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Table S1: PubMed

Online Supplementary File

Diarrhea

Children up to 10 years

Zinc

((Diarrhea[MeSH Terms]) AND
(Diarrheal[Title/Abstract] OR
diarrhoealTitle/Abstract])) OR
(Diarrhea, Infantile[MeSH
Terms]) OR (“Infantile
Diarrhea*”[Title/Abstract]) OR
(“Childhood
Diarrhea*”[Title/Abstract])))

((((Child[MeSH Terms]) OR (Child,
Preschool[MeSH Terms]) OR
(Child*[Title/Abstract] OR
preschool*[Title/Abstract] OR
Schoolchild*[Title/Abstract] OR
“school age”[Title/Abstract] OR
Kid[Title/Abstract] OR
Kids[Title/Abstract] OR
toddler*[Title/Abstract]) OR
(Infant[MeSH Terms]) OR
(Infant*[Title/Abstract] OR
Infancy[Title/Abstract] OR
Baby[Title/Abstract] OR
Babies[Title/Abstract]

OR Newborn*[Title/Abstract] OR
Neonat*[Title/Abstract] OR
Preterm[Title/Abstract] OR

Prematur*[Title/Abstract]) OR
(Pediatrics[MeSH Terms]) OR
(Pediatric*[Title/Abstract] OR

Paediatric*[Title/Abstract]) OR
(Schools, Nursery[MeSH Terms])
OR (Nursery
school[Title/Abstract]

OR Kindergar*[Title/Abstract]))

((Zinc[MeSH Terms])

OR (Zinc[Title/Abstract]
OR
(Zn[Title/Abstract]))))




Table S2: Cochrane Central Register of Controlled Trials

Children up to 10 years

Diarrhea

Zinc

#1 MeSH descriptor: [Child]
explode all trees

#2 MeSH descriptor: [Child,
Preschool] explode all trees

#3 (Child* OR preschool* OR
Schoolchild* OR “school age”
OR Kid OR Kids OR
toddler*):ti,ab,kw

#4 MeSH descriptor: [Infant]
explode all trees

#5 (Infant* OR Infancy OR
Baby OR Babies OR Newborn*
OR Neonat* OR Preterm OR

Prematur*):ti,ab,kw

#6 MeSH descriptor:
[Pediatrics] explode all trees

#7 (Pediatric* OR
Paediatric*):ti,ab,kw

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

#9 (Nursery school OR
Kindergar*):ti,ab,kw

#10 #1 OR #2 OR #3 OR #4 OR
#5 OR #6 OR #7 OR #8 OR #9

#11 MeSH descriptor: [Diarrhea]
explode all trees

#12 ((Diarrhea OR
diarrhoea)):ti,ab,kw

#13 MeSH descriptor: [Diarrhea,
Infantile] explode all trees

#14 (“Infantile
Diarrhea*”):ti,ab,kw

#15 (“Childhood
Diarrhea*”):ti,ab,kw

#16 #11 OR #12 OR #13 OR #14
OR #15

#17 #10 AND #16

#18 MeSH descriptor:
[Zinc] explode all trees

#19 (zinc):ti,ab,kw

#20 (Zn):ti,ab,kw

#21 #18 OR #19 OR #20

#22 #17 AND #21 515




Table S3: Scopus

Diarrhea

Children up to 10 years

Zinc

( diarrhea OR dehydrat* ) )

TITLE-ABS-KEY ( ( TITLE-ABS-KEY ( ( child* OR “preschool
child*” OR schoolchild* OR kid OR kids
OR toddler* OR infant OR infants

OR “Infancy” OR “Baby” OR “Babies”OR “ne
wborn*” OR “neonat*” OR preterm OR pre
matur* OR “pediatric*” OR “paediatric*”

OR kinderg* ) )

TITLE-ABS-KEY (
(ZincORZn)))

Table S4: CINAHL

Diarrhea

Children up to 10 years

Zinc

( ((MH “Diarrhea”) OR MH
Dehydration OR MH Dysentery
OR MH Giardiasis OR “blood in
stool” OR Dysenter* OR
“Abdominal distension” OR
“loose motion”))

( ( Infant* OR toddler* OR baby
OR babies OR preschool OR
newborn OR neonate* OR
kindergarten OR under-10 OR
under-ten OR “under ten” OR kid
OR kids OR paediatr* OR pediatr*

))

((ZincORZn))

Table S5: Clinicaltrials.gov

Diarrhea

Children up to 10 years

Zinc

"Diarrhea" OR "diarrhoea" OR
"diarrhea, infantile" OR
"diarrhoea, infantile" OR
"infantile diarrhea™*" "infantile
diarrhoea*" OR "childhood
diarrhea*" OR "childhood
diarrhoea*"

"child" OR "child, preschool" OR
"child*" OR "preschool*" OR
"schoolchild*" OR "school age"
OR "Kid" OR "Kids" OR "toddler*"
OR "infant" OR "infant*" OR
"Infancy" OR "Baby" OR "Babies"
OR "newborn*" OR "neonat*" OR
"Preterm" OR "prematur*" OR
"pediatrics" OR "pediatric*" OR
"paediatric*" OR "schools,

llZincll OR Ilanl




nursery" OR "nursery school" OR
"kindergar*"

Table 1A: Definition of diarrhea according to the included studies

Study ID Definition of diarrhea
Ahmadipour Defined as a watery stool occurring at least 3 times in a
2019 (25) 24-hour period

Al Sonboli 2003
(26)

Defined as three or more watery stools in the previous
24 hours with <7 days duration.

Awasthi 2006
(19)

Defined as three or more loose or watery motions per
day, and of less than 7 days duration

Bahl 2002 (17)

Defined as the passage of 5 rather than >3 liquid stools

Baqui 2002 (27)

Defined as three or more loose, liquid, or watery stools
in a 24 hour period.

Bhandari 2008
(28)

a) In infants aged < 2 months, diarrhea was defined
based on caregiver’s report of recent change in
consistency and/or frequency of stools;

b) For older children, caregiver’s report of > 3 loose or
watery stools in a 24-hour period constituted a diarrheal
illness.

Bhatnagar 2004
(29)

Defined as passage of three or more liquid stools daily
for <72 hours

Boran 2005 (30)

Defined as three or more loose stools in a 24 hour
period

Brooks 2005 (16)

Defined as passage of > 3 watery stools in the preceding
24 hour period.

Crisinel 2015 (31)

Defined as passage of 3 or more stools per day for less
than 72 hour period.

Dalgic 2011 (32)

Defined as passage of > 3 watery or looser than normal
stools within a 24 hour period.




Dutta 2000 (33)

Defined as passage of > four stools within last 24 hours
(for 72 hours or less).

Dutta 2011 (34)

Defined as more than 3 diarrheal episodes within the
last 24 hours) of less than 72 hours duration.

Elnemr 2007 (35)

Defined as passage of three or more loose, liquid stools
in a 24 hour period.

FischerWalker

Defined as passage of > 3 watery stools in a 24 hour

2006 (20) period.

FischerWalker Defined as passage of > 3 loose or watery stools in a 24
2007 (36) hour period.

FischerWalker Defined as passage of > 3 loose, liquid, or watery stools
2008 (37) in a 24 hour period.

Gregorio 2007
(38)

diarrhea <7 days duration and no evidence of
dehydration.

Karamyyar 2013
(39)

Defined as acute onset of change in stool frequency and
consistency lasting for fewer than 14 days and without
blood in stool examination.

Kakar 2022 (40)

Defined as loose or watery stool passing more than
three times in a 24 hour period, with or without mucus
in stool.

Larson 2005 (41)

not mentioned

Mazumder 2010
(42)

In infants aged <2 months, diarrhoea was defined based
on the caregiver’s report of a recent change in the
consistency or frequency of stools.

For children 2 months of age or older, the caregiver’s
report of 23 loose or watery stools in a 24-hour period
was considered to indicate diarrhoeal illness.

Dhingra 2020
(21)

Defined as three or more loose or watery stools in the
past 24 hour period, for less than 72 hours.

Patel 2013 (43)

Defined as passage of more than three unformed stools
in the prior 24 hours.

Patel 2013 (2)
(44)

Defined as passage of more than 3 unformed stools in
the prior 24 hours.




Patel 2009 (45)

Defined as passage of more than three unformed stools
in the prior 24 hours.

Patel 2015 (46)

Defined as passage of one or more loose stools in a 24
hour period.

Patro 2010 (47)

Defined as the passage of 2 3 loose stools in a 24-hour
period.

Polat 2003 (18)

Defined as the passage of four or more watery, loose
stools reported in the 24 hour period before enrolment

Rerksuppaphol
2020 (48)

Acute diarrhoea was defined according to the following
criteria:

(i) patients who passed abnormal watery and/or mucous
stool,

(ii) more than three times within the previous 24 hours,
(iii) for less than 2 weeks.

Roy 2008 (49)

Defined as passage of one or more loose stools in a 24
hour period.

Roy 2007 (23)

Defined as three or more liquid, watery or mucoid stools
in a 24 hour period.

Shah 2021 (50)

Defined as passage of 3 or more loose stools in last 24
hours before enrollment.

Shahzad 2022
(51)

Defined as passage of three or more loose or liquid
stools per day, for three or more days, and for less than
14 days.

Shimelis 2008
(52)

acute watery diarrhea for less than 7days

Strand 2002 (53)

Defined as the passage of 3 or more loose or watery
stools in the 24-hour period before enroliment.

Trivedi 2009 (54)

Defined as passage of at least three unformed stools in a
24-hour period.

Valery 2005 (55)

Defined as passage of more than three loose stools in a
24-hour period.

Wadhwa 2011
(56)

Defined as passage of > 3 loose stools per day, and at
least 1 in the last 12 hours, for fewer than 7 days.




Yalcin 2022 (57)

Defined as passage of three or more watery or loose
stools in 24 hours for a minimum of one day and a
maximum of 14 days.

Yazar 2016 (58)

not mentioned

Wang 2016 (24)

passage of loose stools for >2 weeks, with progression to
chronic diarrhea at the 4-week mark.

Khatun 2001 (59)

persistent diarrhea, defined as diarrhea for more than
14 d duration and having no systemic infection or clinical
signs of vitamin A deficiency and having not received
vitamin A supplementation within 3 mo.

Table 2A: Definition of recovery by the included trials

Study Definition
Dutta 2000 (33) Recovery defined as the passage of normal stool or no stool for the last 18 hours.
Dutta 2011 (34) Recovery defined as the passage of soft stool, formed stool, or no stool for 18 hours.

Karamyyar 2013 (39)

Complete recovery defined as diarrhea discontinuation and return to the past
defecation status. Relative recovery defined as decreased stool frequency to 1-2 times
per day and change stool consistency from watery to soft or firm.

Kakar 2022 (40)

Recovery from diarrhea defined in term of reduction in frequency and volume of stool.
Reduction in the frequency of diarrhea means passing of stools less than three times a
day.

Patel 2015 (46)

Resolution of diarrhea defined as no episode of loose stool in a day.

Rerksuppaphol 2020
(48)

Recovery from diarrhea defined as the passage of two consecutive semi-formed stools
or not passing stool for 12 hours since the last defecation

Roy 2008 (49)

Resolution of diarrhea defined as the passage of first formed stools or no stool for 24
hours

Roy 2007 (23)

Recovery from diarrhea defined as the passage of soft stool.

Shah 2021 (50)

Recovery from diarrhea defined as the passage of normal stool or no stool since last 18
hours.

Strand 2002 (53)

Recovery from diarrhea defined as the first of the first 2 consecutive diarrhea-free days.
A diarrhea-free day was a day when the child passed 3 loose and no watery stools.




Wadhwa 2011 (56)

Recovery from diarrhea defined as the time of the last abnormal stool before a 12-hour
period when no stool had been passed or before the passage of 2 consecutive formed

stools.

Wang 2016 (24)

Significantly effective treatment defined as stool traits and frequency returned to

normal, and systemic symptoms resolved. Effective treatment defined as stool traits

and frequency and systemic symptoms clearly improved

Khatun 2001 (59)

Clinical recovery from persistent diarrhea defined as the time of the last diarrheal stool

followed by passage of soft or formed stool for more than 48 hours of
observation in the hospital.

Table 3A: GRADE evidence profile for persistent diarrhea

Certainty assessment Ne of patients Effect Certainty Importance
Ne of Study design Risk of Inconsistency | Indirectness | Imprecision Other zinc no zinc | Relative | Absolut
studie bias considerations (95% e
s Cl) (95% CI)
Recovery
2 randomized very not seriousP not seriousP none 49/55 29/57 RR 382 o000 CRITICAL
trials serious? serious (89.1%) | (50.9%) 1.75 more Very low
(1.34 per
to 1,000
2.30) (from
173
more to
661
more)
Mortality
2 randomized | serioust | not serious not seriousP none 6/102 7/100 RR 11 ®dOQO | IMPORTAN
trials serious (5.9%) (7.0%) 0.84 fewer Low T
(0.29 per
to 1,000
2.37) (from
50
fewer
to 96
more)
Duration of diarrhea
2 randomized | serious® seriousd not serious® none 122 120 - MD OO0 CRITICAL
trials serious 26.29 Very low
lower
(47.35
lower
t05.23
lower)

ClI: confidence interval; MD: mean difference; RR: risk ratio
Explanations
a. 1 study had high risk of bias
b. small sample size
c. Studies included had some concerns

d. heterogeneity p value = 0.004 and 12 88%




Zinc vs no zinc for acute diarrhea (subgroups)

Recovery

Figure 1A

Outcome 1: Recovery from diarrhea (subgroup based on definition of diarrhea)

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

Risk

Ratio

M-H, Random, 95% CI

13.4.1 WHO definition

Auvasthi 2006 T3 998 T4 934 A% 1.068[1.00,1.11]
Bhatnagar 2004 131 132 125 134 A% 1.0601.01,1.17]
Crisinel 2015 35 ar M KE] 2.2% 1.18[1.00,1.47
Dutta 2011 38 41 28 43 1.8% 1.3701.10,1.77]
Fischerntalker 2006 403 538 427 536 B.4% 0.94 [0.88,1.00]
kakar 2022 T2 T2 g8 T2 B.6% 1.06[0.93,1.13]
Patel 2005 228 248 234 247 T.A% 097 [0.93,1.09
Patro 2010 63 o] Ske] 72 0% 1.03[0.97,1.09]
Rerksuppaphol 2020 43 43 42 43 B.5% 1.02[0.96,1.09]
Shah 2021 45 45 KE] 45 3T% 1.15([1.02,1.30]
Strand 2002 (1) 207 223 1848 234 B.6% 1.07 [1.00,1.13]
Strand 2002 (2 205 21 1896 225 B.6% 1.06[1.00,1.13]
Subtotal (95% CI) 2667 2664 69.4% 1.04 [1.01, 1.08]
Total events 2248 2179

Heterogeneity: Tau®=0.00; Chi®= 31.26, df= 11 (P = 0,001}, F= 65%

Testfor averall effect 2= 2.59 (P =0.010)

13.4.2 Other definition

Bahl 2002 (3 193 202 186 200 T.A4% 1.03[0.98 1.08]
Bahl 2002 (43 192 201 187 2IM A% 1.03[0.98,1.08]
Ciutta 2000 44 44 32 36 36% 1.13[0.98,1.27]
Patel 2015 43 43 44 g3 3.5% 1.20[1.086, 1.36]
Palat 2003 {5) 35 40 20 36 0.8% 1.87[1.15, 2.16]
Faolat 2003 {A) 44 a2 34 a4 1.4% 1.34 [1.06,1.70]
Shimelis 2008 99 179 121 222 2.2% 1.01[0.85,1.21]
Subtotal (95% CI) 761 802 26.3% 1.11 [1.03,1.19]
Total events 650 G24

