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Background Zinc supplementation for the treatment of diarrhoea has been
shown to decrease the duration and severity of the diarrhoeal epi-
sode, diarrhoea hospitalization rates and, in some studies, all-cause
mortality. Using multiple outcome measures, we sought to estimate
the effect of zinc for the treatment of diarrhoea on diarrhoea mor-
tality and subsequent pneumonia mortality.

Methods We conducted a systematic review of efficacy and effectiveness
studies. We used a standardized abstraction and grading format
and performed meta-analyses for all outcomes with >2 data
points. The estimated effect on diarrhoea mortality was determined
by applying the standard Child Health Epidemiology Reference
Group rules for multiple outcomes.

Results We identified 13 studies for abstraction. Zinc supplementation
decreased the proportion of diarrhoeal episodes which lasted
beyond 7 days, risk of hospitalization, all-cause mortality and diar-
rhoea mortality. Using diarrhoea hospitalizations as the closest and
most conservative possible proxy for diarrhoea mortality, zinc for
the treatment of diarrhoea is estimated to decrease diarrhoea mor-
tality by 23%.

Conclusion Zinc is an effective therapy for diarrhoea and will decrease diar-
rhoea morbidity and mortality when introduced and scaled-up in
low-income countries.
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Ba Ckgl‘ ound Early stud'ies that fougd a reduction in the d.urat.ion

and severity of the episode were conducted in diar-
Zinc for the treatment of diarrhoea has been recom-  rhoea treatment clinics and inpatient settings.* In
mended by the World Health Organization (WHO) later large-scale studies, investigators randomized
and United Nations Children’s Fund (UNICEF) since entire communities to include zinc in addition to
2004," yet access to this essential treatment remains oral rehydration solution (ORS) or ORS alone>® and
limited. When given for 10-14 days during and fol- observed similar effects on diarrhoea duration,
lowing the diarrhoeal episode, zinc has been shown to  pneumonia incidence as well as reductions in hospi-
decrease the duration and severity of the episode,” talizations and mortality that smaller individually
as well as decrease the incidence of diarrhoea and randomized controlled trials (RCTs) had not been
pneumonia episodes in the subsequent 2-3 months.”  designed to detect.
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Very few studies have been designed or powered to
detect differences in all-cause mortality or diarrhoea-
specific mortality. Although cause-specific mortality
data are the ideal when estimating the possible
effect of an intervention on saving lives, for diarrhoea,
there are additional outcomes which can serve as ade-
quate proxies, such as hospitalization and prolonged
diarrhoea.”® Diarrhoea treated promptly in the home
to prevent and treat dehydration rarely becomes
lethal; therefore, by including outcomes such as diar-
rhoea hospitalizations and episodes lasting beyond
7 days, we are able to focus on the episodes which
are more severe and thus far more likely to result in
death.

This systematic review of the effect of zinc for diar-
rhoea treatment has been designed to meet the needs
of the Lives Saved Tool (LiST) and has therefore been
designed differently than the previously published
traditional systematic reviews.””'! In LiST, increases
in coverage of an intervention result in a reduction
of one or more causes of mortality. Therefore, the
systematic review and methods presented here, as
well as the GRADE process as outlined in this journal
supplement,'? were designed to develop estimates of
the effect of an intervention in reducing death due to
diarrhoea.

Together with low-osmolarity ORS and continued
feeding, zinc promises to reduce diarrhoea morbidity
and mortality and have additional benefits on pneu-
monia morbidity and mortality in the 2-3 months
following treatment.'>'* Although there have been
numerous systematic reviews and meta-analyses sum-
marizing the effect of zinc supplementation,?>*>'¢
none have considered the effect of zinc when given
as diarrhoea therapy on diarrhoea mortality. Here we
present the evidence supporting this claim as well as
the evidence suggesting a reduction in subsequent
diarrhoea episodes.

