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. Background Childhood diarrhea deaths have declined

more than 80% from 1980 to 2015, in spite of an increase
in the number of children in low- and middle-income coun-
tries (LMIC). Possible drivers of this remarkable accom-
plishment can guide the further reduction of the half million
annual child deaths from diarrhea that still occur.

Methods We used the Lives Saved Tool, which models ef-
fects on mortality due to changes in coverage of preventive
or therapeutic interventions or risk factors, for 50 LMIC
to determine the proximal drivers of the diarrhea mortal-
ity reduction.

Results Diarrhea treatment (oral rehydration solution
[ORS], zinc, antibiotics for dysentery and management of
persistent diarrhea) and use of rotavirus vaccine accounted
for 49.7% of the diarrhea mortality reduction from 1980
to 2015. Improvements in nutrition (stunting, wasting,
breastfeeding practices, vitamin A) accounted for 38.8%
and improvements in water, sanitation and handwashing
for 11.5%. The contribution of ORS was greater from 1980
to 2000 (58.0% of the reduction) than from 2000 to 2015
(30.7%); coverage of ORS increased from zero in 1980 to
29.5% in 2000 and more slowly to 44.1% by 2015. To
eliminate the remaining childhood diarrhea deaths globally,
all these interventions will be needed. Scaling up diarrhea
treatment and rotavirus vaccine, to 90% coverage could re-
duce global child diarrhea mortality by 74.1% from 2015
levels by 2030. Adding improved nutrition could increase
that to 89.1%. Finally, adding increased use of improved
water sources, sanitation and handwashing could result in
a 92.8% reduction from the 2015 level.

Conclusions Employing the interventions that have result-
ed in such a large reduction in diarrhea mortality in the last
35 years can virtually eliminate remaining childhood diar-
rhea deaths by 2030.
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Child mortality gradually declines as countries improve their social, environmental and economic condi-
tions [1]. Since the 1980s there has been a focus on accelerating that decline by implementing interven-
tions to address the major causes of child death [2]. A global commitment to reduce child mortality by
2015 was made in the Millennium Development Goals (MDG) [3] and has been renewed in the Sustain-
able Development Goals (SDG) to be achieved by 2030 [4]. The latter has a target for all countries of an
under-five mortality rate of no more than 25 per 1000 live births. For childhood diarrhea a target of fewer
than 1 death per 1000 live births (compared to 6 per 1000 live births in 2015) has been the aspiration [5].

Diarrhea was recognized in the 1970s to be a major cause of child death in low- and middle-income
countries (LMIC) [6]. This recognition and the demonstration that an oral rehydration solution (ORS)
could prevent mortality through treatment of dehydrating diarrhea [7] led the World Health Organization
(WHO) to launch a Programme for Control of Diarrhoeal Diseases in 1978 [8]. Subsequent changes in
the leadership and approaches for control of childhood diarrhea at the global level are described in Box
1. In parallel, efforts to improve child nutrition and enhance water supply and sanitation have continued
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with varying levels of intensity.

Even with the progress on child survival there were still more than five million deaths in children less than
five years of age, including a half million diarrhea deaths in 2015 [25]. We sought to review the progress
with diarrheal disease control efforts along with other influences on diarrhea mortality to determine what

Box 1. Diarrheal diseases control programs

Understanding the leadership and governance history of diarrheal diseases control programs and the reasons
behind major program decisions is essential to determine future priorities. The WHO Programme for Control
of Diarrheal Diseases (CDD) was launched in 1978, with an objective to reduce diarrhea-associated morbid-
ity and mortality among infants and young children in LMIC [3]. CDD developed [9] a simple approach for
the assessment and treatment of diarrheal disease and dehydration that underlines the guidelines used today.
This case management approach included the use of ORS [10] and continued feeding, including breastfeed-
ing, during diarrhea, [11] and limited the use of antibiotics to only cases of bloody diarrhea [12]. Continued
feeding was a paradigm shift away from the practice of withholding foods during diarrhea and was shown to
reduce malnutrition and mortality in infants and children. Additionally, CDD research helped improve ORS
[13] and increase its stability, acceptability and efficacy [14,15]. In the late 1980s, with a reduction in hospital-
izations and hospital mortality due to diarrhea clearly established, the CDD Program strengthened its activities
on the management of diarrhea at home. In 1989, CDD identified a diarrhea syndrome termed persistent di-
arrhea, characterized as an episode of diarrhea continuing without interruption for 14 days or more [16]. This
syndrome is associated with malnutrition and a higher case fatality than acute diarrhea [17]. Research led to the
development of a treatment algorithm for this syndrome [18]. In 2004, WHO and UNICEF recommended zinc
supplementation during diarrhea based on studies showing that zinc shortened the duration of acute diarrhea
[19] and prevented subsequent episodes in the 2 to 3 months following its use [20].

