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Background: Nitrate ingestion from drinking water has been associated with an increased risk of adverse birth
outcomes as well as elevated risk of colorectal cancer and several other cancers. Yet, to date, no studies have
attempted to quantify the health and economic impacts due to nitrate in drinking water in the United States.
Methods: This study presents a first-of-its-kind comprehensive assessment of nitrate exposure from drinking
water for the entire United States population. This exposure assessment serves as the basis for our analysis of the
annual nitrate-attributable disease cases in the United States and the associated economic losses due to medical
costs and lost productivity. Additionally, through a meta-analysis of studies on drinking water nitrate and col-
orectal cancer, we examine the exposure-response relationship for nitrate and cancer risk.

Results: On the basis of national nitrate occurrence data and relative risk ratios reported in the epidemiology
literature, we calculated that annually, 2939 cases of very low birth weight, 1725 cases of very preterm birth,
and 41 cases of neural tube defects could be related to nitrate exposure from drinking water. For cancer risk,
combining nitrate-specific risk estimates for colorectal, ovarian, thyroid, kidney, and bladder cancers results in a
range of 2300 to 12,594 annual nitrate-attributable cancer cases (mean: 6537 estimated cases). For medical
expenditures alone, this burden of cancer corresponds to an annual economic cost of 250 million to 1.5 billion
U.S. dollars, together with a potential 1.3 to 6.5 billion dollar impact due to lost productivity. With the meta-
analysis of eight studies of drinking water nitrate and colorectal cancer, we observed a statistically significant
positive association for nitrate exposure and colorectal cancer risk and calculated a one-in-one million cancer
risk level of 0.14 mg/L nitrate in drinking water.

Conclusion: Health and economic analyses presented here suggest that lowering exposure to nitrate in drinking
water could bring economic benefits by alleviating the impacts of nitrate-associated diseases.

1. Introduction

A large body of epidemiological research has found an elevated risk
of cancer, adverse birth outcomes and other health impacts associated
with the presence of nitrate in drinking water (Ward et al., 2018). These
effects are often observed at drinking water nitrate concentrations
significantly lower than the levels associated with methemoglobinemia,
or blue-baby syndrome, a life-threatening condition that can kill an
infant through oxygen deprivation. The U.S. drinking water standard
for nitrate of 10 mg/L nitrate (as nitrogen) was first set in 1962 in order
to protect against methemoglobinemia. The Canadian legal limit for
nitrate in drinking water is equivalent to the U.S. standard, and the
European standard is comparable, allowing up to 50 mg/L of nitrate as
nitrate (corresponding to 11.3 mg/L nitrate as nitrogen).
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For decades, methemoglobinemia was considered to be the primary
health concern due to nitrate ingestion from water. This viewpoint is
reflected in recent regulatory risk assessments published by government
agencies, for example Health Canada (2013) and California Office of
Environmental Health Hazard Assessment (OEHHA 2018a). Yet, the
epidemiological evidence linking nitrate in drinking water with human
health harms raises questions about whether the nitrate limit of 10 mg/
L protects the general population against adverse health outcomes.

Recent epidemiological studies with large study populations con-
ducted in Spain and Italy (Espejo-Herrera et al., 2016) and in Denmark
(Schullehner et al., 2018) reported statistically significant increases in
colorectal cancer risk associated with nitrate in drinking water at levels
of 0.7-2 mg/L. Amongst these studies, the highest risk was observed for
men with high red meat intake and highest exposure to nitrate from
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List of abbreviations

DALY Disability-Adjusted Life Year

HR Hazard Ratio

OEHHA California Office of Environmental Health Hazard
Assessment

OR Odds Ratio

RR Relative Risk

VOLY Value of a Life Year

USGS United States Geological Survey

U.S. EPA U.S. Environmental Protection Agency
YLD Years Lost due to Disability

YLL Years of Life Lost

drinking water (Espejo-Herrera et al., 2016). These European publica-
tions corroborate the results from an earlier study conducted in Iowa, a
region of the United States with a history of elevated nitrate in drinking
water, where elevated colorectal cancer risk was observed for drinking
water nitrate levels above 5mg/L, for individuals with above median
meat consumption and below median Vitamin C intake (De Roos et al.,
2003). Additionally, statistically significant increases in the risk of
ovarian, thyroid, kidney and bladder cancers associated with exposure
to nitrate have been reported in studies of an Iowa cohort of women
55-69 years old (Inoue-Choi et al., 2015; Jones et al., 2017; Jones et al.,
2016; Ward et al., 2010).

Notably, not all epidemiological studies report elevated risk for
colorectal cancer and nitrate exposure, and some publications report
null findings. For example, studies of a female-only cohort in Iowa
observed no association between drinking water nitrate and colorectal
cancer risk alone or when risk factors such as red meat intake and
antioxidant intake levels were also considered (Jones et al., 2019;
Weyer et al., 2001).

Cancer development upon nitrate ingestion is a complex process
likely mediated by the endogenous formation of N-nitroso compounds,
which are potent mutagens and carcinogens. In the body, nitrate can be
reduced to nitrite and further metabolized to yield nitrosating agents
capable of reacting with dietary amines to form such compounds. The
World Health Organization's International Agency for Research on
Cancer classified ingested nitrate as probably carcinogenic to humans,
specifically when nitrate is ingested under conditions that promote
endogenous nitrosation (IARC, 2010). Dietary consumption of nitrate-
preserved meats and red meat in general contributes to nitrosation and
has been associated with greater cancer risk. In contrast, intake of ni-
trate in the presence of compounds that inhibit endogenous nitrosation,
such as Vitamin C and E, may prevent or reduce the formation of N-
nitroso compounds (Khatri et al., 2017). There is some evidence that
endogenous formation of N-nitroso compounds occurs upon ingestion
of nitrate from drinking water, as documented by the urinary excretion
of N-nitroso compounds (Mirvish et al., 1992; van Maanen et al., 1996).

In addition to cancer risk, exposure to drinking water nitrate during
pregnancy has been associated with an elevated risk of adverse birth
outcomes such as neural tube birth defects or other birth defects
(Brender et al., 2013). Mother's exposure during pregnancy has been
also associated with small for gestational age at birth (Migeot et al.,
2013) as well as very preterm birth and very low birth weight (Stayner
et al., 2017a). Potential mechanism(s) underlying these reproductive
and developmental effects remain to be elucidated. While N-nitroso
compound formation following nitrate ingestion exhibits develop-
mental toxicity in animal studies, epidemiological data suggest that a
different mechanism of nitrate toxicity might be involved in adverse
birth outcomes (Brender et al., 2013). Additional pathways of nitrate
toxicity could include inhibition of iodine uptake into the thyroid and
changes in the thyroid function (Cao et al., 2010; Horton et al., 2015;
Tonacchera et al., 2004) as well as interference with steroidogenesis
(Edwards et al., 2018; Hamlin et al., 2016; Poulsen et al., 2018).

In light of the epidemiological data suggesting potential health
harms at current levels of nitrate in drinking water, a population-wide
assessment of nitrate-attributable health and economic impacts for the
United States is both timely and practical. The present study utilizes
nitrate occurrence data for public water systems in all 50 U.S. states to

estimate the annual number of nitrate-associated adverse pregnancy
outcomes, cancer cases and associated economic costs for the U.S. po-
pulation as a whole. Additionally, we carried out a meta-analysis of
studies on nitrate and colorectal cancer and determined nitrate's car-
cinogenic potency, also called the cancer slope factor, using established
risk assessment methodologies (U.S. EPA, 1992). Together, these data
form a solid platform for developing risk-based health benchmarks and
drinking water standards that would protect human health from nitrate-
attributable adverse effects.

2. Methods

2.1. Exposure assessment for nitrate in community water systems in the
United States

This study is based on a national-level dataset for nitrate occurrence
in public water systems in the United States for 2010-2017. The dataset
is posted in an open access database available at https://www.ewg.org/
tapwater/, which, to our knowledge, represents the most comprehen-
sive, freely searchable source of tap water contaminant occurrence data
for the U.S. Within the database, and throughout this paper, all nitrate
concentrations in drinking water are expressed for nitrate as nitrogen,
which is the standard metric in the United States for reporting drinking
water nitrate concentrations. For the purposes of exposure assessment
in this analysis, we calculated the arithmetic mean for all nitrate test
results available for each individual public water system for
2010-2017, and this calculated value was assigned as the exposure
level for this system. Test results reported as “non-detects” were as-
signed a value of zero and included in the overall data array for the
calculation of averages. This approach is conservative and exerts a
downward effect of the overall exposure estimates because, at least in
some states, the detection limit of nitrate for purposes of reporting is
higher than what is achievable with the analytical capabilities of the
most sensitive test methods.

Population statistics for community water systems were obtained
from the U.S. EPA Envirofacts database (https://www3.epa.gov/
enviro/facts/sdwis/search.html), and supplemented with data avail-
able from state drinking water programs. These population numbers
represent an estimate, and the specific number of customers and re-
sidents served by an individual water system may differ. Analyzing the
population statistics in our dataset we found that for 38 out of 50 states,
the overall population data for residents served by community water
systems were within 10% of what was expected based on the 2017
Census data. For 8 states in our dataset, the calculated population was
within 20% of expected, while for remaining 4 states (Alaska, Alabama,
Massachusetts, and Mississippi), the population calculated from the
U.S. EPA Envirofacts data diverged by more than 20% from the popu-
lation expected from the census data. Based on this analysis, we applied
a state-specific population adjustment factor where needed, to bring
our estimates for the total population served by community water
systems in each state in concordance with the 2017 census data.

2.2. Exposure assessment for nitrate in private water wells in the United
States

To assess nitrate exposure for private well users, we developed an
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extrapolation model that incorporates nitrate testing data for ground-
water-based community and non-community systems that serve up to
50 people. Non-community systems are defined by the U.S. EPA as “a
public water system that regularly supplies water to at least 25 of the
same people at least six months per year” or a system that “provides
water in a place such as a gas station or campground where people do
not remain for long periods of time”. Over 95% of non-community
water systems are groundwater systems (U.S. EPA, 2018b), and over
90% of very small community systems use groundwater (National
Research Council, 1997).

