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Abstract

Background: Humans are primary drivers of environmental contamination worldwide, including
in drinking-water resources. In the United States (US), federal and state agencies regulate and
monitor public-supply drinking water while private-supply monitoring is rare; the current lack of
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directly comparable information on contaminant-mixture exposures and risks between private- and
public-supplies undermines tapwater (TW) consumer decision-making.

Methods: We compared private- and public-supply residential point-of-use TW at Cape Cod,
Massachusetts, where both supplies share the same groundwater source. TW from 10 private- and
10 public-supply homes was analyzed for 487 organic, 38 inorganic, 8 microbial indicators, and 3
in vitro bioactivities. Concentrations were compared to existing protective health-based
benchmarks, and aggregated Hazard Indices (HI) of regulated and unregulated TW contaminants
were calculated along with ratios of /n vitro exposure-activity cutoffs.

Results: Seventy organic and 28 inorganic constituents were detected in TW. Median detections
were comparable, but median cumulative concentrations were substantially higher in public supply
due to 6 chlorine-disinfected samples characterized by disinfection byproducts and corresponding
lower heterotrophic plate counts. Public-supply applicable maximum contaminant (nitrate) and
treatment action (lead and copper) levels were exceeded in private-supply TW samples only.
Exceedances of health-based HI screening levels of concern were common to both TW supplies.

Discussion: These Cape Cod results indicate comparable cumulative human-health concerns
from contaminant exposures in private- and public-supply TW in a shared source-water setting.
Importantly, although this study’s analytical coverage exceeds that currently feasible for water

purveyors or homeowners, it nevertheless is a substantial underestimation of the full breadth of
contaminant mixtures documented in the environment and potentially present in drinking water.

Conclusion: Regardless of the supply, increased public engagement in source-water protection
and drinking-water treatment, including consumer point-of-use treatment, is warranted to reduce
risks associated with long-term TW contaminant exposures, especially in vulnerable populations.

Keywords

tapwater; organics; inorganics; disinfection byproducts; sole-source aquifer; human health; public
supply; private supply

1. Introduction

Current understanding of the role of drinking-water contaminant-mixture exposures in
human-health outcomes remains limited, in part, because routine compliance monitoring and
more comprehensive multi-contaminant chemical and biological investigations in the United
States (US) and worldwide are, with notable exceptions (e.g., Olson et al. 1999), not
commonly conducted at the point and time of consumption and, thus, do not encompass
biochemical changes that may occur during distribution and delivery, whether via public-
supply infrastructure, private-well/premise plumbing, or commercial packaging (“bottled”
water). In the extant Anthropocene, humans are acknowledged as primary drivers of many
contaminants of potential human-health concern in water resources, including in drinking
source waters, (Crutzen and Stoermer 2000; Crutzen 2006; Steffen et al. 2011). Many of the
same anthropogenic (human generated or driven) contaminant concerns affect public,
private, and bottled drinking-water supplies (Bradley et al. 2017; Moschet et al. 2014; Olson
et al. 1999; Wang et al. 2020). Notable differences in management and monitoring, however,
engender a fundamental information imbalance that influences the perceived quality and
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safety of different drinking-water supplies and, consequently, directly impacts consumer
decision making. In the US and elsewhere, the general lack of comparable water-quality
information on private supplies versus public supplies contributes to public concern for the
safety and socioeconomic equity of tapwater (TW) (Collier et al. 2019; Hobson et al. 2007;
Huerta-Saenz et al. 2012; Javidi and Pierce 2018; Pierce and Gonzalez 2017; Rosinger et al.
2018; Wescoat et al. 2007) and undermines consumer decisions (Flanagan et al. 2016b;
MacDonald Gibson et al. 2014; MacDonald Gibson and Pieper 2017; Pieper et al. 2018;
Ranganathan and Balazs 2015; Seltenrich 2017; Zheng and Flanagan 2017).

In the US, approximately 87% of the population receives its drinking water from public
water systems (i.e., =15 service connections or =25 people served for =60 days per year
(U.S. Environmental Protection Agency 2020g); referred to herein as public supply) with the
remainder from private supply (Dieter and Maupin 2017; Dieter et al. 2018; Maupin 2018).
In development of public-supply drinking-water contaminant regulations under the Safe
Drinking Water Act (SDWA), the US Environmental Protection Agency (EPA) first sets non-
enforceable, margin-of-safety Maximum Contaminant Level Goal(s) (MCLG), based solely
on public health and specifically in consideration of sensitive subpopulations (infants,
children, elderly, immune and disease compromised), and then sets and promulgates
enforceable primary standards (National Primary Drinking Water Regulations, NPDWR),
including Maximum Contaminant Level(s) (MCL) or treatment techniques and
corresponding action level(s) (AL), as close to the MCLG as economically and technically
feasible (U.S. Environmental Protection Agency 2017, 2018, 2020k). In general, regulated
chemical contaminants are monitored for compliance and, as needed, treated at drinking-
water facilities prior to distribution, with notably limited monitoring in the distribution
system (e.qg., disinfection byproduct(s) (DBP) and residual disinfectant (U.S. Environmental
Protection Agency 2010, 2020i)) and at select tapwater (TW) consumer endpoints (lead and
copper (U.S. Environmental Protection Agency 2008, 2020f)). Acknowledged challenges to
the perceived quality of public-supply TW (Doria 2010; Doria et al. 2009; Doria 2006;
Pierce and Gonzalez 2017) include 1) the disparity between the number of regulated
contaminants and the breadth of anthropogenic chemicals in commercial use (Wang et al.
2020) and in ambient (surface water, groundwater) source waters (Altenburger et al. 2015;
Bradley et al. 2017; de Jesus Gaffney et al. 2015; DeSimone et al. 2015; Moschet et al.
2014; Toccalino and Hopple 2010; Toccalino et al. 2012), 2) persistence of generally low-
level unregulated organic contaminants in existing treatment processes and occurrence in
pre-distribution, treated drinking water (Conley et al. 2017b; Furlong et al. 2017;
Glassmeyer et al. 2017; Guelfo and Adamson 2018; Hu et al. 2016; Klarich et al. 2017;
Klarich Wong et al. 2019; Stackelberg et al. 2004; Stackelberg et al. 2007), 3) distribution-
system water-quality changes (Makris et al. 2014; Triantafyllidou and Edwards 2012; U.S.
Environmental Protection Agency 2020f, i) and inadequate water-quality characterization at
the tap (Bondy and Campbell 2018; Bradley et al. 2018; Bradley et al. 2020; Braun and Gray
2017) and 4) chlorine-based disinfection to control water-borne diseases (Reynolds et al.
2008; Richardson et al. 2007; Schoenen 2002) also impacts taste and odor (organoleptic
quality) (Doria 2010; Doria et al. 2009; Doria 2006; Pierce and Gonzalez 2017) and
produces genotoxic/cytotoxic DBP (Jeong et al. 2015; Krasner et al. 2016; Muellner et al.
2007; Pressman et al. 2010; Richardson et al. 2007; Stalter et al. 2020; Villanueva et al.

