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Search Strategy for the systematic review

PubMed

(Child[MeSH] OR PediatricsiMeSH] OR Infant, Newborn[MeSH] OR Schools, Nursery[MeSH]
OR child* OR neonatal OR infancy OR infant Or infantile OR baby OR babies OR toddler OR
kid OR juvenile OR pediatric OR pediatric* OR paediatric* OR preterm OR premature OR
birthweight OR "school age™ OR "nursery school” OR preschool) AND (Diarrhea[MeSH] OR
diarrh* OR Rotavirus[MeSH] OR rotavirus OR Dehydration[MeSH] OR dehydrat* OR
GastroenteritisfMeSH] OR gastroenteritis) AND (ProbioticsfMeSH] OR probiotic OR
lactobacill* OR lactococc* OR bifidobacter* OR enterococc* OR streptococc* OR
saccharomyces OR escherichia OR bacill*) AND ("Randomized Controlled Trial” [Publication
Type] OR "Randomized Controlled Trials as Topic"[Mesh] OR random* OR "RCT" OR trial)

Filters: Human, English

Cochrane
ID Search Hits

#1 MeSH descriptor: [Infant, Newborn] explode all trees 20567
#2 MeSH descriptor: [Child] explode all trees 78113

#3 MeSH descriptor: [Pediatrics] explode all trees 1179

#4 MeSH descriptor: [Schools, Nursery] explode all trees 43

#5 (child* OR neonatal OR infant OR infancy OR infantile OR baby OR toddler OR kid OR
juvenile OR pediatric OR pediatric* OR paediatric* OR preterm OR premature OR birthweight
OR "birth weight" OR "school age"” OR "nursery school® OR preschool):ti,ab,kw (Word
variations have been searched) 260927

#6 MeSH descriptor: [Diarrhea] explode all trees 7244

#7 MeSH descriptor: [Rotavirus] explode all trees 291

#8 MeSH descriptor: [Dehydration] explode all trees 855

#9 MeSH descriptor: [Gastroenteritis] explode all trees 10595



#10  (diarrh* OR rotavirus OR dehydrat* OR gastroenteritis):ti,ab,kw (Word variations have
been searched) 37078

#11  MeSH descriptor: [Probiotics] explode all trees 3058

#12  (probiotic* OR lactobacill* OR lactococc* OR bifidobacter* OR enterococc* OR
streptococc* OR saccharomyces OR escherichia OR bacill*):ti,ab,kw (Word variations have
been searched) 23870

#13  MeSH descriptor: [Randomized Controlled Trial] explode all trees 25732
#14  MeSH descriptor: [Randomized Controlled Trials as Topic] explode all trees 47396

#15 (random* OR RCT OR trial):ti,ab,kw (Word variations have been searched)
1414279

#16  #1 OR #2 OR #3 OR #4 OR #5 260942
#17  #6 OR #7 OR #8 OR #9 OR #10 46065
#18 #11 OR#12 23924

#19 #13 OR #14 OR #15 1414334

#20  #16 AND #17 AND #18 AND #19 1256

#21  #16 AND #17 AND #18 AND #19 in Trials, English 1157

SCOPUS

TITLE-ABS-KEY  ( (child* OR neonat* OR newborn OR infant OR infancy OR infantile
OR baby OR toddler OR kid
OR juvenile OR pediatric* OR paediatric* OR preterm OR premature OR birthweight OR "scho

ol age" OR "nursery school™ OR preschool ) AND
( diarrh* OR rotavirus OR dehydrat* OR gastroenteritis ) AND

( probiotic* OR lactobacill* OR lactococc* OR bifidobacter* OR enterococc* OR streptococc*
OR saccharomyces OR escherichia OR bacill* ) AND ( random* OR "RCT" OR trial ) ) AND (
LIMIT-TO ( DOCTYPE , "ar") ) AND ( LIMIT-TO ( LANGUAGE , "English") ) AND (
EXCLUDE ( SUBJAREA , "VETE") ) AND ( EXCLUDE ( EXACTKEYWORD , "Animals")
OR EXCLUDE ( EXACTKEYWORD , "Animal"))

CINAHL

((MH "Child+") OR (MH "Infant+") OR (MH "Infant, Newborn, Diseases+") OR (MH
"Pediatrics+") OR (MH "Schools, Nursery") OR child* OR child OR neonat* OR neonate OR
infant OR infantile OR infancy OR baby OR toddler OR kid OR juvenile OR pediatric OR
pediatric* OR paediatric* OR preterm OR premature OR “birth weight” OR birthweight OR
“school age*” OR “nursery school” OR preschool) AND ((MH “Diarrhea”) OR (MH “HIV



Enteropathy”) OR (MH “Food Poisoning+”) OR (MH “Dehydration”) OR (MH “Rotavirus
Infections”) OR (MH “Gastroenteritis+”) OR diarrh* OR rotavirus OR dehydrat* OR
gastroenteritisy AND ((MH "Probiotics+") OR (MH "Bifidobacterium™) OR (MH
"Lactobacillus+") OR (MH "Streptococcus Salivarius”) OR (MH "Saccharomyces”) OR
probiotic OR lactobacill* OR lactococc* OR bifidobacter* OR enterococc* OR streptococc* OR
saccharomyces OR escherichia OR bacill*) AND ((MH "Random Assignment™) OR RANDOM*
OR RCT OR trial OR (MH "Randomized Controlled Trials+") ) English Language; Human AND
Apply related words; Apply equivalent subjects

clinicaltrials.gov

Interventional Studies | diarrh* OR rotavirus OR gastroenteritis OR dehydrat* | probiotic OR
probiotics OR lactobacill* OR lactococc* OR bifidobacter* OR enterococc* OR streptococc*
OR saccharomyces OR escherichia OR bacill* | Child

ICTRP

(child* OR neonat* OR infancy OR infant Or infantile OR baby OR babies OR toddler OR kid
OR juvenile OR pediatric OR pediatric* OR paediatric* OR preterm OR premature OR
birthweight OR "school age” OR "nursery school” OR preschool) AND (diarrh* OR rotavirus
OR gastroenteritis OR dehydrat*) AND (probiotic OR probiotics OR lactobacill* OR lactococc*
OR bifidobacter* OR enterococc* OR streptococc* OR saccharomyces OR escherichia OR
bacill*)
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Risk of Bias assessment for all outcomes

Figure S1
Risk of Bias for clinical cure: Judgments about each risk of bias item for each included study
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Figure S2

Risk of Bias for clinical deterioration: Judgments about each risk of bias item for each included
study
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Figure S3

Risk of Bias for duration of diarrhea: Judgments about each risk of bias item for each included
study
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Figure S4

Risk of Bias for adverse events: Judgments about each risk of bias item for each included study
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Figure S5

Risk of Bias for serious adverse events: Judgments about each risk of bias item for each included
study

Q
[
=
8,

Study
Dhongade 2022

Freedman 2015
Freedman 2018
Ghosh 2021
Henker 2007
Henker 2008
Kurugol 2005
Lahiri 2022
Mourey 2020
Park 2017
Pernica 2017
Phavichitr 2013
Rosenfeldt 2002a

Schnadower 2018

00-00--0---0000:
00000 --0-00-00--
00000000 -00000 --
000-0-0000-000-:
00----00----00"-r
000000000000 000

Sindhu 2014



Forest plots for all outcomes

Figure S6

Forest plot for outcome: Clinical cure (n=44)
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Figure S7

Forest plot for outcome: Clinical cure (Studies reporting WHO s definition of diarrhea; n=14)
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Chen 2020 53 96 47 98 55% 1.15[0.88, 1.51] —
Correa 2011 66 95 40 91 5.6% 1.58[1.21, 2.07] —
Cui 2016 35 43 42 43 7.5% 0.83[0.72,0.87] B
Dinleyici 2015a 29 29 N N 8.7% 1.00 [0.94,1.07] 1=
Dinleyici 2015h (1) 205 220 116 143 8.5% 1.15[1.05,1.25] -
Eren 2010 23 28 21 27 5.6% 1.06 [0.81,1.38] 1
Henker 2007 52 55 39 58 6.9% 1.41 [1.16,1.70] S T
Henker 2008 74 75 54 76 7.6% 1.39[1.20,1.61] T
Hong 2018 140 150 139 150 8.7% 1.01 [0.95,1.07] =
Khan 2012 210 210 210 210 9.0% 1.00[0.99, 1.01]
Lahiri 2022 223 229 223 228 8.9% 1.00 [0.97,1.02] -
Lai 2018 (2) 39 42 33 39 7.4% 1.10([0.94,1.29] 7]
Ritchie 2010 25 33 24 3 5.5% 0.98 [0.75,1.28] e T
Villarruel 2007 35 44 21 44 45% 1.67[1.18, 2.39] S TS
Total (95% Cl) 1349 1269 100.0% 1.12[1.01, 1.24] <P
Total events 1209 1040
Heterogeneity: Tau®=0.03; Chi*= 448.73, df=13 (P < 0.00001); F=97% 015 0’? 1?5 é

Testfor overall effect: 2= 2.13 (P = 0.03) Favours [Control] Favours [Prohiotic]

Footnotes
(1) Showed cumulative numbers for children from ED, hospitalized and outpatient settings.
(2) Observed on Day 14

Figure S8

Forest plot for sensitivity analysis for clinical cure based on ROB (WHO defined studies; n=>5)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Carrea 2011 GE 95 40 91 159% 1.8 [1.21, 2.07] e —
Henker 2007 52 55 35 58 187% 1.41 [1.16,1.70] —
Henker 2008 T4 7a a4 TE  202% 1.39[1.20,1.61] I
Hang 2018 140 150 139 150 224% 1.01 [0.95,1.07] -+
Lahiri 2022 223 229 223 228 228% 1.00[0.97,1.02] L1
Total (95% CI) 604 603 100.0% 1.23[1.01, 1.49] -
Total events 5484 4495
Heterogeneity, Tau®= 0.04; Chi®=96.37, df= 4 (P = 0.00001); F= 96% 055 Df? 1!5 ﬁ

Testfar overall effect Z=2.07 (F = 0.04) Favours [Control] Favours [Prohbiotic]



Figure S9

Forest plot for outcome: Clinical cure as reported at different timepoints (n=12)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total BEvenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
5.1.2 Day 3
Correa 2011 li1a] 45 40 91 1249% 1.588[1.21,2.07] —
Cui 2016 35 43 42 43 138% 0.83[0.72, 0497 -
Dinleyici 2015a 24 24 27 3 134% 0.95[0.77,1.18] "
Dinleyici 2015k {1} 181 220 61 143 134% 1.61 [1.30,1.98] —
Khan 2012 195 210 90 210 138% 2.211[1.89, 2.59] -
Lahiri 2022 193 229 185 228 141% 0.93 [0.91, 1.086] -
Lai 2019 () 13 42 B 39 B.9% 2.01[0.85 477
Ritchie 2010 20 33 19 INONMT% 0.99 [0.67, 1.46] . E—
Subtotal (95% CI) 901 816 100.0% 1.28 [0.93, 1.75] R
Total events T 430

