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N-Nitrosodimethylamine (NDMA) is a probable human carcinogen that can be formed in drinking water
treatment systems as a byproduct of chloramination and chlorination. Occurrence of NDMA and other
N-nitrosamines in the United States has been previously assessed using a variety of techniques, but few studies
have been able to distinguish between concentrations above and below suggested screening levels (e.g., 0.7 ng
L™t for NDMA). This study evaluated the presence of NDMA and seven other N-nitrosamines in two drinking
water distribution systems in the northeastern United States (n = 42 locations) and assessed factors influencing
its occurrence. NDMA was present in 98% of water samples across both systems (MDL 0.15 ng LY with higher
concentrations in the system utilizing chloramination (0.39-1.32 ng LY than the system utilizing chlorination
(0.20-0.54 ng LY. Samples were collected before and after flushing taps, and higher concentrations of NDMA
were observed in samples collected prior to flushing, suggesting increased formation due to temporary
stagnation. N-Nitrosomorpholine was the only other N-nitrosamine detected in samples taken after tap flushing
(5% detection rate; MDL 0.21 ng L™, though four additional nitrosamines were detected before flushing in at
least one sample. Water quality parameters (ie., chlorine residual, dissolved organic carbon, total dissolved
nitrogen, specific UV absorbance, pH, temperature, specific conductance) and other disinfection byproducts
(trinalomethanes) were measured to assess correlations with NDMA occurrence, and NDMA concentrations
were negatively correlated with residual chlorine in both distribution systems. These observations illustrate the
potential prevalence of low-level nitrosamine occurrence in disinfected drinking water and provide a framework
for system-specific understanding of NDMA occurrence, which can aid in prioritizing locations where further
investigation may be needed to mitigate potential exposure risks.

N-Nitrosamines present a health concern in drinking water due to their carcinogenic potency. This analysis of N-nitrosamines using sensitive analytical

techniques demonstrated low-level occurrence of N-nitrosodimethylamine (NDMA) in 98% of sampled waters and found negative correlations between
NDMA concentration and residual chlorine within different distribution systems. These findings inform future monitoring efforts by illustrating the
potential prevalence of low-level nitrosamine occurrence and aiding in the prioritization of locations for further investigation of potential exposure risks.

Introduction

N-Nitrosamines are a class of organic contaminants that
present a health concern in drinking water due to their

carcinogenic potency."” These compounds can enter drinking
water systems via direct contamination of source water or
through formation as disinfection byproducts (DBPs).>”
N-Nitrosodimethylamine (NDMA), the most commonly
detected nitrosamine in drinking water,»®’ is listed in the
United States Environmental Protection Agency's (USEPA)
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excess cancer risk level of 0.7 ng L™ (pptr).® Accurate
assessments of the potential health risks posed by NDMA
exposure rely on robust differentiation between measurements
above and below this level of concern.’
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Surveys of nitrosamine occurrence in drinking water often
focus on NDMA and other common N-nitrosamines
(N-nitrosomethylethylamine (NMEA), N-nitrosodiethylamine
(NDEA), N-nitrosodi-n-propylamine (NDPA), N-nitrosodi-n-
butylamine (NDBA), N-nitrosopyrrolidine (NPYR),
N-nitrosopiperidine (NPIP), N-nitrosomorpholine (NMOR),
and N-nitrosodiphenylamine (NDPhA)). Results collected
through the USEPA's Unregulated Contaminant Monitoring
Rule 2 (UCMR2) in 2008-2010 showed an NDMA detection
rate of 10% (of n = 18098 total samples) across 1198 public
water systems (method reporting limit (MRL) of 2 ng L™").*°
Five other nitrosamines were monitored but seldom detected
(NMEA, NDEA, NDPA, NDBA, NPYR), despite sometimes
forming under similar conditions as NDMA.'" Smaller
surveys have been conducted in various regions, including
the United States and Canada,>'*"’ Spain,'® United
Kingdom," China,”*** and Japan,”® with varied method
detection limits (MDLs) and MRLs. Few studies have
quantified NDMA below its TRIS 107° risk level (0.7 ng L")
(Table  $1).*>'®2°  Furthermore, traditional sampling
techniques for drinking water typically require a period of
tap flushing to ensure that water is being drawn from the
distribution system, rather than from water that has
stagnated in household plumbing. While this approach
ensures more consistent data collection (i.e., less variation
based on household-level dynamics), it may not be
representative of true exposures at the tap, and further study
is necessary to understand the effects of temporary
stagnation on NDMA and other nitrosamines. Taken
together, the limited number and scale of existing
assessments, combined with sensitivity limitations and
constraints of traditional sampling techniques, indicate
further need for investigation of low-level occurrence in
distribution systems.