Heterogeneity, Taur=0.01; Chif= 2032 df=6(P=0002; F=70%

Test for overall effect 2= 2.68 (P =0.007)

13.4.3 Unspecified

Gregorio 2007 a4 58 43 ar 2.4% 1.21[1.03,1.43]
azar 2016 44 a5 kL] a5 1.9% 1.26([1.04,1.57]
Subtotal (95% CI) 114 112 4.3% 1.23 [1.09, 1.40]
Total events 103 g2

Heterogeneity: Tau®= 0.00; Chi*= 007, df=1 (P=079); F=0%
Testfor averall effect £=3.23 (F=0.001)

Total {95% Cl) 3h42 3578 100.0% 1.07 [1.03,1.10]
Total events 300 2884

Heterogeneity: Tau®=0.00; Chi®= 56.89, df= 20 (P = 0.0001}, F= 65%
Test for overall effect Z2=4.13 (P = 0.0001)

Testfor subgroup differences: Chit= 741, df=2 (P =00Z2), F=73.0%
Footnotes

(1) caretakers

(2) fieldworkers

(3)zinc syrup

(4)zinc ORS

(5) low serum zinc levels

(6) normal serum zinc levels

*H}”'\ 71

*

07 0.85
Favours [placebal/contral]

12 1.5
Favours [zinc]



Figure 1B

Outcome 1: Recovery from diarrhea (subgroups based on dose of zinc administered)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
3.3.110mg
Fischeralker 2006 403 538 427 536 6.4% 0.94 [0.88, 1.00] ——
Subtotal {95% CI) 538 536  6.4% 0.94 [0.88, 1.00] P
Total events 403 427

Heterogeneity: Mot applicahle
Test for averall effect: Z=1.86 (F = 0.08)

3.3.215mg

Rerksuppaphol 2020 43 43 42 43 B.5% 1.02 [0.96, 1.08] -

Yazar 2016 49 54 39 a5 1.9% 1.26[1.04,1.53] R —
Subtotal {95% CI) 08 98 8.4% 1.13 [0.80, 1.58] e ——
Total events a2 a1

Heterogeneity: Tau®=0.05; Chi®=11.11, df=1 (P=0.0009); F=21%
Test for averall effect: Z=0.69 (P = 0.49)

3.3.3 20mg

Dutta 2011 38 41 29 43 1.58% 137 [1.10,1.72]

Gregario 2007 54 59 43 a7 2.4% 1.21[1.03,1.43] I —

Polat 2003 (1) 35 40 200 36 0.6% 1.57 [1.15, 2.16] _—
Polat 2003 {2 44 52 34 54 1.4% 1.34 [1.06,1.70] e
Shah 2021 45 45 39 45 7% 115 [01.02,1.30] S

Shimelis 2008 99 179 121 222 2.2% 1.01 [0.85,1.21] I —

Subtotal (95% CI) 416 457  12.0% 1.22[1.10,1.36] -

Total events 14 286

Heterogeneity Tau®=0.01; Chi*=9.08, df= 5 {P=011); F= 45%
Test for averall effect: Z=3.72 (P = 0.0002)

3.3.4 40mg

Dtta 2000 44 44 32 36 36% 1.13[0.89,1.27] |
Subtotal (95% CI) 44 36 3.6% 1.13[0.99,1.27] | —
Total events 44 a2

Heterogeneity: Mot applicahle

Test for averall effect: Z=1.88 (F = 0.08)

3.3.5 Dose by weight or age

Eahl 2002 {3} 183 202 186 200 T.4% 1.03[0.98,1.08] T

Eahl 2002 {4} 182 2m 187 20 T.4% 1.03[0.98,1.08] T
Ehatnagar 2004 13 132 128 134 T.8% 1.06[1.01,1.13] —_—
Criginel 2015 35 ar 3 39 2.2% 1.19[01.00,1.43]

Patel 2009 228 248 234 247 T.8% 097 [0.83,1.02] T

Patel 20158 43 43 14 a3 3.8% 1.20[1.06,1.36] s —
Patro 2010 68 69 59 T2 T.0% 1.03 [0.87,1.09] T
Strand 2002 {5) 207 223 195 224 G.6% 1.07[1.00,1.13] ——
Strand 2002 (&) 205 N 196 2248 G.6% 1.06[1.00,1.13] —
Subtotal (95% CI) 1376 1395 55.7% 1.04 [1.01, 1.08] L

Total events 1302 1267

Heterogeneity: Tau®= 0.00; Chi*=18.19, df= 8 (F = 0.02); F= 56%

Test for averall effect: Z=2.75 (P = 0.008)

3.3.6 Unspecified

Awasthi 2006 {75 Tr3 9a8 724984 T.3% 1.08[01.00,1.11] —
Kakar 2022 T2 72 i} T2 G.6% 1.06 [0.99,1.13] T
Subtotal (95% CI) 1070 1056 13.9% 1.05[1.01, 1.10] &>

Total events 845 742

Heterogeneity Tau®= 0.00; Ch*=0.02, df=1 (P = 0.87); F= 0%

Test for overall effect: Z= 2.6 (P = 0.007)

Total (95% CI) 3542 3578 100.0% 1.07 [1.03, 1.101 L 2

Total events 300 2885

Heterogeneity Tau®= 0.00; Chi*= 56.89, df= 20 (F < 0.0001); F= 65%
Testfor overall effect: Z=4.13 (P = 0.0001)

Testfor subgroup differences: Chi*= 20040, df= § (P = 0.001), F=75.5%
Footnotes

(1) low serum zinc levels

(2)normal serum zinc levels

(3)zinc syrup

(4)zinc ORS

(5) caretakers

(6) fieldwarkers

(7) Ethiopia and India gave 20mg whereas other sites gave 10mg

07 085 12 15
Favours [placebo/control]  Favours [zinc]




Figure 1C

Outcome 1: Recovery from diarrhea (based on duration of zinc supplementation)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
8.5.1 <=5d
Dutta 2000 14 44 32 36 6% 1.13[0.98 1.27]
Yazar 2016 49 a5 38 a5 1.9% 1.26 [1.04,1.52] -
Subtotal (95% Cl) 99 91 5.5% 1.17 [1.04, 1.31] -
Total events 93 71
Heterageneity: Tau®=0.00; ChiF=1.13, df=1{P=029), F=12%
Test for overall effect: Z= 2,64 (F = 0.008)
8.5.2 <=10d
Crisinel 20145 35 ar H 38 227% 1.197[1.00,1.42]
Patra 2010 58 o] L] T2 7.0% 1.03[0.97,1.09] T
Subtotal (95% Cl) 106 111 9.2% 1.09 [0.91, 1.31] ————
Total ewents 103 100
Heterogeneity: Tau®=0.01; Chi*=3.95, df=1(P=005), F=75%
Testfor averall effect: Z= 093 (P = 0.34)
8.5.314d
Awasthi 2006 Tr3 993 724 o84 7.3% 1.08[1.00,1.11] —
Bahl 2002 {1} 183 202 186 200 T.d% 1.03[0.98, 1.08] T
Bahl 2002 {2} 182 201 187 M 7 A% 1.03[0.98,1.08] T
Bhatnagar 2004 131 132 125 134 7.5% 1.06 [1.01,1.12] B
Dutta 2011 38 41 29 43 1.5% 1.37[1.10,1.72]
Fischertalker 2006 403 a38 427 A36 G.4% 0.84 [0.88,1.000 I—
Gregoario 2007 54 a9 43 a7 24% 1.21[1.03,1.43]
Patel 2008 223 248 234 M7 7.5% 0.87[0.93,1.02] T
Patel 2015 43 43 44 a3 35% 1.20[1.08, 1.36] e —
Palat 2003 (3 44 a2 34 a4 1.4% 1.34 [1.06,1.70]
Palat 2003 (4) 35 40 20 36 0.8% 167 [1.15 2.16] —_—*
Shah 2021 45 45 39 45 IT% 1.181[1.02,1.300 S
Shimelis 2008 eje] 174 121 232 23% 1.01 [0.85,1.21] N R
Subtotal (95% Cl) 2778 2812 59.0% 1.07 [1.02,1.12] -
Total ewents 22v8 2213
Heterogeneity: Tau®= 0.00; Chi®= 46.97, df=12 (P = 0.00001), F=74%
Testfor averall effect: Z=2.93 (P = 0.003)
8.5.4 unspecified
Kakar 2022 72 72 63 T 6.6% 1.06 [0.95,1.13] —
Rerksuppaphol 2020 43 43 42 43 6.5% 1.02 [0.96, 1.09] T
Strand 2002 {5} 204 2 186 225 6.6% 1.06 [1.00,1.13] —
Strand 2002 () 207 223 1854 224 G.6% 1.07 [1.00,1.13] —
Subtotal (95% Cl) 559 564  26.3% 1.05 [1.02, 1.09] L 3
Total events 527 a01
Heterageneity: Tau®=0.00; Chi®=1.26, df= 3{P=074), F=0%
Test for overall effect: Z=3.27 (F = 0.001)
Total (95% CI) 3542 3578 100.0% 1.07 [1.03, 1.10] L 3
Total events 3001 2885
Heterageneity: Tau®= 0.00; Chi®= 86.89, df = 20 (P = 0.0001}; F= 5% D?? U.=85 1?2 1i5

Test for overall effect: Z= 413 (F = 0.0001)

Testfor subgroup differences: Chi=3.00, df=3 (P=039,F=01%

Footnotes

(1)zinc syrup

(2)zinc ORS

(3)normal serum zinc levels
(4) low serum zinc levels

(9) fieldwarkers

(6) caretakers

Favours [placebalcontrol]

Favours [zinc]



Figure 1D

Outcome 1: Recovery from diarrhea (based on zinc formulation)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
4.3.1 Zinc sulfate
Ehatnagar 2004 13 132 125 134 T75% 106 [1.01,1.12] -
Criginel 2014 35 3r 31 I\ 11% 1.9 [01.00,1.42] T
Dutta 2000 44 44 32 3B 3E% 1.13[0.99,1.27] —
Gregorio 2007 54 54 43 A7 24% 1.21[1.03,1.43]
Fatel 20049 228 248 234 47 Ta% 0.97 [0.93,1.02] -7
Patel 2015 43 43 44 53 35% 1.20[1.06, 1.36] e —
Patro 2010 g4 g4 59 T O70% 1.03[0.97,1.09 T
Falat 2003 {13 34 40 20 36 0.8% 1.87[1.14, 2.16] S ———
Falat 2003 {2 44 52 34 a4 1.4% 1.34 [1.06, 1.70] e —
Subtotal (95% CI) 724 728 35.8% 1.12[1.04, 1.20] -l
Total events f82 f32

Heterogeneity, Tau®= 0.01, Chi®=40.03, df= 8 (F = 0.00001); 7= 80%
Testfor averall effect: Z=3.07 (P = 0.002)

4.3.2 Zinc gluconate

Bahl 2002 (3} 193 202 186 200 V4% 1.03[0.98,1.08] -
Bahl 2002 (4} 192 2m 187 M T4% 1.03[0.98,1.08] T
Strand 2002 {9 207 223 195 224 GE% 1.07 [1.00,1.13] —
Strand 2002 (6 205 M 196 225 GE% 1.06[1.00,1.13] —
Subtotal (95% CI) 847 850 28.1% 1.04 [1.01, 1.07] L 2
Total events 797 764

Heterogeneity, Tau®= 0.00; Chi®=1.82,df= 3 (F=0.61);F=0%
Testfor overall effect: Z=2.94 (P = 0.003)

4.3.3 Zinc bisglycinate

Rerksuppaphol 2020 43 43 42 43 Ba% 1.02 [0.96, 1.09] -
Subtotal (95% CI) 43 43 6.5% 1.02 [0.96, 1.09] S
Total events 43 42

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.71 (F = 0.48)

4.3.4 Unspecified

Auwrasthi 2006 T3 998 T4 984 T3% 1.058[1.00,1.11] —

Dutta 2011 38 41 29 43 1.48% 137 0110,1.72]

FischerWalker 2006 403 538 427 836 6.4% 0.94 [0.88, 1.00] I

Kakar 2022 72 72 35 T2 BE% 1.06 [0.99,1.13] —

Shah 2021 45 45 34 45 3T% 145 [1.02,1.300 e —
Shimelis 2008 49 178 121 222 11% 1.01 [0.858,1.21] I —
Yazar 2016 49 55 39 a5 1.9% 1.26[1.04,1.52]

Subtotal (95% CI) 1928 1957  29.7% 1.08 [1.00, 1.16] -
Total events 1479 1447

Heterogeneity, Tau= 0.01; Chif= 22.62, df = 6 (P = 0.0009); F= 73%
Testfor overall effect; Z= 2.02 (P = 0.04)

Total (95% CI) 3542 3578 100.0% 1.07 [1.03, 1101 <
Total events 300 2885

Heterogeneity: Tau®= 0.00; Chi*=56.89, df= 20 {F = 0.0001); "= 65%
Test for averall effect, Z=4.13(F = 0.0001)

Testfor subgroup differences: Chi*= 452 df=3(F=021), F=337%
Footnotes

(1) low serum zinc levels

(2) normal serum zinc levels

(3) zinc syrup

(4)zinc ORS

(5) caretakers

(6) fieldworkers

07 0.85 12 15
Favours [placebolcontrol] Favours [zing]



Figure 1E

Outcomel: Recovery from diarrhea (based on World Bank Income Classification)

Experimental Control

Risk Ratio

Risk Ratio
M-H, Random, 95% CI

1.03[0.98,1.08]
1.073 [0.98, 1.08]
1.06[1.01,1.12]
113 [0.98,1.27]
1.37011.10,1.79
0.94 [0.88, 1.00]
1.21[1.03,1.43]
1.06[0.99,1.13]
0.97 [0.93,1.02]
1.20 [1.06, 1.36]
1,57 [1.15, 2.16]
1.34 [1.06,1.70]
115 [1.02,1.30]
1.01 [0.85,1.21]
1.07 [1.00,1.13]
1.06[1.00,1.13]
1.07 [1.03, 1.11]

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

Bahl 2002 {1} 193 202 186 200 7.4%
Eahl 2002 {2 182 201 187 201 T.4%
Bhatnagar 2004 131 132 125 134 7.5%
Dutta 2000 44 44 32 36 3.6%
Dutta 2011 38 41 29 43 1.5%
Fischerwalker 2006 403 538 427 536 6.4%
Gregorio 2007 54 59 43 a7 2.4%
Kakar 2022 T2 T2 B8 T2 G.6%
Patel 2009 228 248 234 247 7.5%
Patel 2015 43 43 44 53 3.5%
Palat 2003 {3) 35 40 20 36 0.8%
Polat 2003 (4) 44 52 34 54 1.4%
Shah 2021 45 45 39 45 3T%
Shimelis 2008 o] 1749 121 222 2.2%
Strand 2002 (5) 207 223 185 224 6.6%
Strand 2002 (B) 205 221 186 225 6.6%
Subtotal (95% CI) 2340 2385 T5.1%
Total events 2033 1880

Heterogeneity: Tau®=0.00; Chi=50.03, df=15 (P = 0.0001};, F= ¥0%
Testfor overall effect 2= 3.50 (P = 0.00045)

2.3.2 HIC

Criginel 2015 35 kN N 39 2.2%
Patro 2010 i) A8 BY T2 0%
Rerksuppaphal 2020 43 43 42 43 6.5%
azar 2016 45 a5 =] a5 1.9%
Subtotal (95% CI) 204 209  17.6%
Total events 1495 181

Heterogeneity, Taur=0.01; Chi*=13.99 df= 23 (P=0.003); F= 79%
Testfor overall effect Z=158{F =011}