Heterogeneity: Tau® = 0.18; Chif= 15751, df = 7 (P = 0.000013; F = 96%

Testfor overall effect £=1.52(F=0.13)

5.13Day5

Cinleyici 201453 24
Dinleyici 2018k {3) 205
Eren 2010 23
Hang 2018 140
Khan 2012 210
Lahiri 2022 223
Subtotal (95% CI)

Total events 830

29
220

28
140
210
224
866

a1
116
21
1349
210
223

740

a1
143

27
150
210
228
739

17.9%
14.9%
37%
181%
23.3%
221%
100.0%

1.00[0.94,1.07]
1.15[1.05,1.24]
1.06[0.87,1.38]
1.01[0.95,1.07]
1.00[0.99,1.01]
1.00[0.97,1.03]
1.02 [0.97, 1.08]

Heterogeneity: Tau® = 0.00; Chi®= 4854, df= 45 (P = 0.00001); F= 90%

Testfor overall effect Z=0.81(F=0.42)

514 Day7

Henker 2008 a4
Lai 2019 (4) 34
Willarruel 2007 34
Subtotal (95% CI)

Total events 128

Heterogeneity: Tau®=0.00; Chi®= 243, df= 2 (P=030), F=18%

Ta
42
14
161

49
23
21

93

Test for overall effect £=3.42 (F = 0.00086)

5.1.5 Day 14

Lai 20149 (5) 39
Subtotal (95% CI)

Total events 34

Heterogeneity: Mot applicahle

Testfor overall effect Z=1.15(F=0.29)

42
42

33

33

76
349
44
159

50.5%
27T 6%
21.9%
100.0%

39 100.0%

39

100.0%

1.22[0.99,1.50]
1.37[1.02,1.89]
1.67[1.18, 2.39]
1.35[1.14, 1.60]

1.10[0.94,1.249]
1.10[0.94, 1.29]

Test for subgroup differences: Chif=10.65, df= 3 (P =0.01), F=71.9%

Footnotes

0.2 05
Favours [Control]

{13 Showed cumulative numbers for children from ED, hospitalized and outpatient settings

(2) Observed on Day 14

(3) Showed cumulative numbers for children from ED, hospitalized and outpatient settings

(4) Observed on Day 14
(5) Observed on Day 14

é
Favours [Prokiotic]

I



Figure S10

Forest plot for outcome: Clinical Deterioration (n=18)

Study or Subgroup

Risk Ratio
M-H, Random, 95% CI

Canani 2007
Costa-Ribeiro 2003
Cui 2016

Das 2016
Freedman 20145
Freedman 2018
Ghosh 2021
Guandalini 2000
Khanna 2005
Lahiri 2022

Maurey 2020

Mixon 2012

Riaz 2012
Salazar-Lindo 2004
Sarker 2005
Schnadawer 2018
Sharma 2015
Singh 2018

Total (95% CI)
Total events

Heterogeneity: Tau®=0.01; Chi*F=17.70, df=17 (F=0.41); F= 4%
Testfor overall effect: =035 (F=0.73)

Figure S11

Probiotic Control Risk Ratio

Events Total Bvents Total Weight M-H, Random, 95% Cl
15 479 4 9z 4.9% 0720242137
8 B B B3 5.7% 1.38 051,374
8 43 1 43 1.4% 8.00[1.04, 61.24]
2 30 5 28 2.4% 0.37 [0.08,1.77]
1 B 0 B2 0.6% 3.05[0.13, 73.40]
33 414 22 #13 18.8% 1.60[0.89, 257
0 B7 2 T 0.6% 0.21[0.01,4.33]
12 147 11 140 9.0% 1.04 [0.47,2.28]
4 48 ] a0 0.7 % 937 [0.52,169.44]
1 227 22X 1.0% 0.50[0.05, 5.48]
3 49 a8 a1 3.6% 039 [0.11,1.39]
2 67 1 71 1.0% 2.12[0.20, 22.83]
] a4 4 a4 3.6% 1.25[0.35, 4.40]
14 a0 16 89 14.89% 117 [0.65, 2.13]
1 115 4 115 1.2% 0.25[0.03, 2.20]
15 468 15 475 11.0% 1.01 [0.50, 2.08]
2 a0 2 a0 1.6% 1.00[0.15, 6.83]
20 143 25 143 17.7% 0.80[0.47,1.37]
2613 2237 100.0% 1.04 [0.82, 1.33]

151 128

E—

—

4

0002

1 500

01
Favours [Frobiotic]

Favours [Control]

Forest plot for outcome: Clinical Deterioration (Studies reporting WHQO s definition of diarrhea;

n=11)

Study or Subgroup

Risk Ratio
M-H, Random, 95% Cl

Canani 2007
Costa-Ribeiro 2003
Cui 2016

Das 2016
Freedman 20145
Freedman 2018
Lahiri 2022

Mourey 2020

Mixwon 2012
Salazar-Lindo 2004
Schnadower 2018

Total (95% CI)
Total events

Heterageneity: Tau®= 0.04; Chi*=11.34 df =10 P =033, F=12%
Test for overall effect, £= 067 (P =000}

Probiotic Control Risk Ratio
Events Total Events Total Weight M-H, Random, 95% Cl
15 478 4 92 8.2% 072[0.24, 213
a8 61 f 63 9.5% 1.38[0.51, 3.74]
8 43 1 43 2.5% 5.001[1.04, 61.24]
2 30 5 28 4.2% 0.37[0.08,1.77)]
1 61 0 62 1.0% 3.058[0.13, 73.40]
I3 414 22 #13 2B61% 1.40[0.89, 252
1227 2227 1.8% 0.50 [0.05, 5.48]
3 48 8 a1 £.1% 0.39[0.11,1.349)
2 67 1 71 1.9% 212[0.20, 2283
18 490 16 88 M 7% 117 [0.65, 213
15 468 15 475 169% 1.01 [0.50, 2.04]
1989 1614 100.0% 1.12 [0.81, 1.55]

107 a0

—_—

| —

0.005

01
Favours [Prokiotic]

10 200
Favours [Control]



Figure S12

Forest plot for sensitivity analysis for Clinical Deterioration based on ROB (WHO-defined
studies; n=6)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Freedman 2015 1 B 1] G2 11% 3.05[013, 73.40]
Freedman 2018 33 414 22 M3 391% 1.60[0.89, 252 T
Lahiri 2022 1 227 2 237 1.9% 0.50[0.05, 5.48]
taurey 2020 3 49 g a1 B.6% 039 [0.11,1.39] I
Salazar-Lindao 2004 14 a0 16 89 Z99% 117 [0.65, 2.13] —
Schnadawer 2018 15 468 18 475 21.45% 1.01 [0.50, 2.08] —
Total (95% CI) 1309 1317 100.0% 1.16 [0.83, 1.60] »
Total events T2 A3
Heterogeneity: Tau®= 0.00; Chi*= 4.72, df= 5 (P = 0.458); F= 0% ID 005 051 150 EDDI

Testfor overall effect: 2 = 0.87 (F = 0.38) Favours [Probiotic] Favours [Control]

Figure S13

Forest plot for outcome: Mean duration of diarrhea (n=67)



Study or Subgroup

Probhiotic

Control

Mean [Hours] SD [Hours] Total Mean[Hours] SD[Hours] Total Weight

Mean Difference
IV, Rand 95% CI

Mean Difference
IV, Rand 95% CI

Abbaskhanian 2012
Agareal 2002 (1)
Agarnwal 2002 (2
Aggareal 2014
Basu 2007h

Basu 2008

BEhat 2018

Billoo 2006
Boudraa 2001
Burki 2017
Canani 2007
Chen 2010

Chen 2020

Chen 2023
Costa-Ribeiro 2003
Dalgic 2011 (3)
Dalgic 2011 {4)
Dalgic 2011 (&)
Dalgic 2011 (&)
Das 2016
Dhongade 2022
Dinleyici 2014
Dinleyici 20153
Dinleyici 2015h (7)
Dinleyici 2015k (8)
Dinleyici 2015k (9)
Dutta 2011
El-Soud 2015
Erdogan 2012
Eren 2010
Francavilla 2012
Freedman 2018
Freedman 2018
Ghosh 2021
Guandalini 2000
Hamid 2019
Hegar 2015

Hong 2018
Huang 2014
Khan 2012

khan 2021
Khanna 2005
Kianifar 2009
Kurugol 2005
Lahiri 2008

Lahiti 20153
Lahiri 20145k

Lee 2001

Lee 20145
Lievin-Le Moal 2007
Man 2008

Maugo 2021

Misra 2004
Marayanappa 2008
Park 2017
Phavichitr 2013
Riaz 2012
Rosenfeldt 2002a
Rosenfeldt 2002b
Salazar-Lindo 2004
Salazar-Lindo 2007
Sarker 2008
Schnadower 2018
Sharif 2016

Shin 2020
Simakachorn 2000
Sudarmo 2003
Sudha 20149
Szymanski 2006
Szymanski 2019
Teran 2004
Vidjeadevan 2018
Villarruel 2007

Total (95% CI)

E9.12 22.08 &0
a9.888 13,6538 a0
49.2 21.818 50
62 1244 100
163.2 504 323
121.6728 29.8152 374
47805 1621049 =1u]
864 124 a0
44.1 3438 56
7782 31.42 100
96.3122 36.8789 470
601 nF 140
121.4 137 el
1213 1.5 35
3827 ara fi1
T4.64 43.44 &0
109.2 31.68 G0
104.64 44.4 &0
11472 3504 &0
59.33 12.45 an
T4.2 12.968 16
707 26.1 64
604 245 24
a3 363 148
E0.4 231 25
8.4 153 47
34 204 ra
7488 22.08 25
128.4 47.018 a0
106.8 59.04 28
a0.4 404 i
711 7831 &1
55.533 7654 414
5416 ez 67
110.4 281 147
THE 32 180
78.7a 3323 a6
2033 42 6687 180
432 364 8z
8232 Nz Mo
144 2408 100
54.45 1.48 43
218 19.2 az
1128 B0 100
48.6 382 il
12.26 204 en
2264 204 649
744 16.8 a0
1464 12 13
elcial 1048 42
67.0071 36664 141
77.59 341 44
70.56 2 108
104.4 30.048 40
106.15 30.98 28
102.92 58998 83
52.08 2457 54
814 ar3 kil
764 87 24
8.4 a0z 52
24233 38101 ar
1238 48 118
51.633 50.268 468
TH.O08 36.3 kil
24 39.264 14
43.4 254 ar
26.4 24 50
7628 12.98 549
8368 55.8 46
587 4501 44
a7.1 2564 25
83.9403 17.4704 67
112.8 46.568 44
6368

7104
50.4
57.H

20

158.4

17342

&7 65

1152
61.7

14016
11256
86.3

1434

1334

39.04

81.84

107.04
114

128.4

a4

1056

1038
743

11438
re.4

a8
36.4
484
168
12912
792
G35
59.33
59.48

Heterageneity: Tau®=104.25; Chi®=1350.90, df= 71 (P = 0.00001); F= 95%
Test for overall effect: Z=11.13 (P = 0.00001})

