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ARTICLE INFO ABSTRACT

Article history: Background: Sanitation aims to sequester human feces and prevent exposure to fecal pathogens. More
Received 9 March 2017 than 2.4 billion people worldwide lack access to improved sanitation facilities and almost one billion
Received in revised form 16 May 2017 practice open defecation. We undertook systematic reviews and meta-analyses to compile the most
Accepted 18 May 2017 recent evidence on the impact of sanitation on diarrhea, soil-transmitted helminth (STH) infections,
trachoma, schistosomiasis, and nutritional status assessed using anthropometry.

g:i’l :"t’:trl‘isn Methods and findings: We updated previously published reviews by following their search strategy and
Diarrhea eligibility criteria. We searghed from the previous review’s e_nd date to December 31, 2015. We con-
Soil-transmitted helminths ducted meta-analyses to estimate pooled measures of effect using random-effects models and conducted
Trachoma subgroup analyses to assess impact of different levels of sanitation services and to explore sources of
Schistosomiasis heterogeneity. We assessed risk of bias and quality of the evidence from intervention studies using the
Nutrition Liverpool Quality Appraisal Tool (LQAT) and Grading of Recommendations, Assessment, Development,
and Evaluation (GRADE) approach, respectively. A total of 171 studies met the review’s inclusion criteria,
including 64 studies not included in the previous reviews. Overall, the evidence suggests that sanitation
is protective against diarrhea, active trachoma, some STH infections, schistosomiasis, and height-for-age,
with no protective effect for other anthropometric outcomes. The evidence was generally of poor quality,
heterogeneity was high, and GRADE scores ranged from very low to high.
Conclusions: This review confirms positive impacts of sanitation on aspects of health. Evidence gaps
remain and point to the need for research that rigorously describes sanitation implementation and type
of sanitation interventions.
© 2017 World Health Organization Published by Elsevier GmbH. This is an open access article under
the CC BY-NC-ND IGO license (http://creativecommons.org/licenses/by-nc-nd/3.0/igo/).
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1. Introduction

An estimated 2.4 billion people lack access to improved
sanitation—pit latrines with slabs or other facilities intended
to sequester human feces from the environment (WHO/UNICEF,
2015). Almost one billion of these people have no sanitation facility
whatsoever and practice open defecation. Nearly all these sanita-
tion deficiencies are among vulnerable populations in low-income
countries, and are primarily in rural settings and urban slums in
South and Southeast Asia and Sub-Saharan Africa (WHO/UNICEF,
2015).

Poor sanitation may be associated with a number of infectious
and nutritional outcomes, and these outcomes also cause a heavy
burden of disease globally. Diarrhea accounts for the largest share,
causing an estimated 1.4 million deaths annually (Lozano et al.,
2012; Pruss-Ustun et al., 2014) or 19% of all under-five deaths in
low-income settings (Boschi-Pinto et al., 2008). Over one billion
people are at risk of soil-transmitted helminth (STH) infections,
which leads to nearly five million disability adjusted life years

(DALYs), or in other words five million years of healthy life lost,
while schistosomiasis causes the loss of a further two million
(Murray et al., 2013; Pullan et al., 2014). Trachoma is the leading
infectious cause of blindness in the world (Resnikoff et al., 2004),
responsible for visual impairment of 2.2 million people with a
total of 1.2 million irreversibly blind (Pascolini and Mariotti, 2011).
Globally, 142 million children are stunted (De Onis et al., 2012).
In addition to the direct effects of sanitation on human health,
sanitation-related sequelae aggravate poverty and economic devel-
opment (Guerrant et al., 2013).

Diarrheal pathogens include viruses, bacteria, and protozoans,
and are primarily transmitted via human feces, though some also
have animal hosts (Wagner and Lanoix, 1958). Sanitation is con-
sidered a primary barrier to infection by excluding pathogens from
the environment (Wagner and Lanoix, 1958), though rotavirus, the
largest global contributor to diarrheal disease in young children
(Kotloffetal., 2013)is not prevented by improved sanitation. Nearly
all cases of soil-transmitted helminthiases, schistosomiasis, and
trachoma are environmentally mediated (Priiss-Ustiin et al., 2016),
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and consistent use of sanitation and hygienic behaviors is likely to
play a role in preventing transmission.

STHs are parasitic nematodes that live in the gut and are spread
primarily through fecal contamination of the environment (Hotez
et al., 2006). Over one billion people are at risk of STH infections
throughout the world (thiswormyworld.org) as exposure occurs in
places where human excreta is not contained or treated, when lar-
vae, after hatching in soil infect human hosts either through the
skin (hookworm or Strongyloides stercoralis) or ingestion (Ascaris
lumbricoides, Trichiuris trichiura, and sometimes Ancylostoma duo-
denale). STHs can be treated safely and somewhat effectively with
several approved drugs (Keiser and Utzinger, 2008); though there
has been some debate on the appropriate approach for delivery
of these drugs (Taylor-Robinson et al., 2015). The World Health
Organization (WHO) recommends mass treatment among endemic
populations (WHO, 2005).

Trachoma is caused by a bacterial infection (Chlamydia tra-
chomatis) that causes scaring of the inner eyelid; repeated infection
over a lifetime can lead to inward turning of the eyelid and, with-
out treatment, corneal opacity and blindness (Hu et al., 2010).
It is endemic throughout sub-Saharan Africa and Asia, and parts
of Latin America (TrachomaAtlas.org). C. trachomatis is spread
through sycophantic flies that breed in human feces; reducing the
number of fly breeding sites through improvements in sanitation
is thought to reduce transmission. Comprehensive control of tra-
choma is conducted using the “SAFE” strategy (Emerson et al.,
2006), which includes Surgery to correct severe cases of active
trachoma, Antibiotics distributed to all at-risk community mem-
bers bi-annually, promotion of Facial hygiene, and Environmental
improvements, typically promotion of sanitation.

Schistosomiasis is caused by a parasitic trematode, whose eggs
are expelled either in stool (Schistosoma mansoni and S. japon-
icum) or urine (S. haemotobium); eggs hatch to release miracidia,
which infect freshwater snails before dividing into free-swimming
cercariae that infect the human definitive host through skin con-
tact (Hotez et al., 2006). Activities causing contact with infested
water and therefore Schistosoma infection include bathing, farming,
water handling, laundry, and recreational swimming. Long term
and heavy infections increase the risk of serious adverse health
outcomes, including bladder cancer in the case of S. haematobium
infections (Hotez et al., 2006). Periodic treatment with a single
dose of praziquantel is effective at preventing the development of
heavy infections and long-term sequelae, but reinfection generally
follows treatment (Engels et al., 2002).

Poor sanitation can adversely impact nutritional status in young
children not only through the impaired absorption of nutrients
associated but through sub-clinical infections with fecal pathogens
(Guerrant et al., 2012; Humphrey, 2009). Repeated and persistent
infection may lead to environmental enteric dysfunction, a sub-
clinical condition that can lead to growth faltering (Ngure et al.,
2014).

Previous systematic reviews found sanitation to be protective
against diarrhea (Pruss-Ustun et al., 2014), STH infections (Strunz
etal., 2014), trachoma (Stocks et al., 2014), schistosomiasis (Grimes
et al.,, 2014), and poor nutritional status (Dangour et al., 2013).
However, the studies included in these reviews were mainly obser-
vational or small-scale trials, most of which combined sanitation
with water supplies or hygiene. While some of these reviews assess
the methodological quality or risk of bias of the included studies,
none seek to assess the quality of the overall body of evidence.
Moreover, several of the more rigorous trials to assess the impact
of sanitation on diarrhea, STH infection, and nutritional outcomes
were not included in these prior reviews (Bricefio et al., 2015;
Clasen etal., 2014a,b; Patil et al., 2014; Pickering et al., 2015). Many
of the more recent, rigorous trials have found no effect, or mixed
effects for these outcomes, and so we explore in our review the

role of sanitation coverage and use across these studies. Because
many of the outcomes of this review share transmission mecha-
nisms, there is merit in assessing and reporting on these outcomes
together.

As part of its effort to develop guidelines on sanitation and
health, the WHO commissioned this systematic review to examine
the effect of sanitation on major infectious diseases and nutri-
tional outcomes in populations around the world. For this purpose,
we updated several previously published systematic reviews and
conducted additional sub-group analyses including assessing the
health impact of different levels of sanitation services as defined
by the WHO/UNICEF Joint Monitoring Programme for Water Supply
and Sanitation (JMP) (WHO/UNICEF, 2015).

2. Methods
2.1. Search strategy

As this review was designed to update previously published
reviews on diarrhea (Pruss-Ustun et al.,, 2014), STH infection
(Strunz et al., 2014), trachoma (Stocks et al., 2014), schistosomiasis
(Grimes et al., 2014), and nutritional status (Dangour et al., 2013),
we followed the study-specific protocols of the designated reviews
(available upon request), including search strategies (Table S1).
We conducted separate database searches for each health outcome
and searched the same set of databases utilizing the same Boolean
search strings as the previous review. However, we employed a
time restriction that started from the previous review’s last end
point up to December 31, 2015. Searches were conducted in English,
though we included studies published in English, Spanish, Por-
tuguese, French, German, or Italian. Eligible studies were included
regardless of publication status (published, unpublished, in press,
grey literature, etc.). Inaddition to the electronic searches, we hand-
searched references from all included studies. We followed the
PRISMA guidelines in this review.

2.2. Study eligibility

2.2.1. Type of populations

We included all age groups and country settings, except in
the case of the nutrition review by Dangour et al. (2013) which
excluded studies with adults. We included any kind of special sub-
groups such as people living with HIV/AIDS and special settings
such as schools.

2.2.2. Type of outcome measures
Primary health outcomes were diarrhea, STH infections, tra-
choma, schistosomiasis, and nutritional status.

2.2.3. Diarrhea

Diarrhea was self-reported, clinically confirmed or other
recorded morbidity associated with diarrhea, including acute, per-
sistent, bloody, and watery diarrhea and dysentery. This includes
the WHO definition of diarrhea, which is three or more loose stools
in 24 h (Baqui et al., 1991). In studies that did not use such a defini-
tion, we used the same case definition that was used in the study.

2.2.4. STH infections

We assessed infection with STHs and considered studies that
measured the four predominant worms individually — A. lumbri-
coides, T. trichura, hookworm (Ancylostoma duodenale and Necator
americanus), and S. stercoralis. Due to the different pathways of
infection for each worm species, studies that did not specify the
worm species were not considered eligible.
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2.2.5. Schistosomiasis
Infection with various schistosomes (S. mansoni, S. japonicum,
and S. haemotobium )were assessed independently.

2.2.6. Trachoma

Trachoma outcomes included active trachoma — presence
of trachomatous inflammation-follicular or trachomatous
inflammation-intense (TF/TI) — or laboratory confirmed presence
of C. trachomatis infection diagnosed using PCR.

2.2.7. Nutritional status

The nutrition outcomes included underweight, wasting, and
stunting, which were all measured through anthropometry
(weight, age, and height) and based on WHO child growth stan-
dards. All study settings and populations were eligible, except for
the anthropometric outcomes, which only included children as per
the protocol for the nutritional status review by Dangour et al.
(2013).

2.2.8. Type of sanitation exposures and comparisons

We reviewed experimental and observational studies that
reported on the effect of sanitation, be it the presence or use of sani-
tation or the effect of specific sanitation interventions, compared to
no sanitation or lower levels of sanitation. Eligible sanitation inter-
ventions included provision of sanitation facilities or services (e.g.,
provision of household latrines or child potties) and promotional
activities (e.g., behaviour change promotion to reduce open defe-
cation). Interventions that combined the safe disposal of feces with
other interventions, such as improvements to water supply, water
quality, or promotion of hygiene, were included in the review and
subgroup analyses were conducted to investigate their impact on
the effect estimate. A more detailed description of the studies can
be found in Tables S2-S13.

2.2.9. Type of study designs

Eligible study designs included randomized controlled trials
(RCTs) and non-randomized studies (NRS): quasi-RCTs, non-
randomized controlled trials, controlled before-and-after studies,
interrupted-time-series studies, historically controlled studies,
case-control studies, cohort studies (uncontrolled before-and-after
studies) and cross-sectional studies. Two reviews — the Dangour
et al. (2013) review of nutritional status and the Wolf et al. (2014)
review of diarrhea — included further restrictions on the types of
observational studies; as such, we followed the same protocols, and
the Dangour et al. (2013) update included no cross-sectional stud-
ies and the Wolf et al. (2014) update only included cross-sectional
studies that used a specific matching method, such as propensity
score matching.

2.3. Selection of studies

As previously mentioned, we conducted separate database
searches for each health outcome. For each search, one reviewer
performed a single screening of clearly non-relevant titles. Next,
two reviewers independently reviewed the remaining abstracts to
determine if they met the inclusion criteria for the review. If a title
or abstract could not be rejected with certainty, the full text was
obtained for further screening. We contacted authors of studies
when additional data was needed to assess eligibility for inclusion.

After obtaining full copies of all potentially relevant studies, two
reviewers scanned the full texts to determine if they met the inclu-
sion criteria. When the two reviewers were unable to agree on
inclusion or exclusion, a third reviewer was consulted to make the
final decision. Reasons for exclusions of ‘articles excluded based on
full text’ are provided in the PRISMA flow diagram in Fig. 1.

2.4. Data extraction and management

Data for each disease outcome was independently extracted
by two reviewers from the newly selected studies using a piloted
data extraction form. One reviewer extracted data from the studies
included in the previous reviews. Categories of data to be entered
into the form are found in the supplemental materials (Spread-
sheet S1) and include study characteristics, description of study
population, description of intervention and outcome measures,
sanitation, water and hygiene characteristics of the study popu-
lation, and reported or calculated results. For studies with missing
data, we attempted to contact authors to supply additional infor-
mation. Following data extraction, forms were compared, and in
case of a discrepancy, consensus was reached. In case of continued
disagreement, a third author made the final decision about how to
interpret the data.

2.5. Assessment of risk of bias

We used an abridged version of the Liverpool Quality Appraisal
Tool (LQAT) to assess risk of bias because of the tool’s flexibility in
accommodating different study designs and in creating exposure
and outcome assessments specific to our diverse set of sanitation
and health studies (Pope et al., 2010; Puzzolo et al., 2016). Due to
the large number of experimental studies and the greater degree
of bias inherent in observational study designs, we only assessed
bias in our experimental studies (see also section on assessment of
quality of evidence below). The LQAT considers eight areas of bias:
selection bias, response rate bias, allocation bias, follow-up bias,
bias in exposure assessment, bias in outcome assessment, bias in
ascertainment, and confounding in analysis. An average LQAT score
of nine or above indicated relatively low risk of bias while a score of
five toeightindicated seriousrisk of bias and a score of four or below
very serious risk of bias. Two reviewers independently assessed risk
of bias while a third reviewer compared the scores and resolved any
discrepancies. The LQAT can be found in the supplemental materials
(Spreadsheet S2).