2.3.3 Mixed

Awasthi 2006 T3 458 724 984 7.3%
Subtotal (95% CI) 998 984 7.3%
Total events T3 724

Heterogeneity: Mot applicable
Test for overall effect 2= 2.00 (F = 0.05)

Total {95% Cl) 3542 3578 100.0%
Total events 300 2885

Heterogeneity, Tau®= 0.00; Chi®= 56.89, df= 20 (P = 0.0001);, F= 65%
Test for overall effect Z2=4.13 {F = 0.0001)

Testfor subgroup differences: Chi*= 044, df= 2 (P=080) F=0%
Footnotes

(1) zinc syrup

(2)zinc ORS

(3) low serum zinc levels

(4) normal serum zinc lavels

(5) caretakers

(6) fieldworkers

1.19[1.00,1.42]
1.03[0.97,1.09]
1.02 [0.96, 1.09]

1,26 [1.04,1.52]
1.09 [0.98, 1.21]

-
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Figure 1F

Outcome 1: Recovery from diarrhea (based on form of zinc given)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
5.3.1 Syrup
Eahl 2002 (1) 193 202 186 200 7.4% 1.03[0.98,1.08] T
Ehathagar 2004 13 132 1258 134 748% 1.06[1.01,1.12] I
Dutta 2000 44 44 32 36 36% 1.131[0.99,1.27] —
Fatel 2009 228 248 234 247 ThH% 0.97 [0.93,1.02] T
Fatro 2010 [ats) 69 69 72 T0% 1.031[0.97,1.09] -
Falat 2003 (2) 35 40 20 36 0.8% 1.87[1.148, 2.16] _—
Falat 2003 (3) 44 52 34 54 1.4% 1.34 [1.06,1.70]
Strand 2002 (4) 205 M 196 225 B.6% 1.06[1.00,1.13] —
Strand 2002 (5) 207 223 195 234 B.E% 1.07 [1.00,1.13] —
Yazar 2016 49 54 39 55 1.8% 1.261[1.04,1.52]
Subtotal (95% CI) 1286 1283 50.3% 1.07 [1.02,1.12] <
Total events 1204 1130
Heterogeneity: Tau®= 0.00; Chi®=31.25, df=9 (P =0.0003); F=71%
Test for overall effect. Z=2.81 (P =0.00%)
5.3.20RS
Eahl 2002 (6) 192 2m 187 2 TA4% 1.03[0.98,1.08] T™
Subtotal (95% CI) 201 201 7.4% 1.03 [0.98, 1.08] »
Total events 192 187
Heterogeneity: Mot applicable
Test for overall effect Z=1.07 (P =0.28)
5.3.3 Dispersible tablet
Awwasthi 2006 773 998 724 484 T3% 1.05[1.00,1.11] —
Crisinel 2015 35 ar 31 39 22% 1.191[1.00,1.42]
Fischer®alker 2006 403 538 427  B36 B.4% 0.94 [0.88,1.00] 1
Gregario 2007 LE 59 43 57 2.4% 1.21[1.03,1.43]
Shimelis 2008 99 179 121 222 2.31% 1.01[0.85,1.21] I
Subtotal (95% CI) 1811 1838  20.5% 1.06 [0.97,1.15] <
Total events 1364 1346
Heterogeneity: Tau®=0.01; Chi*=14.594 df=4 (P =0.008);, F=72%
Test for overall effect Z=119 (P =023
5.3.4 Powder sachet
Rerksuppaphol 2020 43 43 42 43 BA% 1.02[0.96,1.09] I
Subtotal (95% CI) 43 43 6.5% 1.02 [0.96, 1.09] S
Total events 43 42
Heterogeneity: Mot applicable
Test for overall effect Z=0.71 (P=0.48)
5.3.5 Unspecified
Dutts 2011 38 41 29 43 1.5% 1.37[1.10,1.72]
Kakar 2022 72 72 68 72 BE% 1.06[0.99,1.13] —
Patel 2015 43 43 44 53 3.5% 1.20[1.08,1.36] —
Shah 2021 45 45 39 45 37% 1.18[1.02,1.30] e
Subtotal (95% CI) 201 213 15.3% 1.16 [1.04,1.31] ~al-
Tatal events 198 180
Heterogeneity: Tau®= 0.01; Chi*=1119, df= 3 {P=0.01), F=73%
Test for overall effect Z=2.55 (P=0.013
Total (95% CI) 3542 3578 100.0% 1.07 [1.03,1.10] L 2
Total events 3001 2885
[ == PR = _ e I , , ,
Heterogeneity: Tau®= 0.00; Chi®= 56.89, df= 20 (P = 0.0001); F= 65% D!? D.'SS 1!2 1!5

Test for overall effect £Z=4.13 (P = 0.0001)

Test for subgroup differences: Chi®=4.91 df= 4 (P=0.30), F=18.5%

Footnotes

(1) zinc syrup

(2) low serum zinc levels
(3)normal serum zinc levels
(4) fieldworkers

(5) caretakers

(6)zinc ORS

Favours [placeboicontrol]

Favours [zinc]



Figure 1G

Outcome 1: Recovery from diarrhea (based on age)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.3.1 >6months
Bahl 2002 (13 192 201 187 M A% 1.03[0.98, 1.08] T
Bahl 2002 (3 1493 202 186 200 A% 1.03 [0.98, 1.08] T
Dutta 2011 38 41 24 43 1.9% 137 [1.10,1.74]
Fatel 20049 278 248 234 247 7.A% 0.97 [0.93,1.07] T
Rerksuppaphol 2020 43 43 42 43 6.5% 1.02 [0.96, 1.08] T
Shah 2021 45 45 34 45 AT% 1.15[1.02,1.30] E—
Strand 2002 (3) 207 243 195 224 G.6% 1.07[1.00,113] —
Strand 2002 (4) 205 221 196 225 6.6% 1.06[1.00,1.13] —
azar 2016 44 aa 34 a5 1.9% 1.26[1.04,1.87]
Subtotal (95% CI) 1279 1283 49.2% 1.05[1.01,1.10] -
Total events 1200 1147
Heterageneity: Tau®=0.00; Chi®= 2423 df=8 (P =0002); F=67%
Testfor overall effect £=2.44 (F=0.01)
6.3.2 <6 months
Fischentalker 2006 403 A38 427 A36 G.4% 0.94 [0.858, 1.00] 7
Subtotal (95% CI) 538 536 6.4% 0.94 [0.88, 1.00] e =
Taotal events 403 427
Heterogeneity: Mot applicahble
Testfor overall effect Z2=1.86 (P = 0.06)
6.3.3 6 months and <6 months
Aweasthi 2006 T3 958 TZ24 984 3% 1.05[1.00,1.11] =
Bhatnagar 2004 131 132 125 134 7.A% 1.06[01.01,1.14] I
Crisinel 2014 35 ar K| 34 2.2% 118 [1.00,1.44]
Cutta 2000 44 44 32 el 3.6% 11300959, 1.27] I
Gregario 2007 a4 a8 43 ar 24% 1.21[1.03,1.43]
Kakar 2022 T s ] T2 6.6% 1.06 [0.95,1.13] T
Patel 2015 43 43 44 a3 3.5% 1.20[1.08, 1.36] -
Patro 2010 i) A8 BY T2 0% 1.03[0.97,1.08] -
Falat 2003 {43} 35 40 20 36 0.8% 187115, 216] E——
Polat 2003 (&) 44 52 34 a4 1.4% 1.34[1.08,1.70]
Shimelis 2008 e le] 1749 121 222 2.2% 1.01 [0.85,1.21] . —
Subtotal (95% CI) 1725 1750  44.4% 1.09 [1.05, 1.14] <
Total events 1398 1311
Heterogeneity, Tau®= 000, Chi®= 2018, di=10{P = 0.03); F=50%
Testfor averall effect 2= 419 (F = 0.0001}
Total {95% Cl) 3542 3578 100.0% 1.07 [1.03,1.10] &
Total events 300 2885
Heterogeneity: Tau?= 0.00; Chi*= 86.89, df= 20 (P = 0.00013; F= 65% UI? DIBS 152 1|5

Test for overall effect Z2=4.13 {F = 0.0001)
Test for subgroup differences: Chi®= 14,69, df= 2 (P = 0.0006), F= 86.4%

Footnotes

(1)zinc ORS

(2) zinc syrup

(3) caretakers

(4) fieldworkers

(5) low serum zinc levels

(6) normal serum zinc levels

Favours [placebolcantrol] Favours [zing]



Figure 1H

Outcome 1: Recovery from diarrhea (based on study setting)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% Cl M-H, Random, 95% Cl
7.3.1 Inpatient
Bhatnagar 2004 131 132 128 134 7a% 1.06[1.01,1.17] I
Dutta 2000 44 44 32 36 6% 1.131[0.99,1.27] I
Dutta 2011 38 41 249 43 1.59% 1.37[110,1.77)]
Rerksuppaphol 2020 43 43 42 43 65% 1.02 [0.96, 1.09] -
Shah 2021 45 45 349 a 3T% 1.1481[1.02,1.30] T
Subtotal (95% Cl) 305 301 22.7% 1.10[1.02,1.19] -
Total events 301 267

Heterogeneity: Tau*=0.00; Chi*=13.33, df=4 (P=0.010); F=70%
Testfor averall effect Z=2.51 (P=0.01)

7.3.2 Outpatient

Sweasthi 2006 T3 BAS 724 984 T.3% 1.05[1.00,1.11] —=—
Bahl 2002 (1) 193 202 185 200 T.4% 1.03 [0.98, 1.08] T

Bahl 2002 (2) 192 2001 187 201 T.4% 1.03 [0.98, 1.08] T

Fischendialker 2008 403 538 427 536 B.4% 0.94 [0.88, 1.00] —

Gregario 2007 54 59 43 5T 2.4% 1.21(1.03,1.43]

Patel 2015 43 43 44 51 35% 1.20 [1.06, 1.26] —_—

Polat 2003 (3) 44 52 454 1.4% 1.34 [1.06,1.70] e —
Polat 2003 (4) a5 40 20 36 08% 167 [1.15, 2.16] _—
Shirelis 2008 89 178 121 222 2.1% 1.01 [0.85, 1.21] —_—

Strand 2002 (5) 205 221 196 225 BE% 1.06 [1.00,1.13] ——

Strand 2002 (8) 207 223 195 724 BE% 1.07 [1.00,1.13] ——

Yazar 2016 49 55 38 55 1.9% 1.26 [1.04,1.57]

Subtotal (95% CI) 2811 2847  54.0% 1.07 [1.03,1.12] <

Total events 2297 2216

Heterageneity, Tau?= 0.00; Ghi*= 34.09, df= 11 (P = 0.0003); F= B8%
Test for overall effect Z = 3.09 (P = 0.002)

7.3.3 Inpatient and outpatient

Crisinel 2015 34 ar 31 39 23% 1.181[1.00,1.42]

Patel 2009 228 248 234 247 T7A% 0.87 [0.93,1.02] T
Patro 2010 fd Jage] 69 2 T0% 1.03 [0.97,1.09] T
Subtotal (95% CI) 354 358 16.7% 1.02 [0.95, 1.10] .
Total events I 334

Heterogeneity: Tau?=0.00; Chi*= 622 df= 2 (P=0.04), F= 6E%
Testfor averall effect: 2= 0.96 (P=0.57)

7.3.4 Unspecified

kakar 2022 72 72 o=} 72 fi.6% 1.06[0.99,1.13] I
Subtotal (95% Cl) 72 72 6.6% 1.06 [0.99, 1.13] L
Total events 72 o]

Heterogeneity: Mat applicable
Testfor averall effect: Z=1.80 (P =0.07)

Total (95% Cl) 3542 3578 100.0% 1.07 [1.03, 1.10] L 3
Total events 3001 2884

Heterageneity: Tau®= 0.00; Chi®= 56.89, df= 20 {P = 0.0001}); F=65%
Test for overall effect: Z=4.13 (F = 0.0001)

Testfor subgroup differences: Chi®= 213, df= 3 (P=055) F=0%
Footnotes

{1)zinc syrup

(2)zinc ORS

(3)normal serum zinc levels

(4) low serum zinc levels

(5) fieldworkers

(6) caretakers

0r 0.85 1.2 15
Fawvours [placebo/control] Favours [zinc]



Figure 1l

Outcome 1: Recovery from diarrhea (by day 5 and day7)

Experimental

Control

Risk Ratio

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

Risk Ratio
M-H, Random, 95% CI

1.6.1 day5

Auvasthi 2006 T3 998
Bahl 2002 (13 180 201
Bahl 2002 (2 1848 202
Bhatnagar 2004 114 132
Criginel 2015 35 ar
Dutta 2000 44 44
Ciutta 2011 38 41
leakar 2022 T2 72
Patel 2005 2249 247
Patel 2015 43 43
Rerksuppaphal 2020 43 43
Shah 2021 45 45
Shimelis 2008 498 1749
azar 2016 49 a5
Subtotal (95% CI) 2339
Total events 18940

Testfor averall effect Z= 3.81 (P = 0.0001)

1.6.2 day7

Bahl 2002 (3 1492 201
Bahl 2002 (43 193 202
Bhathagar 2004 131 132
Fizchertalker 2006 403 538
Patel 2005 228 248
Patro 2010 63 o]
Polat 2003 (5) 44 52
Falat 2003 {A) 34 40
Rerksuppaphal 2020 43 43
Strand 2002 (7} 207 223
Strand 2002 (8) 205 21
Subtotal (95% CI) 1969
Total events 1748

Testfor averall effect £=1.88 (F = 0.06)

Testfor subgroup differences: Chif= 273, df =1 (P=010), F=63.4%

Footnotes

(1)ORS

(2) syrup

(3)zinc ORS

(4) zinc syrup

(5) normal serum zinc lavels
(6) low serum zinc lavels

(7) caretakers

(8) fieldworkers

724
175
176
107
31
32
29
ot
236
44
40
34
121
39

1861
Heterogeneity. Tau®= 0.00; Chi*=31.19, df=13 (F=0.003), F= 98%

187
186
124
427
234
69
34
20
42
195
196

17145
Heterogeneity: Tau®= 0.00; Chi®=29.71, df= 10 (P = 0.0010), F= 66%

984
200
201
134
34
36
43
72
248
53
43
45
222

54
2375

20
200
134
536
247
72
54
36
43
224
225
1972

11.8%
9.9%
10.2%
B.9%
36%
5.9%
2.8%
10.7%
12.3%
7%
8.0%
6.0%
3.6%

3%
100.0%

11.7%
11.7%
1.7%
9.7%
11.8%
10.7%
1.8%
1.0%
9.8%
10.0%
10.0%
100.0%

1.05[1.00,1.
1.02 [0.85, 1.
1.05[0.88, 1.
1.0 [0.98, 1
1.19[1.00,1
1.13[0.89, 1
1,37 [1.10,1
1,06 [0.59, 1
0.87 [0.83, 1
1.20 [1.06,1
1.07 [0.98, 1
115[1.02,1
1.01 [0.85, 1
1,26 [1.04,1

1]
10]
17]

1]
47]
27
77
13
07
36]
18]
30
21
571

1.08 [1.04, 1.12]

1,03 [0.88, 1.
1.03[0.88, 1.
1.06[1.01,1.
0.94 [0.88, 1.
0.97 (0.3, 1.
1.03[0.97,1.
1,34 [1.06, 1.
167115, 2.
1.072 [0.96, 1.
1.07 [1.00,1.
1.06[1.00,1.