{1 en inthe hospital sefting
(2) Children in the community setting
n Zine,ORS and/ar IV rehydration

(3) Both arms gil
(4) Both arms qi
(5) Both arms giy

inthe hospital setting
inthe ED setting
in the outpatient setting

IV rehydration

r IV rehydration
zine, lactose-free formula, ORS andfor IV rehydration

B0 1.6%
25 1.6%
35 1.8%
100 1.8%
323 1.6%
185 1.7%
40 1.6%
500 1.7%
i6 0 1.3%
100 1.8%
92 1.7%
143 1.6%
98 1.8%
JeE T, B
B3 1.9%
B0 1.3%
B0 1.4%
B0 1.3%
B0 1.3%
28 1.6%
168 1.5%
B3 1.5%
a1 1.5%
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ELU I,
im0 14%
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T 04%
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Je= T,
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g 07%
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24 1.2%
32 1.6%
44 0T%

5462 100.0%
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Figure S14

Forest plot for outcome: Mean duration of diarrhea (Studies reporting WHO's definition of

diarrhea; n=33)

Probiotic Control Mean Difference Mean Difference
Study or Subgroup Mean [Hours] SD [Hours] Total Mean[Hours] SD[Hours] Total Weight IV, R: 95% CI IV, Ri 95% CI
Agarwal 2002 {13 349.888 13.6536 Al a0.4 17.28 28 3.0% 1051 [18.27,-2.79]
Agarwal 2002 (2) 492 21.816 |0 576 216 5 26% -8.40 [18.80, 2.00) I
Aggarwal 2014 62 1354 100 a0 13539 100 3.3% -18.00[-21.75-14.29] -
Basu 2007k 163.2 504 323 158.4 552 323 28% 4.80[-3.35,12.95] T
BEhat 2018 47.505 15.2109 g0 a7 .65 26.31 40 2.8%  -10.14 [-18.95,-1.34] —
Canani 2007 953122 368789 478 112.86 2385 92 32% -16.25[2215-10.34] -
Chen 2010 0.1 317 1a0 86.3 376 143 28% -26.20[-34.18,-18.27] -
Chen 2020 121.4 137 el 1439 19.8 98 33% -2280[27.28 1777 -
Costa-Ribeiro 2003 3827 3.78 1 39.09 4.6 63 3.5% -0.82 [-2.30, 0.66] 1
Dalgic 2011 {3 114.72 35.04 <1l 128.4 43.2 B0 2.2% 1368 [27.75 0.3Y9] I—
Dalgic 2011 (4) T4.64 43.44 60 81.84 3312 B0 232% -7.20 [F21.02, B.62] —
Dalgic 2011 (5) 108.2 31.68 60 107.04 29.28 B0 26% 216 [-8.76, 13.08] I
Dalgic 2011 (6) 104.64 44.4 B0 114 32.4 B0 2.2% -9.36 [-23.27, 4.59] ——
Das 2016 89.33 12.45 30 a4 21.091 28 2.8% -24.67 [33.66 -15.68] I
Dhongade 2022 792 12.96 16 105.6 16.43 16 27% -26.40[-36.27, -16.53] —
Dinleyici 2015a G0.4 248 29 743 153 k| 2.6% -13.90[24.32,-3.48) e
Dinleyici 2015k (7) 831 363 148 1148 354 72 27% -3.T0[41.75,-21.68] —
Dinleyici 201 5k (8) 60.4 2341 25 7.4 209 26 2.4% -18.00[-30.11,-5.89] —
Dinleyici 2018k (9) 589 153 47 a8 181 45 3.0% -2810[3619 -22.01] -
El-Soud 2015 74.88 22.08 24 98.4 22.56 25 24% -23.82[-3588 -11.14] B
Erdogan 2012 1284 47.016 |0 168 384 25 1.6% -39.60[-59.81 -19.69]
Eren 2010 106.8 59.04 28 12912 T5.36 a7 0.7% -22.32[58.18 13.54] *
Freedman 2015 1A TEN 61 63.5 64.3 B2 1.2% T.EO[17.74, 32.94] e E—
Freedman 2018 55.533 57.654 414 58.33 61.07 413  2.9% -3.80 [11.89, 4.30) -
Haong 2018 80.33 42667 150 79.66 4117 180 2.8% 0.67 [-8.82, 10.16] I
Huang 2014 43.2 38.4 g2 649.4 336 T 2.5% -26.20[-37.40-15.00] I
khan 2012 8232 3.2 Mo 108 a0.4 210 2.8% -2568[33.70 -17.66] I
Khan 2021 144 34.08 100 144 3816 100 27% 0.00 [-10.03, 10.03] -
Mao 2008 67.0071 36664 141 68 4 71 3.5% -0.88[-2.10,012) 1
Mauga 2021 77.549 3441 44 86.74 4016 46 21% -9.158 2452, 8.22) I
Misra 2009 T0.56 3.2 105 Ta 264 1058 3.0% -7.44 [15.26, 0.38] -
Phavichitr 2013 103.92 58.896 53 120 36.576 53 1.7%  -16.08[-34.74,2.58] T
Salazar-Lindo 2004 58.4 30.2 52 504 28 51 2.5% 8.10[-3.14,19.34] T
Salazar-Lindo 2007 24.233 3910 ar 24 BB 332 40 20%  -0.43[16.70,15.84] —
Schnadower 2018 41.633 a0.268 468 a4.7 46.99 475 31% -3.07 [F9.28, 3.119] -T
Sudarmo 2003 26.4 24 a0 624 24 50 2.8% -36.00[45.41 -26.549] —
Sudha 2019 78.24 12.96 549 81.6 16.43 B0 32%  -B.35[11.47,-1.23] -
Teran 2009 57.1 254 24 746 2B.6 25 22%  -17.80[-31.92,-3.08] —
Yillarruel 2007 112.8 46.56 44 147.84 TE.8 44 1.1% -35.04 [-61.58,-8.50]
Total (95% CI) 4122 3476 100.0% -13.27 [-16.72, -9.83] L J
Heterogeneity: Tau®= 88.80; Chi®= 468.34, df= 38 (P = 0.00001), F=92% t

Test for averall effect: Z= 7585 (P = 0.00001)

(1) Children in the hospital setting

(2) Children in the community setting

(3) Both arms given ORS andior IV rehydration

(4) Both arms g Zine, ORS andlor IV rehydration

(&) Both arms given Lactose-free formula, ORS andfor IV rehydration

(&) Both arms given zinc, lactose-free formula, ORS andfor IV rehydration
(7) Children in the hospital setting

(8) Children in the ED setting

(9) Children inthe outpatient setting

,
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Favours [Probiotic] Favours [Control]



Figure S15

Forest plot for sensitivity analysis for duration of diarrhea based on ROB (WHO defined studies

n=11)

Probiotic Control Mean Difference Mean Difference
Study or Subgroup Mean [Hours] SD [Hours] Total Mean [Hours] SD[Hours] Total Weight IV, Random, 95% CI IV, Random, 95% CI
Basu 2007h 1632 504 323 1584 552 323 10.2% 4.80 [-3.35,12.95] T
Chen 2010 60.1 317 140 86.3 376 143 10.3% -2620[34.18,-18.27] -
Dhongade 2022 T892 12.96 16 1056 15.43 16 9.4% -26.40[36.27,-16.53] -
Freedman 2015 A TEH 1 63.5 64.3 62 4.0% TEO[17.74,32.94] e E—
Freedman 2018 55.533 57.654 414 59.33 61.07 413 10.2% -3.80[11.89, 4.30) i
Haong 2018 80.33 42,667 140 79.66 4117 180 96% 0.67 [-8.82,10.16] -1
Maugo 2021 Tr.A8 341 44 o674 4016 46 T.0% -9.146[-24.52,6.23] T
Migra 2009 T0.56 3.2 1048 T8 264 108 10.3% -7.44 [-15.26, 0.38] -
Salazar-Lindo 2007 24233 381m ar 24 66 332 40 B7%  -0.43[16.70,15.84] B —
Schnadower 2018 51.633 50.268 468 54.7 46.99 475 11.0% -3.07 [9.28, 3.19) -T
Sudha 2019 75.25 12.96 a9 81.6 15.43 6O 11.4% -6.35[-11.47 -1.23] -
Total (95% CI) 1827 1833 100.0%  -7.20[-13.36,-1.03] L 2

Heterogeneity: Tau®= 79.97, Chi*=51.79, df=10 (P = 0.00001); F=81%

Testfor overall effect Z=2.29 (P =0.02)

100 -a0
Favours [Probiotic]

0

50
Favours [Control]



Figure S16

Forest plot for outcome: Adverse events (n= 42)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Agogarwal 2014 o 100 o 100 Mot estimahle
Basu 2007b (1) 5 330 5 332 1.3% 1.01 [0.28, 3.44] I E—
Basu 2009 (2) 12 392 T 1496 2.4% 0.86 [0.34, 2.14] I —
Billoo 2006 (3) 0 50 I 50 Mot estimable
Chen 2010 o 150 o 143 Mot estimable
Chen 2023 0 35 a 35 Mot estimahble
Correa 2011 a 495 1} 9 Mot estimable
Dalgic 2011 (4) 0 g0 1] g0 Mot estimahle
Dralgic 2011 (&) ] 4l 0 4l Mot estimable
Dalgic 2011 (&) 0 &0 1] &0 Mot estimahle
Dalgic 2011 {7} 0 60 1] 60 Mot estimahle
Das 2016 0 30 a 28 Mot estimahble
Dhongade 2022 0 16 1] 16 Mot estimahle
Dinleyici 2014 ] G4 0 63 Mot estimable
Dinleyici 2015a 0 29 1] 31 Mot estimahle
Dinleyici 20150 (8) o 220 o 143 Mot estimahble
Dutta 2011 0 7a a 7o Mot estimahble
El-Saud 2015 1] 24 I} 24 Mot estimable
Francawilla 2012 a 34 1} 34 Mot estimable
Freedman 2018 144 414 160 413 B2.9% 0.90[0.75, 1.07] [ |
Hegar 2015 0 a6 1] a6 Mot estimahle
Henker 2007 2 a5 2 58 0.5% 1.05 015 7.23]
Henker 2008 3 78 4 76 0.9% 0.76[0.18 3.28] I —
Hong 2018 0 150 0 150 Mot estimahle
Huang 2014 0 a2 1] 7T Mot estimahle
Kianifar 2009 0 32 a 30 Mot estimahble
Lahiri 2022 22207 8 27 T.3% 0.79[0.46, 1.33] T
Lee 20145 0 13 a 16 Mot estimahble
Mahyar 2021 0 an 1] an Mot estimahle
Maurey 2020 7 49 q a1 2.5% 0.81 [0.33, 2.00] I
Marayanappa 2008 ] 40 0 40 Mot estimable
Mixan 2012 1] i I} 71 Mot estimable
Ozkan 2007 a 16 1} " Mot estimable
Fark 2017 0 28 a 29 Mot estimahble
Rerksuppaphol 2010 0 45 1] 22 Mot estimahle
Riaz 2012 1] a4 0 a4 ot estimable
Ritchie 2010 0 33 a 3 Mot estimahble
Rosenfeldt 2002k 1 24 1] 19 0.2% 2.40([0.10,55.789]
Salazar-Lindo 2004 1] 40 0 a9 Mot estimable
Salazar-Lindo 2007 12 40 G 40 2.6% 2.00[0.83, 4.81] N
Schnadower 2018 B3 472 F2 479 18.9% 1.03[0.74,1.43] -+
Shin 2020 0 14 a g Mot estimahble
Szvmanski 20086 0 46 1] 41 Mot estimahle
Szymanski 2019 3 44 1 a7 0.4% 3.20 [0.35, 29.67]
Teran 2009 0 25 a 25 Mot estimahble
Total (95% CI) 4111 3787 100.0% 0.94 [0.81, 1.08] L]
Total events 274 284
Heterogeneity: Tau®= 0.00; Chi*= 5.63, df=10 (P = 0.85); F= 0% 0 ID1 051 150 160