Environ Int. Author manuscript; available in PMC 2022 July 01.



1duosnuel Joyiny vd3 1duosnuep Joyiny vd3

1duosnue Joyiny vd3

Bradley et al.

Page 4

2018; Wang et al. 2015). The latter is a particularly challenging public-health tradeoff and
cogent argument for continued water-disinfection innovation (Hrudey et al. 2006; Hrudey
2009; Richardson and Plewa 2020; Stalter et al. 2020).

On the other hand, EPA is not authorized to regulate or monitor private supplies (i.e., <25
people or <15 service connections (U.S. Environmental Protection Agency 2020g)), and
more than 40 million people in the US depend on private wells for drinking water (Dieter
and Maupin 2017; Dieter et al. 2018; Maupin 2018). Although prior studies have
documented multiple concerns and the need for expanded monitoring in private-well
systems (de Jesus Gaffney et al. 2015; DeSimone et al. 2015; Focazio et al. 2006;
Knobeloch et al. 2013; MacDonald Gibson and Pieper 2017; Rogan and Brady 2009; Zheng
and Flanagan 2017; Zogorski et al. 2006), corresponding water quality data remain rare in
part because high analytical costs and conflation of organoleptic quality with safety
undermine owner self-monitoring (Doria 2010; Doria et al. 2009; Flanagan et al. 2016a;
Flanagan et al. 2016b; Focazio et al. 2006; MacDonald Gibson and Pieper 2017; Seltenrich
2017; Swistock and Clemens 2013; Zheng and Flanagan 2017).

The resultant lack of drinking-water contaminant characterization in private-supply, relative
to public-supply, and misplaced confidence in organoleptic quality as an indicator of safety
contribute to 1) public-supply TW mistrust and its notable socioeconomic underpinnings
(Collier et al. 2019; Hobson et al. 2007; Huerta-Saenz et al. 2012; Javidi and Pierce 2018;
Pierce and Gonzalez 2017; Rosinger et al. 2018; Wescoat et al. 2007), 2) reluctance or
inability to switch to monitored public supply in high risk (e.g., urbanizing or geogenic
contaminant) locations (Flanagan et al. 2016b; MacDonald Gibson et al. 2014; MacDonald
Gibson and Pieper 2017; Pieper et al. 2018; Ranganathan and Balazs 2015; Seltenrich 2017;
Thomas et al. 2019; Zheng and Flanagan 2017), 3) delayed adoption of appropriate point-of-
use treatment (MacDonald Gibson and Pieper 2017; Pieper et al. 2018), and 4) consumption
of sugary drink or bottled water alternatives (Hawkins 2017; Saylor et al. 2011) with
documented human-health (e.g., for the former, obesity, diabetes, dental caries, Auerbach et
al. 2016; Legler et al. 2015; Onufrak et al. 2014; Scherzer et al. 2010; World Health
Organization 2016) as well as economic and environmental consequences (e.g., plastic
pollution, cost, sustainability, Collier et al. 2019; Knox and McDermott 2019; Olson et al.
1999; Onufrak et al. 2014; Pierce and Gonzalez 2017; Saylor et al. 2011).

The U.S. Geological Survey (USGS) is collaborating with the EPA, National Institute of
Environmental Health Science (NIEHS), Colorado School of Mines (Mines), utilities, and
others to inform drinking-water exposure data gaps and associated water-supply information
imbalances by assessing TW mixture exposures and associated distal (e.g., ambient source
water) and proximal (e.g., premise plumbing, point-of-use treatment) drivers in a range of
source-water vulnerability settings (Bradley et al. 2018; Bradley et al. 2020). Demographic
and hydrologic settings are critical determinants of source-water vulnerability, and populated
locations that depend on surface water or shallow unconfined aquifers are particular
concerns for elevated drinking-water contaminant risk (Gallagher et al. 2010; Schaider et al.
2014; Schaider et al. 2016; Swartz et al. 2003; Swartz et al. 2006). The Cape Cod aquifer is
a single continuous unconfined aquifer that currently serves as the “sole source” of drinking
water for more than 140,000 permanent and 400,000 seasonal residents of Cape Cod,
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Massachusetts (Cape Cod Commission 2020b; Cape Cod Groundwater Guardians 2020;
Masterson and Walter 2009). More broadly, the vulnerable Cape Cod sole-source aquifer
system provides insight into other east coast Coastal Plain packages and vulnerable, shallow,
unconfined groundwater drinking-water sources across the US.

USGS, EPA, NIEHS, and Mines assessed TW exposures in 20 homes at Cape Cod in 2018,
in order to compare estimates of cumulative risk (exposure, toxicity/hazard; Moretto et al.
2017; National Research Council 1983; Norton et al. 1992) to human health from
contaminants in private- and public-supply drinking water in an example populated and
unconfined aquifer source-water setting. For this study, TW exposure is operationally
defined as concentrations of 487 unique organics, 38 inorganics, and select microbiological
contaminant and bioactivity indicators detected in residential point-of-consumption TW
samples. Cape Cod private and public supplies rely on the same unconsolidated, surficial-
aquifer source (Cape Cod Groundwater Guardians 2020; Masterson and Walter 2009), which
has well-documented legacy and emerging anthropogenic contaminant concerns (for
summary and data viewer see, Cape Cod Commission 2020a; Cape Cod Commission
2020b). Potential human-health risks of individual and aggregate TW exposures were
explored based on multiple lines of evidence, comprising: 1) cumulative detections and
concentrations of designed-bioactive (e.g., pesticides, pharmaceuticals) chemicals (Bradley
et al. 2017; Bradley et al. 2018; Bradley et al. 2020), 2) individual contaminant exposure
exceedances of health-only benchmarks (i.e., hazard quotient (HQ) approach, Goumenou
and Tsatsakis 2019; U.S. Environmental Protection Agency 2011, 2012), including MCLG
(U.S. Environmental Protection Agency 2017, 2020k) and other public-health advisories,
and 3) exposure metrics based on cumulative Exposure-Activity Ratio(s) (3 ga7) (Blackwell
et al. 2017) and hazard indices (HI, cumulative hazard quotients for mixtures, Goumenou
and Tsatsakis 2019; U.S. Environmental Protection Agency 2011, 2012) of cumulative
benchmark-based Toxicity Quotients (3 1q) (Corsi et al. 2019). The same general sampling
protocol and analytical toolbox employed previously (Bradley et al. 2018; Bradley et al.
2020) were preserved herein to inform TW chemical and biological exposures at Cape Cod,
while supporting inter-study comparisons.

