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Abstract: Background: We assessed the association of groundwater chemicals with systolic blood
pressure (SBP) and diastolic blood pressure (DBP). Methods: Blood pressure data for >35-year-olds
were from the Bangladesh Demographic and Health Survey in 2011. Groundwater chemicals in
3534 well water samples from Bangladesh were measured by the British Geological Survey (BGS)
in 1998-1999. Participants who reported groundwater as their primary source of drinking water
were assigned chemical measures from the nearest BGS well. Survey-adjusted linear regression
methods were used to assess the association of each groundwater chemical with the log-transformed
blood pressure of the participants. Models were adjusted for age, sex, body mass index, smoking
status, geographical region, household wealth, rural or urban residence, and educational attainment,
and further adjusted for all other groundwater chemicals. Resulfs: One standard deviation (SD)
increase in groundwater magnesium was associated with a 0.992 (95% confidence interval (CI): 0.986,
0.998) geometric mean ratio (GMR) of SBP and a 0.991 (95% CI: 0.985, 0.996) GMR of DBP when
adjusted for covariates except groundwater chemicals. When additionally adjusted for groundwater
chemicals, one SD increase in groundwater magnesium was associated with a 0.984 (95% CI: 0.972,
0.997) GMR of SBP and a 0.990 (95% CI: 0.979, 1.000) GMR of DBP. However, associations were
attenuated following Bonferroni-correction for multiple chemical comparisons in the full-adjusted
model. Groundwater concentrations of calcium, potassium, silicon, sulfate, barium, zinc, manganese,
and iron were not associated with SBP or DBP in the full-adjusted models. Conclusions: Groundwater
magnesium had a weak association with lower SBP and DBP of the participants.

Keywords: medical geology; groundwater; chemical mixtures; blood pressure; groundwater;
exposure mixtures; exposure combinations

1. Introduction

Although macronutrients, micronutrients, and toxic chemicals co-occur in groundwater used
for drinking purposes, few epidemiological studies have investigated the relationships of real-world
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drinking water chemical mixtures and blood pressure. The most common dissolved cations
in groundwater are those abundant in the Earth’s crust, such as calcium, magnesium, sodium,
and potassium [1]. These cations are also the essential macro-minerals for humans [2,3] that have an
important role for the regulation of blood pressure [4,5].

There may be countervailing physiological impacts of different elements on blood pressure.
In Bangladesh, 97% of the country’s rural population depends on groundwater for drinking
purpose [6]. Bangladesh is the largest delta in the world formed by the deposition of sediments
from the Himalayas by the Ganges, Brahmaputra, and Meghna rivers [7]. Sediments of different
rivers have different chemical compositions: for example, Ganges-derived sediments have a higher
calcium-magnesium carbonate content than the sediments of Brahmaputra and Meghna rivers [8].
Most of the groundwater in Bangladesh is of the CaHCOj type, but Na-Ca-Mg-HCO;3-Cl groundwater is
abundant in salinity-affected coastal regions [9]. There has also been mass poisoning from high arsenic
in groundwater in many areas of Bangladesh [10]. Drinking water arsenic concentration is associated
with higher blood pressure in Bangladesh [11]. In coastal regions, high sodium intake through drinking
groundwater has also been associated with high blood pressure in the adult population [12].

While chemicals co-occur in groundwater, few studies have adjusted other chemicals to evaluate
the association of a specific chemical on population blood pressure. The objective of this analysis was
to characterize the cross-sectional, potentially interacting, associations of local groundwater chemicals
with blood pressure among groundwater-drinking adults aged >35-years-old in Bangladesh.

2. Materials and Methods

2.1. Data Sources and Participants

Data on individual-level demographic variables and health outcomes were derived from the
Bangladesh Demographic and Health Survey (BDHS), which in 2011 recruited participants in
600 clusters representative of rural and urban areas of the 7 administrative divisions (regions) of
Bangladesh. Each cluster was comprised of ~30 households [13]. The BDHS falls under the broader
United States Agency for International Development (USAID) funded Demographic and Health Surveys
(DHS), nationally-representative household surveys conducted in low- and middle-income countries
approximately every 5 years to gather data on indicators of population health and nutrition [14].
In addition to the questionnaire data, BDHS surveyors collected data on anthropometry, test blood for
anemia and HIV, and, in 2011 for the first time, blood pressure. One in three households of each cluster
was randomly selected for blood pressure measurement [13]. All men and women >35-years-old
in the selected households were eligible. Of the 7992 eligible adults contacted for blood pressure
measurement, 105 refused to participate.

2.2. Blood Pressure Measures

Trained research staff used the LIFE SOURCE UA-767 Plus blood pressure automatic monitor to
measure blood pressure for 7887 participants following the manufacturer’s recommended protocol. Blood
pressure was measured among the >35-years-old male and female participants in one-third of the selected
households in BDHS 2011 to determine the prevalence of hypertension among the adult population across
the country. Appropriately-sized cuffs based on participants” arm circumference were used for blood
pressure measurement. Participants did not eat, drink caffeinated or carbonated drinks, or smoke within
the 30 minutes prior to blood pressure measurement. There were 3 measurements taken at approximately
10-minute intervals, for both systolic blood pressure (SBP) and diastolic blood pressure (DBP), and the
arithmetic mean of the second and third measurements were used in the analyses [13].

2.3. Clinical and Demographic Determinants of Blood Pressure

Age, sex, body mass index (BMI), educational attainment in years, participant smoking categories
(current smoker versus not smoker), rural or urban residence, geographical region, and household
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wealth quintiles were compiled from the household questionnaire and biomarker assessment of the
2011 BDHS. The wealth index of the households was delivered in BDHS 2011 along with other variables.
Additional information regarding the BDHS 2011 survey is provided in Table S1 [13].

2.4. Participant Drinking Water Source Data

Information on households’ primary drinking water sources were also obtained from BDHS 2011
dataset. We considered groundwater to be the primary source of drinking water if households reported
using a tube well or borehole, or a protected or unprotected well, as their primary source of drinking
water in the 2011 BDGS survey.