The CDD Program emphasized clinical training for health workers and training in program planning, manage-
ment, and evaluation for senior and mid-level program managers. After operating as a stand-alone program for
more than 10 years, the Program was combined with the Acute Respiratory Infection Control Program in 1990.
In 1997 this combined program was expanded with the launch by WHO and UNICEF of the Integrated Man-
agement of Childhood Illness (IMCI) approach to address more comprehensively the main causes of under-five
mortality: diarrhea, pneumonia, malaria, measles, and malnutrition. IMCI focused on improving 1) health
worker skills; 2) health systems; and 3) family and community practices. WHO took responsibility for the first
two components and UNICEF for the third component, which later expanded to include integrated commu-
nity case management of diarrhea, pneumonia and malaria by trained community health workers. While this
approach had some operational advantages, the types of support to countries provided by the CDD program
which were responsible for much of its success, including managerial training, external program reviews, and
national surveys of ORS access and use, were curtailed.

Still being implemented today, IMCI has undergone a number of evaluations and reviews [21-24]. A multi-coun-
try evaluation of IMCI in the 1990s found that countries struggled to scale up IMCI with sufficient quality and
that most governments failed to provide IMCI a designated budget as they considered it a clinical strategy rather
than an operational program [21]. A WHO 2016 review of IMCI identified several important deficiencies that
limited the potential impact of the approach. These included: fragmented global strategies, lack of evidence on
effectiveness of all components, poor integration of delivery strategies into policy and programming; and lack
of accountability by WHO and UNICEEF for IMCI globally and in countries. Some felt that IMCI’s focus on spe-
cific diseases and on facilities had detracted from a holistic view of child health. Nevertheless, IMCI ushered in
a transformation in how the global public health community prioritized child health services.
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were the possible drivers of the decline in diarrhea mortality from 1980 to 2015. Understanding these
drivers may be useful to achieve the goal of ending preventable childhood diarrhea deaths by 2030 [5].

METHODS

Mortality rates and numbers of deaths for 1990-2015 for children under five years of age and for the neo-
natal period were obtained from UN Interagency Group on Mortality Estimation (IGME) [26]. Under-five
deaths and under-five mortality rates (USMR) were based on data by five-years intervals available from
the UN Population Division for 1960-1990 and interpolated assuming constant rate of change for years in
between [27]. All-cause mortality proportions for neonates and children aged 1-59 months for the 1960-
1989 were estimated using the neonatal/under-five ratio back extrapolated based on the within-country
trend of USMR from IGME data 1990-2015.
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Global and national mortality from diarrhea in children under five years of age was estimated along with
other causes by the World Health Organization for 2000-2015 [25]. Data from vital registration were
used directly when available, otherwise vital registration and verbal autopsy data were utilized in multi-
nomial logistic regression models to determine the distribution of the causes of death. For estimates of
the number of deaths and rate of mortality due to diarrhea for years prior to 2000 cause-specific diarrhea
fractions from vital registration and verbal autopsy data were used as input data to train a single-cause
quadratic models with USMR, source of input (verbal autopsy vs vital registration) and region as covari-
ates. Models were fitted for neonatal and 1-59 month-olds’ deaths separately. The proportions of deaths in
neonates and in 1-59 month-olds due to diarrhea were multiplied by the numbers of total deaths within
each age group to derive the number of diarrhea deaths. For estimates of the causes of death other than
diarrhea for 1980, the 2000-2015 country-level cause-specific death fractions were used as input data to
train the multi-cause model with USMR, endemic malaria and region as covariates, with models fitted for
neonatal and 1-59 month-olds’ deaths separately. We used diarrhea fraction as estimated above and used
AIDS deaths estimates from UNAIDS [28] assuming all to be after the neonatal period, and normalized
the fraction for the rest of causes so they would add up to one. We calculated diarrhea-specific mortality
rates (DSMR, diarrhea deaths per 1000 live births) for children under five years of age using the number
of births from the UN Population Division [27].