Multiple TW-exposure hypotheses relevant specifically to Cape Cod and, more generally, to
shared source waters from unconfined, highly permeable aquifers in populated areas were
assessed, as follows. Because of the shared aquifer source and unregulated status of most of
the organic analytes in this study, exposures and estimates of aggregate effects were
expected to be comparable in private- and public-supply TW (Hypothesis 1), with the
following exceptions. Exceedances of NPDWR, National Secondary Drinking Water
Regulations (NSDWR), and other water-quality outliers were expected to be more common
in private supply, due to a lack of SDWA regulation, monitoring, and treatment (Hypothesis
I1). DBP were expected to dominate organic detections and concentrations in TW samples
from public supplies that employed chlorine-based disinfection (Hypothesis I11) and
microbial indicators were expected to be generally lower (Hypothesis V) in these chlorine-
disinfected public-supply TW samples (public-health tradeoff).
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2. Methods

2.1. Site Selection and Sample Collection

In line with national water-use statistics (Dieter and Maupin 2017; Dieter et al. 2018;
Maupin 2018), drinking water for approximately 85% of the Cape Cod populace is from
public supply and 15% from private wells (Cape Cod Commission 2020a, b; Cape Cod
Groundwater Guardians 2020). The unconfined surficial Cape Cod aquifer provides 100% of
Cape Cod drinking water (Cape Cod Commission 2020b; Cape Cod Groundwater Guardians
2020; Masterson and Walter 2009) and, consequently, is designated a sole source aquifer
(U.S. Environmental Protection Agency 2020b, €) by the EPA. For this synoptic pilot study,
TW sample locations were selected based on community volunteers and to ensure broad
spatial coverage of Cape Cod (Figures 1 and S1) and equal coverage of public/private supply
(10 public, 10 private). All TW samples were sourced from the interconnected Sagamore
and Monomoy lenses of the Cape Cod aquifer system (Barbaro et al. 2014; Cape Cod
Commission 2020a; Masterson and Walter 2009). Public-supply TW samples were from 8
drinking-water suppliers (DWS), of which 5 (DWS: 1, 3, 4, 7, 8; total TW samples: 6)
employed chlorine-based disinfection and the remainder did not (Table S1). Complete
sampling details are provided elsewhere (Romanok et al. 2018; Romanok et al. 2020). Taps
(cold water) were sampled once each in August 2018, with sample times varying throughout
the day and without pre-cleaning, screen removal, or flushing (Romanok et al. 2018);
relevant to the interpretation of observed lead (Pb) and copper (Cu) concentrations, 6h-
stagnant first draw Lead and Copper Rule (LCR) monitoring protocols (first-draw, 6h-
stagnant sampling, U.S. Environmental Protection Agency 2008; U.S. Environmental
Protection Agency 2020f) were not employed.

2.2. Analytical Methods

TW samples were analyzed by USGS using 7 target-organic (487 unique analytes), 3
inorganic/field (38 analytes), and 4 microbial (8 analytes) methods (Table S2), as discussed
(Bradley et al. 2018; Bradley et al. 2020; Romanok et al. 2018) and presented in detail
previously (American Public Health Association et al. 2017; Ball and McCleskey 2003;
Fishman and Friedman 1989; Furlong et al. 2014; Graham et al. 2010; Hergenreder 2011;
Hladik et al. 2008; Hoffman et al. 1996; Loftin et al. 2016; Pfaff 1993; Rose et al. 2016;

U.S. Environmental Protection Agency 2014). Per/polyfluoroalkyl substance(s) (PFAS) were
analyzed (Murray et al. 2019) at Mines, as described (Bradley et al. 2020; Murray et al.
2019; Romanok et al. 2018). In vitro estrogen (ER), androgen (AR), and glucocorticoid
(GR) bioactivities were assessed by EPA using the T47D-KBluc cell line (American Type
Cell Culture, Manassas, Virginia; ATCC CRL-2865) human estrogen receptor (Wilson et al.
2002; Wilson et al. 2004) and the CV1 cell line (ATCC CCL-70) adenovirally transduced
with the chimpanzee androgen receptor (Hartig et al. 2002; Hartig et al. 2007) or the human
glucocorticoid receptor (Conley et al. 2017a), as described previously (Conley et al. 20173;
Conley et al. 2017b; Medlock Kakaley et al. 2020). Bioassay standards, controls, and
samples were run in quadruplicate, and each sample screen was at least duplicated.
Endocrine-active samples were identified using a tiered screening process (Medlock Kakaley
et al. 2020), except for ER bioactivity, which was statistically compared to field blanks.
Biological equivalency values (BioEq) were calculated using an enrichment factor (EF) of
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10,000 (Escher and Leusch 2011) and BioEq above the respective assay method detection
limit were considered positive for endocrine activity (Figure S2), as described (Medlock
Kakaley et al. 2020). All results are in Tables S3-S8 and in Romanok et al (2020).

2.3. Data Handling, Quality Assurance, Statistics, and Risk Assessments

Quantitative (=limit of quantitation, =L OQ) and semi-quantitative (between LOQ and long-
term method detection limit, MDL, Childress et al. 1999; U.S. Environmental Protection
Agency 2020c) results were treated as detections (Childress et al. 1999; Mueller et al. 2015).
Quality-assurance/quality-control included analyses of field blanks from 2 sites, laboratory
blanks and spikes, and stable-isotope surrogates. Only calcium, silica, sodium, zinc, and
alkalinity were detected in inorganic-field blanks (Table S5); their reporting limits were
blank-corrected to the maximum value detected in any blank. Among those organic
compounds detected at least once in residential-TW samples, 1,1-difluoroethane
(0.015-0.018 pg L~1) was detected twice and fert-butylalcohol (0.33 pg L™1) was detected
once at concentrations comparable to those observed in residential TW samples; these
analytes were removed from the interpretive dataset. Of the nine PFAS compounds detected
at least once in residential-TW samples, 5 were detected 1-2 times each (maximum 0.0033
ug L™1) in organic-field blanks (Table S5); the reporting limits for these compounds were
blank-corrected to twice the highest field blank concentration as footnoted in Tables S4 and
S5. The median stable-isotope surrogate recovery (Table S6) for all samples and relevant
methods (pesticides, pharmaceuticals) was 99.5% (interquartile range: 90-110%).
Differences (data centroids and dispersions) between TW-sample groups were assessed by
nonparametric One-way PERMANOVA (n = 9999 permutations) on Euclidean distance
(Paleontological Statistics, PAST, vers. 4) (Hammer et al. 2001).