2.5. Hydro-Geological Data on Groundwater Chemistry

Well water chemical concentration data were obtained from the British Geological Survey (BGS),
which collects groundwater information within the United Kingdom and internationally (Table S2).
BGS, in collaboration with the Department of Public Health Engineering (DPHE) of the government of
Bangladesh, conducted a groundwater chemicals survey in 1998-1999 to develop maps showing the
regional distribution of arsenic and other elements in the groundwater of Bangladesh, and to estimate
the percentage of wells exceeding various limits for arsenic and other elements. Funded by the UK
Department for International Development, the survey was conducted in two phases: the first phase
(1998) covered the most arsenic-impacted southern and eastern districts and the second phase (1999)
covered the remaining districts except the three districts in the Chittagong Hill Tracts [15]. Although
these water chemistry data were collected several years before the DHS, the BGS-DPHE dataset is
representative of the entirety of Bangladesh and includes rigorous laboratory measurement of different
chemicals. The BGS-DPHE survey used stratified random sampling to ensure sampling sites were
representative of the entire country, and collected 3534 well water samples across Bangladesh [16].
Samples were collected from wells ranging in depth from 7 to 362 meters, but 69% of the wells were in
the depth interval 15-60 meter [17]. GPS coordinates of each well were collected in the BGS-DPHE
survey. All samples were tested for arsenic, and all but 4 samples were tested for aluminum, boron,
barium, calcium, cobalt, chromium, copper, iron, potassium, lithium, magnesium, manganese, sodium,
silicon, sulfate, vanadium, and zinc in the BGS laboratories in UK. Arsenic was measured using
hydride generation-atomic fluorescence spectrometry (HG-AFS); other chemicals were measured by
inductively-coupled plasma-atomic emission spectrometry (ICP-AES) [16].

2.6. Selection of Chemicals for Analyses

The limit of detections (LODs) were 0.5 pg/L for arsenic; 0.01 mg/L for sodium and calcium;
0.008 mg/L for cobalt, chromium copper, lithium, and zinc; 0.006 mg/L for iron and vanadium; 0.5 mg/L
for potassium; and 0.04 mg/L for magnesium [18]. The LODs were the values of chemicals in the BGS
dataset that could be reliably measured by the analytical measurement procedures [19]. If any chemical
had a value of <”x” in the dataset, “x” was considered as LOD (personal communication with BGS
authority). Boron, cobalt, chromium, copper, and vanadium were excluded from analyses because
more than half of those analyzed were below the limit of detection [18]. In addition, aluminum, lithium,
and phosphorus were also excluded given many of their results were below the limit of detection.
Although 28% of the samples had arsenic concentration below the limit of detection (<0.5 pg/L),
we included arsenic in the analysis due to the importance of arsenic to the government of Bangladesh
and the many previous epidemiological studies reporting an association of well water arsenic and
blood pressure in Bangladesh [10,20]. Therefore, in our analysis, we included 11 groundwater
chemicals—sodium, calcium, magnesium, silicon, potassium, barium, zinc, manganese, sulfate, iron,
and arsenic. Additional information regarding the BGS-DPHE surveys are provided in Table S2.
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2.7. Drinking Water Chemical Exposure Assignment

Shapefiles of Bangladesh administrative units were obtained from DIVA-GIS (http://www.diva-
gis.org/), a free online resource for shapefiles of different countries worldwide. We imported the
GPS locations of the BDHS clusters and BGS-DPHE wells and projected them onto the Bangladesh
shapefiles in ArcGIS 10.4.1 (ESRI, Redlands, CA, USA) using the UTM 1984 45 N projection system.
In order to protect the identity of the households, one randomly selected GPS location was taken per
BDHS 2011 cluster. We determined the nearest BGS-DPHE wells for each BDHS 2011 clusters using
spatial joining in ArcGIS (Figure 1) and calculated the nearest distance in kilometers. We assigned the
chemical exposure measures from the nearest BGS-DPHE well to each of the BDHS 2011 participants
whose blood pressure was measured (i.e., the nearest well to their cluster, as BDHS geographic data
were limited to cluster-level) as a surrogate of source water chemical concentrations contemporary to
the blood pressure measures [18].

Location of DHS 2011 clusters and BGS 2000 wells in Bangladesh
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Figure 1. Location of demographic and health survey (DHS) 2001 clusters and British Geological
Survey (BGS) 1998-1999 wells in Bangladesh.
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2.8. Statistical Analysis

In this study, we focused on participants who had blood pressure measurements and reported
groundwater as the primary source of drinking water (N = 6875). Population means and standard
deviations (SD) of the continuous variables, and population proportions of the categorical variables,
were calculated using survey estimation methods. Concentrations of all water chemicals were
right-skewed, and the 25th, 50th, and 75th percentiles of the water chemicals were reported. Spearman
correlations were calculated between chemical pairs for all groundwater chemicals included in the
analyses: sodium, calcium, silicon, magnesium, potassium, sulfate, iron, barium, zinc, manganese,
and arsenic.

Survey estimation linear regression methods were used to estimate associations of water chemicals
with log-transformed SBP or log-transformed DBP in the subpopulation who reported groundwater as
the primary source of drinking water. The estimates were derived as geometric mean ratios (GMRs) due
to use of log-transformed SBP and DBP. The estimates for one SD increase in each of the groundwater
chemicals were derived. We sequentially fitted three models to assess the independent association of
each water chemical with SBP and DBP. Model 1 estimated the association of each water chemical with
blood pressure adjusted for age, sex, and BMI as continuous variables. Model 2 further adjusted for
current smoking status (current smoker versus never of former smoker), education attainment (no
institutional, <5 years, 6 to <10 years, and >11 years education), rural or urban residence, wealth score
quintiles determined by BDHS, and regional location of the households. Model 3 further adjusted for
all other chemicals in drinking water: sodium, calcium, silicon, magnesium, potassium, arsenic, sulfate,
iron, manganese, barium, and zinc, using restricted cubic splines. We used Bonferroni correction to
account for the multiple chemical adjustments in model 3 (x = 0.05/11). We predicted the differences of
SBP and DBP for specific values of covariates in model 3 when concentrations for each chemical in
groundwater increased from the 25th percentile to the 75th percentile and holding. For prediction,
we included non-smoker females from Barisal region who were from the lowest wealth quintile and
had no institutional education, and whose age, BMI, and all other chemical concentrations were set at
mean values.

When a significant association was detected between a single chemical and a blood pressure
outcome in any model, pairwise interactions were modeled to test whether there was significant effect
modification by other chemicals after Bonferroni correction. Since the form of groundwater chemicals
may vary across the surface geology [21], we also conducted stratified analyses by surface geological
units of Bangladesh and conducted a meta-analysis of the estimates when significant associations were
detected between a chemical and blood pressure.