2.6. Data synthesis

Where studies reported both adjusted and unadjusted results,
we used the most adjusted estimate assessing the effect of san-
itation on the outcome; we also used the corresponding 95%
confidence interval (CI) reported by the study. If adjusted estimates
were unavailable, we then used the unadjusted measures of effect
reported by the study or calculated an unadjusted estimate and 95%
CI based on raw data and reported p-values. As we were updating
previous reviews, we used the same measure of effect (e.g. odds
ratio, risk difference) as was used in the previous review. When a
study utilized a different measure of effect than the one chosen for
the meta-analysis, raw data reported in the study was used to con-
vert the effect into the appropriate point estimate and 95% CI. If raw
data was not available, however, we followed the guidance from the
Cochrane Collaboration on how to convert effect estimates (Higgins
et al., 2008). In studies that reported multiple sanitation compar-
isons and thus multiple measures of effect, we used the raw data
reported in the study to calculate weighted unadjusted measures
of effect in order to prevent the counterfactual group from being
counted more than once in the meta-analysis. If the necessary raw
data was not reported in the study, then only one measure of effect
was extracted. In these cases, we resorted to the more unambigu-
ous sanitation comparison or when authors reported comparisons
for access to a latrine and use of a latrine, we deferred to the use
comparison as a better measure for assessing the impact of sanita-
tion. Similarly, if a study reported measures of effect for sanitation
ondifferent age groups, the youngest of the age groups was selected
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12,106 — 4,473 / 3,269 / 315 / 652 / 3,398 publications identified*
- Identified through electronic database searches (n = 11,989)

- Identified through gray literature search (n = 20)

- Identified through hand search of review papers (n=7)

- Identified through search for other systematic review (n = 87)

- Identified by expert in the field (n = 4)

|

10,485 publications after duplicates deleted

9,464 articles excluded based on title/abstract
- lIrrelevant title/abstract (n = 8,339)
- Published before end date of previous review (n = 1,125)

1,022 full-texts assessed for eligibility

938 articles excluded based on full-text

- No eligible sanitation or health outcome (n = 657)

- Unable to extract desired type of effect estimate and not intervention study (n = 8)
- Sanitation comparison does not fit into desired sub-categories (n = 17)

- Does not meet eligibility criteria for previous review (n = 62)

| - Unable to access full document or only abstract published (n = 46)

- Duplicate publication or data analysis (n = 68)

- Review or meta-analysis (n = 35)

- Ineligible language (n = 12)

- Author contacted for additional data but no response or data ineligible (n = 33)

v

84 studies from update search included in meta-analyses
22/34/6/8/14 studies by health outcome*
(64 unique studies overall -16 studies assess 2-3 health outcomes)

Diarrhea (33)

* A. lumbricoides: 39
T. trichura: 34
Hookworm: 42

* S. stercoralis: 9

Studies included in meta-
analysis from previous review:
* Diarrhea=11

STH (65)

Active Trachoma (TF/TI): 41 € * STH=31
frachomai(38) * C.trachomatis: 10 ¢ Trachoma =40
- * Schistosomiasis = 22
* S. mansoni: 23 «  Nutrition =3

Schistosomiasis (30) * S. haematobium: 10
e S. japonicum: 1
e WAZ/Underweight: 14
Nutrition (16) e WHZ/Wasting: 7
e HAZ/Stunting: 14

Fig. 1. PRISMA flow diagram of publications considered for the review. *The order for studies is total, diarrhea, STH, trachoma, schistosomiasis, and nutrition.

for the meta-analyses. This did not apply for the sub-group analy- For each disease outcome, our analysis included four separate com-
ses that stratified by age (under-two years of age, under-five years parisons:
of age, school-aged children, adults) where all measures of effect
were included. 1. All studies. We compared the overall impact of sanitation by pool-

We conducted meta-analyses to estimate pooled measures of ing the primary effect estimates of studies that met our inclusion
effect. Due to the large heterogeneity in populations, interventions criteria. We show these results in forest plots, where the point
and outcome measures and as a result the expected large statistical estimates and confidence intervals are shown for each study,

heterogeneity, we decided a priori to use random-effects models. and a diamond (and dotted vertical line) represents the overall
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summary estimate with the width of the diamond represent-
ing the confidence interval. These primary point estimates could
have been assessing one of several different types of sanitation
comparisons: comparisons of access to any sanitation vs. no san-
itation, access to improved sanitation vs. unimproved sanitation
(as defined by the JMP (WHO/UNICEF, 2008)) or those within
sanitation intervention arm vs. those in the control arm. Where
possible we estimated an effect for comparisons of sanitation
“use” vs. “non-use.” However, few studies explicitly measured
sanitation use as the vast majority only assessed access to or
presence of sanitation.

2. Intervention studies. Since many of our included studies were
observational, we isolated the experimental studies that specif-
ically assessed a sanitation intervention in order to provide a
more rigorous pooled estimate. We also discuss each of the more
rigorous intervention studies individually. We also assess how
the health outcomes are associated with latrine coverage and
latrine use levels (Garn et al., 2016) for all of the intervention
studies where available thatincluded information on both health
and coverage/use, to better characterize latrine coverage and
latrine use thresholds for improving health (Table S15).

3. Sanitation ladder. We wanted to assess the impact on health
for different types of sanitation by pooling estimates for sev-
eral comparisons along the sanitation ladder, a term defined by
JMP (WHO/UNICEF, 2008) that defines the level of service as
incremental improvement in sanitation conditions from open
defecation (no sanitation) to unimproved sanitation to shared
sanitation and finally, to improved sanitation (WHO/UNICEF,
2016). We calculated estimates comparing any sanitation facil-
ity to none and improved sanitation to both unimproved and
shared sanitation facilities. Only a small number of studies pro-
vided enough detail on the type of sanitation assessed for us to
determine a sanitation condition category based on JMP defini-
tions.

4. Stratified analyses. We explored additional characteristics of
study populations and sub-populations such as: study setting
(rural vs. urban), age group, geographic region, season, length
of follow-up post intervention implementation (only for inter-
vention studies), and water and soap coverage among the study
population. Water coverage was defined by the percent of the
study population with access to an improved drinking water
source and soap coverage was defined by the percent of the study
population practicing handwashing with soap or other cleaning
agent or was observed to have soap present somewhere in the
household compound.

When there were an insufficient number of similar studies to
pool, the individual study results were not pooled and a description
of the results was presented in tabular form. Data were analysed
using STATA 14 (StataCorp; College Station, TX, USA).

2.7. Heterogeneity

Study heterogeneity was examined in relation to populations,
interventions, settings, outcome measures as well as study designs.
Statistical heterogeneity was assessed by visually examining the
confidence intervals in the forest plot and by using the I? statis-
tics. We considered an estimate of I2 >50% to indicate there may
be substantial heterogeneity and I2>75% to indicate there may
be considerable heterogeneity (Higgins et al., 2008). The Cochrane
handbook advises that the importance of/? depends on the magni-
tude and direction of effects and also the evidence for heterogeneity
(Higgins et al., 2008). While some have argued against pooling with
high heterogeneity, Caldwell and Welton (2016) have argued that
pooling may still be appropriate for general effectiveness questions.
We followed the protocols of previous reviews, pooling estimates,

as they did in their reviews. However, we also present results from
every study in supplemental materials, and discuss in the text each
of the more rigorous intervention studies individually in hopes of
presenting both viewpoints.

2.8. Assessment of the quality of evidence

The GRADE approach was used to assess the quality of the
evidence from intervention studies for each health outcome
(Schiinemann et al., 2013). GRADE scores range from high quality
of evidence to moderate to low to very low and can be interpreted
as the level of confidence one has that the estimated effect from
a given body of evidence is close to the true effect (Guyatt et al.,
2011). Given the relatively large number of intervention studies,
we focused our GRADE assessment on these studies; observational
studies were used as supporting evidence. In the GRADE approach,
RCTs start out with a ‘high’ score while observational studies start
at a‘low’ score. For this review, since some of the intervention stud-
ies were RCTs and all had a control comparison group, we started
the body of evidence at a ‘high’ score. Besides the design of the
underlying studies, the GRADE approach uses a separate set of five
criteria to further determine whether to downgrade the quality
of the evidence — risk of bias of individual studies, inconsistency,
indirectness, imprecision and publication bias (Guyatt et al., 2011).
Each body of evidence could be downgraded up to two points for
each criterion depending on whether the issue was serious (-1) or
very serious (-2). Risk of bias was assessed by using the averaged
LQAT score of the combined intervention studies and downgrad-
ing for serious (-1) and very serious (-2) risk of bias. Inconsistency
was primarily assessed by whether or not there was a difference in
the direction of effect of the point estimates. However, statistical
heterogeneity was also examined through the I? and Chi? p-value
statistical tests of the pooled effect estimate. Indirectness refers to
how directly the evidence addressed the review’s research question
of interest in regards to the intervention or exposure of interest,
population, and measured outcome (Guyatt et al., 2011). How-
ever, as this review considered any population, geographical setting
and a range of sanitation interventions, we did not downgrade for
indirectness since the included studies all addressed this broader
research question and at least one of the outcomes of interest.

We downgraded the evidence for lack of precision if the pooled
effect estimate’s CI overlapped with the null (i.e. one for ratio esti-
mates, zero for difference estimates) and was thus not statistically
significant. Publication bias was assessed by visually examining the
level of symmetry in the corresponding funnel plot.

3. Role of the funding source

Funding for this article was provided to by The Bill & Melinda
Gates Foundation and UK Aid to the WHO. Some authors from the
WHO were involved in the study design and provided feedback on
this manuscript. The corresponding author had full ac-cess to all
the data in the study and had final responsibility for the decision to
submit for publication.

4. Results
4.1. Eligible studies

We identified a total of 12,106 articles during the database
search process for all health outcomes with 10,485 articles remain-
ing after deletion of duplicates (Fig. 1). Nearly all were from
electronic database searches (11,989). After reviewing the titles
and abstracts of 10,485 publications, it was determined that 9,464
articles did not meet the inclusion criteria and 1,022 articles were
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Association with and impact of sanitation on diarrhea, STH, trachoma, schistosomiasis, and nutrition and quality of evidence.

Overall sanitation comparison?

Intervention vs. control”

N Pooled ORs 12, p-value N Pooled ORs 2, p-value GRADE!

Diarrhea 27 0.88(0.83,0.92) 79.0%, p<0.01 16 0.77 (0.66, 0.91) 80.5%, p<0.01 Low
STH

A. lumbricoides 38 0.73 (0.61, 0.86) 84.7%, p<0.01 10 0.77 (0.49, 1.21) 88.0%, p<0.01 Very Low

T. trichiura 33 0.80 (0.63, 1.03) 90.5%, p<0.01 8 1.00(0.37, 2.69) 95.0%, p<0.01 Very Low

Hookworm 40 0.65 (0.53,0.78) 93.3%, p<0.01 7 0.94 (0.76, 1.15) 5.4%,p=0.39 Low

S. stercoralis 9 0.48 (0.36, 0.65) 67.0%, p<0.01 1 0.07 (0.00, 1.25) NA NA
Trachoma

TI/TF 39 0.70 (0.62, 0.79) 88.2%, p<0.01 4 0.51(0.29, 0.90) 91.3%, p<0.01 High

C. trachomatis 10 0.62 (0.44, 0.87) 69.0%, p<0.01 2 1.02 (0.76, 1.38) 0.0%,p=0.93 Moderate
Schistosomiasis

S. mansoni 23 0.61 (0.50, 0.74) 89.5%, p<0.01 0 NA NA NA

S. haematobium 10 0.69(0.58, 0.81) 81.6%, p<0.01 0 NA NA NA
Nutrition MD (95% CI) MD (95% CI)

Weight-for-age Z 7 0.02 (—0.05, 0.08)° 64.5%, p <0.01¢ 7 0.02 (—0.05, 0.08) 64.5%, p<0.01 Low

Weight-for-height Z 3 —0.03 (-0.11,0.04)° 39.8%,p=0.17¢ 3 —-0.03(-0.11,0.04) 39.8%,p=0.17 Low

Height-for-age Z 9 0.08 (0.00, 0.16)° 76.5%, p<0.01¢ 9 0.08 (0.00, 0.16) 76.5%, p<0.01 Very Low

OR = odds ratio. MD = mean difference. NA = not available.

2 The overall sanitation comparison included any sanitation/intervention/improved vs. none/control/unimproved. Studies comparing improved vs. shared sanitation were
not included because we didn’t deem the “shared” group to be a comparable control group.

b The intervention vs. control comparison includes trials and other studies that assessed the impact of a sanitation intervention on diarrhea.

¢ We followed the protocol from Dangour et al., which excluded cross-sectional and case-control studies; as such we only present intervention studies.

4 Handbook for grading the quality of evidence and the strength of recommendations using the GRADE approach (Schiinemann et al., 2013).

further assessed for eligibility. A total of 64 unique studies ulti-
mately met our inclusion criteria, with 12 of those assessing two
outcomes of interest and four studies assessing three outcomes.
In addition to these new studies, we incorporated the 107 studies
included in the meta-analyses from previous reviews for a total of
171 eligible unique studies (Table 1; Tables S2-S13). GRADE scores
can be found in Table S15 and funnel plots assessing publication
bias in Figs. S6-S15.

4.2. Diarrhea

Overall, 33 studies met our eligibility criteria (Fig. S1) and 27
were included in meta-analyses (Table 1). These include 11 studies
from the previous review by Wolf et al. (2014) and 16 interven-
tion studies. Studies were conducted in Asia (N=11), Africa (N=8),
Central and South America (N=5), and the Eastern Mediterranean
(N=3) (Table S2). Twenty-two of the studies assessed impact
among children under-five years.

4.2.1. Overall effect of sanitation

Overall, sanitation was associated with 12% lower odds of diar-
rhea (OR 0.88, 95% C1 0.83-0.92, N=27) (Table 1; Fig. 2), though this
pooled estimate is characterized by high heterogeneity (I% = 79.0%).

4.2.2. Intervention studies

When restricted to the 16 intervention studies, sanitation inter-
ventions resulted in a pooled OR estimate 0of 0.77 (95% C1 0.66-0.91)
(Table 1). Eight randomized controlled trials met the inclusion cri-
terion. Three assessed latrine provision interventions implemented
under the “Total Sanitation Campaign” in India and reported no
effecton diarrhea(Clasenetal.,2014a,b; Dickinson etal.,2015; Patil
etal.,2014)(Fig. 3).In Mali, a community-led total sanitation (CLTS)
intervention also found no impact on diarrhea (Pickering et al.,
2015).InTanzania a CLTSlike intervention that also included sanita-
tion marketing, and promoting and enabling environment found no
decrease in diarrhea (Bricefio et al., 2015). However, a large-scale
CLTS program in Indonesia reported a 49% reduction in diarrhea
prevalence despite similar sanitation uptake between study arms
(Cameron et al., 2013). A hygiene education intervention with safe
disposal messaging found lower diarrhea in the intervention com-
pared to the control arms (Stanton et al., 1988). A school-based

cluster-randomized trial of a comprehensive water, sanitation, and
hygiene (WASH) intervention found no effect on diarrhea among
school-age children (Freeman et al., 2013b) and their under-five
siblings (Dreibelbis et al., 2014) in a sub-group of schools that
already had access to water, but found reduced diarrhea among the
sub-group of schools that were from water-scarce schools that also
received water supply as part of the intervention. There were also
other rigorous interventions using non-randomized designs (See
Supplemental Table 2). Several of intervention studies reported
measures of effect other than the odds ratios, and so were not able
to include these in the meta-analyses (Arnold et al., 2010; Barreto
et al., 2007; Bricefio et al., 2015; Kariuki et al., 2012; Stanton et al.,
1988) (Fig. 4).