Testfor overall effect: 2= 0.91 (P = 0.36) Favours [Probiotic] Favours [Contral]
Footnotes

(1) Denominator denotes allocated panticipants. Authors reported electrolyte imbalance and septicermnia as complications

(2) Denominator denotes allocated participants. Although authors reported no adverse effect of the probiotic, electrolyte imbalance and...
(3) Authors reported no side effects due to probiotic during the study period

(4) Both arms given Zinc,OR'S andfor IV rehydration

(5) Both arms given Lactose-free formula, ORS andfor IV rehydration

(6) Both arms given zinc, lactose-free formula, ORS andfor IV rehydration

(7) Both arms given ORS andfor IV rehydration

(8) Showed cumulative numbers for children from ED, hospitalized and outpatient settings



Figure S17

Forest plot for sensitivity analysis for adverse events based on ROB (WHO defined studies;

n=11)

Prohiotic Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Basu 2007b (1) 5 330 5 332 1.4% 1.01 [0.28, 3.44]
Basu 2009 (2) 12 392 T 1496 2.6% 0.86 [0.34, 2.14] I —
Chen 2023 1] 34 I} 34 Mot estimable
Freedman 2018 144 414 160 413 E7.8% 0.90[0.75, 1.07] [ |
Hegar 2014 ] il 0 il Mot estimable
Hong 2018 0 150 0 150 Mot estimahle
Lahiri 2022 22227 28 227 T.8% 0.79[0.46, 1.33] T
Rerksuppaphal 2010 ] 44 0 22 Mot estimable
Riaz 2012 a a4 1} a4 Mot estimable
Salazar-Lindo 2004 1] 40 0 a9 Mot estimable
Schnadower 2018 63 472 62 479 20.4% 1.03[0.74,1.43] -
Total (95% CI) 2265 2053 100.0% 0.91 [0.79, 1.06] |
Total events 248 262

Heterogeneity: Tau*=0.00; Chi*=082, df=4 (P=082) F=0%

0.01

0.1

10

100
Testfor overall effect 2=119 (F = 0.23) Favours [Probiotic] Favours [Control]
Footnotes
(1) Denominator denotes allocated participants. Authors reported electrolyte imbalance and septicermnia as complications
(2) Denominator denotes allocated participants. Although authors reported no adverse effect of the prokiotic, electrolyte imbalance and...
Figure S18
Forest plot for outcome: Serious adverse events (n= 15)
Probiotic Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Dhongade 2022 0 16 0 16 Mot estimahle
Freedman 2014 ] A1 ] 62 Mot estimahle
Freedman 2018 o 414 2 413 9.6% 0.20[0.01, 4.14]
Ghaosh 2021 0 N 2 71 97 % 0.21 [0.01, 4.33]
Henker 2007 a a4 a af Mot estimahble
Henker 2008 a Ta a TH Mot estimahble
kurugol 2005 o100 o100 Mot estimahle
Lahiri 2022 o 227 o 227 Mot estimahle
Mourey 2020 i 44 i a1 Mot estimahle
Park 2017 a 28 a 24 Mot estimahble
Pernica 2017 {13 1] 14 1] 14 Mot estimahle
Pernica 2017 {23 i] 12 i] 149 Mot estimahle
Phavichitr 2013 ] a3 ] a3 Mot estimahle
Rosenfeldt 2002h a 24 a 14 Mot estimahble
Schnadower 2018 g 472 13 478 B31% 0.62[0.26,1.49] —l—
Sindhu 2014 4 6a 1 a9 17 6% 363 [0.42 31.487] =
Total (95% CI) 1733 1747 100.0% 0.69 [0.26, 1.83] B
Total events 12 14
Heterogeneity: Tau®=0.20; Chi*= 3.4, di=3 (P =032}, F=15% D.ID1 IZIT1 1ID 1ﬁIZI

Test for overall effect Z=0.75 (P =045}

Footnotes
(1) Rapid test and treat
(2 Standard care

Favours [Probiotic]

Favours [Control]



Figure S19

Forest plot for sensitivity analysis for serious adverse events based on ROB (WHO defined

studies; n=6)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Freedman 2014 ] A1 ] 62 Mot estimahle
Freedman 2018 o 414 2413 141% 0.20[0.01, 4.14]
Lahiri 2022 o227 o227 Mot estimahle
Pernica 2017 (1) 0 148 0 148 Mot estimahle
Pernica 2017 (23 1] 12 1] 14 Mot estimahle
Schnadower 2018 g 472 13 479 B1.9% 0.62 [0.26,1.49] —il—
Sindhu 2014 4 4141 1 a9 240% 363 [0.42 31.57] ol
Total (95% CI) 1266 1274 100.0% 0.81[0.23, 2.81] -
Total events 12 16

Heterageneity, Tau®=0.45; Chi®= 299, df= 2 (P =023}, F= 32%

0.01

0

10

- _ 100
Testfor overall effect 2= 033 (P=0.74) Favours [Probictic] Favours [Control]
Footnotes
(1) Rapid test and treat
(2} Standard care
Figure S20
Forest plot for outcome: Mortality (n= 4)
Probiotic Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CIl
Basu 2009 o 392 1 196 30.2% 047 (001,408 4 =
Lahiri 2022 o 227 o 227 Mot estimahle
Fernica 2017 {1} i] 14 i] 14 Mot estimahle
Fernica 2017 {2} i] 12 i] 149 Mot estimahle
Fernica 2022 {3) 1 135 6 137 B9.8% 017 [0.02,1.39] L
Total (95% CI) 781 594 100.0% 0.17 [0.03, 0.98] —=aEREER——
Total events 1 7
Heterageneity: Tau®=0.00; Chi®= 0.00, df=1 {F =089 F=0% 0oz 0 0 =

Testfor overall effect: £=1.99 (P = 0.09)

Eootnotes

(1) Rapid Test and Treat

(2) Standard Care

(3) Considerad overall mortality

Favours [Probiotic]

Favours [Placebo]

Figure S21
Forest plot for outcome: Persistent diarrhea (n= 2)
Probiotic Control Mean Difference Mean Difference

Study or Subgroup  Mean [Hours] SD[Hours] Total Mean [Hours] SD [Hours] Total Weight IV, Random, 95% CI IV, Random, 95% CI

Basu 2007a 127.2 a0.4 117 2208 672 118 86.0% -93.60[108.78,-75.42]

Gaon 2003 a0 3342 ) 204 1008 29 140% -114.00[151.685,-76.35) — =

Total (95% CI) 177 147 100.0% -96.45 [-110.53, -82.37] L 4

Heterogeneity: Taw®= 0.00; Chi*=0.97, df=1 (P =0.32); F=0% o o 5 pr

Testfar overall effect 7= 1343 (P = 0.00001)

Favours [Frobiotic] Favours [Control]



Figure S22

Comparison 1: Single vs. Multiple Strain, Outcome 1: Clinical Cure (WHO-defined studies;
n=14)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
6.1.1 Single strain
Correa 2011 i3] 495 40 91 6% 1.88([1.21,2.07]
Dinleyici 2015a 24 29 il kil 87% 1.00[0.94,1.07] -
Dinleyici 2018b (1} 205 220 116 143 8.5% 1.15[1.058,1.29] —
Eren 2010 23 28 21 27 A.6% 1.06 [0.81,1.38] I a—
Henker 2007 a2 a5 39 lit:] 6.9% 1.41 [1.16,1.70] —_—
Henker 2008 T4 7a a4 76 T E% 1.39[1.20,1.61] I
Hang 2018 140 150 139 150 87% 1.01 [0.95,1.07] -
Khan 2012 210 210 210 210 9.0% 1.00[0.99,1.01]
Lai 2019 (2) 39 42 33 39 A% 1.10[0.94,1.29] -
Ritchie 2010 25 33 24 3 8.5% 0.98 [0.75,1.28] [ —
Villarruel 2007 35 44 il 44 4.5% 1.67[1.18,2.35] —
Subtotal (95% CI) 981 900 78B.0% 1.18 [0.95, 1.46] il
Total events 8498 728
Heterogeneity: Tau®=012; Chi®= 74000, df=10(F = 0.00001); F=99%
Test far overall effect: Z=1.91 (P=013
6.1.2 Multiple strain
Chen 2020 a3 96 47 93 8.5% 1.15[0.88,1.51] e
Cui 2016 35 43 42 43 A% 0.83[0.72, 0497 I
Lahiri 2022 223 228 223 228 8.9% 1.00[0.97,1.02] A
Subtotal (95% CI) 368 369 22.0% 0.96 [0.84, 1.11] L 3
Total events 3 N
Heterageneity, Tau®=0.01; Chi®= 6.594, df= 2 {F = 0.04) = 59%
Test for overall effect Z=0890 (P =062}
Total (95% CI) 1349 1269 100.0% 1.12 [1.01, 1.24] |
Total events 1209 1040
Heterogeneity: Tau®= 0.03; Chi®= 44873, df=13(F = 0.00001); F=97% EI:E Di? 115 é

Test for overall effect Z=213 (FP=003

Testfor subgroup differences: Chif= 235, df=1 (P=012),F=57.58%

Footnotes

(13 Showed cumulative numbers foar children from ED, hospitalized and outpatient settings.
(2) Observed on Day 14

Favours [Control] Favours [Probiotic)



Figure S23

Comparison 1: Single vs. Multiple Strain, Outcome 2: Clinical Deterioration (WHO-defined
studies; n=10)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvents Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
6.7.2 Single Strain
Costa-Ribeiro 2003 8 B B B3 10.6% 1.38 051,374 —_
Das 2016 2 30 ] 28 4.8% 037 [0.08,1.77] —
Maurey 2020 3 49 a8 a1 7.0% 039 [0.11,1.39] e
Mixon 2012 2 67 1 71 2.1% 2.12[0.20, 22.83]
Salazar-Lindo 2004 14 a0 16 89 23.3% 117 [0.65, 2.13]
Schnadawer 2018 15 468 15 475 18.5% 1.01 [0.50, 2.08] ?
Subtotal (95% Cl) 765 7T 66.2% 0.99 [0.68, 1.45]
Total events 49 a1