A screening-level assessment (Goumenou and Tsatsakis 2019; U.S. Environmental
Protection Agency 2011) of potential cumulative biological activity of mixed-organic
contaminants in each TW sample was conducted as described (Blackwell et al. 2017,
Bradley et al. 2018; Bradley et al. 2019), using the toxEval version 1.1.0 package (De Cicco
et al. 2018) of the open source statistical software R (R Development Core Team 2019) to
sum (non-interactive concentration addition model (e.g., Altenburger et al. 2018; Cedergreen
et al. 2008; Stalter et al. 2020) individual EAR (ratio of the detected concentration to the
activity concentration at cutoff (ACC) from the Toxicity ForeCaster (ToxCast, U.S.
Environmental Protection Agency 2020d) high-throughput screening data (U.S.
Environmental Protection Agency 2019, 2020a)) to estimate sample-specific cumulative
EAR (3ear) (Blackwell et al. 2017; Bradley et al. 2018; Bradley et al. 2020). ACC
estimates the point of departure concentration at which a defined threshold of response
(cutoff) is achieved for a given biological activity and is less prone to violations of relative
potency assumptions (for discussion see, Blackwell et al. 2017). ACC data in the toxEval
v1.1.0 employed in the present study were from the May 2019 invitroDBv3.0 release of the
ToxCast database (publicly available at, U.S. Environmental Protection Agency 2020a).
Non-specific-endpoint, baseline, and unreliable response-curve assays were excluded
(Blackwell et al. 2017; Bradley et al. 2018; Bradley et al. 2020). Y gar results and exclusions
are summarized in Tables S9-S11.
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Because the Y ear approach was constrained to organic chemicals in ToxCast, an analogous
human-health benchmark-based HI assessment (Goumenou and Tsatsakis 2019; U.S.
Environmental Protection Agency 2011, 2012) of aggregate inorganic and organic
contaminant risk also was conducted using toxEval v1.1.0 (De Cicco et al. 2018) to sum the
TQ (ratio of detected concentration to corresponding health-based benchmark) of individual
detections to estimate sample-specific cumulative TQ (31q) (Corsi et al. 2019). A
precautionary screening-level approach was employed based on the most protective human-
health benchmark (i.e., lowest benchmark concentration) among the following: MCLG (U.S.
Environmental Protection Agency 2017, 2020k), WHO guidelines (World Health
Organization (WHO) 2011), USGS Health-Based Screening Level (HBSL; (Norman et al.
2018)), and state drinking-water MCL or health advisories (DWHA). Drinking-water
contaminants (e.g., bromodichloromethane, Pb) with no safe-exposure threshold, “below
which there is no known or expected risk to the health” of sensitive sub-populations,
including infants, children, the elderly, and those with compromised immune systems and
chronic diseases (U.S. Environmental Protection Agency 2020j, k), are assigned MCLG of
zero (Lanphear 2017; U.S. Environmental Protection Agency 2017, 2020j, k). For the
purpose of the } tq assessment employed herein, MCLG values of zero were set to the
method reporting limit, except for Pb, which was set to 1 pg L1 as suggested by the
American Academy of Pediatrics (Lanphear et al. 2016). 1o results and respective health-
based benchmarks are summarized in Tables S12-S13.

3. Results

3.1. Private/Public-Supply TW Exposures

Multiple detections of regulated and unregulated chemical (inorganic, organic) analytes were
typical in both private- and public-supply TW samples at Cape Cod (Tables S3—-S4; Figures
1-4). Importantly, 86% of the organic analytes assessed in this study were not detected in
any TW sample. Conversely, 70 (14%) of the 487 organic analytes and 28 (74%) of the 38
inorganic analytes and field parameters were detected. No differences in cumulative
detections of inorganic (PERMANOVA: 9999 permutations; probability of being the same p
= 0.5227) and organic (p = 0.7911) constituents were observed between private- and public-
supply TW groups. Of note, pesticides and pharmaceuticals, which are designed to be
biologically active, were detected in private- and public-supply TW samples with similar (p
= 0.1946 and p = 0.2034 for pesticides and pharmaceuticals, respectively) detection
frequencies. Notable exceptions to this general pattern of detections included the higher (p =
0.0009) median and range in the number of detected DBP in public-supply TW and the
order of magnitude greater number of pharmaceuticals detected in a single private-well
sample (22 versus median = 1 in all other samples; Figures 3-4).

Several differences in individual and aggregate concentrations of detected constituents also
were observed between private- and public-supply TW samples in this study. Although, no
differences in the centroids and dispersions of specific conductance (p = 0.5553) or
cumulative concentrations of major ions (p = 0.4705) were observed between private- and
public-supply TW samples (Table S3), the pH was substantially lower (p = 0.0001; medians
5.7 and 6.7, respectively; Figure 2) and cumulative concentrations of trace metals were
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substantially higher (p = 0.0008; medians 1145 pg L~1 and 299 pg L™1, respectively) in
private-supply TW samples than in public supply (Figure 2). The latter observations support
Hypothesis 11, because pH and several metals are monitored in public supply under the
SDWA and treated prior to distribution. Concentrations of Cu and Pb were higher (p =
0.0023 and p = 0.0211, respectively) in private-supply TW than in public supply. Elevated
Cu and Pb concentrations in some private-supply samples generally corresponded to lower
TW pH. Low pH is associated with increased corrosion (U.S. Environmental Protection
Agency 2020h) and with mabilization of Cu, Pb, and other metals in aquifers, distribution
systems, and premise plumbing (Boulay and Edwards 2001; Edwards and Triantafyllidou
2007; Makris et al. 2014).

No difference in the centroids and dispersions of cumulative organic detections (p = 0.7910)
was apparent between TW groups (Figure 3), but the median cumulative concentration of
detected organics was an order-of-magnitude higher in public-supply TW samples than in
private-supply TW (medians: 8.27 ug L™ and 0.77 pg L1, respectively), albeit with
substantial overlap in the respective data distributions (p = 0.0832). Consistent with previous
TW findings (Bradley et al. 2018; Bradley et al. 2020), with chlorine-based disinfection of
TW for 6 of the 10 Cape Cod public-supply locations (Cape Cod Groundwater Guardians
2020), and with Hypothesis 111, the elevated cumulative concentration of organics in public
supply was attributable to order-of-magnitude higher (medians: 8.10 pg L= and 0.47 ug L
1, respectively; p = 0.0035) concentrations of chlorine-disinfection DBP, which comprised
98% of the mass concentration of organics detected in public-supply samples on average
(Table S4). Of note, while trichloromethane (chloroform) is a ubiquitous byproduct of
chlorine-based drinking-water disinfection and was substantially higher in chlorine-
disinfected TW (p = 0.0006), it also has natural sources (Laturnus et al. 2002; McCulloch
2003) and is reported in groundwater (e.g., up to >4.1 pg L~ Hunkeler et al. 2012),
including in untreated drinking water at Cape Cod (Centerville-Osterville-Marstons Mills
Water Department 2019; Mashpee Water District 2020; Yarmouth Water 2019). Common
occurrences of trichloromethane in Cape Cod TW samples from private supply and from
public supplies that were not treated with chlorine-based disinfection (14 samples; median:
0.47 pg L™: range: not detected (nd) up to 1.95 ug L™1) are consistent with a naturally
occurring background (Hunkeler et al. 2012; Laturnus et al. 2002; McCulloch 2003). For
microbial indicators, only heterotrophic bacteria were consistently detected; heterotrophic
plate counts (HPC per 100 mL) did not differ significantly between private- and public-
supply samples (p = 0.8544) but were substantially (p = 0.0763) lower in chlorine-
disinfected (median: 41; range: 2-127) than in undisinfected (median: 155; range: 1-959)
TW (Figure 5).