Of the householdbased diarrhea intervention studies, only 9
reported on either latrine coverage or latrine use (Table S14)
(Arnold et al., 2010; Barreto et al., 2007; Bricefio et al., 2015;
Cameron et al., 2013; Clasen et al., 2014a,b; Moraes et al., 2003;
Patil et al., 2014; Pickering et al., 2015; Pradhan and Rawlings,
2002). Only three of these nine studies found a decrease in diar-
rhea due to the intervention (Barreto et al., 2007; Cameron et al.,
2013; Moraesetal.,2003); two were sewerage studies and the other
did not even find an increase in latrine coverage and attributed the
health gains to probably being due to drinking water and hand-
washing behavior. Eight of these nine diarrhea studies reported
increases in latrine coverage (i.e. increases between 6% and 51%;
Table S14). In those papers where no effect of coverage on diarrhea
was observed, authors explained their results in different ways.
Four of the authors (Bricefio et al., 2015; Clasen et al., 2014a,b; Patil
et al., 2014; Pickering et al., 2015) put forth hypotheses related to
sanitation uptake, coverage, or use not reaching adequate thresh-
oldstoreduce diarrhea. Pradhan and Rawlings (2002 ) achieved high
coverage and attributed their insignificant results as “possibly a
result of the small sample size.” Arnold et al. (2010) made a slightly
different conclusion that “field open defecation is not a primary
transmission pathway of diarrhea-causing pathogens for children
<5y old in this population.”

4.2.3. GRADE for intervention studies
The quality of the evidence from the 16 intervention studies
reporting on the impact of sanitation on diarrhea was scored ‘low’
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Author,
year

Intervention vs. control

Aziz, 1990

Cameron, 2013

Clasen, 2014

Dickinson, 2015

Dreibelbis, 2014 (water available schools)
Dreibelbis, 2014 (water scarce schools)
Freeman, 2013 (water available schools)
Freeman, 2013 (water scarce schools}
Klasen, 2012 (coastal area)

Klasen, 2012 (mountain area)

Messou, 1997

Moraes, 2003

Patil, 2014

Pickering, 2015

Pradhan, 2002

Rauniyar, 2011

Saha, 2015

Trinies, 2016

Walker, 1999

Subtotal (l-squared = 80.5%, p = 0.000)

Improved vs. unimproved
Begum, 2011

Bhavnani, 2014

Bose, 2009

Capuno, 2011 (1983 data)
Capuno, 2011 (1998 data}
Capuno, 2011 (2003 data}
Capuno, 2011 (2008 data)
Fan, 2011

Kumar, 2013

Nhampossa, 2015
Subtotal (l-squared = 68.1%, p = 0.001)

Any sanitation vs. none/non-use
Castro, 2015

Odds
Ratio {95% Cl}

0.77 (0.50, 1.25)
0.51 (0.27, 0.95)
0.97 (0.83, 1.12)
0.68 (0.30, 1.54)
0.76 (0.51, 1.13)
0.44 (0.27, 0.72)
0.95 (0.67, 1.35)
0.38 (0.23, 0.63)
1.33 (0.88, 2.01)
3.67 (1.96, 6.87)
0.56 (0.42, 0.76)
0.34 (0.23, 0.50)
0.96 (0.79, 1.17)
0.91(0.81, 1.02)
0.37 (0.21, 0.64)
0.94 (0.62, 1.42)
0.86 (0.42, 1.76)
0.78 (0.67, 0.91)
0.63 (0.44, 0.90)
0.75 (0.64, 0.88)

0.97 (0.92, 1.02)
0.58 (0.40, 0.86)
0.72 (0.58, 0.89)
0.97 (0.92, 1.03)
0.98 (0.94, 1.03)
0.96 (0.90, 1.01)
0.94 (0.88, 1.00)
0.86 (0.76, 0.97)
0.99 (0.97, 1.00)
1.46 (1.05, 2.04)
0.96 (0.92, 0.99)

v

Daniels, 1990
Mansour, 2013
Oloruntoba, 2014

313 (0.12, 79.44)
0.78 (0.62, 0.93)
0.71 (0.45, 1.11)

Subtotal (I-squared = 0.0%, p = 0.734)

Overall (--squared = 79.4%, p = 0.000)

0.58 (0.25, 1.35)
0.76 (0.64, 0.91)

0.87 (0.83, 0.92)

| I |
A25 25

Favors intervention

5 1 2 4 8

Favors control

Fig. 2. Meta-analysis examining the effectiveness of sanitation interventions on diarrhea prevalence, as well as comparing the association between different rungs of the

sanitation ladder and diarrhea prevalence.

(Table S15). Although the pooled estimate was precise and the fun-
nel plot indicated no risk of publication bias, the evidence was
downgraded for unexplained inconsistency and serious risk of bias
with an average LQAT score of 5.3 (Fig. 5).

4.2.4. Sanitation ladder

The pooled odds ratio from four studies that compared those
that used or had access to any sanitation facility with those who
did not was 0.76 (95% CI 0.64-0.91) (Table 2). Pooled estimates
from seven studies show a 4% reduction in the odds of diarrhea
from improved versus unimproved sanitation (OR 0.96, 95% CI
0.92-0.99). Four studies assessed improved versus shared sanita-
tion (OR 0.48, 95% CI 0.20-1.16). There may be other papers that
assess the sanitation ladder, but our review used the same search

criteria as Wolf et al. (2014), which only included certain types of
observational studies (e.g., those using specific matching methods)
(Fig. 6).

4.2.5. Subgroup analyses

Sanitation was protective against diarrhea among children
under-five (OR 0.91, 95% CI 0.86-0.95, N=22) and among study
populations where age groups were not specified (OR 0.61, 95% CI
0.47-0.79, N=2) (Table S16). The effect estimate was similar but
not statistically significant among school-aged children (OR 0.71,
95% CI 0.48-1.04, N=3), and no effect was found among adults
alone (OR 1.03, 95% C1 0.91-1.16, N = 3). Studies conducted in rural
settings found a significant protective effect on diarrhea (OR 0.80,
95% CI 0.66-0.96, N=11), while those conducted in urban settings
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Author, Odds
year Ratio (95% CI)
Intervention vs. control :
Barreto, 2010 —— : 0.42(0.33,0.54)
Belizario, 2015 (CLTS location B - 38 month follow up) & s 0.42(0.12, 1.47)
Belizario, 2015 (CLTS location A- 15 month follow up) | —_—— 412(220,7.71)
Cameron, 2013 I—’— 1.03{0.63, 1.68)
Clasen, 2014 | ——— 248 (1.32, 4.64)
Freeman, 2013 —— 0.56 {0.31, 1.00)
Gelaye, 2014 ———t 0.50 {0.24, 1.03)
Gyorkos, 2013 —_—rr 0.88 (0.57, 1.34)
Henry, 1988 e 0.46 (0.30,0.71)
Patil, 2014 —_——— 0.98 {0.56, 1.73)
Steinmann, 2015 ——— 1 0.24(0.13,0.44)
Subtotal (l-squared =88.0%, p = 0.000) - 0.77 {0.49, 1.21)
. |
Improved vs. unimproved 1
Benjamin-Chung, 2015 —_—— 0.76 {0.55, 1.04)
Echazti, 2015 1 —_— 3.33{1.67,5.00)
Nikolay, 2015 1 & 0.94 {0.88, 1.00)
Sherkhonov, 2013 e o 0.76 {0.44, 1.32)
Subtotal (I-squared =86.8%, p =0.000) hﬂ} 1.11(0.71,1.73)

1
Any sanitation vs. none/non-use I
Al-Mekhlafi, 2007 e 0.50 {(0.27,0.91)
Asaolu, 2002 B ] 0.70 {0.40, 1.15)
Belo, 2005 —_— 1.59 {0.74, 3.45)
Corrales, 2006 (double-vault desiccating vs. none) ! & ® 9.77(1.28,74.50)
Corrales, 2006 (pit latrine vs. none) & 0.72(0.07,7.12)
Corrales, 2006 (solar latrine vs. none) - $- L 0.42{0.03, 6.97)
Freeman, 2015 —:0—— 0.83 {0.60, 1.14)
Greenland, 2015 - 0.80 {0.70, 1.10)
Habbari, 2000 + 0.71{0.49, 1.04)
Knopp, 2013 _.I_ 0.64 (0.40, 1.03)
Kounnavong, 2011 I—IO— 1.08 (0.57, 2.05)
IMorales-Espinoza, 2003 -_—6rr 0.62 {0.28, 1.40)
Mufioz-Antoli, 2014 T 1.00 (0.40, 2.90)
Nasr, 2013 —— 0.56 (0.39, 0.81)
Nguyen, 2006 - 1.07 (0.93, 1.23)
Norhayati, 1998 e e 0.53 (0.32, 0.99)
Olsen, 2001 —_—— 0.80(0.45,1.41)
Pham-Duc, 2013 (dry latrine vs. no latrine) D s . SE—— 1.32(0.62,2.79)
Pham-Duc, 2013 (water-flush latrine vs. dry latrine) —_—— 0.92(0.42,1.99)
Phongluxa, 2013 o e . amm— 1.18 {0.59, 2.38)
Risquez, 2010 s 1 0.07 {0.01, 0.66)
Schile, 2014 e S 0.68 (0.32, 1.43)
Trang, 2006 % 1 0.29 {0.10, 0.66)
Trang, 2007 & - 0.38 {0.12, 1.21)
Ugbomoiko, 2009 < 1 0.00 {0.00,0.01)
Xiao, 2015 —_—— 0.51 (0.27, 0.98)
Young, 2007 +* - 0.33{0.13,0.82)
Subtotal (I-squared =81.4%, p =0.000) {} 0.63 (0.49,0.81)

|
Overall (l-squared =84.7%, p = 0.000) ? 0.73{0.61, 0.86)

1

| | | | | | | |
125 .25 5 1 2 4 8

Favors intervention

Favors control

Fig. 3. Meta-analysis examining the effectiveness of sanitation interventions on A. lumbricoides prevalence, as well as comparing the association between different rungs of

the sanitation ladder and A. lumbricoides prevalence.

found none (OR 0.87, 95% CI 0.53-1.43, N=4). The impact of sani-
tation on diarrhea was greater in areas with higher levels of access
to improved water supply while soap coverage showed no effect
on the impact of sanitation. Estimates of effect of sanitation by
length of follow-up showed lower odds of diarrhea in sanitation
studies with less than six months of follow-up, and also in sanita-
tion studies with more than twelve months of follow-up. The level
of soap coverage in the study population did not seem to influence
the impact of sanitation on diarrhea (Fig. 7).

4.3. Soil-transmitted helminth infections

Overall, 65 studies met our eligibility criteria, including 31
from the previous review by Strunz et al. (2014) (Fig. S2). These

studies assessed different outcomes (A. lumbricoides, N=39;T.
trichiura, N=34; hookworm, N=42; S. stercoralis, N=9), There
were ten, eight, seven, and one intervention studies for the A.
lumbricoides, T. trichiura, hookworm, and S. stercoralis outcomes,
respectively (Table 1). Studies assessing A. lumbricoides were con-
ducted predominantly in Asia (N = 18), Sub-Saharan Africa (N=11),
and Central and South America (N=7) (Table S3). T. trichiura stud-
ies were conducted in Asia (N=19), Sub-Saharan Africa (N=6),
and Central and South America (N=6; Table S4). The studies that
assessed hookworm were mostly conducted in Asia (N=19) and
Sub-Saharan Africa (N=16) (Table S5). Most of the studies that
assessed S. stercoralis were conducted in Asia (N=7) (Table S6)
(Fig. 8).
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Author,
year Odds Ratio {95% CI)
Intervention vs. control :
Barreto, 2010 —_— 1 0.24(0.17,0.34)
Belizario, 2015 (CLTS location B - 38 month follow up)e=# T 0.08 (0.00, 1.35)
Belizario, 2015 (CLTS location A - 15 month follow up) 1 —i 13.74 (7.20, 26.24)
Cameron, 2013 - ¥ - # 052(0.02, 16.06)
Clasen, 2014 1 —— 457 {2.44, 8.56)
Freeman, 2013 — e 0.82{0.45, 1.45)
Gelaye, 2014 - 4 1.60 (0.27, 9.52)
Gyorkos, 2013 —l— 0.88 (0.62, 1.25)
Steinmann, 2015 —— : 0.32(0.17,0.59)
Subtotal (I-squared =95.0%, p =0.000) <:‘==—- 1.00 {0.37, 2.69)
: 1
Improved vs. unimproved |
Benjamin-Chung, 2015 — 0.91(0.70, 1.18)
Echazy, 2015 -+ &+ .y 0.56 (0.03, 3.33)
Sherkhonov, 2013 S 1.15 {0.46, 2.86)
Wordemann, 2006 e ] 0.63(0.41,0.93)
Subtotal (I-squared =0.0%, p =0.421) ﬁ}r 0.83(0.67, 1.03)
Any sanitation vs. none/non-use :
Anuar, 2014 I-O- 0.89 (0.81,0.98)
Belo, 2005 —— 0.28 {0.13, 0.60)
Bisanzio, 2014 - 0.55 {0.46, 0.66)
Corrales, 2006 (double-vault desiccating vs. none) 1 + 420 {1.60, 11.04)
Corrales, 2006 (pit latrine vs. none}) * + 0.42 (0.14, 1.26)
Corrales, 2006 (solar latrine vs. none) 4 - 0.56 {0.18, 1.80)
Habbari, 2000 - . * * 178 {0.05, 69.75)
Knopp, 2013 ——— 0.73(0.47,1.13)
Kounnavong, 2011 ? 0.80 {0.34, 1.85)
Mufioz-Antoli, 2014 N + 1.30 (0.50, 3.50)
Narain, 2000 —_— | 0.27{0.19, 0.39)
Nasr, 2013 | =——— 1.24 {0.84, 1.84)
Nguyen, 2006 1 —— 207 (1.74,2.47)
Norhayati, 1998 —_—l 0.44(0.23,0.83)
Pham-Duc, 2013 (dry latrine vs. no latrine) L . s 1.40{0.73, 2.65)
Pham-Duc, 2013 (water-flush latrine vs. dry latrine) —_—— 0.99 (0.51, 1.91)
Phongluxa, 2013 ——y— 0.95(0.60, 1.51)
Risquez, 2010 L » ! 0.13(0.02,0.79)
Trang, 2006 —_— 0.38 (0.17,0.88)
Trang, 2007 : » 1.19{0.15, 9.32)
Traub, 2004 —O—I' 0.52(0.28, 0.95)
Xiao, 2015 —_—— 0.48 (0.28, 0.80)
Yajima, 2009 T » & 1.66{0.15, 18.86)
Young, 2007 —p— | 0.49 (0.32, 0.68)
Subtotal (l-squared = 89.3%, p =0.000) < T 0.72 (0.55, 0.95)
. 1
Overall (l-squared =90.5%, p =0.000) o 0.80(0.63, 1.03)

1

1

| | | | | | | |
125 25 5 1 2 4 8

Favors intervention

Favors control

Fig. 4. Meta-analysis examining the effectiveness of sanitation interventions on T. trichiuria prevalence, as well as comparing the association between different rungs of the

sanitation ladder and T. trichiuria prevalence.

4.3.1. Overall effect of sanitation

Sanitation was associated with lower odds of infection with A.
lumbricoides (OR 0.73, 95% CI 0.61-0.86, N=39),T. trichiura (OR
0.80, 95% CI 0.63-1.03, N=34), hookworm (OR 0.65, 95% CI 0.53-
0.78, N=42), and S. stercoralis (OR 0.48, 95% CI 0.36-0.65, N=9).
However, heterogeneity was high for all meta-analyses (Table 1).
There was evidence of a protective association between any san-
itation (presence or use) compared to no sanitation and for STH
worm species including A. lumbricoides (OR 0.63, 95% CI 0.49-0.81,
N=24),T. trichiura (OR 0.72, 95% CI 0.55-0.95, N=21), hookworm
(OR 0.61, 95% CI 0.51-0.72, N=30), S. stercoralis (OR 0.50, 95% CI
0.36-0.70, N=7) (Table 2) (Fig. 9).