Heterogeneity: Tau®= 0.00; Chi*= 473, df =5 {P=045) F=0%
Test for overall effect, £= 0.04 (P =097}

6.7.3 Multiple strain

Cui 2016 8 43 1 43 2.9% 8.00[1.04, 61.24]

Freedman 2015 1 B 0 B2 1.2% 3.05[0.13, 73.40]

Freedman 2018 33 414 22 M3 2TE% 1.60[0.89, 257 T
Lahiri 2022 1 27 22 21% 050 [0.05, 5.48]

Subtotal (95% CI) 745 745 33.8% 1.75[0.79, 3.88] i
Total events 43 24

Heterogeneity: Tau®= 0.16; Chi*=3.49, df= 3 (P=031); F=16%
Testfor overall effect: Z=1.37 (F=017)

Total (95% CI) 1510 1522 100.0% 1.16 [0.81, 1.65] »
Total events 92 TE

Heterogeneity: Tau®= 0.05; Chi*=10.58 df=9{F =031}, F=15%
Test for overall effect £= 082 (P =041}

Testfor subaroun differences: Chi®=1.89, df=1 (P =0.21), F= 37.0%

0.005 01 10 200
Favours [Prokiotic] Favours [Control]



Figure S24

Comparison 1: Single vs. Multiple Strain, Outcome 3: Duration of Diarrhea (WHO-defined

studies; n=30)

Probiotic Control Mean Difference Mean Difference
Study or Subgroup Mean [Hours] SD [Hours] Total Mean[Hours] SD [Hours] Total Weight I/, Random, 95% CI IV, Random, 95% CI
6.6.1 Single strain
Aggarwal 2014 62 1354 100 a0 13539 100 36% -18.00[-21.75-14.29] -
Basu 2007k 163.2 504 323 158.4 552 323 321% 4.80[-3.35,12.95] T
Costa-Ribeiro 2003 38.27 3.78 61 39.09 4.6 63 3.8% -0.82 [-2.30, 0.66] 1
Dalgic 2011 {13 109.2 31.68 <1l 107.04 249.28 B0 2.8% 216 [-8.76,13.08] i
Dalgic 2011 (2) 104.64 444 60 114 324 B0 24% -9.36 [23.27, 4.59] T
Dalgic 2011 (3) 11472 35.04 60 1284 432 B0 24%  -13.68[-27.75,0.39] —
Dalgic 2011 (4) T4.64 43.44 1] g1.584 3312 60 2.4% -7.20[-21.02, B.62] I
Das 2016 859.33 12.45 30 a4 21.091 28 3.0% -24.67 [33.66, -15.68] I
Dinleyici 2015a G0.4 248 29 743 153 k| 2.8% -13.90[24.32,-3.48) e
Dinleyici 2015k (5) 831 363 148 1148 354 72 29% -3.70[-41.75,-21.68] —
Dinleyici 2015k (&) G0.4 2341 24 T84 204 26 26% -18.00[-30.11,-5.89] —
Dinleyici 2015k (73 8.9 15.3 47 a8 191 45 3.3% -2910[36.19, -22.01] -
El-Soud 2015 74.88 22.08 24 98.4 22.56 25 26% -23.82[-3588,-11.14] B
Eren 2010 106.8 508.04 28 12812 75.36 27 08% -22.32[58.18,13.84] -
Haong 2018 80.33 42667 150 79.66 4117 180 3.0% 0.67 [-8.82, 10.16] I
Khan 2012 82.32 3.2 Mo 108 a0.4 210 3.2% -25.68[33.70 -17.66] I
khan 2021 144 34.08 100 144 3816 100 2.9% 0.00[-10.03,10.03] -
Mauga 2021 77.549 3441 44 86.74 4016 46 22% -9.158 2452, 8.22) I
Misra 2009 70.56 312 104 78 264 105 3.2% -7.44 1526, 0.38] —
Salazar-Lindo 2004 48.59 30.2 52 a0.4 28 g1 27% 8.10[-3.14,19.34] T
Schnadower 2018 a81.633 a0.268 468 54.7 46.99 475 34% -3.07 [-9.28, 3.119] -
Sudarma 2003 26.4 24 |0 62.4 24 50 3.0% -36.00[-45.41,-26.59] —
Sudha 2019 78.24 12.96 549 81.6 16.43 B0 38%  -B.35[11.47,-1.23] -
Villarruel 2007 1128 46.56 44 147.84 7B.8 44 1.2% -35.04 [-61.58,-8.50]
Subtotal (95% CI) 2338 2271  67.0% -12.56 [-17.68, -7.43] L 3
Heterogeneity: Tau®= 130.89; Chi®= 270.83, df= 23 (P = 0.00001); F=92%
Test for averall effect: Z= 480 (P = 0.00001)
6.6.2 Multiple strain
Aganwal 2002 {8 49.2 21.816 a0 a7.6 M6 a5 2.9% -8.40 [-18.80, 2.00] ]
Agarwal 2002 (3) 39.888 13.6536 |0 504 17.28 25 32%  -1081 [18.27,-2.749] -
Chen 2010 0.1 317 1a0 86.3 376 143 3.2% -26.20[-34.18,-18.27] -
Chen 2020 121.4 137 96 143.9 19.8 98 3.5% -22.80[27.28-17.72] -
Dhaongade 2022 9.2 12.96 16 1046.6 16.43 16 2.0% -26.40[36.27 -16.53] —_—
Freedman 2014 7.1 78.31 61 63.8 64.3 B2 1.3% 7.HO[17.74,32.94] I E——
Freedman 2018 55.533 57.654 414 58.33 61.07 413 32% -3.80 [11.89, 4.30) -
Huang 2014 432 384 82 69.4 336 77 28% -26.20[-37.40,-15.00] —
Maag 2008 B7.0071 J.6EE4 141 it:] 4 71 3.68% -0.99 210, 012] 1
Phavichitr 2013 103.92 58.896 53 120 36.576 53 18%  -16.08[-34.74,2.58] T
Salazar-Lindo 2007 24.233 3910 ar 24 BB 332 40 21%  -0.43[16.70,15.84] B —
Teran 2009 57.1 254 24 746 2B.6 25 23%  -17.80[-31.92,-3.08] —
Subtotal (95% CI) 1175 1048 33.0% -13.38[-21.25, -5.50] &
Heterogeneity: Tau®= 157.85; Chi*= 157.92, df= 11 (P = 0.00001}; F= 93%
Test for averall effect: 2= 333 (P = 0.0008)
Total {95% CI) 3513 3319 100.0% -12.81[-16.37,-9.24] 4
Heterogeneity: Tau®= 87.50; Chi®= 440.13, df = 35 (P < 0.00001); F= 92% I—mn 50 5 t 00

Testfor overall effect: £=7.04 (P = 0.00001})
Test for subgroup differences: Chi*= 0.03, df=1 {P=0.86), F=0%

Footnotes

(1) Both arms given Lactose-free formula, ORS andior IV rehydration

en ORS and/

(5) Children in the hospital setiing
() Children in the ED setting

(7) Children in the outpatient setting
(8) Children in the community setting
(9) Children in the hospital setting

en zinc, lactose-free farmula, ORS andfor IV rehydration
\ rehydration
en Zinc,ORS and/or IV rehydration

Favours [Probiotic] Favours [Control]



Figure S25

Comparison 1: Single vs. Multiple Strain, Outcome 4: Mortality (n=4)

Probiotic Control
Study or Subgroup  Events Total Events Total Weight

Risk Ratio
M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% Cl

6.5.1 Single strain

Basu 20049 0 3sz 1 196 302%
Pernica 2017 (1) 0 14 0 14

Pernica 2017 (2) 0 12 0 19

Pernica 2022 (3) 1 134 B 137 EY98%
Subtotal (95% CI) 554 367 100.0%
Total events 1 7

Heterogeneity: Tau®=0.00; Chi*= 000, df=1 {F = 0.98); F=0%
Test for overall effect Z=1.89 (F=0.05)

6.5.2 Multiple strain

Lahiri 2022 o 227 o 227
Subtotal (95% CI) 227 227
Total events a a

Heterogeneity, Mot applicable
Test far overall effect: Mot applicable

Total (95% CI) 781 594 100.0%
Total events 1 7

Heterageneity, Tau®=0.00; Chi®= 000, df=1 {F = 0.98) F= 0%
Test far overall effect: £=1.99 (P = 0,05}

Test far subgroup diferences: Mot applicahle

Footnotes

(1) Rapid Testand Treat

(2) Standard Care

(3) Considered overall mortality

0.17 [0.01, 4.08]
Mot estimahle
Mot estimahble

017 [0.02,1.39]

0.17 [0.03, 0.98]

Mot estimahle
Mot estimable

0.17 [0.03, 0.98]

— e ———

— e ———

0.0z

0.1
Favours [Probiotic]

10
Favours [Control]

a0



Figure S26

Comparison 2: Probiotic Genus, Outcome 1: Clinical Cure (WHO-defined studies; n=12)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
7.1.2 Sacchromyces
Carrea 2011 GE 95 40 91 B.6% 1.8 [1.21, 2.07]
Dinleyici 2015k {1} 205 220 116 143 9 6% 1.15[1.05,1.258] -
Eren 2010 23 28 il 27 BT % 1.06 [0.81,1.38] I
Khan 2012 210 M0 X0 Mo 101% 1.00[0.99,1.01]
Villarruel 2007 35 44 21 44 8.4% 1.67 [1.18, 2.39] —
Subtotal (95% CI) 597 515 3B.4% 1.26 [0.64, 2.47] —et i
Total events 539 408
Heterogeneity: Tau®= 0.88; Chi®= 75047, df= 4 (P = 0.00001); F= 99%
Test for overall effect; Z= 067 (P =051
7.1.3 Bacillus
Lahiri 2022 223 228 223228 100% 1.00[0.97,1.02] ki
Subtotal (95% CI) 229 228 10.0% 1.00 [0.97, 1.02] L
Total events 223 223
Heterageneity: Mat applicakle
Testfor overall effect Z=030(FP=077)
7.1.4 Lactobacillus
Dinleyici 201 5a 24 29 il 3 9.8% 1.00[0.94,1.07] T
Hang 2018 140 140 139 150 9.8% 1.01 [0.95,1.07] T
Lai 2019 (2} 35 42 33 39 B6% 1.10[0.94,1.29] T
Ritchie 2010 25 33 24 kil B.E% 0.98 [0.75,1.28] I —
Subtotal (95% CI) 254 251  34.8% 1.01[0.97, 1.05] {
Total events 233 227
Heterageneity, Tau®=0.00; Chi*=1.32,df =3 {F =072} F=0%
Test far overall effect: Z=0.44 (P = 0 6E)
7.1.5 Escherichia
Henker 2007 a2 a5 39 lit:] 8.0% 1.41 [1.16,1.70] —_—
Henker 2008 T4 78 a4 76 87% 1.39[1.20,1.61] -
Subtotal (95% CI) 130 134 16.7% 1.40[1.24, 1.57] &
Total events 126 a3
Heterogeneity, Tau®=0.00; Chif= 001, df=1 (P =092y F=0%
Test far overall effect £=5.63 (P = 0.00001}
Total (95% CI) 1210 1128 100.0% 1.15[1.02, 1.29] &
Total events MM 4951
Heterogeneity, Tau®= 0.04; Chi*= 50647, df=11(F = 0.00001}; F=938% 0?5 é é