Methods

We systematically reviewed all published literature
from 1990 to 2009 to identify studies of zinc supple-
mentation for the treatment of acute and persistent
diarrhoea amongst children younger than 5 years of
age. As per the Child Health Epidemiology Reference
Group (CHERG) systematic review guidelines,'? we
searched PubMed, Cochrane Libraries and all WHO
regional databases and included publications in
every language available in these databases. The ini-
tial searches were conducted on 31 January 2009 and
updated on 15 October 2009. We used the Medical
Subject Heading Terms (MeSH) and keywords-search
strategies using various combinations of: zinc, treat-
ment, and diarrhoea. Every effort was made to gather
unpublished data when reports were available for full
abstraction. Studies were included if data from one of
the following outcomes was provided: all-cause

mortality, diarrhoea mortality, diarrhoea hospitaliza-
tions, pneumonia hospitalizations, prolonged diar-
rhoea (episode lasting >7 days), diarrhoea and
pneumonia incidence in the period up to 3 months
following treatment. All outcome measures to be
included were determined a priori.

Inclusion/exclusion criteria

We limited the search to RCT studies conducted in
low- and middle-income countries (LMICs) where
zinc was given as a diarrhoea treatment for
>7 days to infants and children between 1 and
59 months of age.'” Studies were included if zinc
was given alone or in combination with vitamins.
Studies that provided iron were excluded because
iron is known to interfere with zinc absorption and
iron-containing formulations are not recommended
for the treatment of diarrhea.'® All included studies
contained a placebo or a suitable control group that
was identical to the experimental group, except that it
did not contain zinc. Studies conducted ‘solely” in spe-
cial populations (i.e. only cholera patients, etc.) were
excluded. The zinc dose in included studies was
between 10 and 40 mg/day which is in line with the
WHO 2004 recommendation of 20mg/day for 6-59
months and 10mg/day for 1-5 months.! Acceptable
formulations included syrups and tablets. Studies of
zinc-fortified ORS were excluded because the zinc
dose does not meet WHO guidelines for daily dose
or minimal treatment days.

Abstraction, analyses and summary measures

All studies which met final inclusion and exclusion
criteria were double-data abstracted into a standar-
dized form for each outcome of interest.'> We
abstracted key variables with regard to the study
identifiers and context, study design and limitations,
intervention specifics and outcome effects. Each study
was assessed and graded according to the CHERG
adaptation of the GRADE technique.'” Studies
received an initial score of high if they were RCTs
or cluster-RCTs (cRCTs). The grade was decreased
one grade for each study-design limitation. In addi-
tion, studies reporting an intent-to-treat analysis or
with statistically significant strong levels of associa-
tion (>80% reduction) received 0.5-1.0 grade increase.
Any study with a final grade of very low was excluded
on the basis of inadequate study quality.

For any outcome with more than one study we
conducted a meta-analysis and reported the
Mantel-Haenszel pooled relative risk and correspond-
ing 95% confidence interval (CI) or the DerSimonian—
Laird pooled relative risk and corresponding 95% CI
where there was unexplained heterogeneity such
as major differences in study design.'* All analyses
were conducted wusing STATA 9.0 statistical
software.”®
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We summarized the evidence based on outcome by
including assessment of the study quality and quan-
titative measures according to standard guidelines'?
for each outcome. For the outcome of interest,
namely the effect of zinc for the treatment of diar-
rhoea on the reduction of diarrhoea mortality, we
applied the CHERG Rules for Evidence Review'? to
the collective diarrhoea morbidity and mortality out-
comes to generate a final estimate for reduction in
diarrhoea mortality and pneumonia mortality.

Results

We identified 251 titles from searches conducted in all
databases (Figure 1). After initial screening of titles
and abstracts we reviewed 35 papers for the identified
outcome measures of interest and included 13 papers
in the final database. To estimate the effect of zinc for
diarrhoea treatment on diarrhoea mortality, we found
four studies which reported data on all-cause mortal-
ity,*>*!*? one study which reported diarrhoea-specific
mortality rates,” two studies which reported diarrhoea
hospitalization rates>® and seven studies which
reported data on prolonged diarrhoea (>7 days)*>*’
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(Supplementary Table 1). To estimate the effect of
zinc for diarrhoea treatment on diarrhoea incidence,
we found three studies which reported data on diar-
rhoea incidence.”*?" To estimate the effect of zinc for
diarrhoea treatment on pneumonia morbidity and
mortality in the months following treatment, we
found one study which reported data on pneumonia
mortality,” two studies which reported data on pneu-
monia hospitalizations”® and three studies which
reported data on pneumonia point prevalence.>®?!
All abstracted studies were either blinded, randomized
controlled treatment trials or cluster-randomized
intervention trials. There were very few limitations
based on study design and execution; one study
included infants 1-5 months of age,?'?’ one study
had <6 clusters per study arm® and several studies
included daily zinc doses less than the WHO recom-
mendation for children >6 months.>***2%%°

In Table 1 we report the quality assessment of stu-
dies by outcome, as well as results from correspond-
ing meta-analyses. Of the four outcomes related to
diarrhoea mortality, the effect size ranged from 23%
(Figure 2) for diarrhoea hospitalizations to 66% for
diarrhoea mortality.” We applied the CHERG Rules
for Evidence Review to these four outcomes.