Missing covariates (BMI for 247 participants and smoking status for 19 participants) were imputed
by multiple imputation by chained equations [22]. We conducted a sensitivity analysis by restricting the
BGS-DPHE wells to those located within 2.3 kilometers (mean value of distance between BDHS cluster
and BGS-DPHE well) of the BDHS clusters. We reported results from all models in tables or figures,
but results of model 3 are described in text in the results section. Statistical analyses were performed
in Stata SE version 15.0 (StataCorp LLC, College Station, TX, USA) and graphs were prepared in R
version 3.3.1 and ArcGIS version 10.4 (Esri, Redlands, CA, USA).

2.9. Ethical Approval

The study protocol was approved by Emory University IRB (IRB00088075) for the secondary data
analyses. Informed consent was taken from the participants prior to blood pressure measurement in
BDHS 2011. The DHS Program, which is the authority and compiles all DHS surveys for different
countries and different years [23], provided the survey and GPS data. Permission was obtained from
the copyright section of the British Geological Survey to use the publicly available BGS-DPHE dataset.
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3. Results

3.1. Characteristics of the Participants

The mean age of the participants was 52 (95% CI: 51.4, 52.1), and the mean BMI was 20.6 kg/m?
(95% CI: 20.4, 20.7); 32% of participants were underweight, 57% were normal weight, 10% were
overweight, and 2% were obese (Table 1). Nearly half of the population were male and 14% were active
smokers. The mean years of schooling in this population was 3.1 years (95% CI: 2.9, 3.2). More than
half of the population had no formal institutional education, 26% had primary, 17% had secondary,
and 6% had college or higher-level education. Only 16.5% of the population resided in urban areas.
The arithmetic mean SBP of the population was 118.7 mmHg (95% CI: 118.0, 119.4), and DBP was
77.9 mmHg (95% CI: 77.5, 78.5). The geometric mean of SBP was 116.9 mmHg (95% CI: 116.4, 117.4) and
DBP was 78.8 mmHg (95% CI: 78.3, 79.4). SBP was higher among females, elderly, obese, and among
college- or higher-level educated participants (Table S3).

Table 1. Characteristics of the >35-year-old participants with blood pressure measurements in the

Bangladesh Demographic and Health Survey (BDHS) 2011.

Participants” Characteristics

All Participants

with Blood Pressure

Groundwater
Drinkers with
Blood Pressure

Participants Eligible
for Blood Pressure

Measurement Measurement Measurement

(N = 7887) (N = 6875) (N =7992)
Age, mean (95% Confidence Interval) 51.4 (51.1,51.7) 51.7 (51.4,52.1) 51.5(51.1,51.8)
BMI (kg/mz), mean (95% CI) 20.9 (20.7, 21.0) 20.6 (20.4, 20.7) 20.9 (20.7,21.0)

BMI categories, %
Underweight (<18.5 kg/m?)

29.1(27.7, 30.6)

31.1 (29.6, 32.6)

29.1(27.7, 30.6)

Normal weight (>18.5 to <25 kg/m?) 57.4 (56.0, 58.8) 57.3 (55.9, 58.9) 57.4 (56.0, 58.8)
Overweight (>25 to <30 kg/mz) 11.3 (10.5,12.3) 9.9 (9.0, 10.9) 11.4 (10.5,12.3)
Obese (=30 kg/m?) 2.1(1.8,2.5) 1.7 (13.7,2.1) 2.1(18,2.5)
Years of education, mean (95% CI) 3.3(3.3,3.5) 3.1(29,32) 3.4(3.2,3.6)
Education categories, % (95% CI)
No institutional education 49.6 (47.7,51.4) 52.0 (50.0, 53.9) 49.6 (47.7,51.4)
Primary level (<5 years) 25.8 (24.4,27.1) 259 (24.5,27.3) 25.8 (24.4,27.1)
Secondary level (6 to <10 years) 17.5(16.3,18.7) 16.7 (15.5,17.9) 17.5 (16.3,18.7)
College level or higher (>11 years) 6.9 (6.0,7.9) 5.5(4.7,6.3) 7.2(6.2,8.3)
Male sex, % (95% CI) 49.4 (48.6, 50.2) 49.4 (48.5,50.3) 49.5 (48.7,50.2)
Female sex, % (95% CI) 50.6 (49.8, 51.3) 50.6 (49.7, 51.5) 50.5(49.7, 51.3)
Current Smoker, % (95% CI) 13.6 (12.2,15.1) 13.8(12.3,15.3) 13.6 (12.2,15.1)
Household characteristics
Urban residence, % (95% CI) 23.3(22.2,24.4) 16.5 (15.0, 18.1) 23.8 (22.8, 25.0)

Wealth index, (95% CI)

Quintile 1 19.4(17.7,21.3) 20.8 (18.9, 22.8) 193 (17.5,21.1)
Quintile 2 19.2 (17.8,20.7) 21.1 (19.6, 22.8) 19.1 (17.7, 20.6)
Quintile 3 19.8 (18.3,12.4) 21.5(19.9,23.2) 19.8 (18.2,21.3)
Quintile 4 20.7 (19.1,22.3) 21.4(19.8,23.2) 20.6 (19.0, 22.2)
Quintile 5 20.9 (19.2, 22.7) 15.1 (13.5, 16.9) 21.3 (19.6, 23.2)

Cluster characteristics % (n/N)

Distance of nearest well in kilometers, mean (95% CI) 3.2(2.8,3.7) 3.3(2.9,3.8) 3.2(2.8,3.7)

Divisional distribution, % (95% CI)
Dhaka 32.1(30.9, 33.3) 29.0 (27.3,30.7) 32.3 (31.1, 33.6)
Barisal 5.9 (5.5, 6.4) 6.3 (5.8,6.9) 59 (5.5,6.4)
Chittagong 17.0 (16.1,17.9) 17.6 (16.6, 18.6) 16.9 (16.0,17.8)
Khulna 13.0 (12.3, 13.8) 12.9 (11.9, 14.0) 12.9 (12.2,13.7)
Rajshahi 14.5 (13.6,15.4) 15.5(14.5, 16.6) 14.6 (13.7,15.5)
Rangpur 11.7 (11.1,12.4) 12.9(12.2,13.7) 11.7 (11.1,12.3)
Sylhet 5.7 (5.3, 6.1) 5.8(5.3,6.3) 5.8(54,6.2)
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3.2. Distribution of Groundwater Chemicals