0a
09
19]
i)
07]
09]
70]
16]
09]
13]
13]

1.03 [1.00, 1.07]

0r 0.85

Favours [placebo/control]

12
Favours [zinc]

1.5



Figure 1)

Outcome 1: Recovery from diarrhea- sensitivity analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Bahl 2002 {1} 192 20 187 201 11.0% 1.03 [0.98,1.08] ™
Bahl 2002 {2 193 202 186 200 11.0% 1.03[0.98,1.08] ™
Bhatnagar 2004 13 132 125 134 111% 1.06[1.01,1.13] -
Criginel 2015 35 37 31 38 3E% 119 701.00,1.43]
Dwtta 2000 44 44 32 3B 5T% 113099, 1.27] | —
Dtta 2011 38 41 249 43 25% 137 [1.10,1.73]
Fischertalker 2006 403 a38 427 836 97% 0.94 [0.88,1.00] —
Patel 2014 43 43 44 53 55% 1.20 [1.06,1.36] e —
Patro 2010 BB BS 59 T2 O10.4% 1.03[0.97,1.08] B
Polat 2003 (3} 35 40 20 3 1.4% 1.57 [1.14,2.16] D ———
Polat 2003 (43 44 52 34 54 23% 1.34 [1.06,1.70]
Rerksuppaphol 2020 43 43 42 43 958% 1.02 [0.96,1.08] -
Shah 2021 45 45 34 45 58% 114 [1.02,1.30] —_—
Strand 2002 (5 205 | 196 225 949% 1.06 [1.00,1.13] ——
Total (95% CI) 1708 1717 100.0% 1.07 [1.03,1.12] <
Total events 1518 1461
Heterogeneity: Tau®= 0.00; Chi*= 38.84, df=13(F=0.0001), F=67% 07 05 13 s

Testfor overall effect £=3.53 (P = 0.0004)

Footnotes

(1)zinc ORS

(2)zinc syrup

(3) low serum zinc levels

(4) normal serum zinc levels
(5) fieldwoarkers

Favours [placebo/control]

Favours [zinc]



Vomiting

Figure 2A

Outcome 2- Vomiting (subgroups based on definition of diarrhea)

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

Risk Ratio
N-H, Random, 95% CI

13.16.1 WHO definition

Awasthi 2008 26 953 B7 984 91% 1.27[0.93,1.72]
Bhatnagar 2004 36 132 T 134 107% 1.11[0.92,1.33]
Brooks 2005 L] 43 3 44 1.68% 273[0.78, 9.61]
Erooks 2004 G 43 4 45 2.0% 1.57[0.48,5.18]
Crisinel 2015 a0 42 26 45 9.0% 1.24[0.90, 1.69]
Fischerwalker 2006 a7 538 33 536 7.3% 1.421[0.92, 218]
Strand 2002 {1) 73 221 42 224 3.7% 1.76[1.27, 2.45]
Strand 2002 {2) ar 224 43 225 83.9% 203[1.48,278]
Wadhwa 2011 12 248 104 252 106% 1.091[0.89,1.34]
Subtotal (95% CI) 2489 2489 68.2% 1.37 [1.15,1.63]
Total events 534 401

Heterogeneity: Tau®= 0.04; Chi*=19.23, df=8 (F=0.01); = 58%
Test for overall effect: Z=3.51 (P = 0.0004)

13.16.2 Other definition

Bahl 2002 (3 21 108 285 105  B4% 0,72 [0.44,1.19]
Bahl 2002 () a7 a7 27104 TE% 1.47 [0.97, 2.22]
Palat 2003 (5) 3 52 1 &4 DE% 312 [0.33, 29.00]
Palat 2003 () 2 40 1 3B 0BE% 1.80 017, 19.02]
Shimelis 2008 46 178 24222 T0% 2380151, 3.74]
Subtotal {95% CI) ATT 521 22.2% 1.46 [0.83, 2.55]
Total events 108 a1

Heterogeneity, Tau®=0.22; Chi*=12.60, df=4 (P = 0.01), F=68%
Testfor overall effect: £=1.31(F=019)

13.16.3 Not mentioned

Larson 2005 138 534 B4 533 06% 217 [1.85, 2.84]
Subtotal (95% CI) 534 533 9.6% 217 [1.65, 2.84]
Total events 138 64

Heterogeneity: Mot applicahle
Test for overall effect. £= 560 (F = 0.00001)

Total (95% CI) 3500 3543 100.0% 1.46 [1.22,1.76]
Tatal events 783 A46

Heterogeneity: Tau®= 0.07; Chi®= 4555 df=14 (P = 0.0001); F= 69%
Test for overall effect: £=4.04 (F = 0.0001)

Testfor subgroup diferences: Chi*= 783, df= 2 (P=002), F=74.5%
Footnotes

(1) zinc-field workers

(2) zinc-caretakers

(3)z@inc-ORS

(4) zinc syrup

{5) normal serum zinc at enrallment

(6) low zinc at enrollment

RN
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L ]

0.0

0.1

10 100

Favours [zinc] Favours [placeboicontrol]



Figure 2B

Outcome 2: Vomiting (subgroups based on dose of zinc)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.10.1 5mg
Eraaks 2005 g 43 3 44 1.8% 2.73[0.78, 9.61] T
Subtotal (95% CI) 43 44 1.8% 2.73[0.78, 9.61] -eaglii—
Total events 8 3
Heterogeneity: Mot applicable
Testfor owverall effect Z=1 486 (F =012
3.10.2 10mg
Fischentalker 2006 47 f38 33 536 3% 1.42[0.82,218] T
Subtotal {95% CI) 538 536 7.3% 1.42[0.92, 2.18] o
Total events 47 33
Heterogeneity: Mot applicahle
Testfor owerall effect Z=1.60 (P =011}
3.10.3 20mg
Eraoks 2005 i 43 4 45 2.0% 1.57[0.48, 9.18] —
Larsan 2005 134 a34 A4 533 9. 6% 217 [1.65, 2.84] -
Falat 2003 {13 2 40 1 el 0.6% 1.80[0.17,19.02]
Polat 2003 (2} 3 52 1 54 0.6% 3.12[0.33, 29.00]
Shimelis 2008 46 1749 4 222 E 23801.51, 374 —_—
Subtotal {95% CI) 848 890 19.8% 2.20[1.75,2.75] &
Total events 196 a4
Heterogeneity; Tau®=0.00; Chi*= 055, df=4 {(P= 097 F=0%
Testfor owerall effect: Z=6.83 (P = 0.00001)
3.10.4 dose by weight or age
Bahl 2002 {3) ar g7 27104 TE% 1.47[0.87, 227 .
Eahl 2002 {4) il 109 28 105 6.4% 0720441149 B
Ehatnagar 2004 a6 132 134 10.7% 1.11[0.82,1.39] ™
Criginel 2015 30 42 26 45 9.0% 1.24 [0.80, 1.69] ™
Strand 2002 (5 T3 2 42 224 B.7% 1.76[1.27, 2.44] -
Strand 2002 (G) ar 224 43 225 5.9% 2.03[01.48 279 -
Wadhwa 2011 112 248 104 257 106% 1.09[0.89,1.34] ol
Subtotal {95% CI) 1073 1089 61.9% 1.30 [1.04, 1.61] L3
Tatal events 446 344
Heterogeneity: Tau®= 0.06; Chi*= 2244, df= 6 (P = 0.001}, F= 73%
Testforoverall effect Z= 235 (P=0.02)
3.10.5 unspecified
Awegsthi 2008 (7) a6 Hag 67 984 9.1% 1.27[0.83,1.72] =
Subtotal (95% CI) 908 984 9.1% 1.27[0.93,1.72] >
Tatal events a6 BT
Heterogeneity: Mot applicable
Testforoverall effect Z=150(F=013)
Total {95% CI) 3500 3543 100.0% 1.46 [1.22, 1.76] L 2
Tatal events Ta3 a46
Heterageneity: Tau®= 0.07; Chi®= 45.55, df= 14 (P = 0.0001}; F= 9% o o1 o P

Testfor overall effect: Z=4.04 (P = 0.0001)

Testfor subgroup differences: Chi*=14.40, df= 4 (P = 0.008), F=72.2%

Footnotes

(1) low zinc at enrollment

(2) normal serum zinc at enrollment
(3) zinc syrup

(4) Zinc-ORS

(5) zinc-field workers

(6) zinc-caretakers

Favours [zing] Favours [placebo/control]

(7) Ethiopia and Lucknow, India gave two zinctablets, whereas the other sites gave one zinctablet once perday



Figure 2C

Outcome 2: Vomiting (subgroups based on duration of zinc supplementation)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
8.4110d
Crisinel 2014 a0 47 brls] 45 9.0% 1.24 [0.90, 1.649] ™
Subtotal (5% Cl) 42 45 9.0% 1.24 [0.90, 1.69] 3
Total events 30 25
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.32{F=019)
8.4.214d
Awrasthi 2006 a6 9498 By 4954 91% 1.27 093,177 =
Bahl 2002 {13 ar ar 27 104 7 E% 147 [0.97, 227 —
Bahl 2002 {2 21 109 28 1048 6.4% 0.72[0.44,1.19] T
Bhatnagar 2004 a6 132 THOO134 107% 1.11[0.92,1.33] ™
Fischertalker 2006 ar 538 33 536 73% 1.42[0.92,2.149] T
Folat 2003 (3) 2 40 1 36 0.6% 1.80[0.17,19.00
Folat 2003 (43 3 52 1 a4 0.6% 312[0.33, 29.00]
Shimelis 2008 16 179 4 342 0% 23801.81,374)] —
Subtotal {95% Cl) 2145 2175 49.4% 1.32 [1.03, 1.67] L3
Total events 328 260
Heterogeneity: Tau®= 0.06; Chi*=1619, df=7 (P=0.02; F=57%
Testfor overall effect. 2= 222 (F=0.03
8.4.3 unspecified
Broaks 2004 a 43 3 44 1.8% 273078, 9.61] I
Brooks 2005 ] 43 4 44 20% 1.43[0.47, 5.06] -]
Larson 2004 139 534 64 533 9.6% 217 [1.685, 2.84] -
Strand 2002 (5} E] 221 42 224 8.7% 1.76[1.27, 2.49] -
Strand 2002 (8 ar 224 43 245 2.9% 20301.48, 2.749] -
Wadhwa 2011 112 248 104 252 106% 1.08[0.859,1.34] ™
Subtotal (95% Cl) 1313 1322 41.7% 1.72[1.24, 2.40] 3
Tatal events 414 260
Heterogeneity: Tau®=0.11; Chi®= 2234 df=45 (P =0.0008), F=T8%
Testfor overall effect. £=3.24 (F=0.001)
Total (95% CI) 3500 3542 100.0% 1.46 [1.22, 1.76] L 2
Tatal events 783 A46
Heterogeneity; Tau®=0.07, Chi®= 4553, df=14 (P = 0.0001});, F= 68% 'D.D1 D-1 1'E| 1E|E|'

Testfor overall effect: Z= 4.03 (F = 0.0001)

Testfor subgroup diferences: Chif= 237, di= 2 (P=031),F=156%

Footnotes

(1) zinc syrup

(2)zinc-ORS

(3) low zinc at enrollment

(4) normal serum zinc at enrollment
(8) Zinc-field workers

(6) zZinc-caretakers

Favuurs [zinc] Favours [placeboicontrol]



Figure 2D

Outcome 2: Vomiting (subgroups based on formulation of zinc)

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

Risk

Ratio

M-H, Random, 95% CI

4.10.1 Zinc gluconate

Bahl 2002 (1) 21 109 28 105 6.4% 072044 1.19]
Bahl 2002 (2) ar 47 27 104 76% 1.47[0.97, 2.22]
Wadhwa 2011 12 248 104 252 10E6% 1.091[0.89,1.34]
Subtotal (95% CI) 454 461  24.6% 1.08 [0.79, 1.48]
Total events 170 159

Heterogeneity: Tau®= 0.04; Chi*= 464, df=2 (F=010); F=57%
Test for overall effect: Z=048 (F=0.63)

4.10.2 Zinc sulfate

Bhatnagar 2004 a6 132 79 134 107% 1.11[0.92,1.33]
Crisinel 2014 an 42 26 45 9.0% 1.24 [0.90, 1.69]
Larson 2005 138 534 B4 533 9.6% 217 [1.85, 2.84]
Polat 2003 (3) 3 52 1 54 0.6% 3121033, 29.000
Paolat 2003 (4) 2 40 1 36 0.6% 1.80[0.17,19.02]
Subtotal (95% CI) 800 802 30.5% 1.48 [0.96, 2.27]
Total events 260 171

Heterogeneity: Tau®=0.13; Chi#= 2037, df=4 (P = 0.0004); F= 80%
Testfor overall effect. £2=1.79 (F=0.07)

4.10.3 Zinc acetate

Brooks 2004 (&) i 43 4 45 20% 1.67[0.48 5.18]
Brooks 2005 (&) L] 43 3 44 1.8% 273[0.78, 9.61]
Subtotal (95% CI) 86 89 3.8% 2.04 [0.86, 4.85]
Taotal events 14 7

Heterogeneity; Tau®=0.00; Chif=0.39, df=1 (FP=0.453), F=0%
Test for overall effect: Z=1.61 (F=0.11)

4.10.4 unspecified

Awasthi 2006 86 4958 67 984 91% 1.27[0.93,1.72]
Fischerwalker 2006 47 538 33 536 7.3% 1.421[0.92 2.18]
Shirmelis 2008 46 174 24 222 7.0% 2.381[1.51,3.74]
Strand 2002 {7} ar 224 43 225 8.9% 203[1.48 2.79]
Strand 2002 (8) 73 221 42 124 3.7% 1.76[1.27, 2.45]
Subtotal (95% CI) 2160 2191 41.1% 1.70 [1.36, 2.12]
Total events 339 209

Heterogeneity: Tau®= 0.03; Chi*=7.63, df=4 (P =0.11); "= 48%
Test for overall effect; Z=4.70 (P = 0.00001)

Total (95% Cl) 3500 3543 100.0% 1.46 [1.22,1.76]
Total events 73 546

0}+|“

*

Heterageneity: Tau®= 0.07; Chi*= 4555 df=14 (P = 0.0001); F= 69% T
Test for overall effect; Z=4.04 {F = 0.0001) '
Testfor subgroup differences: Chi*= 588, df=3(F=012), F=49.0%

Footnotes

(1) zinc-ORS

(2) zinc syrup

{(3) normal serum zinc at enrollment

(4) low zinc at enrollment

(5)20mg

(6) 5mag

(7) zinc-caretakers

(8) zinc-field workers

01
Favours [zinc]

10 100
Favours [placeboicontral]