3.2. TW In Vitro ER, AR, and GR Bioactivity

Biological activities, indicative of androgenic or glucocorticoid-like compounds, were not
detected in any TW samples. However, estrogenic activity was detected above the MDL and
elevated compared to field blanks in three private-supply samples (Figure S2, Table S8),
ranging 0.047-2.97 ng estradiol equivalents (E2Eq) L™ (median: 0.078 ng E2Eq L™1). All
three TW samples were below a human-health Effects-Based Trigger (EBT) value of 3.8 ng
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E2Eq L1 for drinking water reported previously for the ER CALUX assay (Brand et al.
2013).

3.3. TW Exposures and Health-Based Benchmarks

EPA sets non-enforceable, margin-of-safety MCLG for public-supply drinking water, which
are based solely on public health and in consideration of sensitive sub-populations, including
infants, children, the elderly, and those with compromised immune systems and chronic
diseases (U.S. Environmental Protection Agency 2020j, k). Further, EPA promulgates non-
enforceable NSDWR guidelines for contaminants that may cause cosmetic or aesthetic
effects (U.S. Environmental Protection Agency 2017, 2020h). Consistent with Hypothesis II
and with the lack of SDWA regulatory authority over private supplies, concentrations above
health-based benchmarks for inorganics were more common in private-supply samples
(Figure 2, Tables S3). MCLG are established for 7 of the detected inorganics in this study
and 3 were exceeded at least once. The MCLG for nitrate-nitrogen (NO3-N; 10 mg L1) and
Cu (1300 pg L1) were exceeded in 1 and 4 TW samples, respectively, from 4 (40%) private-
supply homes. In contrast, the Pb MCLG is zero and was exceeded (i.e., detected; MDL.:
0.02 ug L™1) in half (3 public, 7 private) of the samples in this study, with concentrations up
to 14.7 pug L™ (median: 0.3 pg L™1; IQR: nd-1.1 pg L™1). Pb also exceeded the 10 pg L1
WHO drinking-water guideline (World Health Organization (WHQ) 2011) in a private-
supply sample that also exceeded the Cu MCLG.

MCLG are established for 13 of the 70 organics detected in TW samples and 6, including 2
DBP and 4 volatile organic compounds (VOC), were exceeded at least once (Table S4). The
4 VVOC have well-established carcinogenic concerns and concomitant MCLG of zero (U.S.
Environmental Protection Agency 2018, 2020k). Each was detected once in TW samples
from 4 different homes (public supply: benzene, tetrachloroethene, trichloroethene; private
supply: dichloromethane). The remaining, bromodichloromethane and triboromomethane,
exceeded their MCLG of zero (U.S. Environmental Protection Agency 2017, 2020Kk) in all of
the samples from chlorine-disinfected public-supply sources, but not in any sample from
private supply or from public supplies without chlorine-based disinfection. PFAS were
detected in 65% (13/20) of TW samples in this study, with 9 detected at least once at
individual concentrations up to 0.041 pg L1 for perfluorobutanesulfonate (PFBS). Although
no samples exceeded the EPA advisory of 0.070 ug L1 for PFOS/PFOA combined (U.S.
Environmental Protection Agency 2016a), one sample exceeded the draft Agency for Toxic
Substances and Disease Registry (2018) minimum risk level (MRL) of 0.014 pg L™1 for
perfluorooctanesulfonate (PFOS). In October 2020, the Massachusetts Department of
Environmental Protection (MassDEP) set a revised state drinking-water MCL of 0.020 pg L
~1 for the sum of PFOS, PFOA, perflurodecanoic acid (PFDA), perflouroheptanoic acid
(PFHpA), perfluorohexanesulfonate (PFHXS), and perfluorononanoic acid (PFNA)
(Massachusetts Department of Environmental Protection 2019, 2020); 3 private-supply and a
single public-supply TW sample exceeded the benchmark. No exceedances of WHO
drinking-water guidance values (World Health Organization (WHO) 2011) were observed
for any organic analytes in this study.
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Non-enforceable, non-health-based, public-supply NSDWR also are promulgated (U.S.
Environmental Protection Agency 2017, 2020h) for 9 of the inorganic analytes and
parameters detected in this study; 4 were not met in at least one residential TW sample
(Figure 2; Table S3). Notably, the NSDWR for pH is 6.5-8.5, due in part to metallic taste
and corrosion concerns at lower pH values. Eight (80%) of the private-supply TW samples
in this study fell below this standard, with the remainder at the NSDWR lower limit; only 2
public-supply TW samples (pH = 6.3) fell below the NSDWR range. NSDWR for aluminum
(Al), Manganese (Mn), and Cu, established primarily for color, staining, and metallic taste,
were also exceeded, but only in private-supply TW samples from 2, 3, and 4 homes,
respectively.

3.4. TW Aggregated Screening Assessment: ygar and 3 tq

Of the 70 compounds detected in residential TW in this study, 43 (61%) had exact Chemical
Abstract Services (CAS) number matches in the ToxCast™ invitroDBv3.0 database. Site-
specific Y gar Were substantially higher (p = 0.0304) in public-supply TW than in private
supply, ranging 0.0004-1.0762 (median: 0.2929; IQR: 0.0273-0.6919) in public-supply TW
and 0.0016-0.3955 (median: 0.0466; interquartile range (IQR): 0.0040-0.1133) in private-
supply TW (Figure 6; Table S10). Individual chemical EAR or sample-specific Ygar in
excess of 1 (solid red line, Figure 6) indicate exposure at concentrations shown to modulate
molecular targets /n vitro. Two public-supply TW samples had Y gar = 1 indicating high
probability of molecular effects, which were attributable to chlorodibromomethane. The
remaining 4 chlorine-disinfected public-supply samples exhibited elevated probabilities of
effects (3 gar = 0.1), likewise due to chlorodibromomethane. Similarly, Ygar =0.1in 3
private-supply samples indicated elevated probability of effects driven primarily by
exposures to perfluorohexanoic acid (PFHxA) in two samples and to the corticosteroid
pharmaceutical, fluticasone propionate, in the third. Exceedance of Y gar = 0.001
(precautionary screening-level threshold of concern) in all but 2 samples indicated that
further investigation of the cumulative biological activity from private- and public-supply
Cape Cod TW exposures is warranted, even when considering only detected organic
contaminant mixtures.