The median concentrations of groundwater chemicals from high to low order across all water
samples were sodium (34.3 mg/L), calcium (25.4 mg/L), silicon (19.6 mg/L), magnesium (12.1 mg/L),
potassium (3.0 mg/L), sulfate (0.8 mg/L), iron (0.7 mg/L), manganese (0.3 mg/L), barium (0.1 mg/L),
zinc (0.01 mg/L), and arsenic (median: 3.3 ug/L). The WHO has not setup health-based guidelines
for most of the chemicals we analyzed except barium (<700 ug/L) and arsenic (<10 pg/L) [24].
However, the median concentrations of all chemicals across Bangladesh were below the standard set
by Bangladesh’s Department of Environment (Figure 2). Well water chemical concentrations varied by
region. Sodium concentrations were higher in the three coastal regions (Barisal, Khulna, and Chittagong)
when compared to non-coastal regions (Figure 2). The median calcium and magnesium concentration
were high in Khulna region when compared to other regions. The magnesium concentration was below
the Bangladesh drinking water standard in all regions (Figure 2). The median arsenic concentrations
were below the Bangladesh standard in all regions. Potassium concentrations were relatively higher in
coastal areas, including Chittagong and Barisal regions (Figure 2) than the other regions. Most of the
groundwater chemical concentrations were positively correlated among each other. The Spearman
correlation coefficients between sodium and magnesium was 0.61; sodium and potassium was 0.53;
sodium and calcium was 0.13; and calcium and magnesium was 0.65 (Figure 3).

Concentrations of groundwater chemicals across regions
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Figure 2. Concentration of groundwater chemicals across regions.
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Figure 3. Spearman correlations between groundwater chemical pairs in BGS- Department of Public
Health Engineering (DPHE) wells.

3.3. Association between Groundwater Chemicals and BP

In the full-adjusted model 3, one SD increase in groundwater sodium (162 mg/L) was associated
with a 0.997 (95% CI: 0.990, 1.004) GMR of SBP and 0.991 (95% CI: 0.983, 0.999) GMR of DBP (Figure 4).
One SD increase in groundwater calcium (44 mg/L) was associated with a 1.000 (95% CI: 0.988, 1.013)
GMR of SBP and 0.995 (95% CI: 0.983, 1.006) GMR of DBP. One SD (19 mg/L) increase in well water
magnesium (19 mg/L) was associated with a 0.984 (95% CI: 0.972, 0.997) GMR of SBP and 0.990 (95% CI:
0.979, 1.000) GMR of DBP. One SD (5 mg/L) increase in groundwater potassium was associated with a
1.007 (95% CI: 0.999, 1.014) GMR of SBP and 1.005 (95% CI: 0.998, 1.012) GMR of DBP. One SD (106 ug/L)
increase in well water arsenic was associated with a 0.997 (95% CI: 0.991, 1.003) GMR of SBP and 0.999
(95% CI: 0.993, 0.994) GMR of DBP (Figure 4).
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Groundwater chemicals and blood pressure
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Figure 4. Associations between groundwater chemicals and blood pressure. Associations are shown
for one standard deviation increase in water chemicals.

None of the groundwater chemicals, except magnesium, were associated with both SBP and DBP
in all models (Figure 4). Groundwater sodium concentrations were associated with DBP in all models.
Groundwater arsenic concentrations were associated with SBP and DBP in model 1, and with DBP in
model 2. Groundwater concentrations of silicon, sulfate, barium, zinc, manganese, and iron were not
associated with SBP and DBP in any models.

Increase in groundwater concentration from the 25th percentile to the 75th percentile distribution
was associated with —0.15 (95% CI: —0.06, —0.25) SBP and —0.34 (95% CI: —0.25, —0.43) DBP for sodium;
0.06 (95% CI: 0.01, 0.11) SBP and —0.56 (95% CI: —0.66, —0.45) DBP for calcium; and —1.96 (95% CI: —2.25,
—1.68) SBP and -0.84 (95% CI: —1.01, —0.67) DBP for magnesium in model 3. Increase in groundwater
concentration from the 25th percentile to the 75th percentile distribution was associated with 0.47
(95% CI: 0.47, 0.48) SBP and 0.22 (95% CI: 0.22, 0.23) DBP for potassium; and —-0.13 (95% CI: -0.12,
—0.15) SBP and —0.03 (95% CI: —0.04, —0.02) DBP for arsenic (Table 2).

In sensitivity analyses conducted among wells located within 2.3 kilometers of BDHS clusters,
we found similar weak effects of association between groundwater chemicals and blood pressure
(Table S4); however, confidence intervals were wider for most chemicals including magnesium on
decreased sample size.

The pooled estimates from the meta-analysis of the surface geology suggest that a 10 mg/L increase
in well water magnesium was associated with a 0.995 (95% CI: 0.989, 1.001) GMR of SBP and 0.994
(95% CI: 0.988, 1.000) GMR of DBP in Model 3 (Table S5).
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Table 2. Prediction of change in systolic blood pressure (SBP) and diastolic blood pressure (DBP)
when chemicals increased from the 25th percentile to the 75th percentile distribution. Predictions
were done for non-smoker females from Barisal region who were from the lowest wealth quintile and
had no institutional education, and whose age, BMI and all other chemical concentrations were set at
mean values.

Predicted Change in BP
Chemicals 25th Percentile 75th Percentile
SBP (95% CI) DBP (95% CI)

Na (mg/L) 15 91 —-0.15 (-0.06, —0.25)  —0.34 (-0.25, —0.43)
Ca (mg/L) 13 71 0.06 (0.01, 0.11) —0.56 (—0.66, —0.45)
Mg (mg/L) 7 27 -1.96 (-1.68, —2.25)  —0.84 (-1.01, —0.67)
K (mg/L) 2 5 0.47 (0.47, 0.48) 0.22 (0.22, 0.23)
Fe (mg/L) 0.12 4.28 —-0.14 (-0.06, —0.21)  —0.22 (-0.12, —-0.32)
Si (mg/L) 15 24 -0.77 (-0.97, -0.77) 0.06 (-0.09, 0.22)
S04 (mg/L) 0.2 3.7 0.01 (0.00, 0.02) 0.02 (0.02, 0.02)
As (ug/L) 0.5 39 —-0.13 (-0.12, -0.15)  —0.03 (—0.04, —0.02)
Ba (ug/L) 26 88 0.38 (0.37, 0.39) 0.45 (0.45, 0.45)
Zn (ug/L) 8 25 —-0.03 (-0.04, —0.03)  —0.02 (-0.02, —0.010
Mn (ug/L) 76 735 0.29 (0.26, 0.31) 0.09 (0.07, 0.10)

3.4. Interaction between Chemical Pairs to Influence BP

The effects of magnesium, calcium, sodium, and arsenic on SBP or DBP were not modified by the
concentrations of any other chemicals in well water following Bonferroni correction (Table 3).