Our approach incorporates information on the number of people
who use private water wells in each state (Kenny et al., 2009; U.S. EPA,
2011). For this analysis, we treated the nitrate concentrations in the
non-community water systems and the smallest community water sys-
tems as a proxy for nitrate levels in private wells. Private water wells
are likely to have the same depth or be shallower compared to public
water systems and would likely have same or worse nitrate con-
centration profiles as what is found in the very small community or
non-community water systems. Thus, our modeling approach re-
presents a conservative scenario with respect to private well users’
exposure to nitrate.

We analyzed the state-level profiles of nitrate occurrence in
2010-2017 in non-community and community water systems serving
less than 50 people, and determined the state-level percentage of those
systems that provide water with average nitrate concentrations ex-
ceeding a defined nitrate concentration level. For the purposes of this
analysis, the nitrate occurrence distribution in the above dataset was
considered equivalent to the nitrate occurrence distribution in the
private wells in the same state.

To validate this approach, we utilized data from the U.S. EPA ana-
lysis of state-specific U.S. Geological Survey data on the percentage of
area groundwater contaminated with nitrate above 5mg/L (U.S. EPA,
2011). We compared these EPA estimates with our modeled estimates
of the percentage of private well users in each state relying on water
with more than 5mg/L nitrate (Supplementary Table 1). These two
metrics are distinct yet related, as one reflects the area of groundwater
impacted by nitrate, and the other reflects a possible number of private
well users impacted. In a correlation analysis, for 31 states that con-
stitute 91% of the overall U.S. population served by private wells, the
median of the absolute difference between the two metrics approaches
zero, indicating overall concordance between the two datasets.

2.3. Calculation of nitrate-attributable cases of disease

In order to calculate the nitrate-attributable cases of diseases or
health conditions, namely cancer and adverse reproductive outcomes,
we adapted, with modifications, a published methodology for calcula-
tion of nitrate-attributable colorectal cancer cases in Europe (van
Grinsven et al., 2010). The calculations formula incorporates relative
risk from epidemiological studies, size of the population exposed to
nitrate concentration above a specific cut-off level, and the current
annual incidence proportions of a specific disease or health condition,
available from the Centers for Disease Control and Prevention (U.S.
Cancer Statistics, 2017). We first calculated baseline incidence pro-
portion, referred to as Incg in the following equation:

Incg = Disease Cases / ((PoP; * Rg) + (Popy * Ry)

where.

Incg = baseline incidence proportion in the unexposed population.
Disease Cases = National disease incidence proportion * total U.S.
population.

Popg = exposed population (estimated number of people from
public water systems and private wells drinking water with nitrate
above a specified concentration).

Popy = unexposed population (total population minus Popg).
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Rg = relative risk of the exposed population (odds ratio for a disease
or a health condition in exposed population from epidemiological
literature).

Ry = relative risk of the unexposed population (value = 1).

We than calculated the nitrate attributable cases using the following
equation:

Nitrate Attributable Cases = Popp * A R Incg

where,

A R= Rg — Ryor the increased risk in the exposed population

To identify relevant epidemiological literature for cancer risk esti-
mates and nitrate exposure levels, we queried the Pubmed database
with a search term “drinking water nitrate and cancer”, or a combi-
nation of such terms. An assumption of this methodology is the causal
link between exposure to nitrate in drinking water and cancer devel-
opment, therefore only studies indicating positive findings were used in
our analysis of nitrate-attributable cancer cases. Five different risk
scenarios for colorectal cancer were selected, based on reported nitrate
exposure and significant increases in odds ratios or hazard ratios in
studies by De Roos et al. (2003), Espejo-Herrera et al. (2016), and
Schullehner et al. (2018). These studies were chosen because they had
strong study designs incorporating large sample sizes, improved ex-
posure assessment and control of factors influencing endogenous ni-
trosation. Of the three studies, Schullehner et al. (2018) presents a
nation-wide assessment of colorectal cancer risk in Denmark coupled
with reliable individually linked exposure data. For the assessment of
other types of cancer risk related to nitrate, we used a kidney cancer
risk scenario from Ward et al. (2007) for a cohort that included both
men and women and reported similar risk estimates as Jones et al.
(2017). For bladder cancer risk (Jones et al., 2016), ovarian cancer risk
(Inoue-Choi et al., 2015), and thyroid cancer risk (Ward et al., 2010),
risk estimates come from a well-defined cohort of over 20 thousand
women 55-69 years old in lowa who were enrolled in 1986 in the
National Cancer Institute's Iowa Women's Health Study (National
Cancer Institute, 2018).

For all studies analyzed here, odds ratios were interpreted as re-
lative risk values since cancer is a rare event (Cochrane Collaboration,
2011). Risk estimates were used for exposure groups that found a sig-
nificant increased risk relative to the lowest exposure group. Con-
centration cut-off levels were determined as the lower limit of the ex-
posure group indicating an increased risk and are expressed as mg/L
nitrate-nitrogen. Three studies reported elevated cancer risk from ni-
trate in drinking water relative to meat consumption. De Roos et al.
(2003) classified this study population as above median meat con-
sumers, while Espejo-Herrera et al. (2016) and Ward et al. (2007)
further specified high red meat consumption. For these scenarios, we
used increased relative risk values for Rg. Increased relative risk values
were calculated using the following equation:

RE = OR above median meat/red meat consumer + nitrate /
OR above median meat/red meat consumer (no nitrate)

This approach accounts for the slight increased risk of cancer as-
sociated with red meat or meat consumption and no nitrate exposure
and was used in the van Grinsven study (2010) and confirmed through
personal communication with the author.

In some scenarios, we incorporated a population adjustment factor
whereby the exposed population was adjusted to accurately reflect the
characteristics of the at-risk population from our selected studies.
Above median meat/red meat consumers were considered 50% of the
total U.S. population. For scenarios applicable to women 55-69 years of
age, we defined this group as 9% of the total U.S. population according
to the 2017 U.S. census report. Women 55-69 years of age with no
history of bilateral oophorectomy were considered 7% of the total U.S.
population given that approximately 20% of women in this age range in
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the United States have had bilateral oophorectomy surgery (Howe
1984).

A similar approach was employed for calculating nitrate-attribu-
table cases of adverse birth outcomes, whereby we assessed the esti-
mated numbers for nitrate-related neural tube defects, incidence of very
low birth weight and very preterm births. Three thousand pregnancies
in the U.S. each year are affected by neural tube defects (Oakeshott
et al., 2010). Anencephaly and spina bifida account for approximately
80% of all neural tube defects based on incidence reported by the
Centers for Disease Control and Prevention, and spina bifida is twice as
common as anencephaly. Attributable cases were calculated based on
national incidence proportions. For neural tube defects and very low
birth weight outcomes, data was obtained from the 2016 Centers for
Disease Control and Prevention National Health Statistics. For very
preterm birth, data was obtained from 2014 to 2015 March of Dimes
Perinatal Data Center (2019).

2.4. Assessment of economic costs for nitrate-attributable adverse birth
outcomes

For all economic analyses presented here, costs are expressed in
2014 U.S. dollars. As recommended by Dunn et al. (2018), medical
costs were indexed using the Bureau of Economic Analysis’ Personal
Consumption Expenditures health price index, while indirect economic
losses were updated using the general Personal Consumption Ex-
penditures price index (U.S. Department of Labor Bureau of Labor and
Statistics, 2017). Full analysis of the direct and indirect economic costs
for all nitrate-related adverse birth outcomes is beyond the scope of this
manuscript and deserves its own investigation. In our analysis we in-
corporated the costs of hospitalization for medical concerns for three
outcomes studied here (neural tube defects, very pre-term birth and
very low birth weight) reported in the research literature. Due to un-
certainty about potential overlap between the occurrence and regis-
tration of low birth weight and preterm birth, we did not aggregate the
total costs for these birth outcomes but presented them separately.

For the very low birth weight, lost economic productivity was es-
timated based on the loss of IQ points (indirect costs) according to re-
cently published methodology (Malits et al., 2018). Following this ap-
proach, low birth weight was considered to incur a 4.98-point loss in
1Q, as defined through a meta-analysis of the impact of low birth weight
on intelligence in adolescence and early adulthood (Kormos et al.,
2014). Very low birth weight is a more severe health outcome com-
pared to low birth weight, and thus out approach of assigning this IQ
loss value to very low birth weight cases is conservative. Following the
U.S. EPA economic analysis, each IQ point loss was valued at $11,745 —
$15,883 in 2014 dollars (U.S. EPA, 2015a). Overall indirect economic
cost is calculated by multiplying the number of nitrate-attributable very
low weight births by the 4.98 IQ point loss per case and the cost of each
IQ point loss (Malits et al., 2018).

2.5. Assessment of direct medical costs due to nitrate-attributable cancer
cases

For cancer-related medical costs, we obtained annualized mean net
costs of care per patient published by the National Cancer Institute,
based on research by Mariotto et al. (2011), converted to 2014 U.S.
dollars. We estimated the total costs per cancer case with the following
formula:

Total cost per case = Initial cost + Continuing Costs each Year

+ Cost for the Last Year of Life

For calculation of continuing costs per year, annual continuing cost
was multiplied by the median years lived with disease (Supplementary
Table S2), minus 2 years, which represent the first year when the di-
agnosis is made and the last year of life. For the last year of life,
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National Cancer Institute gives two cost estimates, one for death due to
cancer and another due to death from causes other than cancer
(Mariotto et al., 2011). Here we average these two estimates to obtain a
single average cost for the last year of life for specific cancers.
Supplementary Table S2 lists calculated cost of medical care per cancer
case for colorectal, ovarian, kidney and bladder cancer. We did not
carry out cost of medical care calculations for thyroid cancer because
the National Cancer Institute study did not include this type of cancer
(Mariotto et al., 2011).

2.6. Assessment of economic losses due to nitrate-attributable cancer cases

For the indirect economic loss assessment, we used the World
Health Organization metric for Disability-Adjusted Life Years (DALY),
together with the Value of Life Year (VOLY) approach where the Value
of Life Year is derived from research literature (World Health
Organization, 2018; Desaigues et al., 2011; van Grinsven et al., 2010).
This calculation incorporates two variables measuring the impact of a
disease, namely the years of life lost (YLL) and the number of years lost
due to disability (YLD) and is calculated as follows:

YLD = Years lived with disease * Disease-specific disability weight.