Test for overall effect Z=2.29 (P =002

Test far subgroup diferences: Chi®= 3112, df= 3 (P = 0.00001), F=90.4%

Footnotes

(13 Showed cumulative numbers for children from ED, hospitalized and outpatient settings

(2) Observed on Day 14

Favours [Control]

Favours [Probiotic]



Figure S27

Comparison 2: Probiotic Genus, Outcome 2: Clinical Deterioration (WHO-defined studies; n=9)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
7.7.2 Sacchromyces
Das 2016 2 30 5 28 3.8% 0.37 [0.08,1.77] —
Maurey 2020 3 49 8 a1 5.7% 0.39[011,1.39] e —
Subtotal (95% CI) 79 79 9.4% 0.38 [0.14, 1.02] i
Total events a 13

Heterogeneity: Tau®= 0.00; Chi*=0.00,df=1 (FP=0497), F=0%
Test for overall effect; £=1.91 (P = 0.08)

7.7.3 Bacillus

Lahiri 2022 1227 2227 1.6% 0.50[0.05, 5.48]

Subtotal (95% CI) 227 227 1.6% 0.50 [0.05, 5.48] —en R —
Total events 1 2

Heterageneity: Mot applicahle
Test for overall effect, £= 0,87 (P =087}

7.7.4 Lactobacillus

Costa-Ribeiro 2003 8 [ B B3 9.1% 1.38[0.51,3.74] I R
Freedman 2015 1 B 0 B2 0.9% 3.05[0.13, 73.40]

Freedman 2018 33 414 22 M3 334% 1.60[0.89, 257 T
Mixon 2012 2 B7 1 T 1.6% 212[0.20, 22.83]

Salazar-Lindo 2004 19 40 16 89 255% 117 [065, 213]

Schnadower 2018 15 468 15 475 18.4% 1.01 [0.50, 2.08] %
Subtotal (95% CI) 1161 1173 89.0% 1.29 [0.94, 1.78]

Total events Ta a1

Heterogeneity: Tau®= 0.00; Chi*=1.32, df= 58 (P=0493); F=0%
Test for overall effect Z=1488 (P=011)

7.7.5 Escherichia

Subtotal (95% CI) 0 0 Not estimable
Total events ] ]

Heterageneity: Mot applicahle

Test for overall effect; Mot applicahle

Total (95% CI) 1467 1479 100.0% 1.14 [0.84, 1.54] »
Total events a4 75

Heterogeneity: Tau®= 0.00; ChiF=7 11, df =8 {(P=043) F=0%
Testfor overall effect: £=0.83 (F=0.40)

Test for subgroup differences: Chi*= 578, df=2 (P = 0.08), F=65.4%

0.005 01 10 200
Favours [Frobiotic] Favours [Control]



Figure S28

Comparison 2: Probiotic genus, Outcome 3: Duration of diarrhea (WHO-defined studies; n=23)

Probiotic Control Mean Difference Mean Difference
Study or Subgroup Mean [Hours] SD[Hours] Total Mean [Hours] SD[Hours] Total Weight IV, R 95% CI IV, R 95% CI
7.2.3 Sacchromyces
Dalgic 2011 {1} 114.72 35.04 1] 128.4 43.2 1] 3.3% -13.68 [F27.75, 0.39] I—
Dalgic 2011 {2} T4.64 43.44 60 81.84 3312 1] 3.3% -7.20[-21.02, 6.63] —
Dalaic 2011 (3) 1049.2 31.68 1] 107.04 29.28 B0 37% 216 [-8.76,13.08] -1
Dalaic 2011 (4) 104.64 444 1] 114 324 60 33% -0.36 [23.27, 4.59) —
Das 2016 59.33 12.45 30 84 21.081 28 39% -24.67 [33.66,-15.68] —
Dinleyici 2015k (&) 831 36.3 148 114.8 354 T2 38% -31.70[41.75,-21.69] —
Dinleyici 201 5b (&) 604 2341 25 Th4 209 26 35%  -18.00[30.11,-5.89] —
Dinleyici 2018k {7} 8.9 15.3 47 a8 191 45 41% -2910 3619, -22.01] i
Eren 2010 106.8 59.04 28 12912 75.36 27 13%  -2232[48818,13.84] -
Khan 2012 82.32 31z 210 108 504 210 40% -25.68[33.70,-17.66] -
Khan 2021 144 34.08 100 144 3816 100 38% 0.00[10.03,10.03] -
Willarruel 2007 112.8 46.56 44 147.84 TE.S 44 19% -35.04 [[61.598 -8.50]
Subtotal (95% CI) 872 792 39.9% -17.30[-24.70,-9.90] L 2
Heterogeneity: Tau®= 123.23; Chi*= 53.00, df= 11 (P = 0.00001); F= 78%
Test for overall effect: Z=4.58 (P = 0.000013
7.2.4 Bacillus
Dhongade 2022 792 12.96 16 1048.6 15.43 16 38% -26.40[36.27, -16.53] —
Maugo 2021 7789 3441 44 86.74 4016 46 3% -9.15[-24.52,6.22] —
Sudha 2019 TH.258 12.96 a9 81.6 15.43 1] 4.3% -6.35 [-11.47 -1.23] —
Subtotal (95% CI) 119 122 11.2% -13.91[-27.72,-0.11] -
Heterogeneity. Tau®= 120.84; Chi*=12.52, df= 2 (P = 0.002); F= 84%
Test for overall effect: Z=1.88 (P = 0.08)
7.2.5 Lactobacillus
Aggarwal 2014 G2 1384 100 a0 13539 100 4.4% -18.00[21.75,-14.29] -
Basu 2007h 163.2 504 323 168.4 552 323 40% 4.80[-3.35,12.99] T
Costa-Ribeiro 2003 38.27 378 61 39.09 46 63 46% -0.82 [-2.30, 0.66] b
Dinleyici 2015a 60.4 248 29 743 143 il 3T7%  -13.90[-24.32 -3.48] —
Freedman 2015 1.1 783 1 635 64.3 62 20% TEO[17.74,32.594] 1
Freedman 2018 595.533 57.654 414 59.33 61.07 413 4.0% -3.80[-11.89, 4.30] -
Hong 2018 80.33 42 667 150 TYEE 4117 1480 39% 067 [-8.82,10.16] -1
Misra 2004 70.56 312 108 78 264 105 41% -7.44 [-15.26, 0.38] -
Salazar-Lindo 2004 58.4 302 52 50.4 28 51 36% 8.10[3.14,19.34)] T
Salazar-Lindo 2007 24233 3510 ar 24 66 33 40 30%  -043[1670,15.84] B —
Schnadower 2018 51.633 G0.268 468 947 46.99 475 4.2% -3.07 [-9.28, 3.149] -
Subtotal (95% CI) 1800 1813 41.5% -3.43[-9.01, 2.15] &
Heterogeneity: Tau®= B5.30; Chi*= 83.79, df= 10 (P < 0.00001}; 7= 88%
Testfor overall effect Z=1.20 (P =0.23)
7.2.6 Bifidobacterium
El-Soud 2015 T4.88 22.08 25 95.4 22.86 25 35% -23.52[3589-11.19] ma—
Sudarmo 2003 26.4 24 a0 62.4 24 a0 39% -36.00[45.41,-26.89] I
Subtotal (95% CI) 75 75 7.4% -30.43[-42.59, -18.28] -
Heterogeneity, Tau®= 46,43, Chi*= 248, df=1{(P=012), F=60%
Test for overall effect: Z=4.581 (P = 0.000013
Total (95% CI) 2866 2802 100.0% -11.97 [-16.70, -7.23] L 2
Heterogeneity: Tau®= 127.80; Chi®= 289.03, of = 27 (P < 0.00001); F=91% I—mn 50 5 5’0 mnl

Test for overall effect: 7= 4 85 (P = 0.00001)

Test for subgroup differences: Chi*=19.83, df= 3 (P = 00002, F=849%
Footnotes

(1) Both arms given ORS andfor IV rehydration

(2) Both arms given Zinc, ORS andfor IV rehydration

(3)Both arms g Lactose-free formula, ORS andior IV rehydration

(4) Both arms given zinc, lactose-free formula, ORS andior IV rehydration
(5) Children in the hospital setting

(6) Children in the ED setting

(7) Children in the outpatient setting

Favours [Probiotic]

Favours [Control]



Figure S29

Comparison 2: Probiotic genus, Outcome 4: Mortality (n=4)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewents Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
7.5.2 Lactobacillus
Basu 2009 o 392 1 196 3023% 0.17 [0.01, 4.08] =
Pernica 2017 {13 i 12 i 14 Mot estimahle
Pernica 2017 (2) 0 148 0 148 Mot estimahle
Pernica 2022 (3) 1 134 B 137 B9.8% 017 [0.02,1.39] ——
Subtotal (95% CI) 554 367 100.0% 0.17 [0.03, 0.98] e
Total events 1 7

Heterogeneity: Tau®=0.00; Chi*= 000, df=1 {F = 0.98); F=0%
Test for overall effect Z=1.89 (F=0.05)

7.5.3 Bacillus

Lahiri 2022 o 227 o 227 Mot estimahle
Subtotal (95% CI) 227 227 Not estimable
Total events a a

Heterogeneity, Mot applicable
Test far overall effect: Mot applicable

Total (95% CI) 781 594 100.0% 0.17 [0.03, 0.98] e
Total events 1 7

Heterageneity, Tau®=0.00; Chi®= 000, df=1 {F = 0.98) F= 0%
Test far overall effect: £=1.99 (P = 0,05}

Test far subgroup diferences: Mot applicahle

Footnotes

(13 Standard Care

(2) Rapid Test and Treat

(3) Considered overall mortality

0.002 01 10 500
Favours [Probiotic] Favours [Control]