Table 3. Tests of pair-wise interactions between groundwater chemicals in relation to blood pressure
outcomes. Associations were Bonferroni-significant at « = 0.005.

p Values p Values
Chemical Pairs Chemical Pairs
Systolic BP Diastolic BP Systolic BP Diastolic BP
Mg & Ca 0.318 0.185 Na & Si 0.307 0.900
Mg & Na 0.854 0.307 Na & Mn 0.217 0.827
Mg & K 0.811 0.386 Na & Zn 0.772 0.566
Mg & As 0.593 0.421 Na & Fe 0.089 0.045
Mg & Si 0.308 0.796 Na & SOy 0.012 0.591
Mg & Ba 0.668 0.102 Na & Ba 0.393 0.024
Mg & Zn 0.684 0.583 Na & Ca 0.503 0.254
Mg & Fe 0.820 0.109 Na & Mg 0.938 0.958
Mg & SOy 0.231 0.034 Na &K 0.814 0.811
Mg & Mn 0.755 0.782 Na & As 0.188 0.014
Ca & Si 0.250 0.750 K & Si 0.440 0.529
Ca & Mn 0.537 0.368 K & Mn 0.254 0.340
Ca&Zn 0.198 0.225 K& Zn 0.899 0.423
Ca & Fe 0.678 0.058 K & Fe 0.499 0.304
Ca & SO4 0.279 0.073 K & SO, 0.849 0.277
Ca & Ba 0.121 0.003 K & Ba 0.750 0.083
Ca & Mg 0.013 0.026 K& Ca 0.258 0.007
Ca & Na 0.604 0.670 K & Mg 0.452 0.582
Ca&K 0.641 0.417 Na &K 0.295 0.987
Ca & As 0.819 0.917 K& As 0.819 0.953
As & Si 0.012 0.184 As & Ba 0.991 0.430
As & Mn 0.672 0.285 As & Ca 0.710 0.294
As & Zn 0.568 0.890 As & Mg 0.361 0.801
As & Fe 0.387 0.911 As &K 0.564 0.266

As & SOy 0.763 0.348 AS & Na 0.113 0.199
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4. Discussion

We found that drinking water magnesium concentration in the well water was associated with
lower SBP and DBP among adults aged 35 years and older in Bangladesh when adjusted for demographic
variables, and additionally adjusted for socio-economic, educational attainments, and geographic
locations of households. Groundwater sodium, potassium, and arsenic were associated with lower SBP
and DBP when adjusted for demographic variables; however, their associations attenuated with further
adjustments of covariates. Nevertheless, all identified associations were weak and associations of all
chemicals, including magnesium, attenuated when adjusted for groundwater chemicals following
Bonferroni correction.

The associations of drinking water magnesium with lower blood pressure is consistent with the
findings from several studies. Epidemiological studies have highlighted the salubrious relationship
between consumption of magnesium-rich foods and blood pressure [25,26]. A meta-analysis of
9 case-control studies found an overall negative association between drinking water magnesium
and cardiovascular mortality [pooled odds ratio: 0.75 (95% Confidence Interval 0.68, 0.82)] [27].
In Israel, after adjustment for socio-demographic and clinical parameters, patients in desalinated
areas, compared to non-desalinated areas, had lower blood magnesium concentrations (2.08 + 0.27
vs. 1.94 + 0.24 mg/dL, p < 0.001 from T-test) and higher all-cause mortality following hospitalization
[hazard ratio: 1.87; 95% CI: 1.32-2.63] [28].

A typical diet in rural Bangladesh, containing seasonal local vegetables, small freshwater fish,
and rice (balanced diet), is associated with optimum magnesium intake and lower systolic and diastolic
blood pressure [29]. However, people consuming predominantly animal protein and root vegetables
had lower intake of magnesium [29]. An analysis of 5256 wells in Bengal, Mekong, and Red River
deltas, where 70% of the population relies on groundwater for drinking water, suggests that drinking
water is an important source of daily intake of minerals. Individuals can obtain up to half of the
daily recommended intake of magnesium from drinking two liters of groundwater in some areas
of Bangladesh [30]. The magnesium-rich drinking water is associated with lower blood pressure in
Bangladesh [31]. Magnesium in drinking water is highly bioavailable because it occurs in readily
absorbable ionic forms [32].

Our analyses have several important limitations. Our drinking water chemical exposure data
was one decade older than the blood pressure outcome data. There may be substantial exposure
measurement errors resulting from an inability to adjust for the temporal variability of water chemistry
data. Chemical concentrations in groundwater have temporal patterns, and chemicals may not all
shift in the same direction or by the same magnitude over time. In China and Bangladesh, greater
annual temporal variation was observed for redox-sensitive chemicals, such as Fe, Mn, and As [33,34].
Temporal variation may also depend on the depth of the water: in Bangladesh, the major chemicals
in groundwater (Na, K, Mg, Ca, and Cl) from shallow wells (<30 m deep) varied around + 90% of
baseline concentration over a period of 2-3 years, however, these chemicals varied <10% in deeper
wells (>30 m) [33]. The instability of chemical concentrations over time in shallow wells may be due to
greater interaction with freshwater (e.g., rainwater) [33]. The median depth of the BGS-DPHE wells
were 35 meters (IQR: 22, 56), so participants consuming drinking water from the shallow groundwater
will have more temporal variability of groundwater chemicals and differential exposure measurement
errors than participants who consume deep groundwater.

Although studies in Bangladesh have identified that drinking water sodium and arsenic are
associated with high blood pressure [11], we found that sodium and arsenic had no association with high
blood pressure or association with low blood pressure when adjusted for other chemicals. Exposure
measurement errors may also explain why our findings are inconsistent with other epidemiological
studies conducted in Bangladesh. Since the BGS survey conducted in 1999, many deep tube wells
(>150 m) have been installed in Bangladesh [35], and participants likely consumed groundwater from
deeper wells with lower arsenic concentrations when their blood pressure was measured during the
2011 BDHS survey. Groundwater sodium concentrations are high during the dry season in seawater
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intrusion-affected coastal Bangladesh. Studies highlighting the association between drinking water
sodium and blood pressure were conducted in coastal Bangladesh during the dry season. Nevertheless,
the BDHS survey was conducted during the monsoon and post-monsoon season when groundwater
sodium was not high. We lack the time of water sample collection during the BGS survey, which limits
our understanding of well water concentrations due to seasonal variability.