YLL = Average life expectancy for the population - median age at
death for the disease.

DALY = Number of nitrate-attributable cases * (YLL + YLD).

Indirect Economic Loss = Total DALY * Value of Life Year (VOLY).

All parameters used in these calculations are listed in
Supplementary Table S2. Median ages at diagnosis and death for spe-
cific cancers were obtained from the website of the National Cancer
Institute's Surveillance, Epidemiology, and End Results Program
(SEER). Years lived with disease (YLD) were calculated as the difference
in years between the median age at death and the median age at di-
agnosis for the disease, multiplied by the disability weight for a specific
cancer. Here, we used cancer site-specific disability weights for the
diagnosis and primary therapy phase of the cancer: colorectal cancer
(0.43), ovarian cancer (0.43), thyroid cancer (0.27), kidney cancer
(0.27), bladder cancer (0.27), as described in Soerjomaataram et al.
(2012).

There is a broad range of estimates in the research literature for the
Value of Life Year that usually fall within one to three times the per
capita GDP of a given country (Marseille et al., 2015). Similar to a re-
cently published study of economic loss due to diseases attributable to
environmental exposure (Grandjean and Bellanger 2017), we used a
Value of Life Year derived from a nine-country European assessment
(Desaigues et al., 2011). The Value of Life Year estimate of 40,000 euro
recommended by Desaigues et al. (2011) was converted to 2014 U.S.
dollars using the 2010 euro to USD conversion rate and adjusting for
inflation between 2010 and 2014, resulting in a value of $57,757.

2.7. Meta-analysis of studies of colorectal cancer and nitrate

The U.S. National Library of Medicine Pubmed database was
queried to identify academic literature using the search term “drinking
water nitrate and colorectal cancer”, or a combination of such terms. To
be included in the dose-response analysis, studies needed to be of case-
control or cohort study design, with risk values for colon or colorectal
cancer reported as odds ratio (OR), relative risk (RR) or hazard ratio
(HR). Studies on rectal cancer only were excluded due to a less robust
dataset for this cancer site. Since colorectal cancer is a rare event
(prevalent in less than 10% of the study population), OR were treated as
RR for simplicity (Cochrane Collaboration, 2011). Additionally, studies
had to report at least two levels of nitrate exposure quantified in mg/L,
or mg/day (with estimations of water consumption), or mmol/L. Lastly,
same study cases and controls could not be present in more than one
study.

Data extracted from each study (Table 4) included dose estimates
for each exposure group and the corresponding OR, RR or HR from the
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analysis accounting for the most covariables as well as the number of
cases and controls or person years. Mean/median values were used
when provided in the study or directly provided to us by the author
(Schullehner, personal communication). When mean/median values
were not available, midpoint values were calculated. For the highest
exposure groups where there was no upper concentration limit, dose
estimates were calculated as the value plus the width of the previous
interval. All values used for exposure/dose estimates are expressed as

Percent of annual adverse birth
outcomes due to drinking water
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Disability-adjusted life years (DALYs) and economic costs associated with estimated annual nitrate-attributable cancer cases.

Analysis ID and Total nitrate attributable Total years of Total years lost ~ Total years Total Estimated indirect Economic Combined medical costs of

cancer type cases for community water  life with due to disability  of life lost ® DALYs" Loss due to Lost Productivity, in cancer treatment in 2014
systems and private wells * disease " b 2014 U.S. dollars (billions)“ U.S. dollars (billions) ¢

A - Colorectal 10,379 62,275 26,778 58,123 84,901 $4.90 $1.33

B - Colorectal 6176 37,053 15,933 34,583 50,516 $2.92 $0.79

C - Colorectal 4007 24,041 10,338 22,439 32,776 $1.89 $0.51

D - Colorectal 2684 16,104 6925 15,031 21,956 $1.27 $0.34

E - Colorectal 1233 7396 3180 6903 10,083 $0.58 $0.16

F - Ovarian 580 4062 1747 6441 8188 $0.47 $0.11

G - Ovarian 110 773 332 1226 1558 $0.09 $0.02

H - Thyroid 1047 23,026 6217 8478 14,695 $0.85 N/A

I - Thyroid 369 8113 2191 2987 5178 $0.30 N/A

J - Kidney 454 3179 858 3451 4310 $0.25 $0.06

K - Bladder 134 938 253 281 535 $0.03 $0.01

? Values from Table 2, combining the estimated cancer cases for private well users and for community water systems.
" Values in these columns refer to total years of life with disease, years lost due to disability, years of life lost and DALYs for all cases attributed to nitrate in each
analysis. Calculations for cancer specific disability-adjusted life years are listed in Supplementary Table S2.

¢ Economic Loss = VOLY * Total DALYs where VOLY = $57,757.

4 Economic loss due to medical costs of cancer treatment calculated on the basis of annualized mean net costs of care per patient published by the National Cancer
Institute. As listed in Supplementary Table 2, medical costs per case of colorectal cancer are $127,890; per case of ovarian cancer are $196,452; per case of kidney
cancer are $128,921; per case of bladder cancer are $92,127. No medical costs for thyroid cancer were listed by the National Cancer Institute study (Mariotto et al.,

2011), indicated as N/A for “Not Available”.

reported water consumption values (L/day) for each study included in
our meta-analysis (Supplementary Table S4). This combined average
value was 2.13L/day. Where specific values for water consumption
could not be identified, a value of 2L/day was assumed, as common
practice for U.S. EPA drinking water standards (U.S. EPA, 2018a).

3. Results
3.1. Annual nitrate-attributable disease cases

A unique and powerful feature of this analysis is our ability to
calculate exposure information for the portion of the U.S. population,
by state, that likely ingest nitrate above specified concentrations in
drinking water. As expected, the population exposed negatively corre-
lates with nitrate levels in the water supply, where a greater number of
people are exposed to lower levels of nitrate and vice versa, with the
exception of those with non-detectable levels (Fig. 1). From 2010 to
2017, approximately 81 million people served by community water
systems in the U.S. had a mean drinking water nitrate level of 1 mg/L
and above, while 6 million people had a mean level of 5 mg/L or more
nitrate in their drinking water (Fig. 1). Similar calculations were con-
ducted for nitrate exposure levels for private well users, and nitrate-
attributable cases of disease were analyzed separately for private well
and community water system users (Tables 1 and 2).

To assess the health risks associated with short-term exposure to
drinking water nitrate during pregnancy, we calculated the number of
nitrate-attributable adverse pregnancy outcomes. Such adverse out-
comes affect a relatively small percent of the overall pregnancies.
Centers for Disease Control and Prevention statistics show that ap-
proximately 0.07% of births have neural tube defects, while 1.4-1.6%
of births are associated with very low birth weight or very preterm
deliveries. Based on risk estimates reported in epidemiological studies
on drinking water nitrate exposure and pregnancy outcomes (Brender
et al., 2013; Stayner 2017b), we calculated that annually 2939 very low
birth weight births, 1725 very preterm births, and 41 births with neural
tube defects could be attributable to nitrate exposure (Table 1). Nitrate-
attributable cases of neural tube defects, very low birth weight and very
preterm birth account for 1.4, 5.3 and 2.7 percent of total annual cases
of these adverse reproductive outcomes in the U.S.

Combining the exposed population and cancer case estimates for
community water systems and private well users yields an estimated
range of annual national nitrate-attributable colorectal cancer cases

between 1233 and 10,379 cases, corresponding to between 1 percent
and 8 percent of all annual U.S. colorectal cancer cases (Table 2). The
lowest number of nitrate-attributable cancer cases was derived from a
scenario based on findings from De Roos et al. (2003) (Scenario E)
while the highest number of nitrate-attributable cancer cases was de-
rived from the Espejo-Herrera et al. (2016) general population scenario
(Scenario A). Previous published literature has estimated the number of
nitrate attributable colorectal cancer cases in the European Union as
approximately 4 percent of the annual incidence (van Grinsven et al.,
2010), which is comparable to the range determined in our study.

This analysis was repeated for ovarian, thyroid, kidney and bladder
cancer yielding an additional 110-580 ovarian, 369-1047 thyroid, 454
kidney and 134 bladder cancer cases respectively (Table 2). These ad-
ditional cases represent approximately 0.6-3 percent of the annual US
ovarian cancer cases, 0.8 to 2 percent of the thyroid cancer cases, 0.9
percent of the kidney cancer cases and just 0.2 percent of the annual
bladder cancer cases. Adding estimated ovarian, thyroid, kidney and
bladder cancers to the total colorectal cancer cases results in a modest
increase in the total estimate for annual nitrate-attributable cancer
cases, ranging from 2300 to 12,594, where 54-82% of cases correspond
to colorectal cancer.

3.2. Medical costs and lost productivity costs due to nitrate-attributable
diseases

Here we followed the examples of other studies by separately con-
sidering the direct and indirect costs of illness (U.S. EPA, 2010). For an
economic assessment of costs related to neural tube defects, we relied
on the lifetime direct costs for spina bifida of $577,000 to 791,900 per
case (2014 U.S. dollars), as published by the National Center on Birth
Defects and Developmental Disabilities, a part of the U.S. Centers for
Disease Control and Prevention (Grosse et al., 2016). For 41 annual
nitrate-attributable cases of neural tube defects, this cost per case cor-
responds to an economic impact of $24-32 million.

For premature births, we applied a value of $51,600 (in 2005 dol-
lars) as reported by the Institute of Medicine (2007), corresponding to
$67,022 in 2014 dollars, which translates to a medical cost of 116
million dollars for the 1725 annual nitrate-attributable cases of very
preterm birth. Notably, there might be potential overlap between very
preterm births and very low birth weight cases and additional epide-
miological research is needed to better define these relative risks of
nitrate-associated adverse birth outcomes. Further, following recently
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Table 4
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Number of cases and controls, estimated dose and relative risk values extracted from studies included in the meta-analysis.