The Lives Saved Tool (LiST) was used to estimate the possible drivers of the reduction in childhood diar-
rhea mortality from 1980 to 2015 [29]. The general approach used in LiST is that interventions have an
estimated efficacy in reducing cause-specific mortality or levels of risk factors. As intervention coverage
increases cause-specific mortality will decrease based on the magnitude of changes and the efficacy of the
interventions. For risk factors, such as stunting or wasting, their relative risk or odds ratio for cause-spe-
cific mortality are included and as their prevalence decreases, mortality decreases. LiST models the effects
of changes in preventive interventions and in risk factors first and therapeutic interventions act on the
residual diarrheal cases that are not prevented.

In LiST, the causal pathways between interventions, risk factors (including behaviors) and diarrhea mor-
tality are complex (Figure S1 and Figure S2 in Online Supplementary Document). Some interventions
are specifically targeted to diarrhea including treatment of diarrhea or prevention due to rotavirus vac-
cine, while others have more indirect effects via nutritional status and interventions that prevent diarrhea
or reduce the risk of fatality. The various linkages in LiST related to diarrhea mortality as well as the effi-
cacy and risk values used in the model are published [29] or on the LiST website (www.livessavedtool.
org). We assessed the impact of interventions individually and grouped as 1) direct diarrhea interventions
(treatment with ORS, treatment with zinc, antibiotics for dysentery, treatment of persistent diarrhea, ro-
tavirus vaccine), 2) nutrition risk factors and interventions (stunting, wasting, early initiation of breast-
feeding, breastfeeding practices and vitamin A supplementation) and 3) water, sanitation, and hygiene
interventions (WASH) (improved sanitation and water source together and handwashing). We used LiST
to estimate which interventions or risk factors were responsible for the reduction in DSMR. We did this
comparing 2015 to 1980, as well as for two sub-periods, comparing 2000 to 1980 and 2015 to 2000.

Data on coverage of interventions and prevalence of risk factors and behaviors, as well as mortality rates
and causes, were available for 50 LMIC. Data sources are described in Table S1 in Online Supplemen-
tary Document and the values for 1980, 2000, and 2015 for the 50 countries in Table S2 in Online
Supplementary Document. Together these 50 countries accounted for an estimated 9 040363 deaths in
children under five in 1980, representing 65% of all child deaths that year (13 928 041) [30]. By 2015,
these countries accounted for an estimated 78% of global child deaths (4612919 of 5944 556) [26].
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In addition to the retrospective analyses, the potential impact of scaling up different packages of interven-
tions to universal coverage (90%) by 2030 was explored in three different scenarios (Table S3 in Online
Supplementary Document).

Scenario 1: Direct diarrhea interventions
Scenario 2: Direct diarrhea interventions and nutrition

Scenario 3: Direct diarrhea interventions, nutrition and WASH

National-level projections in LiST started using data from 2015 and interventions were scaled up linear-
ly to 90% by 2030. For scenarios two and three, the impact of meeting World Health Assembly targets
for reductions in number of children stunted (40% reduction in number of children stunted) and preva-
lence of wasting (<5% prevalence of wasting) were used. Because LiST cannot model targets of numbers
of children stunted, the target of 50% reduction in prevalence of stunting was used as an approximation,
accounting for anticipated population growth and a corresponding likely increase in the number of chil-
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dren stunted without additional intervention.

RESULTS

Trends in child mortality due to diarrheal disease

There was a large decline in the numbers of all-cause and diarrhea deaths in children under five years

of age from 1980-2015 (Figure 1). In 1980 it is estimated that there were 2.7 million (95% Uncertain-

ty Interval (UD) (2.2-3.1 million) under-five deaths from

28 diarrhea, accounting for 18.2% of all under-five deaths
and 26.1% of deaths in the 1-59 month-olds. In 2015 the
number of diarrhea deaths was estimated to be 0.5 million
(UI=0.4-0.7 million) and the fraction of all deaths due to
10 diarrhea was reduced to 9.1% among under-five year olds
and 15.99% among 1-59-month olds. This decline in the

\ number of diarrhea deaths occurred in a period when the
0

1960 1970 1980 1990 2000 2010 2020 number of children in the world increased by 27.2% [31].