Figure 2E

Outcome2: Vomiting (based on World Bank Income Classification)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2.10.1 LMIC
Bahl 2002 {13 ar a7 27 104 7E% 147 [0.97, 2.23] —
Bahl 2002 (Z) 21 109 28 105 G.4% 0.72[0.44,1.19] T
Bhatnagar 2004 ag 132 TEO134 107% 111 [0.92,1.33] ™
Brooks 2005 g 43 3 44 1.8% 2.73[0.78, 9.61] ]
Brooks 2005 f 43 4 44 2.0% 1.83[0.47, 5.06] ]
Fizchernalker 2006 47 538 33 536 73% 1.42[0.92,2.149] T
Larsan 2005 139 a34 A4 a33 6% 217 [1.65, 2.84] -
Folat 2003 (3 2 40 1 el 0.6% 1.80 [0.17,19.03]
Falat 2003 {43 3 a2 1 a4 0.6% 312033, 29.00]
Shimelis 2008 45 174 24 237 T.0% 238 [1.81, 3.74)] -
Strand 2002 (&) T3 2 41 24 3.7% 176 [1.27, 2.419] -
Strand 2002 (&) ar 224 43 225 2.9% 2.03[1.48, 2.74] -
Wiradhes 2011 112 248 104 282 106% 1.09 [0.89, 1.34] ™
Subtotal (95% CI) 2460 2513  B2.0% 1.52 [1.21,1.90] &
Total events BET 4453
Heterogeneity: Tau®=0.10; Chi®=44.94 df=12 (P = 0.0001); F= 73%
Test for overall effect: £=3.67 (P=0.0002)
2.10.3 HIC
Crisinel 2014 a0 42 26 45 9.0% 1.24 [0.90, 1.649] ™
Subtotal (95% CI) 42 45 9.0% 1.24 [0.90, 1.69] »
Total events a0 26
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.32 (P=0.18)
2.10.4 mixed
Aweasthi 2006 a5 993 g7 984 91% 1.27[0.93,1.73] ™
Subtotal (95% CI) 998 984 9.1% 1.27 [0.93,1.72] »
Total events a5 g7
Heterageneity: Mat applicable
Testfor overall effect Z2=1580(F=013)
Total (95% CI) 3500 3542 100.0% 1.46 [1.22,1.76] L 2
Total events a3 a46
Heterogeneity: Tau®=0.07; Chi®= 45593 df=14 (P = 0.0001};, F= 69% ID T 051 1ID 100

Test for averall effect: Z=4.03 (P = 0.0001)
Testfor subgroup differences; Chi*=1.49 df=2(F=048), F=0%

Footnotes
(1) zinc syrup
(2) zinc-ORS

(3) low zinc at enroliment
(4) normal serum zinc at enrollment

(5) zinc-field workers

(6) zinc-caretakers

Favours [experimental] Favours [control]



Figure 2F

Outcome 2: Vomiting (based on form of zinc given)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
5.10.1 syrup
Bahl 2002 {13 ar a7 27 104 7E% 147 [0.97, 2.23] —
Bhatnagar 2004 a5 132 3134 107% 111 [0.92,1.33] ™
Brooks 2005 a 43 3 44 1.8% 2F3[0.78, 9.61]
Brooks 2005 g 43 4 44 20% 1.3 [0.47, 5.06] -]
Falat 2003 {23 2 40 1 36 0.6% 1.80 [0.17,19.02]
Folat 2003 (3 3 52 1 a4 0.6% 312 [0.33, 29.00]
Strand 2002 (43 T3 2 41 24 3.7% 176 [1.27, 2.419] -
Strand 2002 (&) ar 224 43 215 2.9% 203[1.48, 2.749] —
Subtotal (95% CI) 852 865 41.0% 1.59[1.20, 2.11] &»
Total events 302 200
Heterageneity: Tau®=0.07; Chi*=16.73, df=7 (P =0.02); F=38%
Testfor overall effect; 2= 3.20 (P =0.001)
5.10.2 dispersible tablet
Fmrgsthi 2006 bela] 453 A7 4984 91% 1.27[0.93,1.72] T
Criginel 2014 ] 42 26 45 9.0% 1.24 [0.90, 1.649] ™
Fischenfaller 2006 47 a38 33 A36 73% 1,42 [0.92, 2.18] T
Larson 2005 139 534 A4 533 H9E% 217 [1.85, 2.84] -
Shimelis 2008 45 174 4 237 70% 238[1.81,3.74)] -
Subtotal (95% CI) 2297 2320  42.0% 1.61[1.22,213] &
Total events 348 214
Heterageneity: Tau®=0.07; Chi*=1313, df=4 (P=001); F=70%
Test for overall effect. £=3.37 (P =0.0008)
5.10.3 ORS
Biahl 2002 {B) 21 104 28 104 A.4% 072 [0.44,1.19] T
Wiadhwea 20711 112 249 104 282 10.6% 1.09[0.89, 1.34] ™
Subtotal (95% CI) 357 357 17.0% 0.95 [0.64, 1.40] <
Total events 133 132
Heterageneity: Tau®=0.048; Chi®=233, df=1(FP=013);F=57%
Testfor overall effect. 2= 027 (P=0.79)
Total (95% CI) 3500 3542 100.0% 1.46 [1.22,1.76] L 2
Total events a3 a46
Heterogeneity: Tau®=0.07; Chi®= 45593 df=14 (P = 0.0001};, F= 69% ID T 051 1ID 100

Testfor overall effect: Z=4.03 (P = 0.0001})

Testfor subgroup differences; Chi*=5.51, df=2 (P =0.08), F=63.7%

Footnotes

(1) zinc syrup

(2) low zinc at enrollment

(3) normal serum zinc at enroliment
(4) zinc-field workers

(5) zinc-caretakers

(6) zinc-ORS

Favours [experimental] Favours [control]



Figure 2G

Outcome 2: Vomiting (based on age groups)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
6.10.1 <6 months
Brooks 2005 a 43 3 44 1.8% 2F3[0.78, 9.61] -]
Brooks 2005 g 43 4 44 20% 1.3 [0.47, 5.06] -]
Fizcherwaller 2006 47 538 33 436 7% 1.42[0.92, 2.18] T
Subtotal (95% CI) 624 624 11.1% 1.52[1.04, 2.23] <4
Total events 1 40
Heterogeneity, Tau®=0.00; Chi*=093, di= 2 (F=0.63), F=0%
Testfor averall effect 7= 214 (P=003)
6.10.2 »6 months
Awegsthi 2006 a5 JEIeR B7 984 91% 1.27 [0.93,1.73] I
Bahl 2002 {13 21 1049 27 104 A.3% 074045 1.23] T
Bahl 2002 (Z) ar ar 28 105 TE% 1.43[0.95, 2.14] =
Strand 2002 (3 T3 2 43 24 3.7% 176 [1.27, 2.49] -
Strand 2002 (43 ar 224 43 225 9.0% 2.03[1.48, 2.74] —
Subtotal (95% CI) 1649 1642 40.7% 1.42 [1.06, 1.90] <&
Total events 304 207
Heterogeneity: Tau®*=0.08; Chi*=13.22, df=4 (P=001); F=T70%
Testfor overall effect: 2= 232 (P=0.02)
6.10.3 <6 and >6 months
Bhatnagar 2004 bela] 132 78134 108% 111 [0.92,1.33] ™
Crisinel 2014 a0 42 26 45 9.0% 1.24 [0.90, 1.649] ™
Larson 2005 139 534 g4 533 9.6% 217 [1.685, 2.84] -
Falat 2003 {5) 3 a2 1 a4 0.6% 312033, 29.00]
Folat 2003 (8} 2 40 1 el 0.6% 1.80 [0.17,19.02]
Shimelis 2008 45 174 24 237 70% 238[1.81,3.74] —_—
Wiadhwea 20711 112 249 104 282 10.6% 1.09[0.89, 1.34] ™
Subtotal (95% CI) 1227 1276 48.2% 1.49[1.10, 2.01] &
Total events 418 2499
Heterageneity: Tau®=0.10; Chi®= 2985 df=6 (P = 0.00013; F=80%
Testfor overall effect. 2= 256 (P=0.01)
Total (95% CI) 3500 3542 100.0% 1.46 [1.22,1.76] L 2
Total events a3 a46
Heterogeneity: Tau®=0.07; Chi®=44.85 df=14 (P = 0.0001};, F= 69% ID T 051 1ID 100

Test for averall effect: Z= 4.06 (P = 0.0001)
Testfor subgroup differences; Chi*=0.09, df=2 (P =0.95), F=0%

Footnotes

(1) zinc syrup

(2) zinc-ORS

(3) zinc-field workers

(4) zinc-caretakers

(5) normal serum zinc at enroliment
(6) low zinc at enrollment

Favours [experimental] Favours [control]



Figure 2H

Outcome 2: Vomiting (based on study setting)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
7.10.1 inpatient
Bhatnagar 2004 ag 132 TEO134 107% 111 [0.92,1.33] ™
Brooks 2005 g 43 3 44 1.8% 2.73[0.78, 9.61] ]
Brooks 2005 A 43 4 44 20% 1.83[0.47, 5.06]
Wiadhwea 20711 112 249 104 282 10.6% 1.09[0.89, 1.34] ™
Subtotal (95% CI) 466 474 25.2% 1.12 [0.97,1.28] »
Total events 22 150
Heterageneity: Tau®= 0.00; Chi*= 231, df=3(F=0481) F=0%
Testfor overall effect Z=1459(F=011)
7.10.2 outpatient
Aweasthi 2006 o1l 993 A7 4984 91% 1.27[0.93,1.72] ™
Bahl 2002 (1) ar ar 27 104 TE% 147 [0.97, 2.22] —
Bahl 2002 {Z) 1 1049 28 104 A.4% 072 [0.44,1.149] T
Figcherdaller 2006 47 538 33 536 T3% 1.42[0.92, 2.18] T
Faolat 2003 {3) 3 a2 1 a4 0.6% 312033, 29.00]
Folat 2003 (43 2 40 1 36 0.6% 1.80 [0.17,19.03]
Shimelis 2008 45 174 4 237 70% 238[1.81,3.74)] —
Strand 2002 (&) T3 21 43 24 aT% 176 [1.27, 2.45] -
Strand 2002 (6} ar 224 43 2i4 3.9% 203[1.48, 2.748] —
Subtotal (95% CI) 2458 2490  56.3% 1.53[1.21,1.93] &
Total events 402 266
Heterageneity: Tau®= 0.06; Chi*=1815, df=8{P=002); F= 56%
Testfor overall effect. £= 3.7 (P =0.0004)
7.10.3 inpatient and outpatient
Crisinel 2014 a0 42 26 45 9.0% 1.24 [0.90, 1.649] ™
Larson 2005 139 534 g4 533 9.6% 217 [1.85, 2.84] —
Subtotal (95% CI) 576 578 18.6% 1.65 [0.91, 2.97] >
Total events 169 90
Heterageneity: Tau®= 0.16; Chi*=8.14,df=1 (F=0004); F=38%
Testfor overall effect Z=1.65(F=010)
Total (95% CI) 3500 3542 100.0% 1.46 [1.22,1.76] L 2
Total events a3 a46
Heterogeneity, Tau®=0.07, Chi®= 4553, df=14 (P = 0.0001); F= 69% 'EI.E|1 DH 1'D 1DD'

Test for averall effect: Z=4.03 (P = 0.0001)

Testfor subgroup differences; Chi*=6.24, df=2 (P =0.04), F=E58.0%
Footnotes

(1) zinc syrup

(2) zinc-ORS

(3) normal serum zinc at enroliment

(4) low zinc at enrollment

(5) zinc-field workers

(6) zinc-caretakers

Favours [experimental] Favours [control]



Figure 2|

Outcome 2- Vomiting sensitivity analysis

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Bahl 2002 (1) w 97 27 104 102% 1.47 097, 2.27] =
Bahl 2002 {Z) 21 108 28 104 B.A% 072044 1.15] T
Bhatnagar 2004 36 132 79134 147% 1.11[0.92,1.33] I
Brooks 2005 (3) g 43 3 44 24% 2.73[0.78, 9.61] I
Brooks 2005 (4) 5} 43 4 45 26% 1.67[0.48, 5.18] I
Criginel 2014 ] 42 26 45 122% 1.24[0.90, 1.69] ™
Fizcherwaller 2006 47 538 33 538 9.9% 142092 218] T
Larson 20045 1349 534 B4 533 131% 217 [1.6858, 2.84] =
Strand 2002 (&) T3 221 42 224 11.8% 1.76[1.27, 2.49] —
Wiadhwa 2011 112 248 104 252 1448% 1.058[0.89, 1.34] -
Total {95% CI) 2007 2022 100.0% 1.35[1.10,1.67] ’
Total events 554 410
Heterogeneity: Tau®= 007, Chi*= 3197, df= 3 (P =0.0002); F= 1% IIJ 0 051 1ID ‘IEIEII
Testfor overall effect Z=2.82 (F = 0.005) Favours [experimental] Favours [control]
Footnotes
(1) zinc syrup
(2) zinc-ORS
(3)5mag
(4) 20mg
(5) zinc-field workers
Mortality
Figure 3A
Outcome 3: Mortality (subgroups by dose of zinc)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
3.17.1 20mg
Shimelis 2008 u} 1749 u] 222 Mot estimahble
Subtotal (95% Cl) 179 222 Not estimable
Total events Jul u]
Heterogeneity: Mot applicable
Test for overall effect: Mot applicahle
3.17.2 Dose by weight or age
Brooks 20058 {13 u] 174 u} a5 Mot estimahle
Patel 2009 1 248 1 123 &7.2% 0.50[0.03, 7.86] L
Subtotal (95% CI) 422 212 57.2% 0.50 [0.03, 7.86] ——ee N ——
Total events 1 1
Heterogeneity: Mot applicable
Test for overall effect: Z=050(P =0.62)
3.17.310mg
Fischervwalker 2006 1 538 1 536 428% 1.00[0.06, 15.848] =
Subtotal (95% CI) 538 536 42.8% 1.00 [0.06, 15.89]
Total events 1 1
Heterageneity: Mot applicable
Test for overall effect: Z= 0,00 (P =1.00}
Total {(95% Cl) 1139 970 100.0% 0.71 [0.10, 4.88] ——e———
Total events 2 2
Heterogeneity: Chif= 012, df=1 (P =0.73); F= 0% ID.D'I 0?1 150 1005

Test for overall effect Z=0.35(F =0.73)

Test for subgroup differences: Chi*=012,df=1 (P=073), F= 0%

Footnotes
(1) 2 arms- 5mg and 20mg

Favours [zing]

Favours [placebo/control]



Figure 3B

Outcome 3: Mortality (subgroups by zinc formulation)

Experimental Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 85% CI M-H, Fixed, 95% CI
4.17.1 Zinc acetate
Brooks 2005 0 174 0 a4 Mot estimahble
Subtotal (95% Cl) 174 a9 Not estimable
Total events 0 0
Heterogeneity, Mot applicable
Test for averall effect: Mot applicable
4.17.2 Zinc sulfate
Fatel 2009 1 248 1 123 &87.2% 0.50[0.03, 7.86] 1l
Subtotal (95% CI) 248 123 57.2% 0.50 [0.03, 7.86] ———
Total events 1 1
Heterogeneity: Mot applicable
Testfor overall effect Z=0480(F=062)
4.17.3 Unspecified
Fischefalker 2006 1 538 1 536 428% 1.00[0.06 15.89] I
Shirmelis 2008 a 1749 o 222 Mot estirmable
Subtotal (95% CI) 717 758 42.8% 1.00 [0.06, 15.89]
Total events 1 1
Heterogeneity: Mot applicable
Testfor overall effect Z=0.00 (P =1.00)
Total (95% CI) 1139 970 100.0% 0.71 [0.10, 4.88] ————
Total events 2 2
e iR = - - R | , , |
Heterogeneity: Chi®*=012, df=1(P=073),F=0% 'III.D1 Df1 1'III 100'

Testfor overall effect Z2=035(P=073)

Testfor subgroup differences: Chif=012, df=1{F=073 F=0%

Figure 3C

Favours [zinc] Favours [placebolcontrol]

Outcome 3: Mortality (subgroups by duration of zinc supplementation)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
8.17.1 14d
Fischeralker 2006 1 538 1 536 428% 1.00[0.06, 15849
Patel 2009 1 248 1 123 &7.2% 0.50 [0.03, 7.86] i
Shimelis 2008 0 179 o 222 Mot estimable
Subtotal (95% CI) 965 881 100.0% 0.71 [0.10, 4.88] ——e——
Total events 2 2
Heterogeneity, ChF=012, dfi=1{P=073), F=0%
Testfor overall effect Z=035(P=073)
8.17.2 Unspecified
Broaks 2004 0 174 a g9 Mot estimable
Subtotal (95% CI) 174 89 Not estimable
Total events 1] 0
Heterageneity: Mot applicahble
Test for overall effect: Mot applicable
Total (95% CI) 1139 970 100.0% 0.71 [0.10, 4.88] ——e——
Total events 2 2
Heterogeneity, ChF=012, dfi=1{P=073), F=0% 'EI.D1 Elf1 1'D 1DE|'