251 Papers identified

Titles and abstracts screened |

\

35 Papers reviewed for eligibility

I

apers screened for relavent outcome measuresl

Y

A

13 papers identifi

ed for abstraction

Papers ahstracted }

Y

Y / \ Y

Y / Y Y

All Cause Diarrhea Pneumaonia Diarrhea
Mortality Mortality Martality Hospitalizations
(n=4) (n=1) (n=1) (n=2)

Preumonia Prolonged Diarrhea Preumonia
Hospitalizations Diarrhea Incidence Incidence
(n=2) (n=7) (n=3) (n=3)

Figure 1 Synthesis of study identification in review of the effects of zinc for the treatment of diarrhoea on all-cause
mortality, diarrhoea mortality, diarrhoea hospitalization and prolonged diarrhoea. (Final number of papers reported by
outcome; thus one paper may be counted for more than one outcome).

210T L AN uo 1son3 Aq /310" spewmnolpIoyxooft//:dyy woiy pepeorumoc


http://ije.oxfordjournals.org/

INTERNATIONAL JOURNAL OF EPIDEMIOLOGY

166

Downloaded from http://ije.oxfordjournals.org/ by guest on May 7, 2012

"SIsA[eue-e1owW 1090 wopuel Yy pajood T 3 d,
“a¥ pajood HIWg

'$1[Nsax Apnjys woxy parendfed Adax(,

“NSLI 9ADR[AI MY [PLI} PI[[O1IU0D pIzZIwopuel ‘L)Y

(0'1-) yuedyTUSTS
Areonsiels jou Arpoudq
MOUS SIpPNIS € JO ¢ ‘SIsA[eue

S(%ES “ST—) %eT 99 ¥4 98L1 (¢'0—) e1sy Apsow -e1W Woly AIPUIS0I919H SUON  LDW/ILO¥D croct
Ayrpenb dygoads owodIno moy/Rlerdpowt oudpiad [TV
(0'1—) JuedyIusIs
A[reonisnels jou rjouaq
MOUS SIAIpNIS ylog :SIsAeue
S(%T8 ‘6€—) %0S 0¢8 8Th (¢'0—) e1sy Apsow -e1oW Woij ANPUIZ0II9H SUON LOWD e
Ayrenb o1j109ds 9WO2INO MOT/91RIIPOW :SUONDZLVIIASOY DIUOWNIUL
(¢0-)
o(%LL '60T—) %8T 0T L (¢0—) Apmis [ Ajuo  Juedyrudis A[ednsnels 10N QUON LW
Arenb >1yads dwodINO dleIdpOW [ (SYjvap viuouinaud) A1vioW
(¢'0—) 1youaq moys
SAIpNIs ¢ Jo 7 ‘sisAfeue
%Ly T—) %61 6689 192¢ (¢'0—) e1sy Apsow -e1oW woij ANPUIZ0I919H SUON  LOW/ID¥D croe€
Ayrrenb o1y10ads oWI0dINO ANRIIPOW [ (SY9oM 7—]) 2ouajvAaid vaoyLiviq
(¢0-)
(¢'0—) (¢°'0—) 1MJouUq MOYS UONEPUIWITOII
suonendod pazifend SAIpNIS L JO ¢ ISisAfeue OHM > 9sop
5(%6% ‘6—) %ST ey 9b¢ -ads pey sarpnis g -e]owW woiy AJPUdZ0IIH  pIpnpul £ jO ¥ 1Y crczl
Arenb >1y1ads aWO2INO MOJ/21eIdPOW :(SAvp /<) UOLVINY DIOYLIDLT
(¢'0—) S90O pue 1joudq ZuImoys
Q%1€ “ST) %eT $8L €8¢ ourz djeredss jouue) (S'0—) BISY [[V  SIIpNis [Joq pue Jud)sIsuo) QUON LO¥D 0cC
Apenb >yads-owodIN0 IRIPOW :SU01ID21IDIIAS0Y VIYLIVIT
(¢'0—) S¥O pue Jjouaq SUIMOYS
a(%89 ‘1) %9% 6¥ 144 ourz sreredss jouue)  (¢0—) BISY AISOW  SIIpNIS  [[B PUB IUIISISUOD SUON 1o¥ or'crcyV
Ayrenb d1yads-owodIN0 MOJ :(asnvd Jiv) A11jVIION
(¢'0—) $9O pue (¢0-)
(%96 LE—) %99 6 ¢ ourz deredas jouued (¢'0—) Apnis [ AluQ  Juedyrusis A[ednsnels 10N SUON LW (I
Arenb >1J159ds-oWI00IN0 MO[/IRIIPOW ! (SYjpap vIoYLIDIY) AI1]VIIOW
(ID %S6) Y [01IUO0D  UONUIAINU] 159191Ul 1sa191Ul AOUISISUOD SUOIIeIIWI] UusIsdd  (.oy) SIIPMIS
JO UONUIAIIUL Jo uonendod Jo _quInN
01 AIqezieouan 01 Al[IqeZI[eloUdD
SJUAD SSoUIDAI
Jo _qUNN