Year

Deaths (millions )

The numbers of diarrhea deaths had been very high in
some South Asia (SA) and sub-Saharan Africa (SSA) coun-
tries albeit reduced in the 35-year period (Table S4 in On-
line Supplementary Document). Together, SA and SSA
accounted for 71.8% of diarrhea deaths in 1980 increas-
ing to 90.6% in 2015. The relative contribution of SA vs SSA to global mortality also changed during this
period. Among the top ten countries with the highest number of diarrhea deaths, three were from SA and
two were from SSA in 1980 (Table S4 in Online Supplementary Document). In contrast, in 2015, three
SA countries were among top ten, and the other seven countries were in SSA.

——Under-5 Death ——Diarrhea Deaths

Figure 1. Global number of all-cause deaths and diarrhea deaths
among children under-five, 1960-2010.

The diarrhea-specific mortality rate also shows a large decline, being 21.3 and 5.7 diarrhea deaths per
1000 live births in 1980 and 2015, respectively (Figure S3 in Online Supplementary Document). The
diarrhea mortality rates varied by country in 1980 and 2015 with the highest rates in SA and SSA (Fig-
ure 2, Panels A and B).

Drivers of diarrhea mortality reduction in LMIC 1980-2015

We compared the estimated change in DSMR from LiST to the national estimates of diarrhea mortality
decline described above for the 50 countries. LiST estimated a 55.5% reduction in DSMR compared to a
79.9% actual reduction in mortality, apparently underestimating the overall decline by one third (Table
S5 in Online Supplementary Document) [25].

The largest percentage of the DSMR reduction for a single factor comparing 2015 to 1980 was attributed
to use of ORS (36.2%) (Table 1). Overall, the five direct diarrhea interventions accounted for 49.7% of
the reduction. Nutrition factors accounted for 38.8% of the reduction, predominantly due to reduction
in stunting and vitamin A supplementation. WASH interventions accounted for 11.5%. The attribution
of ORS for mortality reduction was higher (58.0%) for 1980 to 2000 than for 2000 to 2015 (30.7%).
The latter time period had a higher attribution of mortality reduction to decreased stunting (5.5% vs
15.9%). It also had attributions to treatment for persistent diarrhea (12.6%), rotavirus vaccine (5.49%)
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and zinc for diarrhea treatment (4.9%), as
these were introduced during this period.
Overall, direct diarrhea interventions had
a larger attribution in the first time period;
attribution to nutrition and WASH inter-
ventions was somewhat greater in the sec-
ond period (Figure 3).
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five direct interventions could result in a
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Online Supplementary Document). Of
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Figure 2. Geographic distribution of diarrhea deaths and mortality. Panel A. tavirus vaccine (12.0%) and antibiotics for
Geographic distribution of diarrhea deaths and mortality in 1980. Panel B. dysentery (7.3%) all contributed (Table S7
Geographic distribution of diarrhea deaths and mortality in 2015. in Online Supplementary Document).
Fifteen countries, in which the DSMR was

oo relatively low in 2015, would be able to
oo reduce their DSMR to <1 diarrhea deaths
. per 1000 live births in this scenario (Table

S8 and Figure S4 in Online Supplemen-
tary Document).
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Scenario 2: If improved nutrition is in-

cluded in addition to achieving universal
coverage of direct diarrhea interventions,
the DSMR for these countries could be re-
duced by an estimated 89.1% (Table S6
[ | - - in Online Supplementary Document).

2000 Compared to 1980 2015 Compared o 2000 2015 Compared 1o 180 In this scenario, the reduction is attrib-

CompRer e e Eessine e utable primarily to increases in ORS use
(22.8%), reduction in stunting prevalence
(21.6%), improved breastfeeding practic-
es (17.3%) and reduced wasting (10.1%)
(Table S7 in Online Supplementary Document). The attribution to the diarrhea treatment interventions
is substantially reduced in this scenario because the preventive interventions are included first in LiST
and the treatment interventions act on the residual cases. Meeting these additional targets is estimated to
reduce the DSMR of an additional 22 countries to <1 diarrhea death per 1000 live births (Table S8 and
Figure S4 in Online Supplementary Document).