Testfor overall effect Z=035(P=073)
Testfar subaroup differences: Mot applicable

Favours [zinc] Favours [placebolcontrol]



Figure 3D

Outcome 3: Mortality (subgroups by definition of diarrhea)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
13.17.1 WHO definition
Brooks 20045 1] 174 0 a9 Mot estimahle
Fischeralker 2006 1 538 1 636 428% 1.00[0.06, 1589 T
Patel 2009 1 248 1 123 57.4% 0.50[0.03, 7.86] i
Subtotal (95% CI) 960 748 100.0% 0.71 [0.10, 4.88] —-‘—
Total events 2 2

Heterogeneity: Chi*=012, df=1(P=073);F=0%
Testfor overall effect Z=035(FP=0.73)

13.17.2 Other definition

Shimelis 2008 a 179 o 222 Mot estimahle
Subtotal (95% CI) 179 222 Not estimable
Total events a ]

Heterogeneity: Mot applicahle
Test for overall effect: Mot applicahle

Total (95% CI) 1139 970 100.0%  0.71 [0.10, 4.88] — e ——
Total events 2 2

?etf;ﬂgenemtl:l C;I Tgi?ﬂ gTS:;EF'Dz?g.?S);I =0% 'D.D1 Df1 1'IZI 1IZID'
estioroverall @ E':_' =0.35(P=10. ) Favours [zinc] Favours [placebo/control]
Testfor subaroup differences: Mot applicable

Figure 3E

Outcome 3: Mortality (subgroups by age group)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
6.17.1 <6 months
Brooks 20045 0 174 i} a4 Mot estimahle
Fischerwalker 2006 1 538 1 536 42.8% 1.001[0.06,15.89] I
Subtotal (95% CI) 712 625 42.8% 1.00[0.06,15.89]
Tatal events 1 1

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

6.17.2 > Gmonths

Patel 2005 1 248 1 123 ar % 0.50[0.03, 7.86] i
Subtotal (95% CI) 248 123 57.2% 0.50 [0.03, 7.86] e —
Total events 1 1

Heterageneity: Mot applicable
Testfor overall effect Z=050 (F=0.62)

6.17.3 <6 and >6 months

Shimelis 2008 1] 1749 o 222 Mat estimahle
Subtotal (95% CI) 179 222 Not estimable
Total events 0 i}

Heterogeneity: Mat applicable
Test for overall effect: Mot applicable

Total (95% CI) 1139 970 100.0% 0.71 [0.10, 4.88] ——eall——
Total events 2 2

Heterogeneity: Chif=012, df=1{F =073 F=0%

Testfor overall effect Z=035(F=0.73)

Testfor subgroup differences: Chif= 012, df=1 (F=073) F=0%

0.01 0.1 10 100
Favours [zinc] Favours [placebol/contral]



Figure 3F

Outcome: Mortality (subgroups by study setting)

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

Risk Ratio
M-H, Fixed, 95% Cl

7.17.1 Inpatient

Braoks 2004 ] 174 ] a4 Mot estimable
Subtotal (95% CI) 174 89 Not estimable
Total events a a

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

7.17.2 Outpatient

Fischertalker 2006 1 538 1 536 428% 1.00([0.06,15.89]
Shimelis 2008 ] 1749 o 222 Mot estimable
Subtotal (95% CI) 7 758 42.8% 1.00[0.06, 15.89]
Total events 1 1

Heteragenaity: Mat applicable
Test for overall effect: Z=0.00 (P =1.00)

7.17.3 Inpatient and outpatient

—

Patal 2009 1 248 1 123 57.2% 0.50[0.03, 7.86] L
Subtotal (95% CI) 248 123 57.2%  0.50[0.03, 7.86] e ——
Total events 1 1
Heterogeneity: Mot applicable
Testfor overall effect 2= 0.50 (P = 0.62)
Total {95% CI) 1139 970 100.0%  0.71[0.10, 4.88] ——eel———
Total events 2 2
_Il-_let?;ngenewl:l C;I Tgiza gf;;EPD:Tg.?S);I =0% o 0 10 o0
estioroverall & EC_' =0.35 e ) Favours [zinc] Favours [placebolcontrol]
Testfor subgroup differences: Chif=012, df=1(P=073) F=0%
Figure 3G
Outcome 3- Mortality (sensitivity analysis)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Braoks 2005 I} 174 a a4 Mot estimable
Fischer®alker 2006 1 538 1 536 100.0% 1.00([0.06,15.89]
Total (95% CI) 712 625 100.0% 1.00 [D.06, 15.89]
Taotal events 1 1

Heterageneity: Mot applicable
Testfor overall effect; 2= 0,00 (F =1.00)

0.01

01 1 10 100
Favours [zinc] Favours [placebaolcontrol]



Duration of Diarrhea

Figure 4A

Outcome 4: Duration of diarrhea (subgroup analysis by definition of diarrhea)

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
13.3.1 WHO definition of diarrhea
Al Sonholi 2003 288 149.2 ar 60 432 37T 34% -31.20[46.43,-15.87)]
Ehatnagar 2004 55.9 37 132 646 456 134 44% -B80[18.77,1.17] ]
Boran 2005 72.48 48 145 88.08 FEE 120 33%  -15.60[31.41,0.21] -
Brooks 2005 (1) 120 122 g6 120 122 45 54% 0.00[-4.40, 4.40] T
Brooks 2005 (2) 120 122 85 120 122 44 54% 0.00[-4.44, 4.44] T
Criginel 2015 B2 5032 39 B449 5§82 40 21%  -2.90 [F26.87, 21.07] e
Dalgic 2011 81.84 3312 60 1284 432 B0 3.7% -46.56 [60.33,-32.79] I
Dutta 2011 641 21.7 41 8a2 23 43 4.5% -2410[33.66,-14.54] —_—
Figchenvalker 2008 198 9072 538 186 8286 536 4.3% 12.00([1.83, 22.37] —

Fischenwalker 2008 (3) 1416 108 100 1704 1248 108 1.4%
Fischenialker 2008 (4) 108 94 520 1388 108 527 41%

Kakar 2022 2763 1422 2 3geg 207 72 81%
Patel 2009 644 378 243 B22 335 247 81%
Patro 2010 ¥a3.75 a7 69 T1.5 386 T2 38%
Rerksuppaphol 2020 347 245 43 56 337 43 38%
Yalein 2022 g0 103 28 @45 107 22 51%
Subtotal (95% CI) 2243 2147 65.3%

Heterogeneity: Tau®= 125.50; Chi®=121.95, df= 14 (P = 0.00001), F=28%
Testfor overall effect £=3.93 (P = 0.0004)

13.3.2 Other definition

Bahl 2002 (9) 384 528 402 408 60 2M 4.5%
Bahl 2002 (8) 336 576 404 408 60 200 4.4%
Dutta 2000 70.4 10 44 1024 171 3/ OH1%
Polat 2003 (7} 1066 3.2 40 1464 408 b 3I%
Polat 2003 (8) 1128 336 52 1248 334 54 3T7%
Roy 2008 G641 286 82 T8 286 92 57%
Subtotal (95% CI) 1024 609  26.5%

Heterogeneity: Tau®= 164.59; Chi*= ¥2.07, df=5 (P = 0.00001); F=93%
Testfor overall effect £= 2.95 (P = 0.003)

13.3.3 Not mentioned

Gregario 2007 7152 2208 59 8808 394 57 41%
‘azar 2016 6.4 308 55 1143 308 55 41%
Subtotal (95% CI) 114 112 8.2%

Heterogeneity: Tau®= 28.93; Chi*=1.87, df=1{FP=017),F=47%
Testfor overall effect £=3.92 (P = 0.0001)

Total {95% Cl) 3381 2868 100.0%
Heterogeneity: Tau®= 87.49; Chi*= 216.51, df= 23 (P < 0.00001); F= 89%
Testfor overall effect Z=5.93 (P = 0.00001)

Testfor subgroup differences: Chi*= 3.03, df= 2 (P = 0.22), F= 34.0%
Footnotes

(1) 20mg

)5mg

(3) =12 months

(4) 12-59 months

inc-ORS

(B)zinc syrup

(7} low serumzinc

(8) normal serum zinc

-28.80 6070, 3100
-28.80[-40.591,-17.09]
-11.23 [17.03,-9.43]
2.20[-4.09,8.49]
T.25[-5.23,19.73]
-21.30[-33.75,-8.89]
-4 40 [-10.28,1.48]
-11.26 [17.51, -5.00]

-240[12.17F,7.37]
-7.20[17.23,2.83)]
-33.00[-39.32, -26.68]
-40.80 [-57.27,-24.33]
S12.00[25.72,1.72]
-8.70 [-9.58,-7.82]
-16.69 [-27.78, -5.60]

-16.56 [-28.01,-5.11]
-27.90 [-39.43, -16.37]
-22.21 [-33.32, -11.10]

13.27 [-17.66, -8.89]

R 0|| 0.|~*|1 0+~

-100

-a0 0 a0 100
Favours [zinc] Favours [placebo/control]



Figure 4B

Outcome 4: Duration of diarrhea (subgroup analysis by dose of zinc administered)

Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.2.1 5mg
Brooks 2005 (1) 1200 122 a6 120 122 44 5.4% 0.00[-4.43, 4.43] T
Subtotal (95% CI) 86 44 5.4% 0.00 [-4.43, 4.43] L 2
Heterogeneity: hot applicable
Test for overall effect: 2= 0.00 (P = 1.00)
3.2210mg
Fischenalker 2006 198 H072 438 186 B2.46 536 4.3% 12.00[1.63, 22.37] —
Subtotal (95% Cl) 538 536 4.3% 12.00 [1.63, 22.37] e =
Heterogeneity: Mot applicable
Test for overall effect: = 2.27 (P = 0.02)
3.2.315mg
Rerksuppaphol 2020 347 244 43 A6 337 43 3.9% -21.30 [-33.745,-8.85] —
“Yazar 2016 864 308 55 1143 309 a4 41% -27.90 [39.43,-16.37] —
Subtotal (95% Cl) a8 a8 B8.0% -24.85[-33.31,-16.39] <
Heterogeneity: Tau®= 0.00; Chi= 058, df=1 (P=045);F=0%
Test for overall effect: Z=5.76 (P < 0.00001)
3.2.4 20mg
Brooks 2005 (2) 1200 122 a5 1200 122 45 5.4% 0.00[-4.41,4.41] -T
Dutta 2011 4.1 2.7 41 882 23 43 4.5% -24.10 [33.66,-14.54] —
FischenMalker 2008 (3) 108 84 520 1368 108 527 41% -28.80 [-40.51,-17.04] I
Fischentialker 2003 (4) 141.6 108 100 1704 1248 1048 1.4% -28.80 [[60.70, 3.10] T
Gregorio 2007 71.52 2208 59 8e.08 384 a7 41% -16.56[-28.01,-5.11] —
Paolat 2003 (5) 1056 31.2 40 146.4 408 36 3.2% -40.80[-57.27,-24.23] —_—
Polat 2003 (&) 112.8 3386 52 1248 384 54 37% -12.00 [-25.72,1.72] ]
“alcin 2022 201 103 22 2445 107 22 5.2% -4.40[-10.28,1.48] -7
Subtotal (95% CI} 925 889 31.5% -17.62 [-27.35, -7.88] -
Heterogeneity: Tau®=153.28; Chi*= 86.40, df= 7 {F <= 0.00001); ¥ = 88%
Test far overall effect: £ = 3.45 (F = 0.0004)
3.2.5 30mg
Roy 2008 64.1 2.86 82 718 286 az 5.7% -8.70 [9.58,-7.82] -
Subtotal (95% CI} a2 a2 5.7% -8.70 [9.58, -7.82] I
Heterogeneity: Kot applicable
Test for overall effect: £ = 19.48 (P = 0.00001)
3.2.6 40mg
Dutta 2000 T0.4 10 44 1034 171 36 5.1% -33.00[-39.32,-26.68] -
Subtotal (95% CI) 44 36 5.1% -33.00[-39.32, -26.68] <>
Heterogeneity: Mot applicable
Test for overall effect: Z=10.24 (P = 0.00001)
3.2.7 unspecified
Kakar 2022 2763 14322 ¥2 3886 207 72 5.2% -11.23[17.03,-5.43] -
Patel 2009 644 378 243 622 335 247 5.1% 2.20[-4.09, 5.49] T
Subtotal (95% Cl) 320 319 10.3% -4.57 [17.73,8.59] e
Heterogeneity: Tau®= 80.65; Chi®= 9.46, df=1 (P =0.002); F=89%
Test for overall effect: 2= 0.68 (P = 0.50)
3.2.8 dose by weight or age
Al Sonbali 2003 (7) 288 18.2 ar B0 432 ar 3.4%  -31.20 [46.43,-15.97] e
Bahl 2002 (3) 336 4976 404 408 B0 200 4.4% -7.20 [17.23,2.83] T
Bahl 2002 () 384 528 402 408 60 201 4.5% 2401217, 7.37] -
Bhatnagar 2004 (10} 55.8 37 132 B46 456 134 4.4% -BB0[18.77,1.17] I
Baran 2005 (11) 7248 48 145 88.08 TEE 120 3.3% -15.60 [-31.41, 0.21] I
Crisinel 2015 {(12) 62 50.32 39 649 582 40 21% -2.90 [-26.87, 21.07] I E—
Dalgic 2011 (13) 81.84 3312 B0 1284 432 B0 3.7% -46.56 [60.33,-32.79] —
Pairo 2010 (14) TBTE ar B3 T1.4 386 T2 3.9% T.25[5.23,19.73] T
Subtotal (95% CI) 1288 864 29.6% -13.33 [-24.81, -1.84] -
Heterogeneity: Tau®= 223.88; Chi*= 40.05, df=7 (P = 0.00001}); F= 84%
Test for overall effect: 2= 2.27 (P = 0.02)
Total {95% CI) 33 2868 100.0% -13.27 [-17.66, -8.89] &

K . . _ a_ ! + + +
Heterogeneity: Tau®= 87.49; Chi®= 216.51, df= 23 (P = 0.00001); P = 89% Shn An B Tho

Test for overall effect: Z= 593 (F = 0.00001)

Testfar subgroup differences: Chi®= 10488, df= 7 (F = 0.00001), F=93.3%

Footnotes

{1)5mg

(2)20mg

(3) 12-59 months

(4) =12 months

(5} low serum zinc

(6} normal serum zinc

}3-6m: 22.5 mg, 7-60months: 45mg

(9)

csyrup-12 to 35 months- 30 mg 6 to 11 months- 15 mg
zZinc-ORE: 12 to 35 months- 30 mg 6 to 11 months- 15 mg

[‘Ii]_: Participants <12 and =12 months were given 15 mg and 30 mg of zinc respectively
(11) 15 mg for 6-12 months and 30 mg for 12-60 month old

{14) 10 mg for =6 months and 20mg for =6 months

10 mg once a day (QD)}in children <6 months and 20 mg QD for children =& months.
nc-less than 6 months 10ma/day more than & months 20 ma/day

Favours [zinc]

Favours [placebolcontrol]



Figure 4C

Outcome 4: Duration of diarrhea (subgroup analysis by duration of zinc supplementation)