4.3.2. Intervention studies

When restricted to intervention studies, prevalence of infection
was similar in both the intervention and control arms for A. lum-
bricoides (OR 0.77, 95% CI 0.49-1.21, N=10),T. trichiura (OR 1.00,

95% C10.37-2.69, N =8), and hookworm (OR 0.94, 95% C1 0.76-1.15,
N=7) (Table 1). Several of the sanitation intervention studies did
find an impact on STH infection when complemented with pre-
ventive chemotherapy (PC) programs. A school-based trial of toilet
provision and hygiene education in Kenya found substantial pro-
tective effects of the intervention on A. lumbricoides, but not other
STHs (Freeman et al., 2013a). Similarly, in Peru, a sanitation and
hygiene education program found a 12% reduction in the odds of
A. lumbricoides infection among children (Gyorkos et al., 2013). An
RCT of participatory hygiene and sanitation educations (PHAST) in
Uganda found a decline in STH infections for children under-five
that lived in communities that had not received the intervention
when compared to those that did, but the finding was not statisti-
cally significant (Dumba et al., 2013). In Indonesia, no impact on A.
lumbricoides, T. trichiura, or hookworm was observed in a large-
scale sanitation intervention, though it was not clear if PC was
conducted in the area (Cameron et al., 2013) (Fig. 10).



938 M.C. Freeman et al. / International Journal of Hygiene and Environmental Health 220 (2017) 928-949

Author,
year Odds Ratio (95% Cl)
Intervention vs. control 1
Belizario, 2015 (CLTS location A - 15 month follow up) 1 # 17.93(0.93, 345.87)
Cameron, 2013 - @ 1.20 (0.36, 4.05)
Clasen, 2014 | 0.89 (0.75, 1.06)
Freeman, 2013 L 0.80 (0.47, 1.36)
Gelaye, 2014 T ol 1.06 (0.21,5.29)
Gyorkos, 2013 —_—— 1.13(0.51,2.50)
Steinmann, 2015 r g 1.80 (0.64, 5.09)
Subtotal (I-squared =5.4%, p = 0.386) 1 <:> 0.94(0.76, 1.15)
. 1
Improved vs. unimproved 1
Benjamin-Chung, 2015 ——p— 0.58 {0.35, 0.97)
Echazi, 2015 —— — 1 0.14(0.07, 0.25)
Nikolay, 2015 1 L 4 1.01(0.98, 1.04)
Subtotal (I-squared =95.3%, p =0.000) S — 0.45(0.15, 1.30)
. |
Any sanitation vs. none/non-use 1
Anuar, 2014 ——— 0.65 (0.40, 0.91)
Bisanzio, 2014 > 1 0.41(0.38, 0.44)
Chongsuvivatwong, 1996 (village a) -4 0.73(0.30, 1.82)
Chongsuvivatwong, 1996 (village b) e e e ] 0.79(0.35,1.79)
Corrales, 2006 (double-vault desiccating vs. none) % 0.62{0.26, 1.46)
Corrales, 2006 (pit latrine vs. none) ——— e 0.90 {(0.39, 2.06)
Corrales, 2006 (solar latrine vs. none) & - 0.32{0.12, 0.90)
Cundill, 2011 —_—— 1 0.20 {0.14, 0.30)
Ensink, 2005 1 —_— 1.90 {1.20, 2.80)
Freeman, 2015 —— 0.67 {0.51, 0.87)
Greenland, 2015 — 0.50 {0.20, 1.10)
Gunawardena, 2005 —— 0.63 (0.40, 0.99)
Humphries, 2011 + 1 0.18 (0.07, 0.48)
Ketema, 2015 . * 1.12(0.48, 2.60)
Knopp, 2013 | —t—— 1.36 (0.82,2.27)
Kounnavong, 2011 —_— 0.67 (0.30, 1.40)
Magalhdes, 2011 — 0.90 (0.15,7.14)
Mahmud, 2013 - -~ 0.31(0.11, 0.85)
Matthys, 2007 —_— 0.81(0.40, 1.96)
Mihrshahi, 2009 — e 0.56 (0.24, 1.25)
Moore, 2015 e ey o 0.53(0.25, 1.13)
Mufioz-Antoli, 2014 9~ 0.60 {0.20, 2.30)
Nasr, 2013 —_—— 0.48 (0.30,0.77)
Nguyen, 2006 - 0.57 {0.48, 0.68)
Olsen, 2001 — 0.64 (0.48, 0.86)
Phongluxa, 2013 B — 0.73(0.39, 1.35)
Riess, 2013 B — 0.57 {0.36, 0.92)
Schmidlin, 2013 —_—— 0.63 (0.40, 1.00)
Shiferaw, 2015 & - 0.39(0.14,1.11)
Trang, 2006 . * 1.10 (0.33,5.88)
Trang, 2007 o— 0.55(0.16, 1.85)
Yajima, 2009 - - 0.69 (0.06, 7.84)
Young, 2007 —_—— 0.65 (0.45, 0.97)
Subtotal (I-squared =75.8%, p=0.000) <? 0.61(0.51,0.72)
Overall (I-squared =93.3%, p=0.000) 0.65(0.53, 0.78)

1

| | | | | | | |
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Fig. 5. Meta-analysis examining the effectiveness of sanitation interventions on hookworm prevalence, as well as comparing the association between different rungs of the

sanitation ladder and hookworm prevalence.

A large-scale sanitation program in urban Salvadore, Brazil
reduced the prevalence of A. lumbricoides infection from 24.4% to
12.0% and T. trichuria from 18.0% to 5.0%, measured using a before
and after trial controlling for a number of key ecological factors
(Barreto et al., 2010); it was not clear if the study was carried out
in the context of deworming. In China, a five year study assessing
six-month MDA and toilet construction found greater reductions in
prevalence of T. trichiura and A. lumbricoides infection, but not for
hookworm or S. stercoralis, when compared to PC alone (Steinmann
et al., 2015). The two community-based latrine provision “Total
Sanitation Campaign” trials in India did not find any impact on
STH. Patil et al. (2014) found no difference in any worms, though
prevalence was quite low and Clasen et al. (2014a,b) found higher
T. trichiura infection (both prevalence and intensity) among inter-
vention households. We were unable to obtain the ORsfrom two

other interventions that took place in Malaysia, or Tanzania, both
of which found benefits of sanitation on STH outcomes (Al-Delaimy
et al., 2014; Kaatano et al., 2015). Very few of the STH intervention
studies assessing reported the endline sanitation coverage levels
(Table S14) (Fig. 11).

4.3.3. GRADE for intervention studies

The quality of the evidence for the impact of sanitation on A.
lumbricoides and T. trichiura was considered ‘very low’ (Table S15).
The average LQAT scores were 7.4 and 7.8, respectively, indicating
serious risk of bias. The forest plots for both worms also show-
cased unexplained inconsistency and a lack of precision for the
pooled estimate of effect. Hookworm intervention studies also had
an average LQAT score of 7.9 and the pooled estimate lacked pre-
cision. However, the studies were given a GRADE of ‘low’ quality
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Table 2

Association with and impact of sanitation ladder on diarrhea, STH, trachoma, and schistosomiasis.

Any sanitation vs. none/non-use?

Improved vs. unimproved

Improved vs. shared

N Pooled ORs -, p-value N Pooled ORs 2, p-value N Pooled ORs 12, p-value
Diarrhea 4 0.76 (0.64,0.91) 0.0%, p=0.73 7 0.96 (0.92, 0.99) 68.1%, p<0.01 4 0.48(0.20, 1.16) 93.6%, p<0.01
STH
A. lumbricoides 24 0.63(0.49,0.81) 82.2%, p<0.01 4 1.11(0.71,1.73) 86.8%, p<0.01 0 NA NA
T. trichiura 21 0.72 (0.55, 0.95) 89.3%,p<0.01 4 0.83(0.67,1.03) 0.0%, p=0.42 0 NA NA
Hookworm 30 0.61(0.51, 0.72) 75.8%, p<0.01 3 0.45 (0.15, 1.30) 95.3%, p<0.01 1 0.56 (0.30, 1.03) NA
S. stercoralis 7 0.50 (0.36, 0.70) 70.9%, p<0.01 1 0.43 (0.28, 0.67) NA 1 0.93(048,1.81) NA
Trachoma
TI/TF 34 0.73(0.64,0.83) 87.1%, p<0.01 1 0.62 (0.55, 0.70) NA 4 1.03(0.83,1.28)  0.0%,p=0.77
C. trachomatis 8 0.54 (0.36, 0.81) 68.9%, p<0.01 0 NA NA 1 1.03(0.76, 1.39) NA
Schistosomiasis
S. mansoni 20 0.57 (0.47,0.70) 88.9%, p<0.01 3 1.16 (0.49, 2.75) 61.1%,p=0.08 0 NA NA
S. haematobium 9 0.69 (0.58, 0.81) 81.6%, p<0.01 1 0.75(0.24,2.42) NA 0 NA NA
OR=odds ratio. NA =not available.
2 No studies found comparing open defecation to unimproved sanitation.
Author, Odds
year Ratio (95% Cl)

Steinmann, 2015

%S

Echazi, 2015

0.07 (0.00, 1.25)

0.43 (0.28, 0.67)

Hall, 1994
Khieu, 2013
Khieu, 2014a
Khieu, 2014b

Khieu, 2014c

0.62 (0.26, 1.47)
0.15 (0.07,0.31)
0.30 (0.10, 0.50)
0.60 (0.40, 0.80)

0.65 (0.54, 0.78)

Knopp, 2013
Moore, 2015

Overall (l-squared =67.0%, p = 0.002)

0.97 (0.51, 1.86)
0.48 (0.31, 0.73)

0.48 (0.36, 0.65)

T T T
125 25 i5
Favors intervention

T T T
1 2 4 8
Favors control

Fig. 6. Meta-analysis examining the effectiveness of sanitation interventions on S. stercoralis prevalence, as well as comparing the association between different rungs of the

sanitation ladder and S. stercoralis prevalence.

of evidence due to no unexplained inconsistency. Only one study
assessed S. stercoralis and as such, the GRADE criteria were not
applied but the study received a LQAT score of 5 suggesting serious
risk of bias (Fig. 12).

4.3.4. Sanitation ladder

No evidence was found for the associations with improved san-
itation compared to unimproved sanitation for any of the STHs
under study. Estimates comparing improved versus shared sanita-

tion were only available for hookworm (OR 0.56 95% CI 0.30-1.03,
N=1) and for S. stercoralis (OR 0.93, 95% C1 0.48-1.81, N=1).

4.3.5. Subgroup analyses

Most of the A. lumbricoides studies assessed the impact of san-
itation on school age children (OR 0.64, 95% CI 0.48-0.85, N=17;
Table S17), given that this is generally the population with the high-
est worm burden; studies from other age groups did not reveal an
association. Sub-grouping for associations between sanitation and
T. trichiura only revealed a significant association for studies that
assessed all ages (OR0.76,95% C10.58-0.99,N = 15; Table S18). Most
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Authar, Odds
year Ratio (95% Cl)
Intervention vs. control 1
Emerson, 2004 —— 0.80(0.60, 1.07)
Gelaye, 2014 —— | 0.40 (0.28, 0.59)
Khandekar, 2006 B a— 1 0.21(0.13,0.35)
Stoller, 2011 — 0.90(0.71,1.14)
Subtotal (l-squared =91.3%, p =0.000) _——TT 0.51(0.29, 0.90)

1
Improved vs. unimproved I
Muhammad, 2014 - 0.62(0.55, 0.70)
Subtotal (--squared=.%,p=.) < 0.62 (0.55, 0.70)

1
Any sanitation vs. none/non-use 1
Abdou, 2007 —t— 1.09{0.69, 1.72)
Alemayehu, 2015 : - 0.23{0.07,0.72)
Cumberland, 2005 - g ! 0.18 {0.06, 0.58)
Edwards, 2008 (MDA and non MDA communities) | et e 1.69(0.81, 3.53)
Edwards, 2008 (communities with at least one MDA treatment) e 0.89 {0.59, 1.35)
Edwards, 2012 ——t 0.70{0.44,1.12)
Ejigu, 2013 — 0.50 {0.16, 1.58)
Faye, 2006 I —— 1.79(1.32, 2.44)
Golovaty, 2009 @ I 0.23(0.08, 0.67)
Harding-Esch, 2008 | e 1.08 {0.76, 1.54)
Harding-Esch, 2010 (Tanzania) 0.75(0.59, 0.94)
Harding-Esch, 2010 (The Gambia) B o m— 0.80(0.47,1.37)
Hassan, 2011 —— 0.70 (0.60, 0.90)
Jip, 2008 —— 0.70 (0.56, 0.87)
Kalua, 2010 (Chikwawa district) L o —— 1.20(0.83,1.75)
Kalua, 2010 (Mchinji district) N N \— 1.02(0.61, 1.72)
Ketema, 2012 ——— I 0.14(0.09,0.23)
Last, 2014 —— 1.01 {0.66, 1.55)
Luna, 1992 ¢r . 0.29(0.12,0.73)
Wahande, 2011 — 0.56 {0.21, 1.45)
Mesfin, 2006 e 0.97 (0.80,1.17)
Montgomery, 2010a ——— 0.56 (0.32, 0.98)
Mpyet, 2010 —— 0.47 (0.31,0.72)
Mpyet, 2012 . & 1.25{0.33, 4.70)
Ngondi, 2007 —— | 0.43(0.30, 0.63)
Ngondi, 2008a —_—— 0.40 {0.20, 0.90)
Ngondi, 2008b I e 1.09 {0.96, 1.23)
Ngondi, 2010 Lo~ 0.80 (0.70, 0.90)
Nigusie, 2015 - ! 0.10 {0.04, 0.23)
Regassa, 2004 —l— 0.78 {0.56, 1.10)
Schémann, 2002 ! - 1.20 {1.09, 1.32)
Schémann, 2003 | @ 0.84(0.77,0.91)
Schémann, 2007 ——— 0.68 {0.37,1.24)
Taylor, 1989 I e 1.16 (0.88, 1.53)
Tielsch, 1988 -»=! 0.59 {0.52, 0.67)
Yi, 2014 L & - 0.18 {0.03, 0.80)
Zerihun, 1997 '-Q- 0.81(0.73,0.91)
Subtotal (I-squared =87.1%, p=0.000) ? 0.73(0.64,0.83)
Overall (I-squared =88.2%, p =0.000) ? 0.70(0.62,0.79)

1

| | | | | | | |
125 .25 5 1 2 4 8

Favors intervention

Favors control

Fig. 7. Meta-analysis examining the effectiveness of sanitation interventions on active trachoma, as well as comparing the association between different rungs of the

sanitation ladder and active trachoma.

of the hookworm studies assessed all ages together and the pooled
estimate showed a protective association between sanitation and
all ages (OR 0.64, 95% CI1 0.49-0.83, N=19; Table S19), school-aged
children (OR 0.74,95% C10.57-0.97,N = 13) and adults (OR 0.55, 95%
C10.42-0.71, N =5), but not children under the age of five although
there were few studies in this group (OR 0.79, 95% CI 0.41-1.52,
N=2). There were too few studies of S. stercoralis for meaning-
ful subgroup analysis (Table S20). Across all four STH outcomes,
most studies did not indicate the length of follow-up, seasonality,
improved water supply coverage, or soap coverage (Fig. 13).