Study Cases Controls Exposure groups (mg/ Estimated dose Relative risk  95% Confidence Interval 95% Confidence Interval upper
L) (mg/L) lower limit limit
Case-Control Studies
De Roos et al,, (2003) *® 172 566 <1 0.5 1
Table 2 116 380 >1<3 2 1.02 0.8 1.3
27 124 >3<5 4 0.7 0.4 1.1
61 174 >5 7 1.2 0.8 1.7
Espejo-Herrera et al., 778 1899 =<0.81 0.40 1
(2016) # © ¢ 447 803 >0.81-1.61 1.21 1.7 0.98 1.38
Table 2 644 828 >1.61 2.42 1.49 1.24 1.78
Chiu et al., (2010) ©f 1921 2052 <0.38 0.06 1
Table 3 730 732 0.39-0.57 0.43 1.02 0.9 1.15
1056 923 >0.60 0.99 1.16 1.04 1.3
Yang et al., (2007) 775 746 <0.22 0.00 1
Table 2 758 749 0.23-0.45 0.38 0.98 0.84 1.14
701 739 0.48-2.86 0.74 0.98 0.83 1.16
Fathmawati et al., (2017) 56 67 <11.3 5.65 1
ac 19 8 >11.3 22.59 2.82 1.075 7.395
Table 2
McElroy et al., (2008) * & 147 549 <0.5 0.25 1
104 274 0.5-1.9 1.20 1.39 1.02 1.89
137 361 2.0-5.9 3.95 1.32 0.99 1.76
57 159 6.0-9.9 7.95 1.28 0.88 1.88
33 86 >10.0 13.90 1.57 0.97 2.52
Cases Person-years Exposure Groups Estimated Dose Risk Ratio = 95% Confidence Interval 95% Confidence Interval
(mg/L (mg/L) Lower Limit Upper Limit
Cohort Studies
Weyer et al., (2001) P! 58 48,438 <0.36 0.20 1.00
86 48,163 0.36-1.00 0.70 1.53 1.09 2.16
92 47,821 1.01-2.46 1.91 1.54 1.08 2.19
64 48,011 >2.46 5.59 0.98 0.66 1.46
Schullehner et al., (2018) 788 4,071,980 <0.29 0.16 1.00
<) 517 3,917,230 0.29-0.53 0.42 1.08 0.96 1.21
478 4,169,923 0.53-0.87 0.66 0.97 0.87 1.09
777 5,146,393 0.87-2.09 1.24 1.09 0.98 1.2
1140 5,520,772 =2.09 3.63 1.14 1.04 1.24

2 Dose estimated as calculated midpoint.

> OR for second exposure group was originally 1 but changed to 1.02 by log-transforming the upper and lower confidence limits and exponentiating the midpoint

of the two log-transformed confidence limits.
c

d

Nitrate values were multiplied by 0.2259 to convert Nitrate-NO3 to Nitrate-N.
Converted mg/day to mg/L by dividing by average water consumption of cases (1.4 L/day).

¢ Exposure values were originally measured in mmol/L and converted into mg/L (multiplied by 14.0067).

Dose estimated as median reported in the study.

& Case and control numbers are an approximation based on total sample size and percentages reported for each exposure group.

" Dose estimated as mean reported in the study.
! 25,736 women in the at-risk cohort.

J Dose estimated as median based on data received through personal communication with the authors.

published methodology (Malits et al., 2018), we estimated indirect
costs due to lost productivity caused by IQ loss associated with low
birth weight to be 172 million to 232 million dollars, at $11,745 -
$15,883 (2014 dollars) per IQ point loss, for 2939 annual nitrate-at-
tributable very low birth weight cases. Other economic costs, such as
parental lost work days are not accounted for in this analysis, and the
overall costs of nitrate-attributable adverse birth outcomes are likely to
be greater than what is estimated here.

For economic valuation of nitrate-attributable cancer cases, we first
estimated hospitalization and medical treatment costs, which are the
direct cost of medical resources to treat disease that can be ascertained
from national health care cost statistics. Next, we estimated economic
losses due to disability and premature death of patients with nitrate-
attributable cancer, which represent harder to define indirect costs. Our
analysis does not include society-level non-medical costs associated
with the illness, such as the loss of work time and productivity as well
as the loss of leisure time for family members of patients with the
disease, due to difficulties in estimating such economic impacts.

Based on the National Cancer Institute data for the cost of treat-
ment, we calculated that a range of 250 million to 1.5 billion dollars of

medical costs in 2014 dollars could be due to the nitrate-attributable
cancer cases (Table 3). For the indirect economic costs, we used the
Disability-Adjusted Life Years methodology, combined with the Value
of Life Year approach. For all cancers combined, nitrate-attributable
loss of years of life due to disability and premature death corresponds to
the estimated range of 21,663 to 112,628 annual nitrate-attributable
DALYs (Table 3). Using a published estimate of $57,757 (in 2014 dol-
lars) for the Value of Life Year (Desaigues et al., 2011), this translates to
1.3 billion to 6.5 billion dollars in annual indirect economic losses.

3.3. Meta-analysis of colorectal cancer studies

Based on the risk estimates reported in epidemiological studies and
potential number of nitrate-attributable cases calculated here, we
concluded that colorectal cancers pose the greatest risk linked to ex-
posure to nitrate in drinking water relative to other cancer sites, and
thus presents an area where a meta-analysis would be warranted to
define the exposure-response relationship.

In total, nineteen studies were returned based on our search query
in Pubmed, of which 12 were relevant to our study question and eight
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Nitrate Exposure Distribution for U.S. Population Served by
Community Water Systems
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Fig. 1. U.S. population distribution for exposure to nitrate in drinking water at specific concentration ranges. Data from 2010 to 2017 for community water
systems for all 50 states. The lower range of the nitrate exposure intervals represents the lowest average calculated. ND = non-detect. Source of data: Environmental

Working Group Tap Water Database (https://www.ewg.org/tapwater/).

met our inclusion criteria (Supplementary Table 3). Of the studies not
included, Morales-Suarez-Varela et al. (1995) and Gulis et al. (2002)
were both ecological studies while Chang et al. (2010) included the
same study population controls used in another publication already
included in the meta-analysis (Chiu et al., 2010). Kuo et al. (2007) only
assessed rectal cancer risks yet observed a significant increase in rectal
cancer mortality for those exposed to a 0.72 mg/L median level of ni-
trate.

Findings of these studies were similar to others included in the
meta-analysis, where the majority found positive associations between
nitrate exposure in drinking water and colorectal cancer. Gulis et al.
(2002) observed a positive trend for increased colorectal cancer in
women exposed from low to high nitrate levels. Chang et al. (2010)
found an increased risk of rectal cancer mortality at low concentrations
of nitrate in drinking water (>0.38 mg/L). Morales-Suarez-Varela et al.
(1995) found no association between nitrate in drinking water and
colon cancer mortality but did observe a statistically significant in-
crease in risk of death from gastric cancer. Of the remaining eight
studies, six were case-control studies resulting in a total of 8739 col-
orectal cancer cases and 12,219 controls, and two were cohort studies
resulting in 4000 colorectal cancer cases over 1,758,862 person-years

Table 5

included in the meta-analysis.

Results of the generalized least squares regression analysis yielded
positive study specific slopes for six studies, while negative study spe-
cific slopes were observed for the other two (Table 5). A study by Weyer
et al. (2001) observed an increased risk in the second and third ex-
posure groups, but a decreased risk in the highest exposure group, re-
sulting in an overall negative slope. Overall, the dose response analysis
of all studies (Fig. 2) yielded a statistically significant positive linear
association between nitrate in drinking water and increased colorectal
cancer risk, RR = 1.04 (95% CI 1.01-1.07) and a significant pooled
linear slope estimate of 0.04 per mg/L increase (95% CI 0.009-0.072)
(Table 5).

We observed substantial heterogeneity in our analysis (I = 69.1%,
p = 0.0002). Within the meta-analysis framework, heterogeneity can
come from inconsistencies of study findings as well as study quality and
study characteristics such as design and sample size (i.e. case control or
cohort), geographic region (United States vs. Europe vs. Asia), and
other variables explored in Table S5 and the literature (Camargo et al.,
2011). Given the substantial amount of heterogeneity in the pooled
estimate, an assessment was done to identify the source of hetero-
geneity among the studies by grouping studies based on certain

Study specific dose-response slope estimates from general least squares regression and pooled slope estimate from meta-analysis of colorectal cancer risk and drinking

water nitrate.

Study Regression slope

Regression slope 95% Confidence Interval lower limit

Regression slope 95% Confidence Interval upper limit ~ Standard error

Case-Control Studies

De Roos et al. (2003) 0.014 —-0.034
Espejo-Herrera et al. (2016) 0.161 0.089
Chiu et al. (2010) 0.144 0.03
Yang et al. (2007) —0.029 —0.256
Fathmawati et al. (2017) 0.046 0.003
McElroy et al. (2008) 0.026 —0.004
Cohort Studies

Weyer et al. (2001) -0.43 —0.108
Schullehner et al. (2018) 0.034 0.014
Pooled

All studies 0.04 0.009

0.062 0.025
0.233 0.037
0.258 0.058
0.198 0.116
0.09 0.022
0.055 0.015
0.021 0.033
0.053 0.010
0.072
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Study ID OR (95% ClI) Weight %
De Roos 2003 —-0— 1.01(0.97,1.06) 14.77
Espejo-Herrera 2016 —_— 1.17(1.09,1.26) 10.28
Chiu 2010 + 1.15(1.03,1.29) 5.66
Yang 2007 - 0.97 (0.77,1.22) 1.75
Fathmawati 2017 —'— 1.05(1.00, 1.09) 15.98
McElroy 2008 —o—-— 1.03(1.00, 1.06) 18.99
Weyer 2001 —_—— 0.96 (0.90,1.02) 11.58
Schullehner 2017 —o- 1.03(1.01, 1.05) 20.99
Overall Q 1.04 (1.01,1.07) 100.00
Testof ES=0; p=0.006, z=2.78 :
(I-squared = 69.1%, p = 0.002 )
T : T
-1.29 1 1.29

Fig. 2. Odds ratio (OR), 95% confidence intervals (95% CI), study weight within the overall meta-analysis and overall risk estimate based on studies of
nitrate exposure from drinking water and colorectal cancer risk. ORs were obtained by exponentiating the study-specific slope estimates from generalized least
squared regression to obtain log risk ratio estimates per mg/L increase in nitrate.

covariables as well as omitting single studies from the analysis
(Supplementary Table S5 and S6).