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
8.2.1 <=5d
Al Sonboli 2003 288 182 ar 60 432 ar 34% -3120[-4643 -1597)]
Ditta 2000 704 10 44 1034 171 36 A1% -3300[-39.32 -26.68] -
Yazar 2016 864 308 a5 1143 304 a5 4.1% -2780[-39.43 -16.37)] —
Subtotal (95% CI) 136 128 12.6% -31.75[-36.96, -26.54] ’

Heterogeneity: Tau®=0.00; Chi*= 058 df=2 (P=075), F=0%
Testfor averall effect Z=11.95 (P = 0.00001%

8.2.2 ==10d

Criginel 2015 62 60.32 39 6448 4§82 40 21%  -2.90 [26.87, 21.07] T
Patro 2010 7874 a7 69 7145 386 T 38% T.25[-5.23,19.73] T
Roy 2008 G641 2.86 82 T8 286 82 57% -8.70 [-9.58,-7.82] -

alcin 2022 801 103 28 845 107 22 51% -4.40[-10.28,1.48] -
Subtotal (95% CI) 218 216 16.9% -4.55[-10.49, 1.39] L

Heterogeneity: Tau®= 18.37; Chi*= 8.40, df= 3 (P = 0.04); F= 64%
Testfor overall effect Z=1.90(F=0.13)

8.2.314d

Bahl 2002 (1) 336 ATEH 404 408 60 200 4.4% -T20[17.23,2.87] T
Bahl 2002 (2) 384 528 402 408 60 201 4.5% -240 1217, 7.37] -
Ehatnagar 2004 658 37 132 B46 456 134 4.4% -BE0 1877, 1.17] I
Boran 2005 7148 48 145 8BOE  YEE 120 33% -15.60 [-31.41,0.21] ]
Dutta 2011 641 217 41 882 23 43 45% -24 103266 -14.54] -
Fischertalker 2006 198 9072 533 186 82486 436 4.3% 12.00[1.63, 22.37] —
Fischenalker 2008 (2 1416 108 100 1704 1248 105 1.4% -28.80 [60.70, 3.10] r
Fischentalker 2008 (4) 108 24 520 1368 108 537 41% -28.80[40.481,-17.049] I
Gregorio 2007 7142 2208 59 2308 334 a7 41%  -16.56 [28.01,-5.11] I
Fatel 2009 644 378 248 B2 335 247 51% 220[-4.08, 2.49] T
Folat 2003 (5) 1128 336 52 12483 384 a4 IT% 12002572177 ]
Folat 2003 (6) 1056  31.2 40 1464 408 36 32% -40.80[57.27 -24.37] -
Subtotal (95% CI) 2681 2260 46.9% -12.86 [-20.98, 4.73] <&

Heterogeneity: Tau®= 162.78; Chi*= 68.68, df=11 (F = 0.00001); F= 84%
Testfor overall effect Z= 310 (F=0.002)

8.2.4 unspecified

Erooks 2004 (7) 120 122 86 120 122 45 5.4% 0.00[-4.40,4.40] T
Erooks 2004 (2) 120 122 85 120 122 44 5.4% 0.00[-4.44 4.44] T
Dalgic 2011 a1.84 3312 60 1284 4332 0] 7% -46.56 [60.33 -32.749] -

Kakar 2022 2783 1422 72 3388 207 72 82%  -11.23[F17.03,-5.43] -
Rerksuppaphol 2020 M7 2445 43 86 337 43 39% -21.20[32.75,-8.84] -
Subtotal (95% CI) 346 264  23.6% -13.96 [-24.81, -3.10] -

Heterogeneity Tau®= 133.89; Chi*= 5582, df= 4 (P = 0.00001); F=93%
Testfor overall effect 2= 2.52 (P =0.01)

Total (95% CI) 3381 2868 100.0% -13.27 [-17.66, -8.89] *

Heterogeneity: Tau®= 87.49; Chi*= 216.51, df= 23 (P = 0.00001); F=89%
Testfor overall effect: 2= 5.93 (P = 0.00001)
Testfor subgroup diferences: Chi®=48.95, df= 3 (P =< 0.00001), F=93.8%
Footnotes
yzinc syrup
)zinc-ORS
(3} =12 months
(4) 12-59 months
(8) normal serum zine
(6) low serum zinc
(7)20mag
(8) 5mg

-100 -50 0 50 100
Favours [zinc]  Favours [placebolcontrol]




Figure 4D

Outcome 4: Duration of diarrhea (subgroups by type of zinc formulation)

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.2.1 zinc gluconate
Bahl 2002 {13 384 528 402 408 60 201 45% -2 401247 7.37) "
Bahl 2002 (% 336 576 404 408 60 200 44% SF20[17.23,2.83) -7
Subtotal (95% Cl) 806 401 8.9% 4,74 [-11.74, 2.26] &
Heterogeneity: Tau®= 0.00; Chi*=0.45,df=1 (P =050}, F=0%
Testfor overall effect: Z=1.33 (P =0.18)
4.2.2 zinc sulfate
Ehatnagar 2004 458 a7 132 B4B 456 134 4.4% -8.80[F18.77,1.17] I
Boran 2005 7248 48 145 8808 TFES 1200 33%  -1560[31.41,0.21)] —]
Criginel 2014 g2 4032 39 B49 582 0 21%  -290[26.87, 21.07] I m—
Dutta 2000 70.4 10 44 1034 171 36 51% -33.00[-39.32 -26.68] -
Gregorio 2007 71.52 22.08 59 8808 384 a7 41%  -16.56 [28.01,-5.11] -
Patro 2010 7875 ar 69 T1.5 386 72 38% T25[5.23,19.73] T
Falat 2003 {3) 1066 31.2 40 1464 408 36 3.2% -40.80 [-57.27,-24.33] I
Falat 2003 (4) 1128 336 52 1248 384 84 37%  -1200[2572,1.73 e
Subtotal (95% Cl) 580 549 29.8% 15.70[-27.12, 4.27] -
Heterogeneity: Tau®= 221.13; Chi®= 4846, df = 7 (P < 0.00001}); "= 86%
Testfor overall effect Z= 269 (P =0.007)
4.2.3 7inc acetate
Brooks 2005 (5) 120 122 88 120 122 15 54% 0.00[-4.40, 4.40] T
Erooks 2005 (8) 120 122 a5 120 122 44 54% 0.00[-4.44, 4.44] T
Calgic 2011 g1.84 3312 60 128.4 432 60 3.7% -46.56 [-60.33,-32.79] I
Fischeralker 2008 (7) 108 84 520 1368 108 527 441% -28.80[-40.51,-17.09] —
FischerWalker 2008 (8 1416 108 100 1704 1248 108 1.4%  -28.80[60.70,3.10] r
Roy 2008 641 286 82 728 286 82  57% -8.70 [9.58,-7.82] "
Subtotal (95% Cl) 933 863 25.7% -14.44[-22.71, 6.17] <
Heterogenaity, Tau®= 78,45, Chi*= 70.89, df=5 (P = 0.00001); F= 93%
Testfor overall effect: £=3.42 (F = 0.000&)
4.2.4 zinc bisglycinate
Rerksuppaphaol 2020 3T 245 43 a6 337 43 389% -21.30[33.75,-8.89] -_—
Subtotal (95% Cl) 43 43 3.9% -21.30 [-33.75, -8.85] -
Heterogeneity: Mot applicable
Testfor overall effect: Z=3.35 (P = 0.0008)
4.2.5 elemental zinc/unspecified
Al Sonhali 2003 288 19.2 ar 60 43.2 a7 34% -31.20 [46.43,-15.97] —
Dutta 2011 641 N7 41 88.2 23 43 4.5% -2410[-33.66,-14.54] I
FischerWalker 2006 198 9072 4638 186 82486 536 4.3% 12.00[1.63, 22.37] —
kakar 2022 2763 1422 72 3886 207 T2 52% -11.23[F17.03,-543] -
Patel 2009 G4.4 378 248 B22 3348 247 5.1% 220[-4.09 8.459] T
Yalcin 2022 01 103 28 845 107 22 52% -4.40[-10.28,1.48] -1
Yazar 2016 864 308 a5 1143 308 85 41% -27.90[-39.43 -16.37] e
Subtotal {(95% Cl) 1019 1012 31.8% -11.26 [-20.90, -1.63] <
Heterogeneity: Tau®=145.85; Chi®=58.24, df=6 (P < 0.00001}); = 90%
Testfor overall effect Z=228(F=002
Total (95% CI) 3381 2868 100.0% -13.27 [17.66, -8.89] [ 2
Heterogeneity: Tau®= 87 49, Chi*= 21651, df = 23 (P = 0.00001); I*= 89% _1500 -EED b SID 160

Testfor overall effect: Z=5.93 (P = 0.00001)

Testfor subgroup diferences: Chi*=6.97, df=4 (P=014), F= 426%

Footnotes

Jzinc-ORS

Jzinec syrup

(3)low serum zinc
(4) normal serum zinc
(5)20mg

(6)5mg

(7)12-59 months

(8) =12 months

Favours [zinc]

Favours [placebofcontrol]



Figure 4E

Outcome 4: Duration of diarrhea (subgroups based on World Bank Income Classification)

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 LMIC
Eahl 2002 (1) 336 576 404 408 G0 200 4.4% -7T.20 [17.23,2.83] T
Bahl 2002 {2) 384 528 402 408 g0 2 4.8% -2.40[12.17,7.37] -
Bhatnagar 2004 54.8 37 132 B46 456 134 44% -B.8B0[18.77,1.17] —
Brooks 2005 {3) 120 122 86 120 122 45 5.4% 0.00[-4.40, 4.40] -
Brooks 2005 {4) 120 122 85 1200 122 44 54% 0.00-4.44, 4.44] -
Dutta 2000 704 10 44 1034 171 36 51% -33.00[-38.32,-26.68] -
Dutta 2011 41 217 41 882 23 43 4.5% -24.10[-33.66,-14.54] —
Fischernwalker 2006 198 90.72 638 186 B1A6 536 43% 12.00 [1.63, 22.37] —
Fischenwalker 2008 (5 1416 108 100 1704 1248 105 1.4% -28.80[-60.7F0,3.10] — T
Figchertalker 2008 (B) 108 84 A20 1368 108 527 41% -2B8.80[-40.51,-17.09] —
Gregario 2007 71.82 22.08 59 g8.08 384 a7 41% 1656 [-28.01,-58.11] —
Kakar 2022 27.63 14.22 T2 38EE 207 T2 52% -11.23[17.03,-5.43] -
Patel 2009 644 378 248 B22 335 47 A% 2.20[-4.09, 8.49] T
Palat 2003 {7) 1086 312 40 1464 408 36 3.2% -40.80[-47.27,-24.33] —
Polat 2003 {8) 1128 3386 52 1248 384 54 37%  -1200[25721.77) —
Roy 2008 641 2.86 82 728 286 82 57% -8.70 [9.58,-7.82] -
Subtotal (95% CI) 2905 2419  T0.5% -11.29 [16.27, -6.30] *

Heterogeneity: Tau®= 77.90; Chi*=155.13, df=15 (P < 0.00001}); F= 90%
Testfor overall effect: Z= 4.44 (P = 0.00001)

2.2.3 HIC

Al Sonboli 2003 288 192 ar 60 432 3T 34% -31.20 [-46.43,-15.97] -

Boran 2005 72.48 43 145 8808 V68 120 33% -1560[31.41,021] /]
Crisinel 2015 62 60.32 39 B449 582 40 21%  -2.90 [26.87, 21.07] I —
Dalgic 2011 81.84 3312 60 1284 432 60 3.7% -46.56 [[60.33,-32.79] I

Patro 2010 7875 37 B9 714 386 72 3489% V.25[-5.23,19.73] I
Rerksuppaphol 2020 347 243 43 56 337 43 38% -21.30[-33.75-8.89] D

Yalcin 2022 801 103 28 8445 107 22 52% -4.40 [-10.28, 1.48] 7
‘azar 2016 86.4 308 56 1143 3049 859 41% -27.90[-39.43 -16.37] I

Subtotal (95% CI) 476 449 29.5% -17.97 [-30.21, -5.73] -

Heterogeneity, Tau®= 250.94; ChiF = 55,47, df= 7 (P = 0.00001); F= 87%
Test for overall effect Z= 2.86 (P = 0.004)

Total (95% Cl) 3381 2868 100.0% -13.27 [-17.66, -8.89] ¢

Heterogeneity: Tau®= 87.49; Chi*=216.51, df= 23 (P < 0.00001); = 89%
Testfor overall effect: Z=5.93 (P = 0.00001)

Testfor subgroup differences: Chi®= 098, df=1 {P=032), F=0%
Footnotes

, | ,
-100 -80 ] a0
Favours [experimental] Favours [control]

(1)zinc syrup

(6) 12-59 months
W serum zinc
normal serum zinc




Figure 4F

Outcome 4: Duration of diarrhea (subgroups based on form of zinc given)

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

Experimental Caontrol

Study or Subgroup Mean SD Total Mean SD Total Weight
5.2.1 syrup

Bahl 2002 (1) 336 &76 404 408 G0 200 4.4%
Bhatnagar 2004 55.8 37 132 B4B 456 134 44%
Boran 2005 72.48 48 145 8808 768 120 33%
Brooks 2005 (2) 120 122 g6 120 122 44 54%
Broaoks 2005 (3) 120 122 84 120 122 45 54%
Dalgic 2011 81.84 3312 G0 1284 432 G0 3.7%
Dutta 2000 704 10 44 1034 171 3B 51%
Patra 2010 7875 a7 69 TF145 386 72 349%
Palat 2003 {4) 108.6 3.2 40 1464 408 36 32%
Polat 2003 (5) 1128 336 52 1248 384 54 3T%
Roy 2008 G4.1 286 82 728 286 82 57%
Yalein 2022 801 103 28 845 107 22 51%
Yazar 2016 86.4 308 55 1143 3089 55 41%
Subtotal (95% CI) 1282 960 57.4%

Heterogeneity: Tau®=93.77; Chi*= 14022 df=12 (P < 0.00001); F=92%
Test for overall effect: £=4.57 (P = 0.00001)

5.2.2 dispersible tablet

Al Sanboli 2003 288 182 ar 60 432 a7 34%
Crisinel 2015 G2 5032 39 G489 582 40 21%
Fischeralker 2006 198 9072 4538 186 B256 536 4.3%
Gregario 2007 71.52 2208 59 8a.08 384 57 41%
Subtotal (95% CI) 673 670 13.9%
Heterogeneity: Tau® = 369.87; Chi*= 25.36, df= 3 (P = 0.0001); F= 88%
Testfor overall effect: Z=0.93 (P = 0.35)

5.2.3 powder sachet

Rerksuppaphol 2020 347 245 43 86 337 43 3.49%
Subtotal (95% CI) 43 43 3.9%
Heterageneity: Mot applicable

Test for owerall effect: £=3.35 (P = 0.0008)

5.2.4 ORS

Bahl 2002 (B) 384 525 402 408 60 201 4.5%
Subtotal (95% CI) 402 201 4.5%
Heterogeneity: Mot applicahle

Testfor overall effect: Z=048 (P =0.63)

5.2.5 unspecified

Dutta 2011 641 21.7 41 @82 23 43 4.5%
Fischernvalker 2008 {7y 1416 108 100 1704 1248 108 1.4%
Fischeralker 2008 (8) 108 84 520 1368 108 4527  41%
Kakar 2022 2763 1422 72 3886 207 72 51%
Patel 2008 G4.4 375 248 BRI 335 247 51%
Subtotal (95% CI) 981 994  20.3%

Heterogeneity: Tau®™=162.76; Chi*= 34.13, df= 4 (P = 0.00001); F= 88%
Testfor overall effect: =258 (P=0.010)