Benchmark-based } tq HI were employed to estimate the cumulative risks from
simultaneous exposures to mixtures of organic and inorganic contaminants. Individual
benchmark comparisons suggested HI were dominated by public-supply DBP and private-
supply exceedances for SDWA-regulated metals. A precautionary approach comprising the
lowest available benchmark for each detected chemical, typically a state or federal human-
health drinking-water advisory, was employed (Table S12). For chemicals with MCLG of
zero, the benchmark value was set equal to the analytical detection limit. These 3 1 results
indicate comparable and high probabilities of aggregated risks in Cape Cod private- and
public-supply TW samples when considering exposures to both organic and inorganic
chemicals (Figure 6; Table S13). Every sample exceeded the 3 tq = 0.1 screening threshold
of concern and all but 3 samples (1 private, 2 public) exceeded } g = 1.
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4. Discussion

In the extant Anthropocene (Crutzen and Stoermer 2000; Crutzen 2006; Steffen et al. 2011),
humans are primary drivers of the Earth systems environmental contaminants subsystem
(Steffen et al. 2015) and of human exposures. Water is a biological necessity and,
consequently, an intrinsic route of human exposure to environmental chemical/biological
hazards (human-health risk vector). Thus, drinking water is a critical nexus of
anthropogenic-contaminant cause and human effects and a high leverage point for individual
and community-level engagement in risk mitigation at various points along the
anthropogenic contaminant cause-effect continuum, including chemical design, production,
use, and disposal; source-water protection; drinking-water supply selection; and community
and point-of-use treatment. Because perceptions of relative safety and acceptable risk (risk
tolerance) vary widely individually and across communities and cultures (Hrudey et al.
2006; Hrudey 2009), directly comparable contaminant exposure and human-health risk
assessment datasets, which realistically reflect extant environmental contaminant complexity
(Bradley et al. 2017; Glassmeyer et al. 2017; Moschet et al. 2014) and encompass available
drinking-water supplies (e.g., public, private, bottled/packaged) and multiple assessment
endpoints (e.g., pre-distribution, tap), are required to encourage public engagement and
inform decision-making by regulatory agencies, water suppliers, and, critically, end-users.
The current Cape Cod study and others across the US (Bradley et al. 2018; Bradley et al.
2020) provide a standardized, broad characterization of inorganics and organics in water
supplies to help address data gaps on mixed contaminant exposures in US residential TW
and to inform public-health research assessments of the importance of drinking-water
contaminant exposures as potential drivers of human-health outcomes.

Detections of regulated and unregulated chemical (inorganic and organic) analytes, which
are not systematically monitored together at the drinking-water point of consumption, were
common in both private- and public-supply TW samples at Cape Cod (Tables S3-S4;
Figures 1-4). This is consistent with the fact that most of the analytes in this study are
organic contaminants not currently regulated under the SDWA and, thus, not public-supply
treatment targets (Hypothesis 1), and with the lack of SDWA regulation and monitoring of
private supplies (Hypothesis 11). Frequent detections of co-occurring contaminants, which
can originate in (e.g., Cu, Pb) or are known to undergo significant changes within (e.g.,
DBP) public-supply distribution systems and premise plumbing, further emphasize the
importance of at-the-tap monitoring of wide-ranging contaminant indicators that more
realistically reflect the documented complexity of source-water contaminant profiles (e.g.,
Bradley et al. 2017; Moschet et al. 2014). Broad agreement between the number of
detections in private- and public-supply TW is consistent with well-documented
contaminant concerns in the Cape Cod sole-source drinking-water aquifer (Cape Cod
Commission 2020a, b) and emphasizes the mutual challenge that anthropogenic
contaminants pose to unregulated and regulated TW supplies.

Differences between Cape Cod private- and public-supply TW exposures also were observed
and attributable to respective differences in drinking water regulation and compliance
monitoring under the SDWA.. Consistent with previous TW studies, DBP dominated public-
supply concentrations due to chlorine-based disinfection of 6 of 10 Cape Cod public-supply
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TW samples. The disease prevention benefits of chemical disinfection prior to distribution
and of residual disinfectant at the tap are well documented (Reynolds et al. 2008;

Richardson et al. 2007; Schoenen 2002) and the low number of microorganisms observed in
chlorine-treated Cape Cod public-supply TW samples in this study are consistent with
protective disinfection (Figure 5, Table S7). Water-quality outliers, including substantially
lower pH, elevated concentrations of inorganics that are regulated in public supply, and the
order-of-magnitude higher detections in one sample of pharmaceuticals most readily
reconciled with upgradient septic systems (Schaider et al. 2016; Swartz et al. 2006),
illustrated the high variability and elevated risk of unrecognized exposures inherent in
unmonitored private-supply TW. The results align with the findings of previous TW
exposure studies by this group and others in the US (Bradley et al. 2018; Bradley et al. 2020;
Evans et al. 2019; Stoiber et al. 2019) and elsewhere (de Jesus Gaffney et al. 2015; Gonzalez
et al. 2013; Leusch et al. 2018; Stalter et al. 2020; Troger et al. 2018). Because the analytes
detected in this study included chemicals with documented hazard concerns, the potential
human-health risks of these TW exposures were assessed individually and cumulatively
(National Research Council 1983).