Figure S30

Comparison 3: Probiotic strains, Outcome 1: Clinical cure (WHO-defined studies; n=11)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
8.1.1 Sacchromyces boulardii
Carrea 2011 GE 95 40 91 8.5% 1.8 [1.21, 2.07]
Dinleyici 2018k {1} 05 270 116 143 9 6% 1.15[1.05,1.259] -
Eren 2010 23 28 il 27 85% 1.06 [0.81,1.38] T
Khan 2012 210 M0 210 M0 9.8% 1.00[0.99,1.01]
Villarruel 2007 35 44 21 44 TE% 1.67 [1.18, 2.39] —
Subtotal (95% CI) 597 515 44.3% 1.26 [0.64, 2.47] i
Total events 538 408
Heterogeneity: Tau®= 0.88; Chi®= 75047, df= 4 (P = 0.00001); F= 99%
Test for overall effect: Z= 067 (P =041
8.1.2 Lactobacillus acidophilus
Hang 2018 140 150 139 150 97% 1.01 [0.95,1.07] +
Subtotal (95% CI) 150 150 9.7% 1.01[0.95, 1.07] L
Total events 140 139
Heterageneity: Mat applicakle
Test for overall effect Z=0.23 (FP=082%
8.1.3 Lactobacillus rhamnosus
Lai 2019 (2 ] 42 33 39 9.3% 1.10[0.94,1.29] T™
Ritchie 2010 25 33 24 3 8.5% 0.98 [0.75,1.28]
Subtotal (95% CI) 75 70 17.8% 1.07 [0.93, 1.22] g
Total events G4 ar
Heterogeneity: Tau®*=0.00; Chi*= 0488, df=1 (FP=045); F=0%
Test for overall effect; 2= 092 (P = 0.36)
8.1.5 Lactobacillus reuteri
Dinleyici 2015a 24 29 il kil 97 % 1.00[0.94,1.07] +
Subtotal (95% CI) 29 31 9.7% 1.00 [0.94, 1.07] L
Total events 24 K
Heterageneity: Mat applicakle
Test far averall effect Z=0.00 (P =1.00}
8.1.6 Escherichia coli
Henker 2007 a2 a8 39 a3 9.1% 1.41 [1.16,1.70] —_—
Henker 2008 T4 78 a4 76 9.4% 1.39[1.20,1.61] -
Subtotal (95% CI) 130 134  18.5% 1.40[1.24, 1.57] &
Total events 126 a3
Heterogeneity: Tau*=0.00; Chi*= 001, df=1 (FP=0492); F=0%
Test far overall effect £=5.63 (P = 0.00001}
Total (95% CI) 981 900 100.0% 1.18 [0.95, 1.46] i
Total events 8493 T28
Heterogeneity: Tau®=0.12; Chi*= 74000, df=10(F = 0.00001); F=949% D=2 DIS é é

Test for overall effect Z=1.91 (P=013)

Test for subgroup differences: Chi®= 27 41, df= 4 (P = 0.0001), F=85.4%

Footnotes

(13 Showed cumulative numbers for children from ED, hospitalized and outpatient settings

(2) Observed on Day 14

Favours [Control]

Favours [Probiotic]



Figure S31

Comparison 3: Probiotic strains, Outcome 2: Clinical deterioration (WHO-defined studies; n=6)

Probiotic Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
8.7.2 Sacchromyces boulardii
Das 2016 2 30 5 28 5.9% 0.37 [0.08,1.77] —
Maurey 2020 3 49 8 a1 8.8% 0.39[011,1.39] e —
Subtotal (95% CI) 79 79 14.7% 0.38 [0.14, 1.02] i
Total events a 13

Heterogeneity: Tau®= 0.00; Chi*=0.00,df=1 (FP=0497), F=0%
Test for overall effect; £=1.91 (P = 0.0E)

8.7.3 Lactobacillus acidophillus

Subtotal (95% CI) 0 0 Not estimable
Total events ] ]

Heterageneity: Mot applicahle

Test for overall effect; Mot applicahle

8.7.4 Lactobacillus rhamnosus

Costa-Ribeiro 2003 a8 B f 63 14.3% 1.38[0.51,3.74] —_
Mixon 2012 2 B7 1 T 2.5% 212[0.20, 22.83]

Salazar-Lindo 2004 19 40 16 89  38.59% 117 [065, 213]

Schnadower 2018 15 468 15 475 2B7% 1.01 [0.50, 2.08] %
Subtotal (95% CI) 686 698 85.3% 1.17 [0.78, 1.76]

Total events 414 33

Heterogeneity: Tau®= 0.00; Chi*=0450,df= 3 (P=092); F=0%
Testfor overall effect: Z=0.75 (F=0.45)

Total (95% CI) 765 777 100.0% 0.99 [0.68, 1.45] e 3
Total events 49 a1

Heterogeneity: Tau®= 0.00; Chi*= 473, df =5 {P=045) F=0%

Test for overall effect, £= 0.04 (P =097}

Testfor subaroun differences: Chi*= 421, df=1 (FP=0.04), F=76.2%

0.005 01 10 200
Favours [Prokiotic] Favours [Control]



Figure S32

Comparison 3: Probiotic strains, Outcome 3: Duration of diarrhea (WHO-defined studies;

n=19)
Probiotic Control Mean Difference Mean Difference

Study or Subgroup Mean [Hours] SD[Hours] Total Mean [Hours] SD[Hours] Total Weight IV, R 95% CI IV, R 95% CI
8.2.1 Sacchromyces boulardii
Dalgic 2011 {1} 114.72 35.04 60 128.4 43.2 1] 37% -13.68 [27.75, 0.39] I—
Dalgic 2011 {2y T4.64 43.44 B0 8184 3312 6O 38% -7.20[-21.02, 6.62] —
Dalgic 2011 (3) 1049.2 31.68 1] 107.04 29.28 60 432% 216 [-8.76,13.08] -1
Dalaic 2011 (4) 104.64 444 1] 114 324 60 38% -0.36 [23.27, 4.59) —
Das 2016 59.33 12.45 30 84 21.081 28 48% -24.67 [33.66,-15.68] —
Dinleyici 201 4b (5) 831 363 148 114.8 35.4 T2 4.3% -3.70[F41.75,-21.65] I
Dinleyici 201 5b (&) 604 231 25 T84 209 26 40% -1800[30.11,-5.89] —
Dinleyici 201 8b (1) 8.9 153 47 a8 191 45 47% -2910[-36149,-22.01] i
Eren 2010 106.8 59.04 28 12912 75.36 27 148%  -2232[5818,13.84] -
Khan 2012 82.32 31z 210 108 504 210 46% -25.68[33.70,-17.66] -
Khan 2021 144 34.08 100 144 386 100 43% 0.00[10.03,10.03] -
Willarruel 2007 1128 46.56 44 147.84 TE.S 44 22% -35.04 [-61.598 -8.50]
Subtotal (95% CI) 872 792 45.8% -17.30[-24.70,-9.90] L 2
Heterogeneity Tau®= 123.23; Chi*= 53.00, df= 11 (P = 0.00001); F= 78%
Test for overall effect: Z=4.58 (P = 0.000013
8.2.2 Bacillus clausii
Maugo 2021 TT.489 3441 44 g6.74 4016 46 36% -915[-24.52, 6.22] -1
Sudha 2019 T5.28 12.96 a9 81.6 15.43 1] 5.0% -6.35 [11.47 -1.23] -
Subtotal (95% CI) 103 106  85%  -6.63[-11.48,-1.77] L 2
Heterogeneity, Tau®= 0.00; Chif=011, df=1(P=073),F=0%
Test for overall effect: Z=2.68 (P = 0.007)
8.2.3 Lactobacillus acidophilus
Haong 2018 80.33 42667 150 THEE 4117 1480 4.4% 0.67 [-8.82,10.16] -1
Subtotal (95% CI) 150 150  4.4% 0.67 [-8.82, 10.16] <
Heterogeneity: Mat applicable
Testfor overall effect Z=0.14 {P = 0.89)
8.2.5 Lactobacillus rhamnosus
Aggareal 2014 62 13.54 100 20 13.538 100 51% -18.00[21.75,-14.25] -
Basu 2007h 163.2 504 323 168.4 552 323 46% 4.80[-3.35,12.99] T
Costa-Ribeiro 2003 38.27 378 61 39.09 46 63 532% -0.82 [-2.30, 0.66] b
Misra 2004 70.56 312 108 78 264 105 47% -7.44 [-15.26, 0.38] -
Salazar-Lindo 2004 48.59 0.z 52 a0.4 28 a1 4.2% 8.10[-3.14,19.34] T
Schnadower 2018 591.633 40.268 468 947 46.99 475 4.8% -3.07 [-9.28,3.149] -
Subtotal (95% CI) 1109 1117 28.6% -3.30[-11.10, 4.49] <
Heterogeneity, Tau®= 82.62; Chi®=78.18, df=49 (P = 0.00001); F= 94%
Testfor overall effect Z=0.83 (P =0.41)
8.2.6 Lactobacillus reuteri
Dinleyici 201 5a 60.4 245 28 743 153 il 4.3% -1390[24.32 -3.48] —_—
Subtotal (95% CI) 29 3 4.3% -13.90[-24.32, -3.48] <
Heterogeneity: Mot applicable
Test for overall effect: Z=2.62 (P = 0.004)
8.2.7 Bifidobacterium bifidum
Sudarmo 2003 26.4 24 a0 62.4 24 a0 4.4% -36.00[45.41,-26.59] —_—
Subtotal (95% CI) 50 50 4.4% -36.00 [-45.41, -26.59] <
Heterogeneity: Mot applicable
Test for overall effect: Z=7.50 (P = 0.000013
8.2.8 Bifidobacterium lactis
El-Soud 2015 74.88 22.08 25 98.4 22.86 25 4.0% -23.52 3589 -11.19] —
Subtotal (95% CI) 25 25  4.0% -23.52[-35.89,-11.15] -
Heterogeneity: Mot applicable
Test for overall effect: 2= 3.73 (P = 0.0002)
Total {95% CI) 2338 2271 100.0% -12.56 [-17.68, -7.43] L 2
Heterogeneity: Tau®= 130.99; Chi®= 270.63, of= 23 (P < 0.00001); F= 92% I—mn 50 5 5’0 mnl

Test for overall effect: 2= 4.80 (P = 0.00001}

Test for subgroup differences: Chi®= 46.67, df= 6 (P = 0.00001), F=871%

Footnotes

(1) Both arms given ORS andfor IV rehydration

(2) Both arms gi
(3)Botharms g
(4) Both arms given
(5) Children in the hospital setting
(6) Children in the ED setting

(7) Children in the outpatient setting

Zinc, ORS andfor IV rehydratic
Lactose-free formula, ORS a
zine, lactose-free formula, ORS andior IV 1

dfor IV rehydration
hydration

Favours [Frohiotic]

Favours [Control]



Figure S33

Comparison 3: Probiotic strains, Outcome 4: Mortality (n=3)