Total {95% CI) 3381 2868 100.0%
Heterogeneity: Tau® = 87.48; Chi*= 216.51, df= 23 (P < 0.00001); F=89%
Testfor overall effect: Z=5.93 (P = 0.00001;

Testfor subgroup differences: Chi®= 6.64, df=4 (P=0.16), F=39.7%
Footnotes

Jzinc syrup

) 5mag

) 20mg

) low serum zinc

Jnormal serum zinc

Jzinc-ORS

(7) =12 months

(8) 12-59 months

7201723, 2.83]
-8.80 [18.77,1.17]
15,60 [31.41,0.21]
0.00[4.43, 4.43]
0.00[4.41, 4.41]
-46.56 [-60.33, -32.749]
-33.00 [-39.32, -26.68]
7.25[5.23,19.73]
-40.80 [-57.27,-24.33]
-12.00 [25.72,1.77]
-8.70 [9.58,-7.87]
-4.40 10.28,1.48]
-27.90 [-39.43, -16.37]
13.87 [19.82, 7.92]

-31.20 [-46.43, -15.87]
-2.90 [-26.87, 21.07]
12.00 [1.63,22.37]
-16.56 [-28.01,-5.11]
29,63 [-30.02, 10.77]

-21.30 [-33.75, -8.84]
2130 [-33.75, -8.85]

-240[1217,7.37]
-2.40 [12.17,7.37]

-24.10 [-33.66, -14.54]
-28.80 [60.70, 3.10]
-26.80 [40.51,-17.00]
-11.23 [17.03,-5.43]
2.20 [-4.08, 8.48]
16.13 [-28.36, -3.90]

-13.27 [-17.66, -8.89]

L g

\
=100

| ,
-a0 0 a0 100
Favours [zinc] Favours [placebo/control]



Figure 4G

Outcome 4: Duration of diarrhea (subgroups based on age)

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI
6.2.1 <6 months
Brooks 2005 (1) 120 122 86 120 122 45 54% 0.00 [-4.40, 4.40] T
Brooks 2005 (2) 120 122 85 120 122 44 54% 0.00[-4.44, 4.44] T
Fischermalker 2006 198 90.72 638 186 8256 4G36 4.3% 12.00[1.63, 22.37] —
Subtotal (95% CI) 709 625 15.1% 2.05[-3.01,712] L 2

Heterogeneity: Tau®=11.04; Chi*=4.71, df= 2 {P = 0.08); F= 58%
Test for overall effect: Z=0.79 (P =0.43)

6.2.2 6 months

Bahl 2002 (3) g4 528 402 408 60 20 4.5% -240 1217, 7.37] T
Bahl 2002 (4) 338 5TE 404 408 60 200  4.4% -720[F17.23, 287 T
BEoran 2005 7248 42 145 82808 TES 120 33% -15.60 [-31.41, 0.21] I
Dutta 2011 (&) g41 17 41 882 23 43 458% -Z410[-32.66,-14.54] I

Patel 2009 G4.4 378 248 622 335 24T 5% 2.20[-4.09, 8.49] T
Rerksuppaphol 2020 347 245 43 56 337 43 38% -21.30[33.75,-8.89] I
alcin 2022 (6) 201 103 28 845 107 22 512% -4.40 [-10.28, 1.48] ™
‘azar 2016 g6.4 308 59 1143 3049 85 A41% -ZF.00[-39.43,-16.37] .
Subtotal (95% CI) 1366 931 34.9% -11.86 [-19.75, -3.97] <&

Heterogeneity: Tau®= 10237, Chi*= 40.43, df= 7 (P = 0.00001); F=83%
Test for overall effect £=2.95 (F=0.003)

6.2.3 <6 and >6 months

Al Sonbaoli 2003 288 192 a7 60 432 3T 3.4% -31.20[-46.43,-15.97] -
Bhatnagar 2004 56.8 37 132 B46 4508 134 44% -8.80 1877, 1.17] I
Crisinel 2014 62 60.32 39 6449 532 40 21%  -2.80[26.87, 21.07] T
Dalaic 2011 (F) 81.84 3312 60 1284 4372 G0 3.7% -46.56[-60.33,-32.79] I

Dutta 2000 70.4 10 44 1034 171 36 51% -33.00[-39.32,-26.68] -
Fischertalker 2008 (8) 108 84 620 1368 108 527 41% -28.890[-40.51,-17.09] —_—
Fischer®alker 2008 (%) 1416 108 100 1704 1248 105 1.4%  -28.80[60.70,3.10] E—
Gregario 2007 ¥1.52 22.08 59 8808 304 a7 41%  -16.56 [28.01,-5.11] —_—
Kakar 2022 2763 14.22 ¥2 386 207 72 52%  -11.23[17.03,-5.43] -

Patro 2010 7875 av 69 715 386 72 348% V.25[-6.23,19.73] I
Polat 2003 (10} 1066 312 40 1464 408 36 3.2% -4080[-57.27,-24.33] —

Polat 2003 {11} 1128 336 52 1248 384 94 37%  -1200[2572,1.72] -
Roy 2008 641 Z.86 82 718 286 82 57% -8.70 [F9.58,-7.82] -
Subtotal (95% CI) 1306 1312 49.9% -19.64 [-27.18,-12.11] <&

Heterogeneity: Tau®= 14547, Chi*= 12679, df=12 (P = 0.00001);, F=91%
Test for overall effect: Z=5.11 (P = 0.00001)

Total (95% CI) 3381 2868 100.0% -13.27 [-17.66, -8.89] *

Heterogeneity: Tau® = 87.449; Chi*= 216.51, df= 23 (P = 0.00001); F= 849%
Test for overall effect: £=5.93 (P = 0.00001)

Test for subgroup differences: Chi®= 24 .40, df= 2 (P = 0.00001), F= 91 8%
Footnotes

(1)20mg

-100 -50 0 50
Favours [experimental] Fawvours [control]

inc syrup

0mg elemental zinc
0Omg zinc

inc

(8) 12-59 months

(8) =12 months

(10) low serum zinc
(11) normal serum zinc



Figure 4H

Outcome 4: Vomiting (subgroups based on study setting)

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
7.2.1 inpatient
Al Bonhali 2003 288 1492 ar G0 432 37 34% -31.20[46.43,-15.97)]
Bhatnagar 2004 55.8 37 132 B4B 456 134 44% -3 801877, 1.17] —
Brooks 2005 (1) 1200 122 86 120 122 45 4% 0.00 [-4.40, 4.40] T
Brooks 2005 (2) 120 122 g5 120 122 44 54% 0.00[-4.44, 4.44] T
Dalgic 2011 81.84 3312 G0 1284 432 B0 37% -46.56[60.33,-32.79] ——
Dutta 2000 70.4 10 44 1034 171 36 A1% -33.00[38.32 -26.68] -
Dutta 2011 G641 21.7 41 882 23 43 4.8% -2410[33.66,-14.54] -
Rerksuppaphol 2020 347 245 43 56 337 43 38%  -21.30[-33.75,-8.89] —_—
Roy 2008 641  2.86 82 F28 286 82 a7% -8.70[-9.58,-7.82) "
Subtotal (95% CI) 610 524 41.5% -17.77 [-25.2T, -10.27] L
Heterogeneity: Tau®= 110.23; Chi*= 137.69, df= § {F < 0.00001); F=94%
Testfor averall effect Z=4 64 {P < 0.00001%
7.2.2 outpatient
Bahl 2002 (3) 336 &a7E 404 408 60 200  4.4% -T20 F17.23, 2,83 T
Bahl 2002 {4) 3g4 528 402 408 G0 201 4.5% -2A0 1217, 7.37] ———
Baran 2005 7248 43 145 BB.O8B  ¥YBE 120 33%  -1560[31.41,021] —
Fischertalker 2006 198 9072 5358 186 8256 536 4.3% 12.00[1.63,22.37] —
Fischertalker 2008 (5) 1416 108 100 1704 1248 105 14%  -2880[60.70,3.10] r
Fischenialker 2008 (5) 108 84  A2Z0 1368 108 BI7  41% -28.80[-4051 -17.09] —
Gregario 2007 7152 22.08 59 88.08 384 87 41%  -16.56 [-28.01,-5.11] —
Polat 2003 (7) 1128 336 52 1248 384 54 3T7%  -1200[2572,1.72 |
Palat 2003 (8) 1066 3.2 40 1464 408 36 3.2% -4080[57.27,-24.33] —
Yalcin 2022 01 103 28 845 107 22 A82% -4 40 [10.28,1.48] =
Yazar 2016 a6.4 308 55 1143 309 55 41% -27.90[39.43 -16.37] I
Subtotal (95% CI) 2343 1913 42.2% -14.26 [-22.71, -5.81] <
Heterogeneity: Tau®= 158.37; Chi*= 59.14, df= 10 {F = 0.00001); *= 83%
Testfor overall effect: £= 3.31 (F = 0.0004)
7.2.3 inpatient and outpatient
Crisinel 2015 B2 50.32 39 6449 582 40 21%  -2.80[26.87, 21.07] e —
Patel 2009 G4.4 3IFE 248 622 335 47 A1% 2.20[-4.09, 8.49] T
Patro 2010 7875 37 69 F15 3886 71 389% 7.25[5.23,18.73] T
Subtotal (95% CI) 356 350 11.1% 2.90 [-2.57, 8.37] »
Heterogeneity: Tau®=0.00; Chi®=0.74, df= 2 (F = 0.69); F= 0%
Testfor overall effect 2= 1.04 (P = 0.30)
7.2.4 unspecified
Kakar 2022 2763 1422 ¥2 3886 207 T2 A82% -11.23[17.03,-547 -
Subtotal (95% CI) 72 72 5.2% -11.23 [17.03, -5.43] L 2
Heterageneity: Mot applicahle
Testfor overall effect 2= 3.79(F = 0.0001)
Total (95% CI) 3381 2868 100.0% -13.27 [-17.66, -8.89] L
Heterogeneity: Tau®= 87.49; Chi*= 216.581, df= 23 (P = 0.00001); F= 9% _1500 -EED 4 550 150

Testfor overall effect Z=5.93 (P < 0.00001})
Testfor subgroup differences: Chi*= 25.08, df=3 (P = 0.0001), F=83.0%
Footnotes

) =12 months

2-59 months
ormal serum zinc
) low serum zinc

Favours [zinc] Favours [placeboicontrol]



Figure 4l

Outcome 4: Duration of diarrhea (sensitivity analysis)

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 85% CI IV, Random, 95% CI
Al Sonboli 2003 288 192 37 B0 432 37 B.3% -31.20 [46.43,-15.87]
Bahl 2002 (1) 384 528 402 408 B0 201 B.4% -2.40 12,17, 7.37] —r
Bahl 2002 (2) 336 576 404 408 60 200 8.3% -7.20 [17.23, 2.83] —
Bhatnagar 2004 55.8 37 132 G465 456 134 8.3% -B.B0 F18.77,1.17] —
Brooks 2005 (3) 1200 122 86 120 122 45 10.2% 0.00 [-4.40, 4.40] -+
Brooks 2005 (4) 1200 122 85 120 122 44 10.2% 0.00[4.44, 4.44] -
Crisinel 2015 B2 5032 33 649 S82 40 39%  -200[-26.87,21.07] e
Dutta 2000 70.4 10 44 1034 171 36 9.6% -33.00 [39.32,-26.68]
Dutta 2011 641 217 41 ga2 23 43 BE% -24.10 [33.66,-14.54] —
Fischettalker 2006 192 9072 538 186 8256 636 81% 12.00[1.63, 22.37] —
Rerksuppaphol 2020 347 245 43 56 337 43 T.3%  -21.30[33.75-8.89] —
Roy 2008 641 286 82 728 286 B2 10.8% -8.70 [-9.58,-7.82] L]
Total (95% CI) 1933 1441 100.0% -10.36 [-16.30, -4.42] &
Heteragereity: Tau®= 84.85; Chi®= 125.94, df=11 (P = 0.00001); F=91% t t t }
o - -100 -50 0 50 100
Testforoverall effect: Z= 3.42 (F = 0.0006) Favours [experimental] Favours [control]
Footnotes
(1) zinc-ORS
(2)zinc syrup
(3)20mg
(4)5mg
Zinc vs no zinc in persistent diarrhea
Figure 5
Outcomel- Recovery from diarrhea after starting zinc supplementation
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  BEvents  Total BEvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Khatun 2001 {1} 21 24 11 24 38T% 1.91 [1.20, 3.03] ——
Wang 2016 (2) 28 il 18 33 B1.3% 1.66([1.18, 2.31] 2 N
Total (95% CI) 55 57 100.0% 1.75[1.34, 2.30] &
Total events L] 24
Heterageneity: Chi®= 025, df =1 {P =062, F=0% o o 1 100

Test for overall effect: 2= 406 (P = 0.0001)

Footnotes
(1) 7 days after intervention
(2) 5 days after intervention

Favours [Flacebolcontrol] Favours [Zinc]



Figure 6

Outcome 2- Mortality

Experimental

Study or Subgroup  Events

Total Events Total

Risk Ratio
Weight M-H, Fixed, 95% CI

Control

Risk Ratio
M-H, Fixed, 95% CI

khatun 2001 a 24 1] 24 ot estimable

Roy 2007 (2) 3] 78 7 76 100.0% 0.84 [0.29, 2.37]

Total (95% CI) 102 100 100.0%  0.84 [0.29, 2.37]

Total events A ¥

L T AU T

estfor overall effect 2= 0.34 {F = 0.74) Favours [zinc] Favours [placebol/control]
Figure 7
Outcome 3- Duration of diarrhea
Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

Khatun 2001 96 336 44 B4 336 44 2449% -1440[-28.44,-0.36] ——

Roy 2007 (2) 456 96 7B 816 1488 TE 551% -36.00[-39.97,-32.03] B

Total (95% CI) 122 120 100.0% -26.29 [-47.35,-5.23] .

Heterogeneity, Tau®= 205.57; Chi*= 8.42, df=11 (P=0.004), F= 88% T A b e o0

Testfor overall effect: Z= 245 (P=0.01)

Favours [zinc] Favours [placebolcontrol]

Low dose vs high dose zinc in acute diarrhea

Figure 8- ROB 2 analysis for diarrhea greater than 5 days and vomiting

D1 D2 D3 D4 D5

Study ID
Dhingra 2020

Overall



Figure 9- Forest Plot for Duration of Diarrhea More than Five Days

Experimental Control Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Dhingra 2020 {13 106 1480 48 739 50.0% 1.10[0.79, 1.53]

Dhingra 2020 {2} 114 1480 48 740 50.0% 1.19[0.86, 1.64]

Total (95% CI) 2960 1479 100.0% 1.15[0.91, 1.44]

Total events 220 45

Heterogeneity: Chi*=010,df=1{F=075), F=0%
Testfor overall effect Z=114(F =0.25)

Footnotes
(1) 5mg
(2) 10mg

01

0.2 0s
Favours [5M10mg zinc]

Figure 10- Forest Plot for Frequency of Vomiting

Experimental Control Risk Ratio

2 1]
Favours [20mg zinc]

Risk Ratio

10

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Dhingra 2020 {13 301 1498 201 745 499% 0.75[0.64, 0.87] -

Dhingra 2020 {2} 333 1488 202 745 501% 0.83[0.71, 0.96] i

Total (95% CI) 2984 1490 100.0% 0.79 [0.70, 0.88] &

Total events G34 403

Heterogeneity: Chi®= 0.84, df=1 (P = 0.36); F= 0%
Testfar overall effect 2= 437 (F = 0.0001)

Footnotes
(1) 5mag
(2)10maqg

0.2 05

Favours [3/10mg zinc] Favours [20mg zing]

2

5