Concentrations above human-health benchmarks for several inorganic and organic TW
constituents (e.g., Pb, Cu, NO3-N, PFAS, DBP) in private- and public-supply samples
illustrate the shared TW quality concerns associated with unconfined source waters in
populated areas and emphasize the importance of balanced private-/public-supply
contaminant exposure information to support drinking-water supply decisions and inform
point-of-use treatment selection. TW Pb is a well-established public health concern
(Lanphear et al. 2016; Pfadenhauer et al. 2016; Renner 2010; Rosen et al. 2017;
Triantafyllidou and Edwards 2012), primarily associated with neurocognitive impairment in
infants and children (Lanphear et al. 2016; Levallois et al. 2018) and has no known safe
level of exposure (i.e., MCLG of zero). Importantly, the Cape Cod Pb results cannot be
interpreted as indicative of worst-case TW Pb exposures, because TW flushing can
effectively reduce the concentration of plumbing-derived TW contaminants like Pb
(Triantafyllidou and Edwards 2012; U.S. Environmental Protection Agency 2016b) and
same-day prior use was typical in this study. The MCLG for NO3-N in public-supply
drinking water (10 mg L™1) and the effectively equivalent WHO guideline value (11 mg L™1)
were established to protect against bottle-fed infant (< 6 months) methemoglobinemia (U.S.
Environmental Protection Agency 2020k). Recent reviews report evidence of
epidemiological relationships between other adverse health outcomes (e.g., cancers (Jones et
al. 2016; Jones et al. 2017; Quist et al. 2018), thyroid disease (Aschebrook-Kilfoy et al.
2012), neural tube defects (Brender et al. 2013)) and ingestion of drinking-water NO3 at
levels below those associated with methemoglobinemia (Ward et al. 2005; Ward et al. 2018).
The MCLG and MCL for Cu in public-supply (1.3 mg L™1), which is below the WHO
guideline value (2.0 mg L™1), was established to protect against gastrointestinal distress from
short-term exposure and liver and kidney damage from long-term exposure (Georgopoulos et
al. 2001; Stern et al. 2007; Stern 2010; U.S. Environmental Protection Agency 2020Kk).

PFAS are targets of an increasing number of US public-health advisories and regulations at
the state and federal level (see updating list at Interstate Technology Regulatory Council
2020), due to global occurrence and persistence in the environment, biota, and humans (Post
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et al. 2012; Suja et al. 2009), human-health concerns (Sunderland et al. 2019), and
widespread drinking-water exposures (Kaboré et al. 2018). State and federal health-based
benchmark concentrations have consistently decreased as exposure and toxicity data for
more PFAS compounds become available (Post 2020). Importantly, the updated MassDEP
MCL (Massachusetts Department of Environmental Protection 2019, 2020) for combined
exposure to 6 long-chain PFAS (20 ng L1 combined PFOA, PFOS, PFHXxS, PFDA, PFNA,
PFHpA) was exceeded in 3 of 7 private-supply and 1 of 6 public-supply homes where PFAS
were detected. None of the homes with PFAS detection exceeded the EPA advisory level of
70 ng L= for combined exposure to PFOS and PFOA. For perspective, the 45 target PFAS
assessed in this study, of which 9 were detected, are only a fraction of the hundreds of PFAS
in direct production and thousands of PFAS precursors and byproducts that have been
detected in environmental matrices (Wang et al. 2017). These compounds share similar
structures, environmental persistence, and poorly understood health consequences (Conley et
al. 2019; Gomis et al. 2015; Gomis et al. 2018; Strynar et al. 2015; Wang et al. 2017).
Similarly, while the disease prevention benefits of chemical disinfection prior to distribution
and of residual disinfectant at the tap are well documented (Reynolds et al. 2008;
Richardson et al. 2007; Schoenen 2002), the carcinogenic/genotoxic potentials of currently
regulated DBP (U.S. Environmental Protection Agency 2017, 2020k), the linkages between
TW DBP exposure and DBP in blood (Rivera-Nufiez et al. 2012), the reported /in vitro cyto/
genotoxicity of 103 unregulated DBP (Jeong et al. 2015; Krasner et al. 2016; Muellner et al.
2007; Pressman et al. 2010; Richardson et al. 2007; Villanueva et al. 2018; Wang et al.
2015), the association between drinking-water DBP and bladder cancer (Hrudey et al. 2015;
Hrudey and Fawell 2015), and the remaining majority of largely unidentified DBP in
drinking water (Krasner et al. 2006; Weinberg et al. 2002) are public-health concerns and a
clear public-health tradeoff (Hrudey 2009; Richardson and Plewa 2020). Thus, the frequent
detections of DBP in chlorine-disinfected public-supply TW and PFAS in private- and
public-supply TW, some of which were greater than EPA MCLG or MassDEP MCL levels,
are both consistent with previous TW findings (Bradley et al. 2018; Bradley et al. 2020) and
emphasize the need for improved understanding of cumulative adverse health risks of DBP
and PFAS exposures in TW.

The estrogenic activity detected in three private-supply samples fell below an EBT derived
previously for the ER CALUX assay (Brand et al. 2013). To our knowledge, however, no
EBT currently exists for the T47D-KBluc method and relative potency factors affecting
measured cumulative biological activity can vary between different platforms with the same
nominal endpoint (Brand et al. 2013; Conley et al. 2016; Houtman et al. 2009; Sonneveld et
al. 2005). Notably, the 2.97 ng E2Eq L1 activity in one private-supply TW sample is
consistent with that reported in untreated surface-water sources (Conley et al. 20173;
Medlock Kakaley et al. 2020), suggesting that follow-up, precautionary monitoring for
recycled water (e.g., California State Water Resources Control Board 2018) or prophylactic
use of suitable point-of-use treatment (Brown et al. 2017) is warranted.

Detections of multiple unregulated organics as well as inorganics combined with
exceedances of multiple health-based benchmarks in individual samples also demonstrate
the need for aggregated risk assessment of simultaneous exposures to organic and to organic/
inorganic TW mixtures at Cape Cod. The results of the precautionary ygar and 3 1q
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assessments for Cape Cod and across all studies by this group (Bradley et al. 2018; Bradley
et al. 2020) indicate that biological activity and human-health risks from drinking-water
contaminant exposures are common to and comparable in private- and public-supply TW.
Common DBP-driven exceedance of HI screening-levels of concern, primarily based on
MCLG, in public-supply TW reemphasize the public-health tradeoff of chlorine disinfection
(Cortés and Marcos 2018; Hrudey 2009; Hrudey et al. 2015; Hrudey and Fawell 2015;
Nieuwenhuijsen et al. 2009) and the need for better understanding of the exposure-effects
relations and cumulative adverse health risks of DBP, including unregulated DBP and
unidentified compounds (Figure 5; Cortés and Marcos 2018; Hrudey and Fawell 2015;
Krasner et al. 2006; Nieuwenhuijsen et al. 2009; Richardson and Plewa 2020; Weinberg et
al. 2002) and for improved pre-disinfection treatment to remove DBP precursors like natural
organic matter (Bond et al. 2011; Bond et al. 2012; Bond et al. 2014; Chu et al. 2011).
Common HI exceedances of screening-levels of concern in unregulated and generally
unmonitored private-supply TW reiterate the inherent human-health risks of unmonitored
TW (DeSimone et al. 2015; Focazio et al. 2006; MacDonald Gibson and Pieper 2017; Rogan
and Brady 2009; Zheng and Flanagan 2017) and argue for systematic monitoring of private-
supply TW (Zheng and Flanagan 2017) with an analytical scope that realistically reflects the
documented complexity of environmental organic contamination (Bradley et al. 2017;
Glassmeyer et al. 2017; Moschet et al. 2014; Schaider et al. 2014; Schaider et al. 2016).