Calculated pooled slopes from other study combinations based on
covariables did not clearly identify a meaningful study covariable for
which to attribute heterogeneity. There was some indication that for
studies which did not account for dietary factors, a reduced slope es-
timate as well as reduced heterogeneity was observed. Additionally,
these calculated slopes for analyses typically including more than two
studies were within the 95% confidence intervals of the analysis in-
cluding all eight selected studies (Supplementary Table S5).

After omitting single studies and rerunning the meta-analysis, one
study in particular, Espejo-Herrera et al. (2016), was identified as the
major source of statistical heterogeneity in the pooled analysis. Re-
moving Espejo-Herrera from the pooled assessment reduced the het-
erogeneity (I value) to 41.7%, which was no longer significant
(p = 0.113). Given that Espejo-Herrera observed the greatest positive
linear dose response for nitrate and colorectal cancer risk, the pooled
slope estimate from the remaining seven studies was slightly reduced
relative to the eight study meta-analysis, 0.027, yet remained statisti-
cally significant (Supplementary Table S6; Test of effect size = 0,
p = 0.019). Espejo-Herrera used a strong study design that included
exposure assessment from public water supplies, private wells and
bottled water; accounted for factors that influence endogenous ni-
trosation; and pooled data from two European cohorts, increasing
sample size. Given the high quality of this study, its inclusion is im-
portant to the calculation of the pooled slope. For the purposes of using
this information to calculate a range of drinking water health bench-
marks, it was determined that while removing Espejo-Herrera from the
meta-analysis, statistically improves the heterogeneity, such an analysis
would not accurately reflect the strength of evidence within the epi-
demiological literature and a more relevant analysis was not gained by
omission of this study in an effort to reduce overall heterogeneity.

3.4. Risk-based drinking water benchmarks for nitrate

Based on the estimated nitrate-attributable colorectal cancer cases
and colorectal cancer meta-analysis, we calculated an array of drinking

10

water benchmarks corresponding to an annual one-in-one-million
cancer risk (Table 6). First, we used our estimated nitrate-attributable
cancer cases (Table 2), expressed as additional cases per million people
at a given nitrate concentration to linearly extrapolate a concentration
corresponding to one additional case of nitrate-attributable cancer per
million people. This approach results in values that range from 0.04 to
1.3 mg/L. Similar to the nitrate attributable colorectal cancer cases, the
lower range is derived from Espejo-Herrera et al. (2016) while the
upper range is derived from De Roos et al. (2003). Second, using the
cancer slope factor of 0.04 per mg/L increase in nitrate corresponding
to pooled slope estimate from the meta-analysis, and following the
equation outlined in section 2.8, results in a drinking water nitrate
concentration of 0.14mg/L (95% CI 0.08-0.63mg/L) as the central
estimate for annual one-in-one-million cancer risk level.

4. Discussion

Epidemiological data suggest that nitrate impacts on human health
may occur at nitrate concentrations present in drinking water in the
United States today. Among health impacts observed in epidemiological
studies of nitrate in drinking water, colorectal cancer shows the
strongest association, based on long-term studies with large numbers of
study participants. National Cancer Institute statistics show that col-
orectal cancer is the fourth most prevalent cancer in the United States,
with over 1.3 million people living with colorectal cancer in 2015 and
140,250 new cases estimated for 2018 (SEER, 2018). Recent trends
suggest that both incidence and mortality due to colorectal cancer are
decreasing slightly, with 2.4% and 2.6% decrease over the last decade,
respectively (SEER, 2018). Yet, given the numbers of people affected by
colorectal cancer, it remains imperative to continue research into risk
factors for this disease and measures that can be taken to address them.
Smoking, physical inactivity, high dietary intake of red meat and con-
sumption of processed, nitrate-preserved meats are some of the known
risk factors for colorectal cancer. Detection of additional risk factors
and identification of measures to eliminate such risk would help de-
crease the health and economic impacts of colorectal cancer on society.

Through a combination of targeted study review and meta-analysis,
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Table 6

Nitrate concentrations corresponding to one-in-one-million annual colorectal cancer risk derived from nitrate-attributable cancer case analysis and from meta-analysis.

Meta-analysis derived one-in-one-million cancer

risk (95% Confidence Intervals) ©

Extrapolated concentration for annual one-in-

one-million cancer risk °

Estimated nitrate- attributable cases per million

at cut-off concentration *

Nitrate cut-off concentration used in nitrate-attributable

cancer case analysis (mg/L, Table 2)

Source of risk estimate

Nitrate-Attributable Cancer Case Analysis

Espejo-Herrera et al., 2016

0.06

30.70

1.7

0.04

18.51

0.7

Espejo-Herrera et al., 2016

0.08
0.26
1.29

11.94
7.71
3.86

Schullehner et al., 2018 -C 0.9
Schullehner et al., 2018 - D

2
5

De Roos et al., 2003 - E

Meta-Analysis

0.14 (0.08-0.63)

@ Attributable cases per million was obtained by dividing the estimated number of nitrate-attributable cases by the total U.S. population from 2017 census estimates (325,719,178 people).

b Concentration corresponding to annual one-in-one-million cancer risk was obtained by dividing the nitrate concentration for a specified scenario (values in column 2) by the estimated number of attributable cases per

million people in the U.S. population (values in column 3).

¢ Concentration corresponding to annual one-in-one million cancer risk obtained using the cancer slope factor derived from a meta-analysis of colorectal cancer risk and nitrate in drinking water and the equation listed

in Methods section 2.8.
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we developed a risk estimate of drinking water nitrate-attributable
colorectal cancer in the United States. Our data suggest that exposure to
nitrate in drinking water could account for 1-8% of total colorectal
cancer cases, which translates into 1233-10,379 cancer cases annually.
Of these cases, 12-24% are due to nitrate exposure for private well
users, especially for people whose well water has 5mg/L or more ni-
trate.

Given that our study focused on nitrate occurrence data in drinking
water for 2010-2017 and that cancer is a disease with long latency, the
findings presented in this study are most relevant for future cancer
prevention efforts. Additionally, our analysis includes some uncertainty
around the exact number and exposure information for people served
by community water systems and private wells. However, we note that
the impact of the population adjustment factor used here to account for
this uncertainty is smaller than the variability observed in the range of
reported risk estimates for nitrate-attributable diseases, and thus un-
likely to influence significantly the disease case estimates presented
here. Additional limitations in our estimation of nitrate-attributable
disease cases and associated economic costs come from the assumption
of causality necessary to perform such an analysis. Published studies
have suggested that the lower limits of the health costs and exposure
attributable cases may be zero (van Grinsven et al., 2010; U.S. EPA,
2005).

Exposure to drinking water contaminants has been described as a
risk factor for other cancers such as exposure to drinking water disin-
fection byproducts and bladder cancer. In fact, using the risk estimate
and slope calculated based on meta-analysis by Villanueva et al. (2003),
the U.S. EPA (2005) estimated the annual number disinfection by-
product-attributable bladder cancer cases as 8899 (95% CI 4830-
15,376). This estimated number of cancer cases is comparable to the
number of nitrate-attributable colorectal cancer cases we present here.
Of note, disinfection byproduct-attributable bladder cancer cases re-
present a greater percentage of the population-attributable fraction for
this cancer site, approximately 16%, than nitrate-attributable colorectal
cancer cases, 1-8%. This could be due to the steeper cancer slope factor
for disinfection byproducts, 0.006 per pg/L increase compared to our
calculated cancer slope factor for nitrate of 0.00004 per pg/L increase
when expressed in the same units.

The latest research has produced strengthened epidemiological
evidence for the risk of colorectal cancer at nitrate levels below the
regulatory standard of 10 mg/L of nitrate as nitrogen. Even a small
increase in risk, as suggested by our meta-analysis, can lead to large
population-attributable risk and a large number of disease cases that
could be avoided if these exposures were prevented (Rose, 2001). Ad-
ditionally, our economic analysis suggests that this attributable risk to a
large population also comes at large economic costs, initially felt by
individuals and families as direct medical costs, and eventually trans-
lating into overall economic loss for the society because of loss of work
time and productivity. The medical impacts for cancer treatment are
particularly significant for the United States because patients in the U.S.
may personally bear all or a large portion of these medical costs because
of the lack of health insurance or limited coverage under existing in-
surance plans.

Current estimates for the annual prevalence cost of colorectal cancer
in the United States is $14.1 billion (Yabroff et al., 2012). Based on our
estimates that 1 to 8 percent of colorectal cancer cases could be at-
tributed to nitrate exposure, expected medical costs would be $141
million to $1.1 billion, which is also reflected by the estimated medical
costs presented in this study of $157 million to $1.3 billion. Given the
increasingly aging population and the advancement of medical treat-
ments, the annual costs of cancer are expected to grow 27 to 39 percent
between 2010 and 2020 (Mariotto et al., 2011), highlighting the need
for prevention strategies geared towards reducing the cancer burden.

For the calculation of indirect economic costs, we used a combi-
nation of the Disability-Adjusted Life Years approach together with the
Value of Life Year (VOLY) valuation. Here we used a VOLY value of
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$57,757 in 2014 US dollars, based on recent research literature
(Desaigues et al., 2011; Grandjean and Bellanger, 2017; van Grinsven
et al.,, 2010). It is possible that the VOLY value derived from these
studies is underestimated. For example, an alternative VOLY value
developed by the Institute for Clinical and Economic Review (2017)
defined the value of one Quality-Adjusted Life Year between $100,000
and $150,000 with the median value of $125,000 was considered for
use in this analysis. Additionally, in an assessment of economic loss due
to cancer deaths in the United States, Yabroff et al. (2008) used a VOLY
of $150,000. If either of these values were used, our calculated nitrate
attributable economic losses would be up to approximately $12.8 bil-
lion (not adjusted for inflation). While such economic analyses produce
only approximate estimates, the overall data presented form a solid
foundation for the argument that existing levels of nitrate in U.S.
drinking water may drive negative health and economic impacts on
society and that lowering nitrate exposure from drinking water would
protect public health.