4.4. Trachoma

Overall, 46 studies met the inclusion criteria and were able to be
included in the meta analyses, including 40 previously identified
from Stocks et al. (2014) (Fig. S3). Of these 46 studies, 41 stud-

ies measured the association between any sanitation and active
trachoma (TI/TF), four of which were intervention studies. Ten
studies measured the association between any sanitation and C. tra-
chomatis infection, two of which were intervention studies. Nearly
all studies (N=42) were from Sub-Saharan Africa and from rural
(N=31) contexts (Tables S7 and S8).

4.4.1. Overall effect of sanitation

Sanitation was associated with lower odds of active tra-
choma, measured through assessment of clinical signs of TI/TF
(OR 0.70, 95% CI 0.62-0.79, N=39) and prevalence of lab-
validated C. trachomatis infection (OR 0.62,95% C10.44-0.87,N=10)
(Table 1).
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Author,

year

Intervention vs. control

Abdou, 2010

Stoller, 2011

Subtotal (l-squared = 0.0%, p = 0.930)

Any sanitation vs. none/non-use

Odds
Ratio {35% Cl)

1.07 {0.39, 2.96)
1.02 {0.75, 1.40)
1.02 {0.76, 1.38)

A
AR

Abdou, 2007 —_— 0.95 {0.53, 1.73)
Ayele, 2011 + : 0.30 {0.08, 1.08)
Burton, 2003 — i 0.10 {0.03, 0.32)
Burton, 2005 —e 0.85 {0.20, 3.57)
Edwards, 2008 (MDA and non MDA communities) _O‘r—— 0.58 (0.28, 1.20)
Edwards, 2008 (communities with at least one MDA treatment) + ] 0.48 (0.20, 1.13)
Harding-Esch, 2010 (Tanzania) —— 0.72 (0.51, 1.00)

Harding-Esch, 2010 (The Gambia)

Last, 2014

Sallam, 2003

Subtotal (I-squared = 68.9%, p = 0.001)

Overall (l-squared =69.0%, p = 0.000)

1
l 0.56 {0.22, 1.43)
|
! . 1.21(0.75, 1.97)
} 0.27 (0.15, 0.48)
0.54 {0.36, 0.81)

0.62 {0.44, 0.87)

I
125

Favors intervention

Favors control

Fig. 8. Meta-analysis examining the effectiveness of sanitation interventions on C. trachomatis, as well as comparing the association between different rungs of the sanitation

ladder and C. trachomatis.

4.4.2. Intervention studies

A meta-analysis of intervention studies revealed a protective
effect of sanitation on active trachoma (OR 0.51, 95% CI 0.29-0.90,
N =4); only two intervention studies measured C. trachomatis infec-
tion (OR 1.02 95% C10.76-1.38) (Table 1). Several randomized trials
were identified, though none found that the sanitation intervention
was able to reduce the odds of active trachoma or C. trachomatis. In
one village in Vietnam, nearly 60% of the decline in active trachoma
was attributable to community-led water and sanitation improve-
ments as part of the complete SAFE strategy, compared to a village
that received surgery and antibiotics alone (Khandekar et al., 2006).
Provision of sanitation in The Gambia resulted in similar odds of
active trachoma, compared to controls (OR 0.80, 95% CI 0.60-1.07)
(Emerson et al., 2004). Provision of a water point and a 3-month
“modest” health education program that included a discussion of
environmental sanitation (though not sanitation promotion specif-
ically) in five randomly selected villages in Nigeria found no impact
on C. trachomatis infection compared to five control villages or
active trachoma, though children in both arms were provided tetra-
cycline ointment if active trachoma was observed (Abdou et al.,
2010).Inarandomized trial, after twenty-four months of follow-up,
active trachoma and prevalence of C. trachomatis in communities
that received azithromycin at baseline and intensive latrine pro-
motion was no different than in areas that received treatment only
(OR 0.90, 95% CI1 0.71-1.14) (Stoller et al., 2011). In one of the few
sanitation interventions to report on mortality, this trial found no
additional benefit of latrine promotion on mortality beyond the
effect of antibiotics in trachoma endemic communities of Ethiopia
(Gebre et al., 2011).

4.4.3. GRADE for intervention studies

The body of evidence linking sanitation interventions to active
trachoma was assessed as ‘high’ quality while the evidence for
C. trachomatis was assessed as ‘moderate’ quality. The active tra-
choma intervention studies had an average LQAT score of 8.5
suggesting low risk of bias, the pooled estimate was statistically
significant and the funnel plot symmetrical. While there was con-
siderable statistical heterogeneity, all point estimates had the same
direction of effect indicating sanitation to be protective and only
varied in effect size. Although the C. trachomatis intervention stud-
ies also had an average LQAT score of 10.5 suggesting low risk of
bias, the pooled estimate of effect was not statistically significant.

4.4.4. Sanitation ladder

The pooled estimates measuring any sanitation compared to
no sanitation revealed an association with active trachoma (OR
0.73, 95% CI1 0.64-0.83, N=34) and C. trachomatis (OR 0.54, 95% CI
0.36-0.81,N=8)(Table 2). Asimilar association was found between
improved and unimproved sanitation for active trachoma (OR 0.62,
95% C10.55-0.70, N = 1), though we found no studies assessing this
relationship for C. trachomatis. No association was found compar-
ing improved sanitation to shared sanitation for active trachoma
(OR 1.03, 95% CI1 0.83-1.28, N=4) and C. trachomatis (OR 1.03, 95%
C10.76-1.39,N=1).

4.4.5. Subgroup analyses

In our assessment of sub-populations, we found associations
between sanitation and active trachoma among children under five
years of age (OR 0.62, 95% CI 0.43-0.90, N = 8), school-age children
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Author, Odds
year Ratio (95% CI)
Improved vs. unimproved !
Couto, 2014 : * > 421 (0.24, 73.59)
Gomes, 2014 * 0.57 (0.24, 1.34)
Ponce-Terashima, 2014 : —_—— 1.57 (1.08, 2.27)
Subtotal (I-squared = 61.1%, p = 0.076) — 1.16 (0.49, 2.75)

|
Any sanitation vs. none/non-use :
Barbosa, 1966 | —— 0.99 (0.64, 1.52)
Barreto, 1991 —0:— 0.56 (0.42, 0.77)
Coura-Filho, 1994 (Barbosa) g 0.65 (0.20, 2.10)
Coura-Filho, 1994 (Peri Peri) : * 3.84 (1.57, 9.40)
Cundill, 2011 | ——To— 1.10 (0.67, 1.83}
Farooq, 1966 (control division) : —— 0.81 (0.68, 0.96)
Farooq, 1966 (project area) + | 0.38 (0.35, 0.41)
Farooq, 1966 (reclamation division) —_— | 0.33 (0.24, 0.44)
Faroog, 1966 (rural division) —— : 0.46 (0.39, 0.54)
Farooq, 1966 (urban division) —— | 0.18 (0.11, 0.29)
Firmo, 1996 :—0— 0.99 (0.64, 1.54)
First, 2013 < » 0.63 (0.06, 6.19)
Guimarées, 1985a % - 0.37 (0.10, 1.31)
Guimarées, 1985b : —1— 1.11 (0.82, 1.48)
Kabatereine, 2011 —— 0.50 (0.39, 0.64)
Mahmud, 2013 +— 0.63 (0.34, 1.16)
Matthys, 2007 —_—— 0.51 (0.32, 0.81)
Mugono, 2014 —:—0—— 0.80 (0.51, 1.26)
Nagi, 2014 —_—— . 0.23 (0.15, 0.36)
Noman, 2012 — 0.85 (0.41,1.77)
Palmeira, 2010 —_— 0.80 (0.40, 1.63)
Rodrigues, 1995 ———t— 0.73 (0.47,1.12)
Sady, 2013 - : 0.16 (0.07, 0.38)
Sousa-Figueiredo, 2015 - 0.37 (0.30, 0.43)
Ximenes, 2003 —_—— 0.60 (0.44, 0.84)
Subiotal (I-squared = 88.9%, p = 0.000) <> 0.57 (0.47, 0.70)

1
Overall (I-squared = 89.5%, p = 0.000) <> 0.61 (0.50, 0.74)

:

| | | | | | | |
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Fig. 9. Meta-analysis examining the effectiveness of sanitation interventions on S.
ladder and S. mansoni.

(OR 0.71, 95% CI 0.61-0.83, N=24), and for estimates where age
groups were not specified (OR 0.66, 95% CI 0.49-0.89, N=7) (Table
S21). As indicated, nearly all these studies were conducted in rural
areas (N =26). Most studies did not report the length of follow-up,
seasonality, population improved water supply coverage, or soap
coverage. Few studies were available to assess subgroup analysis
for associations between sanitation and C. trachomatis (Table S22).

4.5. Schistosomiasis

Of 30 studies that met our eligibility criteria for sanitation and
schistosomiasis (S. mansoni: N=23; S. haematobium: N=10) (Fig.
S4), 22 were identified from Grimes et al. (2014) (Fig. S4); there
were no intervention studies for any of the schistosomiasis out-
comes (Table 1). Studies were conducted in Sub-Saharan Africa
(N=13) and South America (N=12), predominantly in Brazil for

Favors control

mansoni, as well as comparing the association between different rungs of the sanitation

S. mansoni. Most studies were conducted in rural contexts (N=19;
Tables S9 and S10).

4.5.1. Overall effect of sanitation

Sanitation was associated with lower odds of S. mansoni (OR
0.61, 95% CI 0.50-0.74, N=23) and S. haematobium (OR 0.69, 95%
CI 0.58-0.81, N=10); however, heterogeneity was high for these
studies (Table 1). Only one study by Yang et al. (2015) set in rural
China looked at the association of household sanitation vs. lack of
household sanitation with odds of S. japonicum infection, and it did
not reveal a statistically significant difference (OR 0.77, 95% C1 0.40,
1.43).

4.5.2. Intervention studies and GRADE
We did not find any intervention studies assessing sanitation
and schistosomiasis, and so no GRADE score was calculated.
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Author,

year

Improved vs. unimproved

0dds
Ratio (95% CI)

Noman, 2012
Subtotal (l-squared = %, p = .)

Any sanitation vs. none/non-use
Abou-Zeid, 2012
Al-Waleedi, 2013

* 0.75 (0.24, 2.42)
0.75 (0.24, 2.38)

4 0.66 (0.46, 0.95)
- 0.62 (0.38, 1.00)

Awoke, 2013 —_— 0.50 (0.29, 0.84)
Bisanzio, 2014 - 0.70 (0.59, 0.84)
Farooq, 1966 (control division) -I-O— 0.79 (0.66, 0.94)
Farooq, 1966 (project area) -+ 0.52 (0.48, 0.56)

i
Farooq, 1966 (reclamation division) ‘I—O-— 0.87 (0.66, 1.14)
Farooq, 1966 (rural division) +-o— 0.76 (0.66, 0.88)
Farooq, 1966 (urban division) —— : 0.28 (0.17, 0.46)
Knopp, 2013 f . 2.03 (0.69, 5.96)
Sady, 2013 : * 0.83 (0.53, 1.32)
Sousa-Figueiredo, 2015 -:-0— 0.80 (0.63, 1.00)
Stephenson, 1986 : 1.00 (0.45, 2.24)
Subtotal (l-squared = 81.6%, p = 0.000) <> 0.69 (0.58, 0.81)
) :
Overall (I-squared = 80.1%, p = 0.000) <> 0.69 (0.58, 0.81)

:

T | T — T T | |
125 25 5 1 2 4 8

Favors intervention

Favors control

Fig. 10. Meta-analysis examining the effectiveness of sanitation interventions on S. haematobium, as well as comparing the association between different rungs of the

sanitation ladder and S. haematobium.

4.5.3. Sanitation ladder

For pooled estimates measuring any sanitation compared to no
sanitation, we found associations with S. mansoni (OR 0.57, 95% Cl
0.47-0.70, N=20) and S. haematobium (OR 0.69, 95% CI 0.58-0.81,
N=9) (Table 2). We found no association between improved and
unimproved sanitation with S. mansoni (OR 1.16, 95% CI 0.49-2.75,
N=3) and S. haematobium (OR 0.75, 95% CI 0.24-2.42, N=1). We
found no studies assessing improved versus shared sanitation.

4.5.4. Subgroup analyses

In our assessment of sub-populations for S. mansoni, studies
found preventive associations whether they were conducted on
school age children (OR 0.47, 95% CI 0.36-0.62, N=10) or on par-
ticipants where age was not specified (OR 0.70, 95% CI 0.53-0.92,
N=12)(Table S23). The association between sanitation and S. man-
soni was similar in both urban (OR 0.79, 95% CI 0.53-1.16, N=7)
and rural contexts (OR 0.60, 95% CI 0.45-0.79, N=11). Pooled esti-
mates in sites with both high and low access to improved water
showed protective associations with sanitation. The estimates of
association were similar in areas with both low and high cover-
age with improved water supply. There were too few studies to
meaningfully assess other subgroup analyses for S. mansoni and S.
haematobium (Table S24).

4.6. Nutritional status

Overall, 17 studies met the inclusion criteria, and of these, 14
assessed weight-for-age Z score (WAZ)/underweight, 7 assessed
weight-for-height Z scores (WHZ)/wasting, and 14 assessed height-
for-age Z scores (HAZ)/stunting. All of these were intervention
studies, as we used the same inclusion criteria as Dangour et al.
(2013) (Fig. S5). However, not all of these studies assessed our
primary Z score outcomes, and were able to be included in the meta-
analyses. Seven studies assessed associations between sanitation
and weight-for-age Z scores, three studies assessed associations
between sanitation and weight-for-age Z scores, and nine studies
assessed the associations between sanitation and height-for-age Z
scores (Table 1). Studies were primarily conducted in Sub-Saharan
Africa for these outcomes (Tables S11-S13).

4.6.1. Intervention studies

Interventions to improve sanitation were not associated with
WAZ (Mean difference (MD) 0.02, 95% CI —0.05, 0.08, N=7) or
WHZ (MD -0.03, 95% CI —0.11, 0.04, N=3). Sanitation was bor-
derline associated with HAZ (MD 0.08, 95% CI 0.00, 0.16, N=9),
and heterogeneity was high this outcome. There were several ran-
domized controlled studies. In Mali, children in communities that
randomly received sanitation promotion through community-led
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Author,

year

Intervention vs. control

ES (95% Cl)

Arnold, 2010
Briceno, 2015

Briceno, 2015 (+ handwashing component)

0.03 (-0.11, 0.17)
-0.04 (-0.11, 0.03)

-0.08 (-0.15, -0.00)

Cameron, 2013
Clasen, 2014

Dickinson, 2015

Patil, 2014

N
4

Pickering, 2015

Subtotal (l-squared = 64.5%, p = 0.006)

Overall (l-squared = 64.5%, p = 0.006)

0.03 (-0.09, 0.15)

0.02 (-0.04, 0.08)

0.31 (0.09, 0.53)

-0.09 (-0.25, 0.06)

+ 0.16 (0.01, 0.31)

0.02 (-0.05, 0.08)

0.02 (-0.05, 0.08)

-2 -1 0

Favors control

Favors intervention

Fig. 11. Meta-analysis examining the effectiveness of sanitation interventions on weight-for-height Z score.