&
g
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W Direct Diarrhea Interventions Nutrition Interventions B'WASH Interventions.

Figure 3. Attribution of mortality reduction to intervention types.

Scenario 3: If 90% coverage of WASH interventions is also achieved, diarrhea mortality could be reduced
by 92.8% (Table S6 in Online Supplementary Document) and to less than 1 diarrhea death per 1000
live births in all of the countries included in this analysis, except for Angola and Sierra Leone (Table S8
and Figure S4 in Online Supplementary Document). In this scenario changes in stunting prevalence
(17.1%), handwashing with soap (15.7%), followed by ORS coverage (14.4%) and changes in breast-
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= f,: Tahle 1. Changes in coverage of interventions or prevalence of risk factors and attribution of diarrhea deaths reduced 1980 to 2015
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E @) InTervenTion/Risk FACTOR Coverace/PrevaLence wnu:;rzn SYNATIONACEIVE ATTRIBUTION OF CHANGE IN DIARRHEA DEATHS (%)

s = BIRTHS (%)

@) 2000 2015 2015

© § 1980 2000 2015 compared to 1980 compared to 2000 compared to 1980

; E Oral rehydration solution* 0.0 29.5 44.1 58.0 30.7 36.2

= eé Global stunting (<-2 SD) ratet 57.3 48.7 36.5 55 159 19.5

% a Vitamin A supplementation 0 26.1 68.5 9.5 17.9 16.0

= Q Persistent diarrhea treatment* 0.0 0.0 33.0 0.0 12.6 6.6

T O

O O Improved sanitation +improved water source¥ 27.4 30.1 41.6 2.9 8.7 6.5

= p p

§ % Handwashing with soap¥ 8.6 13.9 18.3 5.5 32 5.0

& % Age appropriate breastfeeding§,t 358 37.2 40.6 9.2 0.0 3.1

ez O Zinc for diarrhea treatment* 0.0 2.4 12.0 1.2 4.9 2.9
Rotavirus vaccine™® 0.0 0.0 255 0.0 5.4 2.7
Antibiotics for dysentery* 12.3 18.7 21.1 2.3 0.5 1.3
Early initiation of breastfeedingt 26.0 37.5 58.0 0.2 0.1 0.2
Global wasting (<-2 SD) ratelt 15.0 12.9 133 5.8 0.0 0.0

*Direct diarrhea interventions.

TNutrition interventions.

FWater, sanitation and hygiene interventions.

§Exclusive breastfeeding 1-5 months (for prevalence of other breastfeeding practices see Table S2 in Online Supplementary Document). While prev-
alence of exclusive breastfeeding in this age group increased, the percentage of children not breastfed in all age groups increased between the years
1980 and 2015.

[While prevalence of moderate +severe wasting (<-2DS) decreased over the time period, the prevalence of severe wasting (<-3SD) increased (Table S2
in Online Supplementary Document).

feeding practices (13.5%) and improved sanitation and water source (13.1%) are the predominant driv-
ers (Table S7 in Online Supplementary Document).

DISCUSSION

Childhood diarrhea mortality has declined substantially since 1980. Our estimates of the number of deaths
due to diarrhea among children under-five compare favorably with previous reviews. Snyder and Merson
[6] reported in 1982 an estimate of 4.6 million diarrhea deaths. The average year of data collection for the
publications included in their analysis was 1967. From our trend of diarrhea deaths, we estimate that in
1967 there were 3.9 million (Interquartile Range (IQR) =3.6-4.2) diarrhea deaths, representing 20.6% of
under-five deaths. Bern et al. estimated that there were 3.3 (IQR=1.5-5.1) million diarrhea deaths based
on studies with an average data collection year of 1980 [32]. Our estimate of 2.7 million (IQR=2.5-2.8)
diarrhea deaths in 1980 was lower, but the IQR of Bern and our analysis overlap. Kosek et al reported that
there were 2.5 million (IQR=2.1-4.7) under-five diarrhea deaths globally based on studies with an average
data collection year of 1990 [33]. Our estimate of 2.0 million (IQR=1.9-2.1) in 1990 and this estimate
also have overlapping IQR. Our estimate of child diarrhea deaths for 2015 of 526 000 (95% CI=418000-
691 000) is slightly higher than the 485 800 estimate by the Global Burden of Diseases (GBD) [25,34].