sSurpury jo Arewrwung

judussasse Ajend

BOYLIPIP JO JUIUIILII} dY] I0J DUIZ JO S[PLI) JO JUDWISSAsSe Aend [ d[qelL


http://ije.oxfordjournals.org/

Baqui et al, 2002 _L_

Bhandari et al, 2008 —T—

Pooled .

0 025 05 0.75 1 125 15 175 2
Relative Risk (95% Confidence Interval)

Figure 2 Forest plot for the effect of zinc for the treatment

of diarrhoea on diarrhoea hospitalizations.

Possible Outcome
Measures

Application of
Standard Rules

Diarrhea Mortality (n=1; 12 events)
Zn reduces mortality by 66% (95% Cl: -37-96%)

Rule 1: Do not apply
< 50 events

All cause mortality (n=4; 61 events)
Zn reduces mortality by 46% (12-68%)

Diarrhea Hospitalizations (n=2; 1367 events)
Zn reduces diarrhea hospitalizations Rule 3: APPLY

by 23% (15-31%)

Rule 2: Do not apply
> 50 events but low quality

D —

Prolonged Diarrhea (n=7; 768 events)
Zn reduces prolonged diarrhea by 25% (-9-51%)

High evidence of morbidity reduction and low evidence
for mortality reduction: Highly plausible

Figure 3 Application of standardized rules for choice of
final outcome to estimate effect of zinc on the reduction
of diarrhoea mortality.

Because diarrhoea mortality data were limited (fewer
than 50 deaths) we used a severe morbidity outcome
to estimate the effect on mortality. The two large
cRCTs reported a 23% difference in hospitalization
rates for >300 hospitalizations (Figure 3).

There are two large-scale studies among children of
all ages and one smaller study among infants 1-5
months of age which demonstrated that zinc given
as a treatment for diarrhoea may decrease diarrhoea
prevalence by 19% and the prevalence of severe acute
lower respiratory infection (ALRI)/pneumonia epi-
sodes in the months following supplementation by
23%.>%?! In addition, the two large-scale effectiveness
studies found that the introduction of zinc led to a
decrease of pneumonia hospitalizations by 50%.
However, these estimates are not statistically signifi-
cant and thus, at this point in time, it is not possible
to conclude that there is an evidence of benefit.

Conclusions

Diarrhoea remains the second leading cause of death
among children under 5 in the developing world.>® In
our systematic review, 11 of the 13 studies we identi-
fied reported results suggesting a benefit of zinc on
severe diarrhoea morbidity and mortality outcomes.