Author,

year

Intervention vs. control

Briceno, 2015

—_—

Briceno, 2015 (+ handwashing component)

ES (95% Cl)

.06 (-0.16, 0.03)

-0.10 (-0.19,-0.01)

Patil, 2014

0.06 (-0.06, 0.18)

Cameron, 2013 .
Subtotal (l-squared = 39.8%, p = 0.173) I

Overall (I-squared = 39.8%, p=0.173)

0.03 (-0.14, 0.20)

-0.03 (-0.11, 0.04)

-0.03 (-0.11, 0.04)

-2 -1 0

Favors control

T T T T

A 2 3 4

Favors intervention

Fig. 12. Meta-analysis examining the effectiveness of sanitation interventions on weight-for-age Z score.
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Author,

year

Intervention vs. control

ES (95% Cl)

Arnold, 2010

0.01 (-0.15, 0.19)

Briceno, 2015

-0.01 (-0.12, 0.11)

Briceno, 2015 (+ handwashing component)
Cameron, 2013

-0.01 (-0.12, 0.10)
0.01 (-0.01, 0.03)
-0.10 (-0.22, 0.02)
—> 0.52(0.27, 0.77)
0.33 (0.08, 0.59)
0.32 (0.04, 0.61)

L 3

A 4

Clasen, 2014 < *
Dickinson, 2015

Fenn, 2012b

Hammer, 2013

Patil, 2014 £ +

Pickering, 2015
Subtotal (l-squared = 76.5%, p = 0.000)

Overall (l-squared = 76.5%, p = 0.000)

-0.04 (-0.22, 0.14)
0.24 (0.09, 0.40)
0.08 (-0.00, 0.16)

4
W

0.08 (-0.00, 0.16)

T T
-2 -1
Favors control

T T T
A 2 3 4
Favors intervention

Fig. 13. Meta-analysis examining the effectiveness of sanitation interventions on height-for-age Z score.

total sanitation (CLTS) had higher height-for-age Z scores (and
were less stunted) and higher weight-for-age Z scores (and were
less underweight) than those in the control community (Pickering
et al., 2015). Another CLTS like intervention in Tanzania found no
increases in weight-for-age Z scores, weight for height Z scores,
or height-for-age Z scores; lower weight-for-height was even
observed in one of the two sanitation arms (Bricefio et al., 2015).
In Indonesia, an at-scale CLTS program did not find any impact on
several growth outcomes (Cameron et al., 2013). In two separate
randomized trials of community sanitation promotion resulted in
no evidence ofimproved child growth measures in Madhya Pradesh
(Patil et al., 2014) nor Odisha, India (Clasen et al., 2014a,b), though
evaluation of a CLTS program in Odisha did reveal an impact on
mid-upper-arm circumference, height, and weight (Dickinson etal.,
2015). Several intervention studies reported various measures of
effect other than the anthropometric Z score differences, and so
were not able to include these in the meta-analyses (Ahmed et al.,
1993; Belizario et al., 2015; Guzman et al., 1968; Huttly et al., 1990;
Pradhan and Rawlings, 2002; Pronyk et al., 2012; Schlesinger et al.,
1983; Stanton et al., 1988). Most of these studies were not ran-
domized studies. One randomized trial from Bangladesh found no
evidence of sanitation’s impact on percent height-for-age, percent
weight-for-age, or percent weight-for-age. Results from other non-
randomized experimental studies are listed in the supplemental
tables (S11-S13).

4.6.2. GRADE for intervention studies

Overall, the body of evidence examining the impact of sanitation
interventions on stunting and underweight was of ‘moderate’ qual-
ity. Both sets of studies showcased minimal inconsistency, precise

and protective pooled estimates of effect, and no risk of publica-
tion bias. However, the stunting studies had an average LQAT score
of 6 and the underweight studies an average score of 5.2, indi-
cating moderate risk of bias. Wasting intervention studies were
given a GRADE of ‘very low’ quality of evidence since the average
LQAT score was 3.5, suggesting high risk of bias, and the funnel plot
showcased risk of publication bias.

4.6.3. Sanitation ladder and subgroup analyses

There were too few studies included for each of the nutrition
outcomes to meaningfully assess movement up the sanitation lad-
der or sub-categories of age, season, region, follow-up time, water
coverage, and soap coverage (Tables S25-5S27).

5. Discussion

We reviewed the extensive evidence on the impact of sanita-
tion on critical health outcomes, including diarrheal diseases, STH
infections, trachoma, schistosomiasis, and nutritional status. We
updated existing reviews, but included several new analyses to
support policy decisions on sanitation and health. We relied on evi-
dence from a large number of studies that included all population
types and geographical regions to allow for generalizability of the
results. While our conclusions are mostly derived from a separate
analysis of intervention studies due to the greater rigor of this body
of evidence, these studies still covered a broad range of populations
and settings. We assessed the quality of the body of evidence based
on intervention studies using GRADE. Overall, results suggest that
access to sanitation facilities is protective, though pooled estimates
were characterized by substantial heterogeneity. The quality of evi-
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dence varied across the health outcomes from very low to high.
Most studies followed observational designs and as a result, esti-
mates for multiple outcomes were frequently taken from a small
number of intervention studies and RCTs. Few studies were avail-
able that assessed movement up the sanitation ladder, limiting our
ability to draw conclusions about the effectiveness of different lev-
els of sanitation services. Too few studies reported on the use of
sanitation (rather than access to sanitation) to draw any mean-
ingful conclusions. Subgroup analysis revealed some evidence of
impact among specific sub-populations, in particular age ranges,
which support our understanding of the biology and transmission
of STH, trachoma, and diarrheal diseases.

Evidence from observational and intervention studies suggest
an association between sanitation on diarrheal disease consistent
with findings from Wolf et al. (2014) that compared improved san-
itation (but not sewered sanitation) versus unimproved sanitation
(RR0.84 95% C10.77,0.91) (Wolf et al., 2014). This association held
when the pooled analysis was restricted to intervention studies,
though findings from studies in schools and communities var-
ied and the quality of evidence was low. Heterogeneity may be
a result of several factors that we were not able to capture in this
review, including the key etiologic pathogens in circulation, and
background rates of infection (Eisenberg et al., 2007). The role of
handwashing following fecal contact as a complement to sanita-
tion is critical, whereby sanitation may actually pose an individual
risk of infection if toilets are not well maintained (Greene et al.,
2012). However, few studies report on the complementarity of
toilet maintenance or handwashing in the context of sanitation
improvements. Water is an essential aspect of hand hygiene, and
we found some evidence of a dose-response of water coverage in
our analysis, whereby studies in areas with higher water coverage
levels found a greater association between sanitation and diarrhea
than in lower water coverage areas.

There was evidence for an association between sanitation and
STH, but not when the analysis was restricted to intervention
studies alone. We can conclude some evidence for an effect of
sanitation on A. lumbricoides, as the measure of association was
similar between all studies and intervention studies only, though
the confidence intervals were much wider for intervention studies
given the low number of studies available. We would expect the
results to be consistent with T. trichiura given the similar biology
and mechanisms of infection, but intervention effects were null for
T. trichiura. There is a WHO target of achieving 75% school-based
coverage of deworming medication in endemic areas; however,
these drugs are more effective in clearing A. lumbricoides infec-
tions than other STHs (Steinmann et al., 2011). This may explain
the stronger association of sanitation with A. lumbricoides as com-
pared to the other STHs, as sanitation is unlikely to reduce infection
over a short period of time, only reduce reinfection. In addition,
infection with A. lumbricoides generally peaks among school-age
population, so sub-groupings that found associations between san-
itation and individual STH for that age group, as well as significant
associations among school-based studies is consistent with the
biology of disease. Sanitation may have a greater impact among
those with higher rates of infection. Indeed, we did not find an
association between school sanitation and hookworm. The effect
of sanitation interventions on hookworm was much lower than
the association between sanitation and hookworm derived from
cross-sectional and observational studies. Given the transmission
pathway for hookworm (through exposed skin in the feet and
hands), shoe wearing may be a more important determinant of
infection (Strunz et al.,2014). The previous review from Strunz et al.
(2014) found stronger overall associations between sanitation and
A. lumbricoides (OR 0.64, 95% C1 0.44, 0.88) and T. trichiura (OR 0.61,
95% C10.50, 0.74), but consistent null associations with hookworm
(OR 0.80,95% CI1 0.61, 1.06).

We found strong evidence of an association between sanitation
and active trachoma — measures of TI/TF — both through observa-
tional associations and intervention studies. The pooled estimates
were larger than those found in the previous review by Stocks et al.
(2014). However, the pooled estimate of the intervention stud-
ies was heterogeneous, with the study by Khandekar et al. (2006)
reporting a very large effect, potentially overstating the estimate of
the pooled effect. Given the high rates of infection in younger age
groups, most studies focus on pre- and school-age children, and
associations were found in both groups. Too few studies assessed
the sanitation ladder to provide guidance on association between
specific sanitation technologies and trachoma. Few intervention
studies assessed the impact on C. trachomatis, so the association
with sanitation is less conclusive.

We found evidence consistent with the review conducted by
Grimes et al. (2014) that sanitation is associated with lower odds
of schistosomiasis, but the lack of intervention studies limits the
quality of evidence and confidence in this association. Given the
life cycles of the schistosomes, we would anticipate that access to
improved water, predominantly used for bathing, might also play
a considerable role in transmission (Grimes et al., 2015). Our data
revealed associations with sanitation in studies from areas with
both high and low improved water supply.

Our nutrition findings were similar to previous findings
(Dangour et al., 2013) which reported no effect of sanitation
on weight-for-age z-score (MD 0.05; 95% CI —0.01-0.12) nor
on weight-for-height z-score (MD 0.02; 95% CI —0.07-0.11), but
a borderline effect on height-for-age z-score (MD 0.08; 95% CI
0.00-0.16). We found several rigorous randomized trials assessing
these associations that were not included in the previous review,
but the results from these trials were mixed. Because we followed
the inclusion criteria of the previous review and only included
intervention studies, too few studies were included to provide
much guidance on subgroup analyses and movement up the sanita-
tion ladder. Future updates should broaden their inclusion criteria
to include observational studies.

As a complement to previous reviews, we assessed the impact
of movement up the JMP sanitation ladder (WHO/UNICEF, 2016).
There was limited evidence to suggest the benefit of improved
sanitation over unimproved sanitation. Similarly, we did not
find sufficient evidence to suggest the benefits of private versus
shared sanitation beyond what has been reported in the previ-
ous meta-analysis by Heijnen et al. (2014). There was not enough
consistency between intervention approaches to determine if any
one particular approach to sanitation improvements led to greater
improvements in health.

The results assessing the subset of studies that reported on
latrine coverage and latrine use suggest that in order to observe
sweeping health benefits, sanitation coverage levels probably have
to be higher than what we observed in these studies. Recent stud-
ies suggesting herd protection among those living in communities
with high sanitation coverage on diarrhea and other outcomes
(Alderman et al., 2003; Andres et al., 2014; Barreto et al., 2007;
Fuller et al., 2016; Geruso and Spears, 2015; Spears et al., 2013).
We point out that out coverage and use sub-analysis emphasized
intervention studies that also recorded coverage and/or use, and that
this population is a subset of the overall sanitation literature on
health.

Most of the trials that we captured were studies of program-
matic effectiveness, and coverage and use of sanitation, where
measured, was low. Effectiveness trials assess the ability of a
specific intervention under real-world conditions, and real-world
conditions in sanitation interventions often means sub-optimal
sanitation adherence. Evaluating interventions with low uptake or
fidelity to sanitation tells us little about the importance of sanita-
tion in preventing disease or adverse sequelae. There are very few
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efficacy trials in the sanitation literature (e.g., trials that assess the
impact of sanitation under ideal adherence). Evidence on the health
benefit of sanitation may be more compelling once evaluations are
measuring the impact of successful efficacy interventions.

Sanitation serves as a primary barrier to mitigating both indi-
vidual and communal fecal exposure, so assessments of individual
exposure-disease relationships may be less meaningful than those
assessing community-level coverage and use. However, our sub-
group analysis of sanitation coverage and use was limited by the
small number of intervention studies that also reported on coverage
and use. Data on the role of increased community-level coverage
and use for sanitation and community health outcomes may pro-
vide more biologically and policy-relevant data. To limit bias and
confounding, this type of evidence requires experimental cluster-
randomized designs, and very few of these studies are available.

There were several limitations to our review. While we reviewed
thousands of articles assessing the impact of sanitation on myriad
health outcomes, the body of evidence was by no means conclusive.
Statistical heterogeneity in the meta-analyses was high throughout
which may be a result of the substantial underlying heterogeneity
in disease burden, existing water, sanitation, and hygiene coverage
and other environmental conditions across the different stud-
ies, but also the different type of sanitation interventions being
assessed. There was a lack of reporting for some of the variables
that we used in the subgroup analyses (e.g., length of follow-up),
and this could account for some of the unexplained heterogeneity,
although often heterogeneity persisted even among the subgroup
analyses of our available data. Sanitation, and in some cases health
outcomes, were often measured differently across studies, making
comparability, especially within our subgroup analysis challenging.
We also could not always distinguish between the impacts of san-
itation alone vs. sanitation combined with other components.The
quality of evidence, as indicated by the GRADE criteria varied from
moderate to very low for the intervention studies. It would have
been ideal to assess bias among all observational studies, however,
due to the large number of studies we focused the bias analyses only
on experimental studies; It is likely that much of the observational
study base would have scored poorly in such a bias assessment due
to the high possibilities of confounding. Many of the trials that we
found were program effectiveness studies, whereas efficacy stud-
ies (achieving high sanitation coverage and use) may be needed
to demonstrate health impacts. Many of the trials also had only
limited details on the implementation of their interventions, and
future research should be more descriptive in their intervention
details, including the persistence of the implementers in terms of
time and number of visits, and the cost-effectiveness of the inter-
ventions. Of interest is how different changes in coverage and use
(e.g., from 20% to 40% versus 40% to 80%) impact health effects and
the relevant community coverage and use thresholds that would
substantially reduce disease burden. Another of our group’s reviews
specifically addresses how different types of sanitation interven-
tionsimpact coverage and use (Garn et al.,2016), but there is further
need to identify how coverage and use impact health.

6. Conclusions

This analysis of the health impacts of sanitation contributes to
the literature on the effects of sanitation on health by updating
previous reviews and reporting subgroup analysis on intervention
studies only, movement up the sanitation ladder, and subgroup
analyses by population. We found evidence to suggest the effect
of sanitation on several key health outcomes, including diarrhea,
A. lumbricoides, hookworm, S. stercoralis, active trachoma, C. tra-
chomatis, and schistosomiasis. We observed less clear evidence of
an effect of sanitation on T. trichiura, and nutritional outcomes.

While we did find protective associations with the STH and schis-
tosomiasis outcomes and sanitation, these associations were not
supported by the intervention studies (or the lack of intervention
studies for schistosomiasis), limiting our confidence in associations.
Findings of this review were consistent with the previous reviews
we updated. The impact of sanitation on health is likely depen-
dent on several factors, and some sanitation interventions may not
do enough to mitigate possible routes of transmission. Background
rates of disease, other water and hygiene characteristics of the pop-
ulation, the type of the sanitation intervention, and intervention
fidelity, specifically use of the facilities and duration of follow-up
are all likely to determine the role of sanitation in mitigating health
burden.

Funding statement

The World Health Organization provided funding for this
review. WHO funding was made possible through contributions
from the UK Department for International Development and the
Bill & Melinda Gates Foundation.