A second source of exposure measurement error may be the misclassification of the nearest wells
to individual participants. In Bangladesh, small-scale spatial variation of groundwater chemicals
exists [36-38]. Average distance to the nearest BGS-DPHE well was 2.3 kilometers for our study
participants, and it is possible that actual household wells had different chemical concentrations
than the nearest selected BGS-DPHE wells. We believe this could lead to a non-differential exposure
misclassification, which can magnify the bias for the continuous blood pressure outcome [39]. Another
source of information bias is the cross-sectional single-time measurement of blood pressure, which
has diurnal variation. Participants whose blood pressure were measured during the afternoon
can have higher blood pressure than those whose blood pressure was measured in the morning;
however, the BDHS data do not have information regarding time of blood pressure measurement.
Other factors such as nutrient and mineral intake through diet, physical activities, and sleep patterns
can influence blood pressure, but we were unable to adjust for those factors. Nevertheless, participants’
socio-economic status and rural/urban residence may be proxies for some factors, such as diet and
physical activities to some extent.

5. Conclusions

We found weak associations between water chemicals and blood pressure; however, exposure
measurement errors may have biased our findings. Precise measurements of groundwater chemical
mixtures will better detect the associations of any chemicals on blood pressure and interactions
if present.
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stratified analysis based on geological unit.

Author Contributions: Conceptualization, AM.N., TEC., S.PL., KM.VN,, and M.O.G.; Formal analysis, A.M.N.
and S.0.; Funding acquisition, T.F.C.; Investigation, A.M.N., ].D.S., B.O., and M.O.G.; Methodology, AM.N., TEC,,
SPL,MR,LU,KMA.,SD.,]DS, HH.C, KMVN, MS., S.AP, B.O., and M.O.G.; Software, ].D.S., M.S. and
M.O.G.; Supervision, M.O.G.; Visualization, ].D.S. and M.O.G.; Writing—original draft, A M.N.; Writing—review &
editing, AMN.,, TEC,SPL, MR, LU,KMA,SD,S.0O,]DS, HHC, KMVN,MS,, S. AP, B.O., and M.O.G.

Funding: A.M. Naser’s effort on the analyses was supported by a grant from Unilever Ltd.

Acknowledgments: We thank Unilever Ltd. for the funding. We thank the DHS and BGS authority for publicly
sharing the datasets.

Conflicts of Interest: The authors declare no conflict of interest. The funder had no role in the design of the study;
in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to publish
the results.

References

1. Marier, J. Geochemistry of Water in Relation to Cardiovascular Diseases: National Research Council; National
Academy of Sciences: Washington, DC, USA, 1979.

2. Lindh, U. Biological functions of the elements. In Essentials of Medical Geology; Springer: Berlin, Germany,
2013; pp. 129-177.

3.  Combs, G.F, Jr. Geological impacts on nutrition. In Essentials of Medical Geology; Springer: Berlin, Germany,
2013; pp. 179-194.

4. McCarron, D.A.; Henry, H.J.; Morris, C.D. Human nutrition and blood pressure regulation: an integrated
approach. Hypertension 1982, 4, I112.


http://www.mdpi.com/1660-4601/16/13/2289/s1

Int. |. Environ. Res. Public Health 2019, 16, 2289 13 of 14

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Kesteloot, H.; Joossens, J.V. Relationship of dietary sodium, potassium, calcium, and magnesium with blood
pressure. Belg. Interuniv. Res. Nutr. Health Hypertens. 1988, 12, 594-599. [PubMed]

British Geological Survey. Groundwater Quality: Bangladesh. 2001. Available online: https://www.bgs.ac.
uk/downloads/start.cfm?id=1277 (accessed on 5 August 2017).

France-Lanord, C.; Ananta, G.; Valier, G.; Jérome, L.; Maarten, L.; Guillaume, M. Sediment Transfer and
Deposition throughout the Himalayan Continental and Oceanic Basin: Constraint from Geochemical
Composition of River Sediments. EGU General Assembly Conference Abstracts. 2013. Available online:
http://meetingorganizer.copernicus.org/EGU2013/EGU2013-11545.pdf (accessed on 6 June 2019).

Brammer, H. Geography of the Soils of Bangladesh; University Press: Dhaka, Bangladesh, 1996.

BGS and DHPE. Arsenic Contamination of Groundwater in Bangladesh; IKinneburgh, D.G., Smedley, PL., Eds.;
Volume 1: Summary. British Geological Survey Report WC/00/19; British Geological Survey: Keyworth,
UK, 2001; ISBN 0 85272 384 9. Available online: http://www.bgs.ac.uk/research/groundwater/health/arsenic/
Bangladesh/reports.html (accessed on 20 August 2017).

Ahsan, H.; Chen, Y.; Parvez, E; Argos, M.; Hussain, A.I.; Momotaj, H.; Levy, D.; van Geen, A.; Howe, G.;
Graziano, J. Health Effects of Arsenic Longitudinal Study (HEALS): Description of a multidisciplinary
epidemiologic investigation. | Expo. Sci. Environ. Epidemiol. 2006, 16, 191-205. [CrossRef] [PubMed]

Jiang, J.; Liu, M.; Parvez, F; Wang, B.; Wu, E; Eunus, M.; Bangalore, S.; Newman, J.D.; Ahmed, A;
Islam, T.; et al. Association between arsenic exposure from drinking water and longitudinal change in blood
pressure among HEALS cohort participants. Environ. Health Perspect. 2015, 123, 806. [CrossRef] [PubMed]
Scheelbeek, PED.; Chowdhury, M.A .H.; Haines, A.; Alam, A.; Hoque, M.A.; Butler, A.P; Khan, A.E,;
Mojumder, S.K.; Blangiardo, M.A.G.; Elliott, P; et al. High concentrations of sodium in drinking water and
raised blood pressure in coastal deltas affected by episodic seawater inundations. Lancet Glob. Health 2016, 4,
S18. [CrossRef]

National Institute of Population Research and Training. Bangladesh Demographic and Health Survey; National
Institute of Population Research and Training: Dhaka, Bangladesh, 2011.