For additional point of comparison, we note that U.S. EPA uses a
different methodology for calculating the costs of environmental pol-
lution, namely the “Value of Statistical Life” approach. A broad spread
of estimates for the Value of Statistical Life ranging from $1 million to
$10 million (2000 dollars) is reported in the literature (Viscusi and
Aldy, 2003). In recent reports, U.S. EPA has recommended using a
Value of Statistical Life of $7.9 million (in 2008 dollars) (U.S. EPA,
2010), while in a 2015 regulatory impact assessment, a value of $10
million was used (U.S. EPA, 2015b). There are scientific uncertainties
around applying the Value of Statistical Life approach for the calcula-
tions of indirect economic loss due to cancer, since not every cancer
case results in mortality. For the 2300 to 12,594 annual nitrate-attri-
butable cancer cases calculated here, a Value of Statistical Life of $1
million translates into $2.3-$12.6 billion in indirect economic losses
due to nitrate pollution of drinking water, while the Value of Statistical
Life of $10 million would result in 10 times greater amount in indirect
economic losses.

For the purposes of cost-benefit analysis, the estimates for the range
of direct and indirect costs due to nitrate in drinking water can be
compared with the costs of removing nitrate from drinking water. Based
on the published methodology for estimating nitrate treatment costs per
1000 gallons of water treated (Jensen et al., 2012), a study published
online by Environmental Working Group estimated that if all U.S.
communities with drinking water nitrate concentrations at or above
5mg/L, which lacked nitrate treatment as of 2014-2015, added ion
exchange systems for nitrate removal, the total extra cost would range
from about $102 million a year to almost $765 million a year (Weir
Schechinger and Cox, 2018). If each of these communities without ni-
trate treatment opted for a reverse osmosis water treatment system
instead, the added cost could be as high as $1.47 billion a year. These
costs are particularly significant for small rural communities where
water systems often lack funds for capital improvement. According to
the same analysis, as much as $666 a year per person is added to the
cost of providing drinking water in a very small community, while a
reverse osmosis system could add as much as $2776 a year (Weir
Schechinger and Cox, 2018).

Studies by the U.S. Geological Survey have pointed out a rising
trend in nitrate concentrations in groundwater, particularly in the
agricultural areas (Pennino et al., 2017; Rupert, 2008), and the number
of nitrate-attributable disease may grow in future years. Every year,
nitrogen-based fertilizer is spread in farming areas, and a significant
portion of that nitrogen ends up as nitrate in surface water and ground
water supplies that communities small and large depend on as a source
of their drinking water. Nitrate contamination present in the ground
water would likely stay there for years or decades, and the exposures
identified in this study would likely continue or become more severe if
nitrate removal technologies are not utilized.

Finally, our study has used two approaches to calculate a risk-based
drinking water benchmark for nitrate. First, based on nitrate-
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attributable cancer cases from three studies, we calculated an array of
cancer-based drinking water benchmarks for nitrate that range from
0.04 to 1.3 mg/L (Table 6). For a statistically valid central estimate of
the one-in-one-million risk level, we used the cancer slop estimate for
nitrate derived from a meta-analysis, to yield of value of 0.14 mg/L
(95% CI: 0.08-0.63 mg/L). These benchmarks are based on annual
background rates of colorectal cancer and therefore correspond to an-
nual one-in-one-million cancer risk. Our heterogeneity analysis in-
dicated that removing Espejo-Herrera from the pooled analysis would
reduce the study heterogeneity. Using the pooled slope estimate and
95% confidence intervals from the seven study meta-analysis would still
produce drinking water guideline values within this range.

In practice, regulatory agencies have considered a lifetime one-in-
one-million risk (OEHHA 2018b) as the de minimus risk acceptable for
general public exposure to cancer-causing chemicals. At lifetime risk
level of one-in-one-million implies that not more than one person in a
population of one million people drinking the water with the specified
contaminant concentration daily for 70 years would be expected to
develop cancer as a result of exposure to that chemical. Different gov-
ernment agencies use different risk frameworks and the choice of a
specific risk level may depend on the specific policy context. For ex-
ample, 10~ risk level is used by the state of California for the devel-
opment of public health goals for cancer-causing drinking water con-
taminants (OEHHA 2018b), while the state of Minnesota uses a 10>
risk level for setting the water benchmarks for cancer-causing con-
taminants (Minnesota Administrative Rules Part 4717.7840).

Questions remain about the appropriate translation of the annual
cancer risk benchmark into a lifetime benchmark. If the cancer risk
were linear throughout the range of possible exposure concentrations
and duration of exposures, then one could calculate the lifetime cancer
risk benchmark by dividing the annual cancer risk benchmark by factor
of 70, the length of life used in regulatory risk assessments or by using a
lifetime background cancer rate, expressed as the number of cancer
deaths divided by the number of total deaths. Future studies of the
dose-response relationship for nitrate may help clarify whether such an
approach can be used for deriving lifetime cancer risk benchmark for
nitrate. As typical for epidemiological studies, data presented and
analyzed here are suggestive but not conclusive for establishing caus-
ality and defining the dose-response function. To address this un-
certainty, we present the calculations from the meta-analysis in the
context of an array of estimates calculated based on relative risk re-
ported by individual, high-quality epidemiological studies coupled with
real nitrate exposure data that reinforces our confidence in the final
assessment.

Another approach for derivation of drinking water benchmarks for
nitrate can come from the consideration of non-cancer effects of nitrate
exposure, specifically the effects on the developing fetus (Stayner,
2017b). These risks apply to nitrate exposure during pregnancy, which
is a relatively short period of exposure and a window of greater vul-
nerability. Such epidemiological studies likely have greater reliability
for the derivation of human-health protective water benchmarks, be-
cause they eliminate uncertainties due to interspecies extrapolation
from laboratory animals to humans. On the other hand, uncertainty
factors, sometimes also considered safety factors, may be appropriate
for the assessment that involves LOAEL (Lowest Observed Adverse Ef-
fect Level) to NOAEL (No Observed Adverse Effect Level) extrapolation,
where U.S. EPA-defined default uncertainty factor is 10 (U.S. EPA,
2002). Additionally, in some circumstances a children's health protec-
tion factor of 10 may also be warranted, to account for children's
greater susceptibility to toxic chemicals (National Research Council,
1993). Applying a single uncertainty/safety factor of 10 to the two
departure points for nitrate's developmental effects, 1mg/L from
Stayner et al. (2017a) and 4.5 mg/L from Brender et al. (2013), results
in drinking water benchmarks of 0.1-0.45mg/L, respectively. These
values are consistent with health benchmarks developed on the basis of
annual cancer risk due to nitrate.
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Two key uncertainties remain, namely, the shape of the dose-re-
sponse curve and the concentration of the nitrate in the water where no
adverse effects would be observed. These can only be addressed by
future toxicology and epidemiology studies. The topics of threshold
effects and the shape of dose-response curve for environmental con-
taminants have been hotly debated in the risk assessment literature for
decades (National Research Council 2009; Zeise et al., 1987). However,
these uncertainties do not preclude the need to search for pragmatic
solutions to water quality problems and nitrate pollution of water
supplies that are faced by communities today.

Availability of data and materials

The U.S. nitrate occurrence dataset analyzed in this study is posted
in an open access database available at https://www.ewg.org/
tapwater/.

Declarations of interest
None.
Authors' contributions

All authors have made substantial contributions to conception and
design of this research, analysis and interpretation of data, and manu-
script preparation.

Submission declaration

This work is original, has not been previously published and is not
under consideration for publication elsewhere.

Funding

This research was supported by grants from the Park Foundation
and the Leon Lowenstein Foundation.

Ethics approval and consent to participate
Not applicable.
Acknowledgements

The authors gratefully acknowledge the help of Tasha Stoiber Ph.D.
and David Andrews Ph.D. for assistance with technical review of the
manuscript.

This research was supported by grants from the Park Foundation
and the Leon Lowenstein Foundation.

Appendix A. Supplementary data

Supplementary data to this article can be found online at https://
doi.org/10.1016/j.envres.2019.04.009.

References

Brender, J.D., Weyer, P.J., Romitti, P.A., Mohanty, B.P., Shinde, M.U., Vyong, A.M.,
Sharkey, J.R., Dwivedi, D., Horel, S.A., Kantamneni, J., Huber Jr., J.C., Zheng, Q.,
Werler, M.M., Kelley, K.E., Griesenbeck, J.S., Zhan, F.B., Langlois, P.H., Suarez, L.,
Canfield, M.A., 2013. The national birth defects prevention study. Prenatal nitrate
intake from drinking water and selected birth defects in offspring of participants in
the national birth defects prevention study. Environ. Health Perspect. 121 (9),
1083-1089.

Camargo, M.C., Stayner, L.T., Straif, K., Reina, M., Al-Alem, U., Demers, P.A., Landrigan,
P.J., 2011. Occupational exposure to asbestos and ovarian cancer: a Meta-analysis.
Environ. Health Perspect. 119 (9), 1211-1217.

Cao, Y., Blount, B.C., Valentin-Blasini, L., Bernbaum, J.C., Phillips, T.M., Rogan, W.J.,
2010. Goitrogenic anions, thyroid-stimulating hormone, and thyroid hormone in

Environmental Research 176 (2019) 108442

infants. Environ. Health Perspect. 18 (9), 1332-1337.

Chang, C., Chen, C., Wu, D., Yang, C., 2010. Nitrates in drinking water and the risk of
death from rectal cancer: does hardness in drinking water matter? J. Toxicol.
Environ. Health, Part A. 73, 1337-1347.

Chiu, H., Tsai, S., Wu, T., Yang, C., 2010. Colon cancer and content of nitrates and
magnesium in drinking water. Magnes. Res. 23 (2), 81-89.