ZINC FOR THE TREATMENT OF DIARRHOEA 67

Applying the CHERG Rules for Evidence Review to
reviewed studies and assessment of multiple morbid-
ity and mortality outcomes, we estimate that zinc for
the treatment of diarrhoea will reduce diarrhoea mor-
tality by 23%. With >1000 hospitalizations, there is
less uncertainty in the effect of zinc on this outcome
as compared to the mortality outcomes. In addition,
the effect size associated with diarrhoea hospitaliza-
tions (23% reduction) is more conservative than the
observed reduction in all-cause or cause-specific mor-
tality and prolonged diarrhoea as observed in similar
studies.”® Because all estimates are consistent, this
increases confidence that 23% is a realistic estimate
for a reduction in mortality that we would expect to
observe when scaling up zinc for the treatment of
diarrhoea.

Because this estimate was not derived solely from
mortality data, it has some limitations. The two large
cRCTs,>® which contributed the hospitalization data
were effectiveness studies; therefore, coverage was
not 100%. Although coverage did reach relatively
high levels (>80% in Bangladesh within 7 months),
there were no adjustments made to the results to
account for the <100% coverage rates which would
make the effect estimates conservative. However, it
could also be argued that these were still in fact stu-
dies and thus countries rolling out programmes in
larger communities may not achieve the same effect
because of poorer compliance, insufficient training of
health-care providers or other implementation
obstacles.

One additional limitation is the inability to comple-
tely separate the effect of zinc from the effect of ORS
in the large-scale effectiveness trials. In these studies
the introduction of zinc also increased ORS-use rates
in the intervention communities. Although program-
matically ideal, it is not possible to separate the effect
of zinc from the effect of ORS on diarrhoea hospital-
ization and mortality. However, in the six studies we
reviewed, zinc decreased prolonged diarrhoea by 33%.
This estimate is generated from blinded trials where
ORS use was constant in the zinc and control groups
and thus the zinc effect more accurately represents
the added benefit of zinc supplementation. For these
reasons the 23% reduction would not appear to over-
estimate the effect of zinc on diarrhoea mortality.

In addition to the effect on the duration and severity
of the treated episode, zinc has been shown to
decrease diarrhoea prevalence in both 24-h and
2-week recall surveys. Although in our review we
found a 19% reduction in diarrhoea prevalence fol-
lowing the treated episode, the large-scale studies
from which the weight of this pooled estimate is
derived did not conduct prevalence surveys solely
among children receiving zinc vs those not receiving
zinc. This effect would logically be greater than
that measured simply in all children residing in com-
munities where zinc was available. Thus, the 19%
reduction could be a conservative estimate of the

210T L AN uo 1son3 Aq /310 spewmnolpIoyxo-oft//:dyy woiy pepeorumoc


http://ije.oxfordjournals.org/

168 INTERNATIONAL JOURNAL OF EPIDEMIOLOGY

preventive benefits on diarrhoea prevalence. Some
studies have found that when used as a diarrhoea
treatment, zinc also has a preventive effect on
future pneumonia morbidity and mortality but these
effects are not statistically significant; therefore,
definitive conclusions with regard to an effect size
cannot be made at this time.

Zinc supplementation has been proven to decrease
diarrhoea morbidity and mortality and is currently
recommended as an adjunct treatment for all diar-
rhoea episodes.! The methods by which we derived
a specific effect on diarrhoea mortality are novel,
involve multiple outcomes and are inherently based
on limitations in available data. Some will challenge
the notion that providing an estimate for an effect on
mortality based on anything but RCTs with mortality
as an outcome should not be done. However, because
of the strength of the evidence supporting zinc for
diarrhoea treatment, RCTs are no longer ethical;
thus the ideal data will likely not be available.

The methods and results we propose in this article
are transparent and provide a conservative and com-
parable estimated effect size of zinc for the treatment
of diarrhoea on diarrhoea mortality. Zinc for the treat-
ment of diarrhoea is an important child-survival

intervention and, in combination with ORS, is key
for a reduction in overall child mortality.

Supplementary data

Supplementary data are available at IJE online.
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KEY MESSAGES

supplementation.

e The evidence supporting zinc for the treatment of diarrhoea includes 12 high-quality randomized
efficacy and effectiveness trials with demonstrated reductions in severe morbidity and mortality.

e Zinc for the treatment of diarrhoea reduces diarrhoea mortality by 23%.

e When given as diarrhoea treatment, zinc supplementation not only decreases the severity of the
initial episode, but may prevent future diarrhoeal episodes in the 2-3 months following
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