Probiotic Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
26.5.1 Lactobacillus reuteri
Fernica 2017 {1} i] 14 i] 14 Mot estimahle
Fernica 2017 {2} i] 12 i] 149 Mot estimahle
Fernica 2022 {3) 1 135 6 137 B9.8% 017 [0.02,1.39] L
Subtotal (95% CI) 162 171 69.8% 0.17 [0.02, 1.39]  ——e R
Total events 1 4
Heterageneity: Mot applicahle
Testfor overall effect Z=1.66 (F=0.10)
26.5.2 Lactobacillus rhamnosus
Basu 2009 o 3492 1 196 30.2% 017 [0.01, 408 * =
Subtotal (95% CI) 392 196  30.2% 0.17 [0.01, 4.08] == —
Total events a 1
Heteroneneity: Mot applicable
Testfor overall effect: Z=110(F=0.27)
Total (95% CI) 554 367 100.0% 0.17 [0.03, 0.98] —ee R ——
Total events 1 7
Heterogeneity: Tau®= 0.00; Chi®= 0.00, df=1 (P = 0.99); F= 0% IZI=I32 Dl1 1=D 5=IZI

Testfor overall effect: £=1.99 (P = 0.09)
Testfor subgroup diffierences: Chi®= 000, df=1 (P =1.00), F= 0%

Footnotes

(1) Rapid Test and Treat

(2) Standard Care

(3) Considered overall mortality

Favours [Probiotic]

Favours [Placebo]



Figure S34

Comparison 4: Source of funding, Outcome 1: Clinical cure (WHO-defined studies; n=8)

Probiotic Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

15.1.2 Trial supported by Pharmaceuticalindustry

Henker 2007 52 54 39 58 10.3% 1.41 [1.16,1.70]
Lahiri 2022 223 229 223 328 166% 1.00[0.97,1.02]
Subtotal (95% CI) 284 286 26.9% 1.18 [0.73, 1.89]
Total events 275 262

Heterogeneity Tau®= 0.11; Chi*= 2438, df=1 (P = 0.00001}), F= 96%
Testfor overall effect £= 067 (P =0.51)

15.1.3 Trial with partial support or author affiliation with pharmaceutical with no sponsor information

Dinleyici 20153 29 29 31 31 157% 1.00[0.94,1.07]
Dinleyici 2015h (13 208 220 116 143 149% 1.145[1.05, 1.29]
Subtotal (95% CI) 249 174 30.6% 1.07 [0.88, 1.30]
Total events 234 147

Heterogeneity: Tau®= 0.02; Chi*=12.81, df=1 (P = 0.0003), F= 92%
Testfor overall effect: £= 0.69 (P = 0.44)

15.1.4 Trial supported by University/Research council Foundations

Correa 2011 66 94 40 91 7.5% 1.88[1.21, 2.07]
Hong 2018 140 150 138 150 158% 1.01 [0.95,1.07]
Lai 2019 {2} 39 42 33 38 11.7% 1.10[0.94,1.29]
Ritchie 2010 25 33 24 il T.4% 0.98[0.75,1.28]
Subtotal (95% CI) 320 311 424% 1.13[0.92, 1.38]
Total events 270 236

Heterogeneity, Tau®= 0.03; Chi*=17.80, df= 3 (P = 0.00048), F= 83%
Testfor overall effect Z=1.14 (P = 0.26)

Total (95% CI) 853 771 100.0% 1.11[1.00, 1.22]
Total events TTY 645

Heterogeneity: Tau®= 0.01; Chi*= 7F0.99, df=7 (P = 0.00001), F= 90%

Testfor overall effect: £=1.99 (P = 0.058)

Testfor subgroup differences: Chi®= 020, df= 2 (P = 0.80), F= 0%

Footnotes

(1) Showed cumulative numbers for children from ED, hospitalized and outpatient seftings.
(2) Observed on Day 14

[ —

—————

gt

0s  or 15 2
Favours [Caontrol] Favours [Probiotic]



Figure S35

Comparison 4: Source of funding, Outcome 2: Clinical deterioration (WHO-defined studies;

n=9)

Probiotic Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

15.4.2 Trial supported by Pharmaceuticalindustry

Freedman 2015 1 61 a 62  0.89% 305013, 73.40]
Lahiri 2022 1 227 20227 1.5% 0.50 [0.05, 5.48]
Mourey 2020 3 19 3 51 5.4% 0.38[0.11,1.39]
Mixon 2012 2 67 1 71 1.5% 212[0.20,22.83]
Salazar-Lindo 2004 19 40 16 89 246% 1.17 [0.65, 2.13]
Subtotal (95% CI) 494 500 33.9% 1.00 [0.60, 1.66]
Total events 26 27

Heterogeneity: Tau®=0.00; Chi*= 3.8 di=4 (P=047) F= 0%
Testfor overall effect: Z=0.01 (P = 0.89)

15.4.3 Trial with partial support or author affiliation with pharmaceutical with no sponsor information

Freedman 2018 33 414 22413 321% 1.50[0.89, 2.52]
Subtotal (95% CI) 414 413 32.1% 1.50 [0.89, 2.52]
Total events 33 22

Heterogeneity, Mot applicable
Testfor averall effect Z=1.51{P=013)

15.4.4 Trial supported by University/Research council Foundations

Canani 2007 15 479 4 42 T.5% 0.72[0.24,2.13]
Costa-Ribeiro 2003 3 61 5 63  8.8% 1.38[0.61,3.74]
Schnadower 2018 15 468 18 475 17.6% 1.01 [0.50, 2.05]
Subtotal (95% CI) 1008 630 33.9% 1.02 [0.61, 1.69]
Total events 38 25

Heterageneity: Tau®= 0.00; Chi*=0.75, df= 2 (P = 0.65), F= 0%
Testfor overall effect: £=0.07 (P = 0.94)

Total (95% CI) 1916

Total events a7 74
Heterogeneity: Tau®=0.00; Chi*= 582 di=8{P=067) F=0%
Testfor averall effect Z=0.88 (P =0.37)

Testfar subaroup differences: Chi*=1.50, df=2 (P =047, F=0%

1543 100.0% 1.14 [0.85, 1.54]
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Figure S36

Comparison 4: Source of funding, Outcome 3: Duration of diarrhea (WHO-defined studies;

n=16)
Probiotic Control Mean Difference Mean Difference

Study or Subgroup Mean [Hours] SD [Hours] Total Mean[Hours] SD[Hours] Total Weight IV, R: 95% CI IV, Ri 95% CI
15.6.2 Trial supported by Pharmaceuticalindustry
Dhongade 2022 792 12.96 16 105.6 16.43 16 57% -26.40[-36.27, -16.53] —_—
Freedman 2014 7.1 78.31 61 63.8 64.3 B2 3.0% T.HO[17.74,32.94] I E——
Phavichitr 2013 103.92 58.896 53 120 36.576 53 40% -16.08[-34.74, 2.58] E—
Salazar-Lindo 2004 498.59 30.2 52 a0.4 28 41 9.4% 810 [-3.14,19.34] T
Salazar-Lindo 2007 24.233 39101 37 24 BB 33 40 45%  -043[16.70,15.84] T
Subtotal (95% CI) 219 222 225%  -6.19[-22.46, 10.08] -
Heterogeneity: Tau®= 274.14; Chi*= 24.08, df= 4 (P = 0.0001); F= 83%
Testfor overall effect Z=0.75 (P = 0.46)
15.6.3 Trial with partial support or author affiliation with pharmaceutical with no sponsor information
Dinleyici 2015a G0.4 248 29 743 153 k| 5.6% -13.90[24.32,-3.48] —
Dinleyici 20150 (1) 48.9 15.3 47 g8 191 45 B.1% -29.10[36.19 -22.01] -
Dinleyici 2018k (23 831 363 148 114.8 35.4 72 5.6% -31.70[41.75 -21.65] —
Dinleyici 2015k (3) G0.4 2341 24 T84 204 26 82% -18.00[-30.11,-5.89] —
Freedman 2018 55.533 57.654 414 58.33 61.07 413 6.0% -3.80 [11.89, 4.30) -
Subtotal (95% CI) 663 587 28.5% -19.32 [-30.36, -8.28] -
Heterogeneity: Tau®= 134.57; Chi*= 28.32, df = 4 (P = 0.0001}; F= 86%
Test for overall effect: 7= 3 43 (P = 0.000E)
15.6.4 Trial supported by University/Research councilFoundations
Angarwal 2014 62 13.54 100 1] 13.539 100 B.5% -18.00[-21.75 -14.25] -
Canani 2007 963122 36,8789 479 112.86 23.95 g2 6.3% -16.25[22.15 -10.34] -
Chen 2010 0.1 317 1a0 86.3 376 143 B.0% -26.20[-34.18,-18.27] i
Costa-Ribeiro 2003 3827 378 61 39.09 4.6 B3  B7% -0.82 [-2.30, 0.66] b
Hong 2018 80.33 42667 150 T9.66 4117 1580 9.7% 0.67 [-8.82, 10.16] 1
Huang 2014 43.2 38.4 82 6494 336 77 5.4% -26.20[37.40 -15.00] ——
Misra 2009 70.56 312 104 78 264 105  6.0% -7.44 1526, 0.38] —
Schnadower 2018 51.633 50.268 468 54.7 46.99 475 6.3% -3.07[-9.28,3.19) -T
Subtotal (95% CI) 1595 1205 48.9% -11.90 [-19.67, -4.14] <
Heterogeneity: Tau®= 112,35, Chi*= 133.34, df= 7 (P = 0.00001}; 7= 95%
Test for overall effect 7= 300 (F=0003)
Total (95% CI) 2477 2014 100.0% -12.85[-18.76, -6.94] L
Heterogeneity: Tau®= 135.19; Chi*= 235.15, df= 17 (P = 0.00001); F= 93% t

Test for overall effect: 2= 4.26 (P = 0.0001)
Test for subgroup differences: Chi*= 2.00,df= 2 {P=0.37), F=0%

Footnotes
(1) Children in the outpatient setting
(2) Children in the hospital setting

(3) Children inthe ED setting
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Figure S37

Comparison 4: Source of funding, Outcome 4: Mortality (n=3)

Probiotic Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

15.5.2 Trial supported by PharmaceuticaliIndustry

Lahiri 2022 o227 o227 Mot estimahle
Subtotal (95% CI) 227 227 Not estimable
Total events 0 0

Heterogeneity, Mot applicable
Testfor averall effect: Mot applicable

15.5.3 Trial with partial support or author affiliation with pharmaceutical with no sponsor information

Fernica 2022 (1) 1 135 B 137 100.0% 017 [0.02,1.39]
Subtotal (95% CI) 135 137 100.0% 0.17[0.02, 1.39]
Total events 1 G

Heterogeneity: Not applicable
Testfor overall effect £=1.66 (P =010}

15.5.4 Trial supported by University/Research council Foundations

Pernica 2017 (2) ] 15 ] 18 Mot estimahble
Pernica 2017 (3) i 12 i 19 Mot estimahle
Subtotal (95% CI) 27 34 Not estimable
Total events a a

Heterogeneity: Mat applicable
Testfor overall effect: Mot applicable

Total (95% CI) 389 398 100.0% 0.17 [0.02, 1.39]
Total events 1 A

Heterogeneity: Mat applicable

Testfor overall effect: £=1.66 (P =010}

Testfor subgroup differences: Mot applicable

Footnotes

(1) Considered overall mortality

(2) Rapid Test and Treat

(3) Standard Care
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