Cochrane Collaboration, 2011. Cochrane Handbook for Systematic Reviews of
Interventions. Available at: http://handbook-5-1.cochrane.org/, Version 5.1.0.

De Roos, A.J., Ward, M.H., Lynch, C.F., Cantor, K.P., 2003. Nitrate in public water sup-
plies and the risk of colon and rectum cancers. Epidemiology 14 (6), 640-649.

Deeks, J.J., Higgins, J.P., Altman, D.G., Green, S., 2011. Cochrane Handbook for
Systematic Reviews of Interventions Version 5.1.0. The Cochrane Collaborative.

DerSimonian, R., Laird, N., 1986. Meta-analysis in clinical trials. Contr. Clin. Trials 7 (3),
177-188.

Desaigues, B., Ami, D., Bartczak, A., Braun-Kohlova, M., Chilton, S., Czajkowski, M.,
Farreras, V., Hunt, A., Hutchison, M., Jeanrenaud, C., Kaderjak, P., Maca, V.,
Markiewicz, O., Markowska, A., Metcalf, S., Navrud, S., Nielsen, J.S., Ortiz, R.,
Pellegrini, S., Rabl, A,, Riera, R., Scasny, M., Stoeckel, M.E., Szantd, R., Urban, J.,
2011. Economic valuation of air pollution mortality: a 9-country contingent valua-
tion survey of value of a life year. Ecol. Indica 902-910.

Dunn, A., Grosse, S.D., Zuvekas, S.H., 2018. Adjusting health expenditures for inflation: a
review of measures for health services research in the United States. Health Serv. Res.
53 (1), 175-196.

Edwards, T.M., Hamlin, H.J., Freymiller, H., Green, S., Thurman, J., Guillette Jr., L.J.,
2018. Nitrate induces a type 1 diabetic profile in alligator hatchlings. Ecotoxicol.
Environ. Saf. 147, 767-775.

Espejo-Herrera, N., Gracia-Lavedan, E., Boldo, E., Aragones, N., Perez-Gomez, B., Pollan,
M., Molina, A.J., Fernandez, T., Martin, V., La Vecchia, C., et al., 2016. Colorectal
cancer risk and nitrate exposure through drinking water and diet. Int. J. Cancer 139,
334-346.

Fathmawati, Fachiroh J., Gravitiani, E., Sarto, Husodo, A.H., 2017. Nitrate in drinking
water and risk of colorectal cancer in Yogyakarta, Indonesia. J. Toxicol. Environ.
Health, Part A. 80 (2), 120-128.

Grandjean, P., Bellanger, M., 2017. Calculation of the disease burden associated with
environmental chemical exposures: application of toxicological information in health
economic estimation. Environ. Health 16 (1), 123.

Grosse, S.D., Berry, R.J., Mick Tilford, J., Kucik, J.E., Waitzman, N.J., 2016. Retrospective
assessment of cost savings from prevention: folic acid fortification and spina bifida in
the U.S. Am. J. Prev. Med. 50 (5 Suppl. 1), S74-S80.

Gulis, G., Czompolyvova, M., Cerhan, J., 2002. An ecologic study of nitrate in municipal
drinking water and cancer incidence in Trnava District, Slovakia. Environ. Res. Sec. A
88, 182-187.

Hamlin, H.J., Edwards, T.M., McCoy, J., Cruze, L., Guillette Jr., L.J., Nov 2016.
Environmentally relevant concentrations of nitrate increase plasma testosterone
concentrations in female American alligators (Alligator mississippiensis). Gen. Comp.
Endocrinol. 1 (238), 55-60.

Health Canada, 2013. Guidelines for Canadian Drinking Water Quality. Guideline
Technical Document. Nitrate and nitrite. Available at: http://healthycanadians.gc.
ca/publications/healthy-living-vie-saine/water-nitrate-nitrite-eau/alt/water-nitrate-
nitrite-eau-eng.pdf.

Higgins, J.P., Thompson, S.G., Deeks, J.J., Altma, D.G., 2003. Measuring inconsistency in
meta-analyses. Br. Med. J. 327, 557-560.

Horton, M.K., Blount, B.C., Valentin-Blasini, L., Wapner, R., Whyatt, R., Gennings, C.,
Factor-Litvak, P., Nov 2015. Co-occurring exposure to perchlorate, nitrate and thio-
cyanate alters thyroid function in healthy pregnant women. Environ. Res. 143 (Pt
A), 1-9.

IARC (International Agency for Research on Cancer), 2010. Ingested Nitrate and Nitrite,
and Cyanobacterial Peptide Toxins. IARC Monographs on the Evaluation of
Carcinogenic Risks to Humans. v. 94 Available at: https://monographs.iarc.fr/
monographs-and-supplements-available-online/.

Inoue-Choi, M., Jones, R.R., Anderson, K.E., Cantor, K.P., Cerhan, J.R., Krasner, S.,
Robien, K., Weyer, P.J., Ward, M.H., 2015. Nitrate and nitrite ingestion and risk of
ovarian cancer among postmenopausal women in Iowa. Int. J. Cancer 137 (1),
173-182.

Institute for Clinical and Economic Review, 2017. Final Value Assessmnet Framework:
Updates for 2017-2019. Available at: https://icer-review.org/wp-content/uploads/
2017/06/ICER-value-assessment-framework-Updated-050818.pdf.

Institute of Medicine, 2007. Preterm Birth: Causes, Consequences, and Prevention. The
National Academies Press, Washington, DC.

Jensen, V.B., Darby, J.L., Seidel C Gorman, C., 2012. Technical Report 6: Drinking Water
Treatment for Nitrate. Center for Watershed Sciences, University of California, Davis
Available at: groundwaternitrate.ucdavis.edu/files/139107.pdf.

Jones, R.R., Weyer, P.J., DellaValle, C.T., Inoue-Choi, M., Anderson, K.E., Cantor, K.P.,
Krasner, S., Robien, K., Freeman, L.E., Silverman, D.T., Ward, M.H., 2016. Nitrate
from drinking water and diet and bladder cancer among postmenopausal women in
Towa. Environ. Health Perspect. 124 (11), 1751-1758.

Jones, R.R., Weyer, P.J., Dellavalle, C.T., Robien, K., Cantor, P., Krasner, S., Beane
Freeman, L.E., Ward, M.H., 2017. Ingested nitrate, disinfection by-products, and
kidney cancer risk in older women. Epidemiology 28 (5), 703-711.

Jones, R.R., DellaValle, C.T., Weyer, P.J., Robien, K., Cantor, K., Krasner, S., Beane
Freeman, L.E., Ward, M.H., May 2019. Ingested nitrate, disinfection by-products, and
risk of colon and rectal cancer in the lowa Women's Health Study cohort. Environ. Int.
126, 242-251.

Kenny, J.F., Barber, N.L., Hutson, S.S., Linsey, K.S., Lovelace, J.K., Maupin, M.A., 2009.
Estimated use of water in the United States in 2005: U.S. Geological survey circular
1344. Available at: https://pubs.usgs.gov/circ/1344/pdf/c1344.pdf.



A. Temkin, et al.

Khatri, J., Mills, C.E., Maskell, P., Odongerel, C., Webb, A.J., 2017. It is rocket science -
why dietary nitrate is hard to 'beet'! Part I: twists and turns in the realization of the
nitrate-nitrite-NO pathway. Br. J. Clin. Pharmacol. 83 (1), 129-139.

Kormos, C.E., Wilkinson, A.J., Davey, C.J., Cunningham, A.J., 2014. Low birth weight and
intelligence in adolescence and early adulthood: a meta-analysis. J. Public Health 36
(2), 213-224.

Kuo, H., Wu, T., Yang, C., 2007. Nitrates in drinking water and risk of death from rectal
cancer in Taiwan. J. Toxicol. Environ. Health A Curr. Issues 70 (20), 1717-1722.

Malits, J., Blustein, J., Trasande, L., Attina, T.M., 2018. Perfluorooctanoic acid and low
birth weight: estimates of US attributable burden and economic costs from 2003
through 2014. Int. J. Hyg Environ. Health 221 (2), 269-275.

March of Dimes, 2019. Peristats. Available at: https://www.marchofdimes.org/
peristats/Peristats.aspx.

Mariotto, A.B., Yabroff, K.R., Shao, Y., Feuer, E.J., Brown, M.L., 2011. Projections of the
cost of cancer care in the United States: 2010-2020. J. Natl. Cancer Inst. 103 (2),
117-128.

Marseille, E., Laarson, B., Kazi, D.S., Kahn, J.G., Rosen, S., 2015. Threshold for the cost-
effectiveness of interventions: alternative approaches. Bull. World Health Organ. 93,
118-124.

McElroy, J.A., Trentham-Dietz, A., Gangnon, R.E., Hampton, J.M., Bersch, A.J., Kanarek,
M.S., Newcomb, P.A., 2008. J. Water Health 6 (3), 399-409.

Migeot, V., Albouy-Llaty, M., Carles, C., Limousi, F., Strezlec, S., Dupuis, A., Rabouan, S.,
2013. Drinking-water exposure to a mixture of nitrate and low-dose atrazine meta-
bolites and small-for-gestational age (SGA) babies: a historic cohort study. Environ.
Res. 122, 58-64.

Mirvish, S.S., Grandjean, A.C., Moller, H., Fike, S., Maynard, T., Jones, L., Rosinsky, S.,
Nie, G., 1992. N-nitrosoproline excretion by rural Nebraskans drinking water of
varied nitrate content. Cancer Epidemiol. Biomark. Prev. 1 (6), 455-461.

Morales-Suarez-Varela, M.M., Llopis-Gonzalez, A., Tejerizo-Perez, M.L., 1995. Impact of
nitrates in drinking water on cancer mortality in Valencia, Spain. Eur. J. Epidemiol.
11 (1), 15-21.

National Cancer Institute, 2018. Iowa Women's Health Study: Epidemiology of Cancer in
a Cohort of Older Women. Available at: https://epi.grants.cancer.gov/Consortia/
members/iowawomen.html.

National Research Council, 1993. Pesticides in the Diets of Infants and Children. The
National Academies Press, Washington, DC Available at: https://www.nap.edu/
catalog/2126/pesticides-in-the-diets-of-infants-and-children.