Madison, J.R.; Spies, C.; Schatz, L].; Masaki, K.; Chen, R.; Yano, K.; Curb, J.D. Proteinuria and risk for stroke
and coronary heart disease during 27 years of follow-up: the Honolulu Heart Program. Arch. Intern. Med.
2006, 166, 884—889. [CrossRef] [PubMed]

BGS and DHPE. Arsenic Contamination of Groundwater in Bangladesh; IKinneburgh, D.G., Smedley, P.L., Eds.;
Volume 2: Final Report. Chapter 1: Introduction. British Geological Survey Report WC/00/19; British
Geological Survey: Keyworth, UK, 2001; ISBN 0 85272 384 9. Available online: https://www.bgs.ac.uk/
research/groundwater/health/arsenic/Bangladesh/reports.html (accessed on 26 June 2019).

BGS and DHPE. Arsenic Contamination of Groundwater in Bangladesh; IKinneburgh, D.G., Smedley, P.L., Eds.;
Volume 3: Hydrochemical Atlas. Chapter 1: The National Hydrochemical Survey. British Geological
Survey Report WC/00/19; British Geological Survey: Keyworth, UK, 2001; ISBN 0 85272 384 9. Available
online: https://www.bgs.ac.uk/research/groundwater/health/arsenic/Bangladesh/reports.html (accessed on
26 June 2019).

BGS and DHPE. Arsenic Contamination of Groundwater in Bangladesh; IKinneburgh, D.G., Smedley, P.L., Eds.;
Volume 2: Final Report. Chapter 6: The National Hydrochemical Survey. British Geological Survey Report
WC/00/19; British Geological Survey: Keyworth, UK, 2001; ISBN 0 85272 384 9. Available online: https:
/[www.bgs.ac.uk/research/groundwater/health/arsenic/Bangladesh/reports.html (accessed on 26 June 2019).
Ourshalimian, S.; Naser, A.M.; Rahman, M.; Doza, S.; Stowell, J.; Narayan, KM.V.; Shamsudduha, M.;
Gribble, M.O. Arsenic and Fasting Blood Glucose in the Context of Other Drinking Water Chemicals:
A Cross-Sectional Study in Bangladesh. Environ. Res. 2019, 172, 249-257.

Shrivastava, A.; Gupta, V.B. Methods for the determination of limit of detection and limit of quantitation of
the analytical methods. Chron. Young Sci. 2011, 2, 21. [CrossRef]

Nickson, R.; McArthur, J.; Burgess, W.; Ahmed, K.M.; Ravenscroft, P.; Rahman, M. Arsenic poisoning of
Bangladesh groundwater. Nature 1998, 395, 338. [CrossRef] [PubMed]

Zheng, Y.; Stute, M.; van Geen, A.; Gavrieli, I.; Dhar, R.; Simpson, H.]J.; Schlosser, P.; Ahmed, K.M. Redox
control of arsenic mobilization in Bangladesh groundwater. Appl. Geochem. 2004, 19, 201-214. [CrossRef]
Azur, MLJ; Stuart, E.; Frangakis, C.; Leaf, P. Multiple imputation by chained equations: What is it and how
does it work? Int. . Methods Psychiatr. Res. 2011, 20, 40-49. [CrossRef]


http://www.ncbi.nlm.nih.gov/pubmed/3203963
https://www.bgs.ac.uk/downloads/start.cfm?id=1277
https://www.bgs.ac.uk/downloads/start.cfm?id=1277
http://meetingorganizer.copernicus.org/EGU2013/EGU2013-11545.pdf
http://www.bgs.ac.uk/research/groundwater/health/arsenic/Bangladesh/reports.html
http://www.bgs.ac.uk/research/groundwater/health/arsenic/Bangladesh/reports.html
http://dx.doi.org/10.1038/sj.jea.7500449
http://www.ncbi.nlm.nih.gov/pubmed/16160703
http://dx.doi.org/10.1289/ehp.1409004
http://www.ncbi.nlm.nih.gov/pubmed/25816368
http://dx.doi.org/10.1016/S2214-109X(16)30023-7
http://dx.doi.org/10.1001/archinte.166.8.884
http://www.ncbi.nlm.nih.gov/pubmed/16636214
https://www.bgs.ac.uk/research/groundwater/health/arsenic/Bangladesh/reports.html
https://www.bgs.ac.uk/research/groundwater/health/arsenic/Bangladesh/reports.html
https://www.bgs.ac.uk/research/groundwater/health/arsenic/Bangladesh/reports.html
https://www.bgs.ac.uk/research/groundwater/health/arsenic/Bangladesh/reports.html
https://www.bgs.ac.uk/research/groundwater/health/arsenic/Bangladesh/reports.html
http://dx.doi.org/10.4103/2229-5186.79345
http://dx.doi.org/10.1038/26387
http://www.ncbi.nlm.nih.gov/pubmed/9759723
http://dx.doi.org/10.1016/j.apgeochem.2003.09.007
http://dx.doi.org/10.1002/mpr.329

Int. |. Environ. Res. Public Health 2019, 16, 2289 14 of 14

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Paisley, K.E.; Beaman, M.; Tooke, ].E.; Mohamed-Ali, V.; Lowe, G.D.; Shore, A.C. Endothelial dysfunction
and inflammation in asymptomatic proteinuria. Kidney Int. 2003, 63, 624—633. [CrossRef] [PubMed]

World Health Organization. Guidelines for Drinking-water Quality: Fourth Edition. 2011. [cited 38;
104-8]. Available online: https://www.unicef.org/cholera/Chapter_4_prevention/01_WHO_Guidelines_for_
drinking_water_quality.pdf (accessed on 26 June 2019).

