-1.60 
(-2.56,-0.64) 

-2.09 
(-3.84,-0.34) 

1.51 
(0.35,2.68) 

0.50 
(0.04,6.49) 

2.54 
(0.39,16.67) 

0.80 
(0.02,41.67) 

0.80 
(0.01,43.74) 

0.80 
(0.01,45.94) 

Manipulation -1.74 
(-2.70,-0.79) 

0.40 
(-1.69,2.49) 

0.05 
(-1.03,1.14) - 162.8 

(4.98,5321.5) 
0.50 

(0.01,31.29) 
1.41 

(0.02,82.79) - 

Acetaminophen & 
Chlorzoxazone - -2.96 

(-5.43,-0.49) - - - 0.35 
(0.01,10.59) - - 

Fentanyl -3.54 
(-5.08,-2.00) - - - - 61.7 

(6.44,591.5) 
6.60 

(1.19,36.71) - 

Ibuprofen & 
Cyclobenzaprine 

-1.04 
(-2.66,0.57) 

-1.55 
(-3.09,-0.01) - 5.52 

(0.21,147.0) - 1.10 
(0.13,9.42) 

4.69 
(1.27,17.37) - 

Menthol Gel - -1.14 
(-2.27,-0.01) 

0.70 
(-0.67,2.08) - - - - 1.00 

(0.11,9.03) 

Laser therapy - -0.69 
(-2.07,0.70) - - 32.1 

(3.81,269.8) 
0.49 

(0.01,24.85) 
0.49 

(0.01,26.09) 
0.49 

(0.01,27.41) 

Mobilization - -3.40 
(-0.03,6.83) 

0.10 
(-0.66,0.87) 

2.07 
(0.07,58.49) 

7.76 
(1.04,58.09) 

0.93 
(0.02,47.10) 

0.93 
(0.02,49.38) 

0.93 
(0.02,51.99) 

Diclofenac & 
Menthol Gel - -0.89 

(-2.32,0.53) - - - - - - 

Ultrasound - -0.40 
(-2.45,1.65) - - - - - - 

Glucosamine - -0.10 
(-1.87,1.67) - - - - - - 

Acetaminophen & 
Ibuprofen 

-0.74 
(-1.74,0.26) 

-1.22 
(-2.76,0.33) - - 3.10 

(0.52,18.29) - - - 

Non- Specific 
Acupressure 

-0.05 
(-1.02,0.92) 

-0.18 
(-1.89,1.53) 

-0.18 
(-1.39,1.02) 

0.44 
(0.03,5.76) 

1.80 
(0.27,12.10) 

0.85 
(0.02,44.76) 

0.85 
(0.02,46.98) 

0.85 
(0.01,49.34) 

Exercise - -0.81 
(-2.62,1.00) 

0.24 
(-0.39,0.86) 

3.50 
(0.21,59.42) 

0.85 
(0.22,3.23) 

0.95 
(0.02,48.96) 

0.98 
(0.06,16.52) 

0.98 
(0.06,17.10) 

Cyclobenzaprine - -2.07 
(-4.14,0.01) - - - 0.64 

(0.03,15.74) 
1.86 

(0.18,19.52) - 

Supervised Rehab - 1.14 
(-0.20,2.47) 

0.19 
(-0.68,1.06) 

2.25 
(0.15,34.07) 

5.17 
(0.71,37.67) 

1.06 
(0.02,54.49) 

1.06 
(0.02,57.21) 

1.06 
(0.02,60.10) 

Phenyramidol  - - - - - - 0.32 
(0.01,8.73) - 

Massage therapy -0.70 
(-1.95,0.55) - - - - - - - 

HVPS -1.17 
(-2.88,0.53) - - - 6.00 

(0.61,58.81) - - - 



Intervention 

Effectiveness outcomes Harms outcomes 

Pain ≤ 2 h 
post-tx 

Pain 2 to 7 d 
post-tx  

Improvement 
in Function 

Treatment 
satisfaction 

Symptom 
relief 

GI-related 
AE's 

Neurologic-
related AE's 

Derm- 
related AE's 

MD (95% CI) MD (95% CI) MD (95% CI) OR (95% CI) OR (95% CI) OR (95% CI) OR (95% CI) OR (95% CI) 

Core Stabilization - - 1.46 
(-0.11,3.03) - - - - - 

Education - - 0.03 
(-0.98,1.04) - 1.11 

(0.21,5.99) - - - 

NEST - - 0.60 
(-1.04,2.24) - - - - - 

Acetaminophen, 
Ibuprofen & 
Codeine 

-1.49 
(-3.00,0.02) - - - - - - - 

Acetaminophen, 
Ibuprofen & 
Oxycodone 

-1.03 
(-2.55,0.48) - - - - - - - 

Tramadol 0.93 
(-0.88,2.74) - - - - 6.22 

(0.34,112.78) 
7.74 

(1.24,48.14) - 

Acetaminophen & 
Opioid 

-0.54 
(-1.54,0.46) 

-0.82 
(-1.98,0.34) - 2.50 

(0.14,44.86) 
1.43 

(0.38,5.36) 
5.85 

(2.93,11.71) 
4.06 

(1.81,9.09) - 

Post-tx: post-treatment; h: hours; d: days; GI: gastro-intestinal; AEs: adverse events; NSAID: nonsteroidal anti-
inflammatory drug; TENS: transcutaneous electrical nerve stimulation; HVPS: high voltage pulsed stimulation; 
NEST: Neuromuscular electrical stimulation. 

Footnote: Results are the mean difference (MD) on scale of 0 to 10, or odds ratio (OR), and associated 95% 
confidence interval (95% CI) between the intervention and placebo from the network meta-analysis. Mean 
difference values > 0 indicates the treatment is more effective than placebo. An OR > 1 for effectiveness 
outcomes indicates the treatment is superior to placebo; an OR > 1 for adverse events indicates that the 
treatment is associated with higher likelihood of harms compared to placebo. Underlined numbers in bold 
represent statistically significant results. 

 

Benefit: Statistically significant 
difference with placebo and at 

least one other tx 
Harm: no statistical difference 

with plc 

Statistically significant 
difference with placebo 

Harm: Statistically significant 
difference with placebo and at 

least one other tx 
Benefit: no statistical 

difference with plc 

High or moderate 
certainty evidence 

Among the most effective Inferior to the most effective, 
but superior to placebo 

No more effective than 
placebo 

No more harmful than placebo 
Less harmful than some 

alternatives, but more harmful 
than placebo 

Among the most harmful 

Low or very low 
certainty evidence 

May be among the most 
effective 

May be inferior to the most 
effective, but superior to 

placebo 

May be no more effective than 
placebo 

May be no more harmful than 
placebo 

May be less harmful than 
some alternatives, but more 

harmful than placebo 

May be among the most 
harmful 

 

 