Our results confirm that improving access to and use of ORS for dehydrating diarrhea had a very sub-
stantial effect on reducing diarrheal mortality, especially from 1980 to 2000 when WHO, UNICEF and
bilateral donors supported national diarrheal disease control programs. In the MDG era since 2000, inte-
grated health facility approaches to management of child illness have not resulted in large improvements
in diarrhea treatment, with currently only two in five episodes receiving ORS [35]. Programs to provide
community-based treatment of diarrhea and other life-threatening diseases where implemented have re-
sulted in greater access and coverage [36]. In spite of the proven benefits and a global recommendation
made in 2004 by WHO and UNICEF, coverage with therapeutic zinc remains very low except in a few
countries [37]. Rotavirus vaccine implementation has accelerated in recent years and coverage is high in
countries that have received support from GAVI, but the benefit is constrained by the relatively low effi-
cacy in LMIC with high child mortality [38].

Reductions in stunting and micronutrient deficiencies of children that have occurred in this 35-year pe-
riod are undoubtedly related to socioeconomic changes [39]. Global poverty was estimated to be 41.9%
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in 1981 and 10.7% in 2013 and education, especially for girls, has increased substantially [40]. In addi-
tion, vitamin A supplementation has reduced child mortality and the current high coverage needs to be
sustained in remaining high mortality settings [41]. In our analysis WASH improvements had less effect
on diarrhea mortality than diarrhea treatment or reduction in nutritional risk factors in spite of large in-
vestments in improved water sources and sanitation for several decades. This may reflect limitations of
the level of currently provided infrastructure and difficulties in changing behaviors.

A recent GBD publication on diarrhea included a decomposition analysis of the effect of 10 “risk fac-
tors” on childhood diarrhea mortality between 2000 and 2016 [34]. The factor with the largest attribu-
tion (11.8%) was childhood wasting followed by changes in sanitation (about 10%); improved sanitation
and water source together was about 15%. In our LiST analysis from 2000 to 2015 none of the change
in diarrhea mortality was attributed to wasting; in the 50 countries we analyzed the prevalence of mod-
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erate wasting declined slightly, but severe wasting increased. In our analysis, improved sanitation and

water source were considered together because the best evidence for the effect on diarrhea came from
recent trials that implemented both concurrently; we found a 6.5% attribution for the reduction of diar-
rhea deaths. The results of WASH intervention trials that we used had less effect than would be assumed
from risk factor analyses which are based on observational data [42]. It is possible that confounding in
observational studies may result in overestimation of the relationship of WASH characteristics to risk of
diarrhea mortality. That childhood diarrhea incidence in LMIC in recent decades has not declined sub-
stantially [33,43] is consistent with findings of limited effects of WASH. The GBD analysis for 2000-2016
found a much lower attribution for ORS (about 7%) than in our analysis (31%). Although our attribution
in 2000-2015 was less than in 1980-2000 there was an increase in ORS coverage in the 50 countries in
the later period (29.5% to 44.1%), resulting in a substantial effect on mortality. It is not clear from the
limited methods provided by GBD how to explain this difference, but since both analyses use the same
source for the effectiveness of ORS [14] it must relate to either ORS coverage data or analytical methods.

Our analyses of the drivers of the decline in childhood diarrhea mortality were for 50 LMIC that had 65%
of diarrhea deaths in 1980 and 78% in 2015 based on availability of data needed for the LiST analysis.
We were able to attribute two thirds of the decline in childhood diarrhea mortality to changes in specific
interventions or risk factors. Because we based the endpoint for changes in the drivers on the latest na-
tionally representative survey data, we likely underestimated the attribution for countries when the survey
was up five years before 2015. Limitations regarding data on intervention coverage decrease the certainty
of the attributions and other possible drivers could not be included because of lack of data.

Existing proven interventions targeting vulnerable children are sufficient to achieve the goal of near elim-
ination of child diarrhea deaths. The direct preventive and therapeutic interventions for diarrhea could
achieve three-quarters of that goal [44,45] with most of that coming from higher coverage with ORS.
Improvements in nutrition and WASH would contribute to further in diarrhea mortality and have other
health and economic benefits. At global and national levels, successful implementation of these interven-
tions is going to require effective and equitable coverage of interventions.
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