Competing interests

SB & KM are employees of the WHO. The authors alone are
responsible for the views expressed in this article and they do not
necessarily represent the views, decisions or policies of the insti-
tutions with which they are affiliated. MCF consults for the WHO
on various projects related to water, sanitation, and hygiene, and
infectious disease. JVG consults for the WHO on a project related
to water, sanitation, and hygiene, and trachoma infection. MCF is a
member of the STH Advisory Board, which advises the WHO on STH
policy. Emory University is a member of the WHO University Col-
laborating Counsel on Trachoma, which contributes to the WHO’s
work plan on trachoma control.

Acknowledgements

We would like to acknowledge Rachel Stelmach, Henrietta
Lewis, and Divya Narayanan for their work on the title, abstract and
full text reviews. We would like to acknowledge Heather Amato and
Patrick Brooks for their assistance on data extractions, and Heater
Amato for her assistance on the risk of bias assessments.

Appendix A. Supplementary data

Supplementary data associated with this article can be found,
in the online version, at http://dx.doi.org/10.1016/j.ijjheh.2017.05.
007.

References

Abdou, A., Munoz, B.E., Nassirou, B., Kadri, B., Moussa, F., Baaré, 1., Riverson, J.,
Opong, E., West, S.K., 2010. How much is not enough? a community
randomized trial of a Water and Health Education programme for Trachoma
and Ocular C. trachomatis infection in Niger. Trop. Med. Int. Health 15, 98-104.

Ahmed, N.U,, Zeitlin, M.F,, Beiser, A.S., Super, C.M., Gershoff, S.N., 1993. A
longitudinal study of the impact of behavioural change intervention on
cleanliness, diarrhoeal morbidity and growth of children in rural Bangladesh.
Soc. Sci. Med. 37, 159-171.

Al-Delaimy, A.K., Al-Mekhlafi, H.M,, Lim, Y.A., Nasr, N.A,, Sady, H., Atroosh, W.M.,
Mahmud, R., 2014. Developing and evaluating health education learning
package (HELP) to control soil-transmitted helminth infections among Orang
Asli children in Malaysia. Parasit. Vectors 7, 416.

Alderman, H., Hentschel, J., Sabates, R., 2003. With the help of one’s neighbors:
externalities in the production of nutrition in Peru. Soc. Sci. Med. 56,
2019-2031.

Andres, L.A., Briceno, B., Chase, C., Echenique, J.A., 2014. Sanitation and
Externalities: Evidence from Early Childhood Health in Rural India. World
Bank, Washington, DC.


http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://dx.doi.org/10.1016/j.ijheh.2017.05.007
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0005
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0010
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0015
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0020
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0025

948 M.C. Freeman et al. / International Journal of Hygiene and Environmental Health 220 (2017) 928-949

Arnold, B.F., Khush, R.S., Ramaswamy, P., London, A.G., Rajkumar, P., Ramaprabha,
P., Durairaj, N., Hubbard, A.E., Balakrishnan, K., Colford Jr., ].M., 2010. Causal
inference methods to study nonrandomized, preexisting development
interventions. Proc. Natl. Acad. Sci. U. S. A. 107, 22605-22610.

Baqui, A.H,, Black, R.E., Yunus, M., Hoque, A.R., Chowdhury, H.R., Sack, R.B., 1991.
Methodological issues in diarrhoeal diseases epidemiology: definition of
diarrhoeal episodes. Int. J. Epidemiol. 20, 1057-1063.

Barreto, M.L., Genser, B., Strina, A., Teixeira, M.G., Assis, A.M., Rego, R.F,, Teles, C.A.,
Prado, M.S., Matos, S.M., Santos, D.N., dos Santos, L.A., Cairncross, S., 2007.
Effect of city-wide sanitation programme on reduction in rate of childhood
diarrhoea in northeast Brazil: assessment by two cohort studies. Lancet 370,
1622-1628.

Barreto, M.L., Genser, B., Strina, A., Teixeira, M.G., Assis, A.M.O., Rego, R.F., Teles,
C.A., Prado, M.S., Matos, S.M., A.Icintara-Neves, N.M., 2010. Impact of a
citywide sanitation program in Northeast Brazil on intestinal parasites
infection in young children. Environ. Health Perspect. 118, 1637.

Belizario, V.Y., Liwanag, H.J.C,, Naig, J.R.A., Chua, P.L.C., Madamba, M.I., Dahildahil,
R.0., 2015. Parasitological and nutritional status of school-age and
preschool-age children in four villages in Southern Leyte, Philippines: lessons
for monitoring the outcome of community-led total sanitation. Acta Trop. 141,
16-24.

Boschi-Pinto, C., Velebit, L., Shibuya, K., 2008. Estimating child mortality due to
diarrhoea in developing countries. Bull. World Health Organ. 86, 710-717.
Bricefio, B., Coville, A., Martinez, S., 2015. Promoting Handwashing and Sanitation:
Evidence from a Large-scale Randomized Trial in Rural Tanzania. World Bank,

Washington, pp. p. 58.

Caldwell, D.M., Welton, N.J., 2016. Approaches for synthesising complex mental
health interventions in meta-analysis. Evid. Based Ment. Health 19, 16-21.

Cameron, L.A., Shah, M., Olivia, S., 2013. Impact Evaluation of a Large-scale Rural
Sanitation Project in Indonesia. The World Bank.

Clasen, T., Boisson, S., Routray, P., Torondel, B., Bell, M., Cumming, O., Ensink, J.,
Freeman, M., Jenkins, M., Odagiri, M., Ray, S., Sinha, A., Suar, M., Schmidt, W.P.,
2014a. The effectiveness of a rural sanitation programme in Odisha, India on
diarrhoea, soil-transmitted helminth infection and child malnutrition: a
cluster-randomized trial. Lancet Glob. Health (in press).

Clasen, T., Boisson, S., Routray, P., Torondel, B., Bell, M., Cumming, O., Ensink, J.,
Freeman, M., Jenkins, M., Odagiri, M., Ray, S., Sinha, A., Suar, M., Schmidt, W.P.,
2014b. Effectiveness of a rural sanitation programme on diarrhoea,
soil-transmitted helminth infection, and child malnutrition in Odisha, India: a
cluster-randomised trial. Lancet Glob. Health 2, e645-653.

Dangour, A.D., Watson, L., Cumming, O., Boisson, S., Che, Y., Velleman, Y., Cavill, S.,
Allen, E., Uauy, R., 2013. Interventions to improve water quality and supply,
sanitation and hygiene practices, and their effects on the nutritional status of
children. Cochrane Database Syst. Rev., 8.

De Onis, M., Blossner, M., Borghi, E., 2012. Prevalence and trends of stunting among
pre-school children, 1990-2020. Public Health Nutr. 15, 142-148.

Dickinson, K.L., Patil, S.R., Pattanayak, S.K., Poulos, C., Yang, J.-H., 2015. Nature’s
call: impacts of sanitation choices in orissa, India. Econ. Devel. Cult. Change 64,
1-29.

Dreibelbis, R., Freeman, M.C., Greene, L.E., Saboori, S., Rheingans, R., 2014. The
impact of school water, sanitation, and hygiene interventions on the health of
younger siblings of pupils: a cluster-randomized trial in Kenya. Am. J. Public
Health 104, e91-97.

Dumba, R, Kadduy, J., Wabwire-Mangen, F., 2013. Design and implementation of
participatory hygiene and sanitation transformation (PHAST) as a strategy to
control soil-transmitted helminth infections in Luweero, Uganda. Afr. Health
Sci. 13,512-517.

Eisenberg, ].N., Scott, ].C., Porco, T., 2007. Integrating disease control strategies:
balancing water sanitation and hygiene interventions to reduce diarrheal
disease burden. Am. J. Public Health 97, 846-852.

Emerson, P.M., Lindsay, S.W., Alexander, N., Bah, M., Dibba, S.-M.,, Faal, H.B., Lowe,
K., McAdam, K.P.W]., Ratcliffe, A.A., Walraven, G.E.L., Bailey, R.L., 2004. Role of
flies and provision of latrines in trachoma control: cluster-randomised
controlled trial. Lancet 363, 1093-1098.

Emerson, P.M., Burton, M., Solomon, A.\W., Bailey, R., Mabey, D., 2006. The SAFE
strategy for trachoma control: using operational research for policy, planning
and implementation. Bull. World Health Organ. 84, 613-619.

Engels, D., Chitsulo, L., Montresor, A., Savioli, L., 2002. The global epidemiological
situation of schistosomiasis and new approaches to control and research. Acta
Trop. 82, 139-146.

Freeman, M.C,, Clasen, T., Brooker, S.J., Akoko, D.O., Rheingans, R., 2013a. The
impact of a school-based hygiene, water quality and sanitation intervention on
soil-transmitted helminthr einfection: a cluster-randomized trial. Am. J. Trop.
Med. Hyg. 89, 875-883.

Freeman, M.C,, Clasen, T., Dreibelbis, R., Saboori, S., Greene, L.E., Brumback, B.,
Muga, R, Rheingans, R., 2013b. The impact of a school-based water supply and
treatment, hygiene, and sanitation programme on pupil diarrhoea: a
cluster-randomized trial. Epidemiol. Infect. 142, 340-351.

Fuller, J.A., Villamor, E., Cevallos, W., Trostle, ]., Eisenberg, ].N., 2016. | get height
with a little help from my friends: herd protection from sanitation on child
growth in rural Ecuador. Int. ]. Epidemiol.

Garn, J.V,, Sclar, G.D., Freeman, M.C., Penakalapati, G., Alexander, K.T., Brooks, P.,
Rehfuess, E.A., Boisson, S., Medlicott, K.O., Clasen, T.F., 2016. The impact of
sanitation interventions on latrine coverage and latrine use: a systematic
review and meta-analysis. Int. . Hyg. Environ. Health.

Gebre, T., Ayele, B., Zerihun, M., House, ].1,, Stoller, N.E., Zhou, Z., Ray, KJ., Gaynor,
B.D., Porco, T.C., Emerson, P.M., 2011. Latrine promotion for trachoma:
assessment of mortality from a cluster-randomized trial in Ethiopia. Am. J.
Trop. Med. Hyg. 85, 518-523.

Geruso, M., Spears, D., 2015. Neighborhood Sanitation and Infant Mortality.
National Bureau of Economic Research, Cambridge, MA.

Greene, L.E., Freeman, M.C., Akoko, D., Saboori, S., Moe, C., Rheingans, R., 2012.
Impact of a school-based hygiene promotion and sanitation intervention on
pupil hand contamination in Western Kenya: a cluster randomized trial. Am. J.
Trop. Med. Hyg. 87, 385-393.

Grimes, J.E., Croll, D., Harrison, W.E., Utzinger, J., Freeman, M.C., Templeton, M.R.,
2014. The relationship between water, sanitation and schistosomiasis: a
systematic review and meta-analysis. PLoS Negl. Trop. Dis. 8, e3296.

Grimes, J.E., Croll, D., Harrison, W.E., Utzinger, ]., Freeman, M.C., Templeton, M.R.,
2015. The roles of water, sanitation and hygiene in reducing schistosomiasis: a
review. Parasit. Vectors 8, 156.

Guerrant, R.L., DeBoer, M.D., Moore, S.R., Scharf, RJ., Lima, A.A., 2012. The
impoverished gut—a triple burden of diarrhoea, stunting and chronic disease.
Nat. Rev. Gastroenterol. Hepatol.

Guerrant, R.L., DeBoer, M.D., Moore, S.R., Scharf, R]., Lima, A.A.M., 2013. The
impoverished gut—a triple burden of diarrhoea, stunting and chronic disease.
Nat. Rev. Gastroenterol. Hepatol. 10, 220-229.

Guyatt, G., Oxman, A.D., Akl E.A., Kunz, R,, Vist, G., Brozek, ]., Norris, S., Falck-Ytter,
Y., Glasziou, P., DeBeer, H., Jaeschke, R., Rind, D., Meerpohl, J., Dahm, P.,
Schunemann, H.J., 2011. GRADE guidelines: 1: Introduction-GRADE evidence
profiles and summary of findings tables. J. Clin. Epidemiol. 64, 383-394.

Guzman, M.A,, Scrimshaw, N.S., Bruch, H.A.,, Gordon, J.E., 1968. Nutrition and
infection field study in Guatemalan villages, 1959-1964: VII. Physical growth
and development of preschool children. Arch. Environ. Health 17, 107-118.

Gyorkos, T.W., Maheu-Giroux, M., Blouin, B., Casapia, M., 2013. Impact of health
education on soil-transmitted helminth infections in schoolchildren of the
peruvian amazon: a cluster-randomized controlled trial. PLoS Negl. Trop. Dis.
7,e2397.

Heijnen, M., Cumming, O., Peletz, R, Chan, G.K.-S., Brown, ]., Baker, K,, Clasen, T.,
2014. Shared sanitation versus individual household latrines: a systematic
review of health outcomes. PLoS One 9, e93300.

Higgins, ]J.P., Green, S., C. Collaboration, 2008. Cochrane Handbook for Systematic
Reviews of Interventions. Wiley Online Library.

Hotez, P.J., Bundy, D.A.P., Beegle, K., Brooker, S., Drake, L., de Silva, N., Montresor,
A., Engels, D., Jukes, M., Chitsulo, L., Chow, J., Laxminarayan, R., Michaud, C.M.,
Bethony, J., Correa-Oliveira, R., Xiao, S.H., Fenwick, A., Savioli, L., 2006.
Helminth Infections: Soil-Transmitted Helminth Infections and
Schistosomiasis, Disease Control Priorities in Developing Countries, 2nd ed.
Oxford University Press, New York, pp. 467-482.

Hu, V.H., Harding-Esch, E.M., Burton, M.]., Bailey, R.L., Kadimpeul, ]., Mabey, D.C.,
2010. Epidemiology and control of trachoma: systematic review. Trop. Med.
Int. Health 15, 673-691.

Humphrey, J.H., 2009. Child undernutrition, tropical enteropathy, toilets, and
handwashing. Lancet 374, 1032-1035.

Huttly, S.R., Blum, D., Kirkwood, B.R., Emeh, R.N., Okeke, N., Ajala, M., Smith, G.S.,
Carson, D.C., Dosunmu-Ogunbi, O., Feachem, R.G., 1990. The Imo State (Nigeria)
Drinking Water Supply and Sanitation Project, 2. Impact on dracunculiasis,
diarrhoea and nutritional status. Trans. R. Soc. Trop. Med. Hyg. 84, 316-321.

Kaatano, G.M,, Siza, J.E., Mwanga, ].R,, Min, D.Y., Yong, T.S., Chai, J.Y., Ko, Y., Chang,
S.Y., Kullaya, C.M., Rim, H.J., Changalucha, ].M., Eom, K.S., 2015. Integrated
schistosomiasis and soil-transmitted helminthiasis control over five years on
kome island, Tanzania. Korean J. Parasitol. 53, 535-543.

Kariuki, J.G., Magambo, K., Njeruh, M.F.,, Muchiri, E.M., Nzioka, S.M., Kariuki, S.,
2012. Effects of hygiene and sanitation interventions on reducing diarrhoea
prevalence among children in resource constrained communities: case study
of Turkana District, Kenya. J. Community Health 37, 1178-1184.

Keiser, J., Utzinger, J., 2008. Efficacy of current drugs against soil-transmitted
helminth infections: systematic review and meta-analysis. JAMA 299,
1937-1948.

Khandekar, R., Thanah, T.T.K., Thi, P.D., 2006. Impact of face washing and
environmental improvement on reduction of active trachoma in Vietnam—a
public health intervention study. Ophthalmic Epidemiol. 13, 43-52.