National Research Council, 1997. Safe Water from Every Tap: Improving Water Service to
Small Communities. The National Academies Press, Washington, DC. https://doi.org/
10.17226/5291.

National Research Council (NRC) Committee on Improving Risk Analysis Approaches
Used by the U.S. EPA, 2009. Science and Decisions: Advancing Risk Assessment.
National Academies Press (US), Washington (DC) Available at: https://www.ncbi.
nlm.nih.gov/books/NBK214630/.

Oakeshott, P., Hunt, G.M., Poulton, A., Reid, F., 2010. Expectation of life and unexpected
death in open spina bifida: a 40-year complete, non-selective, longitudinal cohort
study. Dev. Med. Child Neurol. 52 (8), 749-753.

OEHHA (California Office of Environmental Health Hazard Assessment), 2004. Public
Health Goal for Arsenic in Drinking Water. Available at: https://oehha.ca.gov/
water/public-health-goal/public-health-goal-arsenic-drinking-water.

OEHHA (California Office of Environmental Health Hazard Assessment), 2018a. Nitrate
and Nitrite in Drinking Water. Available at: https://oehha.ca.gov/media/
downloads/crnr/nitratephg051118.pdf.

OEHHA (California Office of Environmental Health Hazard Assessment), 2018b. Public
Health Goals (PHGs). Available. https://oehha.ca.gov/water/public-health-goals-
phgs.

Pennino, M.J., Compton, J.E., Leibowitz, S.G., 2017. Trends in drinking water nitrate
violations across the United States. Environ. Sci. Technol. 51, 13450-13460.

Poulsen, R., Cedergreen, N., Hayes, T., Hansen, M., 2018. Nitrate: an environmental
endocrine disruptor? A review of evidence and research needs. Environ. Sci. Technol.
52 (7), 3869-3887.

Rose, G., 2001. Sick individuals and sick populations. Int. J. Epidemiol. 30 (3), 427-432.

Rupert, M.G., 2008. Decadal-scale changes of nitrate in ground water of the United States,
1988-2004. J. Environ. Qual. 37 (Suppl. 5) S-240-S-248. https://dl.sciencesocieties.
org/publications/jeq/abstracts/37/5_Supplement/S-240.

Schullehner, J., Hansen, B., Thygesen, M., Pedersen, C.B., Sigsgaard, T., 2018. Nitrate in
drinking water and colorectal cancer risk: a nationwide population-based cohort
study. Int. J. Cancer 143 (1), 73-79.

SEER, 2018. National Cancer Institute Surveillance, Epidemiology, and End Results
Program. Available at: https://seer.cancer.gov/.

Soerjomaataram, I., Lortet-Tieulent, J., Ferlay, J., Forman, D., Mathers, C., Parkin, D.M.,
Bray, F., 2012. Estimating and validating disability-adjusted life years at the global
level: a methodological framework for cancer. BMC Med. Res. Methodol. 12, 125.

STATA Community-contributed Packages for Meta-Analysis in Stata. Available at:
https://www.stata.com/support/faqs/statistics/meta-analysis/, Accessed date: 6
November 2018.

Stayner, L.T., Almberg, K., Jones, R., Graber, J., Pedersen, M., Turyk, M., 2017a. Atrazine
and nitrate in drinking water and the risk of preterm delivery and low birth weight in
four Midwestern states. Environ. Res. 152, 294-303.

Stayner, L., 2017b. Review of the Draft Public Health Goal for Nitrate and Nitrite in

14

Environmental Research 176 (2019) 108442

Drinking Water by Leslie Stayner. PhD Professor of Epidemiology University of
Illinois at Chicago School of Public Health. June 19, 2017. Available at: https://
oehha.ca.gov/media/downloads/crnr/peerreviewstayner061917.pdf.

Tonacchera, M., Pinchera, A., Dimida, A., Ferrarini, E., Agretti, P., Vitti, P., Santini, F.,
Crump, K., Gibbs, J., 2004. Relative potencies and additivity of perchlorate, thio-
cyanate, nitrate, and iodide on the inhibition of radioactive iodide uptake by the
human sodium iodide symporter. Thyroid 14, 1012-1019.

U.S. Cancer Statistics Working Group U.S. Cancer, 1999-2015. Statistics Data
Visualizations Tool, Based on November 2017 Submission Data. U.S. Department of
Health and Human Services, Centers for Disease Control and Prevention and National
Cancer Institute Available at: www.cdc.gov/cancer/dataviz.

U.S. Department of Labor Bureau of Labor Statistics, 2017. Consumer Price Index. US
Department of Labor Bureau of Labor Statistics Available at: http://data.bls.gov/cgi-
bin/surveymost?cu.

U.S. EPA, 1992. EPA's Approach for Assessing the risks associated with Chronic Exposure
to Carcinogens. Background Document 2. January 17, 1992. Available at: https://
www.epa.gov/iris/epas-approach-assessing-risks-associated-chronic-exposure-
carcinogens.

U.S. EPA, 2002. Review of the Reference Dose and Reference Concentration Processes
Document. Available at: https://www.epa.gov/risk/review-reference-dose-and-
reference-concentration-processes-document.

U.S. EPA, 2005. Economic Analysis for the Final Stage 2 Disinfectants and Disinfection
Byproducts Rule. Available at: https://nepis.epa.gov/Exe/ZyPDF.cgi?Dockey =
P100500X.txt.

U.S. EPA, 2010. Guidelines for Preparing Economic Analyses. Available at: https://www.
epa.gov/environmental-economics/guidelines-preparing-economic-analyses.

U.S. EPA, 2011. Nutrient Indicators Dataset. Estimated Nitrate Concentrations in
Groundwater Used for Drinking. Available at: https://www.epa.gov/nutrient-
policy-data/estimated-nitrate-concentrations-groundwater-used-drinking.

U.S. EPA, 2015a. Benefit and Cost Analysis for the Effluent Limitations Guidelines and
Standards for the Steam Electric Power Generating Point Source Category. Available:
https://www.epa.gov/sites/production/files/2015-10/documents/steam-electric_
benefit-cost-analysis_09-29-2015.pdf.

U.S. EPA, 2015b. Regulatory Impact Analysis of the Final Revisions to the National
Ambient Air Quality Standards for Ground-Level Ozone. Available at: https://
www3.epa.gov/ttnecas1/docs/20151001ria.pdf.

U.S. EPA, 2018a. 2018 Edition of the Drinking Water Standards and Health Advisories
Tables. Available at: https://www.epa.gov/sites/production/files/2018-03/
documents/dwtable2018.pdf.

U.S. EPA, 2018b. Enforcement and Compliance Online (ECHO) Database. Analyze Trends:
Drinking Water Dashboard. Available at: https://echo.epa.gov/trends/comparative-
maps-dashboards/drinking-water-dashboard.

van Grinsven, H.J., Rabl, A., de Kok, T.M., 2010. Estimation of incidence and social cost
of colon cancer due to nitrate in drinking water in the EU: a tentative cost-benefit
assessment. Environ. Health 9, 58.

van Maanen, J.M., Welle, 1.J., Hageman, G., Dallinga, J.W., Mertens, P.L., Kleinjans, J.C.,
1996. Nitrate contamination of drinking water: relationship with HPRT variant fre-
quency in lymphocyte DNA and urinary excretion of N-nitrosamines. Environ. Health
Perspect. 104 (5), 522-528.

Villanueva, C.M., Fernandez, F., Malats, N., Grimalt, J.O., Kogevinas, M., 2003. Meta-
analysis of studies on individual consumption of chlorinated drinking water and
bladder cancer. J. Epidemiol. Community Health 57, 166-173.

Viscusi, V.K., Aldy, J.E., 2003. The value of a statistical life: a critical review of market
estimates throughout the world. J. Risk Uncertain. 27 (1), 5-76.

Ward, M.H., Rusiecki, J.A., Lynch, C.F., Cantor, K.P., 2007. Nitrate in public water sup-
plies and the risk of renal cell carcinoma. Cancer Causes Control 18, 1141-1151.

Ward, M.H., Kilfoy, B.A., Weyer, P.J., Anderson, K.E., Folsom, A.R., Cerhan, J.R., 2010.
Nitrate intake and the risk of thyroid cancer and thyroid disease. Epidemiology 21
(3), 389-395.

Ward, M.H., Jones, R.R., Brender, J.D., de Kok, T.M., Weyer, P.J., Nolan, B.T., Villanueva,
C.M., van Breda, S.G., 2018. Drinking water nitrate and human health: an updated
review. Int. J. Environ. Res. Public Health 15 (7), E1557 Jul 23.

Weir Schechinger, A., Cox, C., 2018. America's Nitrate Habit Is Costly and Dangerous.
Available at: https://www.ewg.org/research/nitratecost/.

Weyer, P.J., Cerhan, J.R., Kross, B.C., Hallberg, G.R., Kantamneni, J., Breuer, G., Jones,
M.P., Zhen, W., Lynch, C.F., 2001. Municipal drinking water nitrate level and cancer
risk in older women: the Iowa women's health study. Epidemiology 12 (3), 327-338.

World Health Organization (WHO), 2018. Health Statistics and Information Systems.
Metrics: Disability-Adjusted Life Year (DALY). Available at: https://www.who.int/
healthinfo/global_burden_disease/metrics_daly/en/.

Yabroff, K.R., Bradley, C.J., Mariotto, A.B., Brown, M.L., Feuer, E.J., 2008. Estimates and
projections of value of life lost from cancer deaths in the United States. J. Natl. Cancer
Inst. 100 (24), 1755-1762.

Yabroff, K.R., Lund, J., Kepka, D., Mariotto, A., 2012. Economic burden of cancer in the
US: estimates, projections, and future research. Cancer Epidemiol. Biomark. Prev. 20
(10), 2006-2014.

Yang, C., Wu, D., Chang, C., 2007. Nitrate in drinking water and risk of death from colon
cancer in Taiwan. Environ. Int. 33, 649-653.

Zeise, L., Wilson, R., Crouch, E.A., 1987. Dose-response relationships for carcinogens: a
review. Environ. Health Perspect. 73, 259-306.