5. Conclusions

The results emphasize the importance of directly comparable private-/public-supply
contaminant exposure information to support consumer decisions, such as the choice of
private- versus public-supply source and selection of point-of-use treatment options.
Importantly, the results indicate that incorporation of well-maintained, point-of-use
treatment as an integral additional line of consumer protection for public-supply TW during
normal operation and outbreak conditions and as a prudent proactive treatment in private-
supply homes merits consideration (Brown et al. 2017; Verhougstraete et al. 2019).
Improved characterization of TW contaminant profiles at the point-of-exposure (tap) and
increased availability of monitoring data including results below current enforceable
standards are essential to support point-of-use treatment decisions by the consumer.

Analytically extensive datasets to inform scientific and public health understanding of the
role of drinking water as a vector for human contaminant exposures and associated human-
health outcomes remain limited because the TW point-of-exposure is not commonly
monitored or tested in the US and worldwide. This study addresses a critical gap in the
comprehension of TW exposures nationwide by informing TW contaminant mixtures in a
source-water vulnerability archetype wherein the sole source of public- and private-supply
drinking water to a densely populated area is a shallow unconfined permeable aquifer, a
setting with numerous hydrologic and drinking-water source analogues along the extensive,
densely populated US east coast (DeSimone et al. 2015). As noted previously (Bradley et al.
2018; Bradley et al. 2020), these results highlight the potential cumulative risk of low-level,
mixed inorganic/organic TW exposures. These results argue for continued systematic,
quantitatively robust TW exposure assessments and a range of methods, including whole-
water high throughput bioassay platforms with broad molecular-endpoint coverage (Baken
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et al. 2018; Braun and Gray 2017; Gross and Birnbaum 2017; Lanphear 2017; Schriks et al.
2010), to support models of contaminant exposures and related risks at the drinking-water
point of consumption.
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Figure 1.

Cumulative (sum of all detected) concentrations (ug L=1) and numbers of organic

compounds in samples of treated public-supply (squares, B) and untreated private-supply
(circles, @) home tapwater collected during 2018 at Cape Cod, Massachusetts. Sample
locations are anonymized.
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Figure 2.
Concentrations (left, ug L™1) of aluminum (Al), barium (Ba), copper (Cu), iron (Fe), lead

(Pb), manganese (Mn), and nitrate nitrogen (NO3-N) and pH (right) in samples of treated
public-supply (shaded boxplots) and untreated private-supply (white boxplots) home
tapwater collected during 2018 at Cape Cod, Massachusetts. Circles (@) are data for
individual samples. Boxes, centerlines, and whiskers indicate interquartile range, median,
and 5th and 95th percentiles, respectively. For each element (left), dotted lines indicate
health-based National Primary Drinking Water Regulation Maximum Contaminant Level
(MCL.: Ba, Cu, NO3-N) and non-health-based National Primary Drinking Water Regulation
Technology Treatment Action Level (Pb) or National Secondary Drinking Water Regulation
standards (Al, Fe) for public supply. For pH (right), shaded area indicates National
Secondary Drinking Water Regulation range for public supply. The MCL Goal (MCLG) for
Pb is zero. Numbers above the x-axis indicate number of samples in which respective
analytes were not detected (nd). Numbers above each boxplot pair indicate the permuted
probability that the centroids and dispersions are the same (PERMANOVA; 9999
permutations).
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Figure 3.

Cumulative numbers (top) and concentrations (bottom) of all organic analytes (All) and
disinfection byproduct (DBP), pesticide (Pests), pharmaceutical (Pharms), per/poly-
fluorinated alkyl substances (PFAS), and volatile organic chemical (VOC) group analytes
detected in samples of treated public-supply (shaded boxplots) and untreated private-supply
(white boxplots) home tapwater collected during 2018 at Cape Cod, Massachusetts. Circles
(@) are data for individual samples. Boxes, centerlines, and whiskers indicate interquartile
range, median, and 5th and 95th percentiles, respectively. Numbers above the x-axis indicate
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number of samples in which respective analytes were not detected (nd). Numbers above each
boxplot pair indicate the permuted probability that the centroids and dispersions are the
same (PERMANOVA; 9999 permutations).
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Detected concentrations (circles, ug L™1) and number of sites (right axes) for 70 organic
analytes (left axis, in order of decreasing total detections) detected in samples of treated
public-supply (left plot, 10 total samples) and untreated private-supply (right plot, 10 total
samples) home tapwater collected during 2018 at Cape Cod, Massachusetts. Circles (@) are
data for individual samples. Boxes, centerlines, and whiskers indicate interquartile range,
median, and 5th and 95th percentiles, respectively.

Environ Int. Author manuscript; available in PMC 2022 July 01.



1duosnuel Joyiny vd3 1duosnuep Joyiny vd3

1duosnue Joyiny vd3

Bradley et al. Page 34
1000
© Public (CI) Il
Public a
Private @
:\ 800..
R
S 600 -
- =
z 4
o
= 400¢@
S ;
&
I 200 2
O
- [m}
0 .l..
0 5 10 1§ 20

z:r_)gp (“g L-1)

Figure5.
Plot of Heterotrophic Plate Count (HPC; most probable number per 100 mL) vs cumulative

concentrations of DBP (ug L™1) detected in TW samples from treated public-supply
(chlorine-based disinfection, blue squares, l; no disinfection, cyan squares, ) and
untreated private-supply (cyan circles, @) home tapwater collected during 2018 at Cape
Cod, Massachusetts. Samples without chlorine-based disinfection (cyan symbols, gray
shaded area) only contained trichloromethane (chloroform), which is naturally-occurring in
Cape Cod groundwater.
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Figure®6.

Top. Individual EAR values (circles) and cumulative EAR (ZgaR, sum of all detected; red
triangles, A) across all assays for 43 organic analytes listed in ToxCast and detected in
samples of treated public-supply (left shaded, 10 total samples) and untreated private-supply
(right unshaded, 10 total samples) home tapwater collected during 2018 at Cape Cod,
Massachusetts. Solid and dashed red lines indicate concentrations shown to modulate effects
in vitro and effects-screening-level thresholds (EAR = 0.001), respectively. Bottom. Human
health benchmark-based individual TQ values (circles) and cumulative TQ (Z1q, sum of all
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detected; red triangles, A) for inorganic and organic analytes listed in Table S11 and
detected in samples of treated public-supply (left shaded) and untreated private-supply (right
unshaded) home tapwater. Solid and dashed red lines indicate benchmark equivalent
concentrations and effects-screening-level threshold of concern (TQ = 0.1), respectively.
Boxes, centerlines, and whiskers indicate interquartile range, median, and 51" and 95t
percentiles, respectively, for both plots.
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