Kotloff, K.L., Nataro, ].P., Blackwelder, W.C., Nasrin, D., Farag, T.H., Panchalingam, S.,
Wu, Y., Sow, S.0., Sur, D., Breiman, R.F., 2013. Burden and aetiology of
diarrhoeal disease in infants and young children in developing countries (the
Global Enteric Multicenter Study, GEMS): a prospective, case-control study.
Lancet 382, 209-222.

Lozano, R., Naghavi, M., Foreman, K., Lim, S., Shibuya, K., Aboyans, V., Abraham, J.,
Adair, T., Aggarwal, R., Ahn, S.Y., AlMazroa, M.A,, Alvarado, M., Anderson, H.R.,
Anderson, L.M., Andrews, K.G., Atkinson, C., Baddour, L.M., Barker-Collo, S.,
Bartels, D.H., Bell, M.L., Benjamin, E.J., Bennett, D., Bhalla, K., Bikbov, B.,
Abdulhak, A.B., Birbeck, G., Blyth, F., Bolliger, 1., Boufous, S., Bucello, C., Burch,
M., Burney, P., Carapetis, J., Chen, H., Chou, D., Chugh, S.S., Coffeng, L.E., Colan,
S.D., Colquhoun, S., Colson, K.E., Condon, J., Connor, M.D., Cooper, L.T., Corriere,
M., Cortinovis, M., de Vaccaro, K.C., Couser, W., Cowie, B.C., Criqui, M.H., Cross,
M., Dabhadkar, K.C., Dahodwala, N., De Leo, D., Degenhardt, L., Delossantos, A.,
Denenberg, J., Des Jarlais, D.C., Dharmaratne, S.D., Dorsey, E.R., Driscoll, T.,
Duber, H., Ebel, B., Erwin, P.J., Espindola, P., Ezzati, M., Feigin, V., Flaxman, A.D.,
Forouzanfar, M.H., Fowkes, F.G.R., Franklin, R, Fransen, M., Freeman, M.K.,
Gabriel, S.E., Gakidou, E., Gaspari, F., Gillum, R.F., Gonzalez-Medina, D., Halasa,
Y.A., Haring, D., Harrison, ].E., Havmoeller, R., Hay, R]., Hoen, B., Hotez, P.J., Hoy,


http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0030
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0035
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0040
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0045
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0050
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0055
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0060
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0065
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0070
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0075
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0080
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0085
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0090
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0095
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0100
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0105
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0110
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0115
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0120
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0125
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0130
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0135
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0140
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0145
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0150
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0155
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0160
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0165
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0170
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0175
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0180
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0185
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0190
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0195
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0200
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0205
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0205
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0205
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0205
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0205
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0205
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0205
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0205
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0205
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0205
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0210
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0215
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0220
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0225
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0230
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0235
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0240
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0245
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0250

M.C. Freeman et al. / International Journal of Hygiene and Environmental Health 220 (2017) 928-949 949

D., Jacobsen, K.H., James, S.L., Jasrasaria, R., Jayaraman, S., Johns, N.,
Karthikeyan, G., Kassebaum, N., Keren, A., Khoo, ].-P., Knowlton, L.M.,
Kobusingye, O., Koranteng, A., Krishnamurthi, R., Lipnick, M., Lipshultz, S.E.,
et al., 2012. Global and regional mortality from 235 causes of death for 20 age
groups in 1990 and 2010: a systematic analysis for the Global Burden of
Disease Study 2010. Lancet 380, 2095-2128.

Moraes, L.R., Cancio, J.A., Cairncross, S., Huttly, S., 2003. Impact of drainage and
sewerage on diarrhoea in poor urban areas in Salvador, Brazil. Trans. R. Soc.
Trop. Med. Hyg. 97, 153-158.

Murray, CJ., Vos, T., Lozano, R, Naghavi, M., Flaxman, A.D., Michaud, C., Ezzati, M.,
Shibuya, K., Salomon, J.A., Abdalla, S., 2013. Disability-adjusted life years
(DALYs) for 291 diseases and injuries in 21 regions, 1990-2010: a systematic
analysis for the Global Burden of Disease Study 2010. Lancet 380, 2197-2223.

Ngure, F.M.,, Reid, B.M., Humphrey, ].H., Mbuya, M.N,, Pelto, G., Stoltzfus, RJ., 2014.
Water, sanitation, and hygiene (WASH), environmental enteropathy, nutrition,
and early child development: making the links. Ann. N. Y. Acad. Sci. 1308,
118-128.

Pascolini, D., Mariotti, S.P., 2012. Global estimates of visual impairment. Br. J.
Ophthalmol. 96 (5), 614-618, http://dx.doi.org/10.1136/bjophthalmol-2011-
300539.

Patil, S.R., Arnold, B.F., Salvatore, A.L., Briceno, B., Ganguly, S., Colford Jr., ].M.,
Gertler, P.J., 2014. The effect of India’s total sanitation campaign on defecation
behaviors and child health in rural Madhya Pradesh: a cluster randomized
controlled trial. PLoS Med. 11, e1001709.

Pickering, AJ., Djebbari, H., Lopez, C., Coulibaly, M., Alzua, M.L., 2015. Effect of a
community-led sanitation intervention on child diarrhoea and child growth in
rural Mali: a cluster-randomised controlled trial. Lancet Glob. Health 3,
e701-711.

Pope, D.P., Mishra, V., Thompson, L., Siddiqui, A.R., Rehfuess, E.A., Weber, M., Bruce,
N.G., 2010. Risk of low birth weight and stillbirth associated with indoor air
pollution from solid fuel use in developing countries. Epidemiol. Rev. 32 (1),
70-81, mxq005 https://academic.oup.com/epirev/article/32/1/70/497072/
Risk-of-Low-Birth-Weight-and-Stillbirth-Associated.

Priiss-Ustiin, A., Wolf, J., Corvalan, C., Bos, R., Neira, M., 2016. Preventing Disease
Through Healthy Environments: A Global Assessment of the Burden of Disease
Through Environmental Risks. WHO, Geneva.

Pradhan, M., Rawlings, L.B., 2002. The impact and targeting of social infrastructure
investments: lessons from the Nicaraguan Social Fund. World Bank Econ. Rev.
16, 275-295.

Pronyk, P.M., Muniz, M., Nemser, B., Somers, M.-A., McClellan, L., Palm, C.A., Huynh,
U.K., Amor, Y.B., Begashaw, B., McArthur, J.W., 2012. The effect of an integrated
multisector model for achieving the millennium development goals and
improving child survival in rural sub-Saharan Africa: a non-randomised
controlled assessment. Lancet 379, 2179-2188.

Pruss-Ustun, A., Bartram, J., Clasen, T., Colford Jr., ].M., Cumming, O., Curtis, V.,
Bonjour, S., Dangour, A.D., De France, J., Fewtrell, L., Freeman, M.C., Gordon, B.,
Hunter, P.R., Johnston, R.B., Mathers, C., Mausezahl, D., Medlicott, K., Neira, M.,
Stocks, M., Wolf, ., Cairncross, S., 2014. Burden of disease from inadequate
water, sanitation and hygiene in low- and middle-income settings: a
retrospective analysis of data from 145 countries. Trop. Med. Int. Health 19,
894-905.

Pullan, R.L., Smith, ].L., Jasrasaria, R., Brooker, S.J., 2014. Global numbers of infection
and disease burden of soil transmitted helminth infections in 2010. Parasit.
Vectors 7, 1.

Puzzolo, E., Pope, D, Stanistreet, D., Rehfuess, E.A., Bruce, N.G., 2016. Clean fuels for
resource-poor settings: a systematic review of barriers and enablers to
adoption and sustained use. Environ. Res. 146, 218-234.

Resnikoff, S., Pascolini, D., Etya’ale, D., Kocur, L., Pararajasegaram, R., Pokharel, G.P.,
Mariotti, S.P., 2004. Global data on visual impairment in the year 2002. Bull.
World Health Organ. 82, 844-851.

Schiinemann, H., Brozek, J., Guyatt, G., Oxman, A., 2013. Handbook for Grading the
Quality of Evidence and the Strength of Recommendations Using the GRADE
Approach.

Schlesinger, L., Weinberger, J., Figueroa, G., Segure, M.T., Gonzalez, N., Monckeberg,
F., 1983. Environmental sanitation: a nutrition intervention. Nutrition
Intervention Strategies in National Development, 21.

Spears, D., Ghosh, A., Cumming, O., 2013. Open defecation and childhood stunting
in India: an ecological analysis of new data from 112 districts. PLoS One 8,
e73784.

Stanton, B.F., Clemens, ].D., Khair, T., 1988. Educational intervention for altering
water-sanitation behavior to reduce childhood diarrhea in urban Bangladesh:
impact on nutritional status. Am. J. Clin. Nutr. 48, 1166-1172.

Steinmann, P., Utzinger, J., Du, Z.-W,, Jiang, J.-Y., Chen, ].-X., Hattendorf, J., Zhou, H.,
Zhou, X.-N., 2011. Efficacy of single-dose and triple-dose albendazole and
mebendazole against soil-transmitted helminths and Taenia spp.: a
randomized controlled trial. PLoS One 6, e25003.

Steinmann, P., Yap, P., Utzinger, J., Du, Z.-W., Jiang, ].-Y., Chen, R., Wu, F.-W., Chen,
J.-X., Zhou, H., Zhou, X.-N., 2015. Control of soil-transmitted helminthiasis in
Yunnan province, People’s Republic of China: experiences and lessons from a
5-year multi-intervention trial. Acta Trop. 141, 271-280.

Stocks, M.E., Ogden, S., Haddad, D., Addiss, D.G., McGuire, C., Freeman, M.C., 2014.
Effect of water, sanitation, and hygiene on the prevention of trachoma: a
systematic review and meta-analysis. PLoS Med. 11, e1001605.

Stoller, N.E., Gebre, T., Ayele, B., Zerihun, M., Assefa, Y., Habte, D., Zhou, Z., Porco,
T.C., Keenan, J.D., House, ].I, Gaynor, B.D., Lietman, T.M., Emerson, P.M., 2011.
Efficacy of latrine promotion on emergence of infection with ocular Chlamydia
trachomatis after mass antibiotic treatment: a cluster-randomized trial. Int.
Health 3, 75-84.

Strunz, E.C., Addiss, D.G., Stocks, M.E., Ogden, S., Utzinger, ]., Freeman, M.C., 2014.
Water, sanitation, hygiene, and soil-transmitted helminth infection: a
systematic review and meta-analysis. PLoS Med. 11, e1001620.

Taylor-Robinson, D.C., Maayan, N., Soares-Weiser, K., Donegan, S., Garner, P., 2015.
Deworming drugs for soil-transmitted intestinal worms in children: effects on
nutritional indicators, haemoglobin, and school performance. The Cochrane
Library.

WHO, Strategy Development and Monitoring for Parasitic Diseases and Vector
Control Team, 2005. Deworming: The Meillennium Development Goals. The
Eidence Is In: Deworming Helps the Millennium Development Goals. World
Health Organization, Geneva [WHO/CDS/CPE/PVC/2005.12].

WHO/UNICEF, 2008. Core Questions on Drinking-water and Sanitation for
Household Surveys. WHO/UNICEF Joint Monitoring Program for Water Supply
and Sanitation, New York.

WHO/UNICEF, 2015. Progress on Sanitation and Drinking Water: 2015 Update and
MDG Assessment, New York.

WHO/UNICEF, 2016. The Drinking Water and Sanitation Ladder. WHO/UNICEF
Joint Monitoring Programme for Water Supply and Sanitatoin. WHO/UNICEF,
New York.

Wagner, E.G., Lanoix, ].N., 1958. Excreta disposal for rural areas and small
communities, 39. Monogr Ser World Health Organ, pp. 1-182.

Wolf, J., Priiss-Ustiin, A., Cumming, O., Bartram, J., Bonjour, S., Cairncross, S., Clasen,
T., Colford, .M., Curtis, V., France, J., 2014. Systematic review: assessing the
impact of drinking water and sanitation on diarrhoeal disease in low-and
middle-income settings: systematic review and meta-regression. Trop. Med.
Int. Health 19, 928-942.

Yang, K., Zhou, X.N,, Jia, TW.,, Yang, G.J., Wu, X.H., Shi, X.W., Li, H.J., Steinmann, P.,
Utzinger, J., Bergquist, R., 2015. Eco-social determinants of Schistosoma
japonicum infection supported by multi-level modelling in Eryuan county,
People’s Republic of China. Acta Trop. 141, 391-398.


http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0255
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0260
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0265
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0270
dx.doi.org/10.1136/bjophthalmol-2011-300539
dx.doi.org/10.1136/bjophthalmol-2011-300539
dx.doi.org/10.1136/bjophthalmol-2011-300539
dx.doi.org/10.1136/bjophthalmol-2011-300539
dx.doi.org/10.1136/bjophthalmol-2011-300539
dx.doi.org/10.1136/bjophthalmol-2011-300539
dx.doi.org/10.1136/bjophthalmol-2011-300539
dx.doi.org/10.1136/bjophthalmol-2011-300539
dx.doi.org/10.1136/bjophthalmol-2011-300539
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0280
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0285
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
https://academic.oup.com/epirev/article/32/1/70/497072/Risk-of-Low-Birth-Weight-and-Stillbirth-Associated
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0295
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0300
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0305
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0310
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0315
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0320
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0325
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0330
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0335
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0340
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0345
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0350
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0355
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0360
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0365
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0370
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0375
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0380
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0385
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0390
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0395
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0400
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0405
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410
http://refhub.elsevier.com/S1438-4639(17)30152-9/sbref0410

	The impact of sanitation on infectious disease and nutritional status: A systematic review and meta-analysis
	1 Introduction
	2 Methods
	2.1 Search strategy
	2.2 Study eligibility
	2.2.1 Type of populations
	2.2.2 Type of outcome measures
	2.2.3 Diarrhea
	2.2.4 STH infections
	2.2.5 Schistosomiasis
	2.2.6 Trachoma
	2.2.7 Nutritional status
	2.2.8 Type of sanitation exposures and comparisons
	2.2.9 Type of study designs

	2.3 Selection of studies
	2.4 Data extraction and management
	2.5 Assessment of risk of bias
	2.6 Data synthesis
	2.7 Heterogeneity
	2.8 Assessment of the quality of evidence

	3 Role of the funding source
	4 Results
	4.1 Eligible studies
	4.2 Diarrhea
	4.2.1 Overall effect of sanitation
	4.2.2 Intervention studies
	4.2.3 GRADE for intervention studies
	4.2.4 Sanitation ladder
	4.2.5 Subgroup analyses

	4.3 Soil-transmitted helminth infections
	4.3.1 Overall effect of sanitation
	4.3.2 Intervention studies
	4.3.3 GRADE for intervention studies
	4.3.4 Sanitation ladder
	4.3.5 Subgroup analyses

	4.4 Trachoma
	4.4.1 Overall effect of sanitation
	4.4.2 Intervention studies
	4.4.3 GRADE for intervention studies
	4.4.4 Sanitation ladder
	4.4.5 Subgroup analyses

	4.5 Schistosomiasis
	4.5.1 Overall effect of sanitation
	4.5.2 Intervention studies and GRADE
	4.5.3 Sanitation ladder
	4.5.4 Subgroup analyses

	4.6 Nutritional status
	4.6.1 Intervention studies
	4.6.2 GRADE for intervention studies
	4.6.3 Sanitation ladder and subgroup analyses


	5 Discussion
	6 Conclusions
	Funding statement
	Competing interests
	Acknowledgements
	Appendix A Supplementary data
	References