Jee, SH.; Miller, ER,, 3rd; Guallar, E.; Singh, VK.; Appel, LJ.; Klag, M.]. The effect of magnesium
supplementation on blood pressure: a meta-analysis of randomized clinical trials. Am. J. Hypertens. 2002, 15,
691-696. [CrossRef]

van Leer, E.M.; Seidell, ].C.; Kromhout, D. Dietary calcium, potassium, magnesium and blood pressure in
the Netherlands. Int. J. Epidemiol. 1995, 24, 1117-1123. [CrossRef] [PubMed]

Catling, L.A.; Abubakar, I; Lake, LR.; Swift, L.; Hunter, PR. A systematic review of analytical observational
studies investigating the association between cardiovascular disease and drinking water hardness. J. Water
Health 2008, 6, 433-442. [CrossRef] [PubMed]

Shlezinger, M.; Amitai, Y.; Goldenberg, I.; Shechter, M. Desalinated seawater supply and all-cause mortality
in hospitalized acute myocardial infarction patients from the Acute Coronary Syndrome Israeli Survey
2002-2013. Int. J. Cardiol. 2016, 220, 544-550. [CrossRef] [PubMed]

Chen, Y.; Factor-Litvak, P.; Howe, G.R.; Parvez, F.; Ahsan, H. Nutritional influence on risk of high blood
pressure in Bangladesh: A population-based cross-sectional study. Am. J. Clin. Nutr. 2006, 84, 1224-1232.
[CrossRef] [PubMed]

Hoque, M.A.; Butler, A.P. Medical hydrogeology of Asian deltas: status of groundwater toxicants and
nutrients, and implications for human health. Int. J. Environ. Res. Public Health 2015, 13, 81. [CrossRef]
[PubMed]

Naser, A.M.; Rahman, M.; Unicomb, L.; Doza, S.; Gazi, M.S.; Alam, G.R.; Karim, M.R.; Uddin, M.N.;
Khan, G.K.; Ahmed, K.M. Drinking water salinity, urinary macro-mineral excretions, and blood pressure in
the southwest coastal population of Bangladesh. J. Am. Heart Assoc. 2019, 8, e012007. [CrossRef]

World Health Organization. Calcium and Magnesium in Drinking-Water: Public Health Significance; World Health
Organization: Geneva, Switzerland, 2009.

Dhar, R.K.; Zheng, Y.; Stute, M.; van Geen, A.; Cheng, Z.; Shanewaz, M.; Shamsudduha, M.; Hoque, M.A.;
Rahman, M.W.; Ahmed, K.M. Temporal variability of groundwater chemistry in shallow and deep aquifers
of Araihazar, Bangladesh. J. Contam. Hydrol. 2008, 99, 97-111. [CrossRef]

Deng, Y,; Li, H,; Wang, Y.; Duan, Y.; Gan, Y. Temporal variability of groundwater chemistry and relationship
with water-table fluctuation in the Jianghan Plain, central China. Procedia Earth Planet. Sci. 2014, 10, 100-103.
[CrossRef]

Burgess, W.G.; Hoque, M.A_; Michael, H.A.; Voss, C.I; Breit, G.N.; Ahmed, K.M. Vulnerability of deep
groundwater in the Bengal Aquifer System to contamination by arsenic. Nat. Geosci. 2010, 3, 83. [CrossRef]
van Geen, A.; Zheng, Y.; Versteeg, R.; Stute, M.; Horneman, A.; Dhar, R.; Steckler, M.; Gelman, A.; Small, C.;
Ahsan, H.; et al. Spatial variability of arsenic in 6000 tube wells in a 25 km? area of Bangladesh. Water Resour.
Res. 2003, 39. [CrossRef]

Merrill, R.D.; Labrique, A.B.; Shamim, A.A.; Schulze, K.; Christian, P.; Merrill, R.K.; West, K.P, Jr. Elevated
and variable groundwater iron in rural northwestern Bangladesh. J. Water Health 2010, 8, 818-825. [CrossRef]
[PubMed]

Naser, A.M.; Higgins, EM.; Arman, S.; Ercumen, A.; Ashraf, S.; Das, K.K.; Rahman, M.; Luby, S.P.; Unicomb, L.
Effect of Groundwater Iron on Residual Chlorine in Water Treated with Sodium Dichloroisocyanurate Tablets
in Rural Bangladesh. Am. |. Trop. Med. Hyg. 2018, 98, 977-983. [CrossRef] [PubMed]

Wood, M.E.; Chrysanthopoulou, S.; Nordeng, H.M.E.; Lapane, K.L. The Impact of Nondifferential Exposure
Misclassification on the Performance of Propensity Scores for Continuous and Binary Outcomes. Med. Care
2018, 56, e46—e53. [CrossRef] [PubMed]

® © 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.1046/j.1523-1755.2003.00768.x
http://www.ncbi.nlm.nih.gov/pubmed/12631127
https://www.unicef.org/cholera/Chapter_4_prevention/01_WHO_Guidelines_for_drinking_water_quality.pdf
https://www.unicef.org/cholera/Chapter_4_prevention/01_WHO_Guidelines_for_drinking_water_quality.pdf
http://dx.doi.org/10.1016/S0895-7061(02)02964-3
http://dx.doi.org/10.1093/ije/24.6.1117
http://www.ncbi.nlm.nih.gov/pubmed/8824852
http://dx.doi.org/10.2166/wh.2008.054
http://www.ncbi.nlm.nih.gov/pubmed/18401109
http://dx.doi.org/10.1016/j.ijcard.2016.06.241
http://www.ncbi.nlm.nih.gov/pubmed/27393841
http://dx.doi.org/10.1093/ajcn/84.5.1224
http://www.ncbi.nlm.nih.gov/pubmed/17093178
http://dx.doi.org/10.3390/ijerph13010081
http://www.ncbi.nlm.nih.gov/pubmed/26712780
http://dx.doi.org/10.1161/JAHA.119.012007
http://dx.doi.org/10.1016/j.jconhyd.2008.03.007
http://dx.doi.org/10.1016/j.proeps.2014.08.018
http://dx.doi.org/10.1038/ngeo750
http://dx.doi.org/10.1029/2002WR001617
http://dx.doi.org/10.2166/wh.2010.144
http://www.ncbi.nlm.nih.gov/pubmed/20705991
http://dx.doi.org/10.4269/ajtmh.16-0954
http://www.ncbi.nlm.nih.gov/pubmed/29436334
http://dx.doi.org/10.1097/MLR.0000000000000800
http://www.ncbi.nlm.nih.gov/pubmed/28922298
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Data Sources and Participants 
	Blood Pressure Measures 
	Clinical and Demographic Determinants of Blood Pressure 
	Participant Drinking Water Source Data 
	Hydro-Geological Data on Groundwater Chemistry 
	Selection of Chemicals for Analyses 
	Drinking Water Chemical Exposure Assignment 
	Statistical Analysis 
	Ethical Approval 

	Results 
	Characteristics of the Participants 
	Distribution of Groundwater Chemicals 
	Association between Groundwater Chemicals and BP 
	Interaction between Chemical Pairs to Influence BP 

	Discussion 
	Conclusions 
	References