A growing body of literature has highlighted several key
factors driving NDMA formation in treated water systems: the
use of chloramination for secondary disinfection,>>'*>*2
contributions from wastewater effluent,"***>” and the presence
of high-yield amine precursors such as dimethylamine®*** and
ranitidine.”* ' Nevertheless, current understanding of NDMA
precursors in these systems is unable to account for the total
formation of NDMA in drinking water,>**° and examination
of individual precursors or combinations of precursors across
different utilities is impractical for evaluating overall NDMA
formation. Additionally, variable disinfection practices (e.g:, the
use of chlorination wvs. chloramination for secondary
disinfection) can affect the formation of NDMA in distribution
systems.” The use of bulk parameters (e.g., dissolved organic
nitrogen (DON), dissolved organic carbon (DOC)) as surrogate
measurements of unidentified NDMA precursors could obviate
the need to identify specific precursors and has been
investigated in some studies.'>*'%*1333538  However, the
interactions between these parameters within different
treatment systems remains poorly understood, and a proxy that
holds in one system may not in another. If routinely monitored
water quality characteristics were able to predict NDMA
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occurrence, researchers could use this information to prioritize
locations for further investigation to mitigate potential NDMA
exposure risks.

Past efforts to establish health-protective standards for
nitrosamines have been constrained by practical quantitation
limits (PQLs) that exceed health-relevant thresholds.***!
Currently, there are no enforceable US regulations for
N-nitrosamines in drinking water, although USEPA has
considered some potential regulation*>** and has specified a
risk screening level of 0.11 ng L™ for NDMA in tap water.**
Some states have established suggested levels for NDMA in
drinking water, such as California's public health goal of 3
ng L' (derived from an estimation of carcinogenic risk®®)
and Massachusetts's guideline value of 10 ng L™ (bounded
by PQL limitations*®). As a class of unregulated DBPs,
nitrosamine control must be considered in conjunction with
impacts on regulated DBPs, such as trihalomethanes (THMs)
and haloacetic acids (HAAs).*™*° Since individual DBPs are
uniquely influenced by the combination of disinfectant
practices, organic matter content, and reaction conditions in
a given treatment system, understanding the interrelated
effects of these variables on nitrosamine levels is key to
making regulatory decisions and DBP management.

The objectives of this study were to assess the occurrence
of NDMA and seven other nitrosamines in treated drinking
water systems at health-relevant levels (i.e., the USEPA 107°
risk level) and investigate the relationships between
nitrosamine concentrations and other common water quality
metrics. Drinking water samples were collected before and
after flushing taps from two public water systems, one
chlorinated and one chloraminated, in the northeastern
United States and analyzed using solid phase extraction (SPE)
and liquid chromatography with tandem mass spectrometry
(LC-MS/MS). Measurements of other water quality parameters
(e.g., chlorine residual, organic matter content, THMs) were
also obtained and evaluated with respect to the presence of
NDMA to evaluate possible relationships in each system.
These relationships were also used to derive a framework for
system-specific understanding of NDMA occurrence based on
routinely monitored water quality characteristics.

Materials and methods

Chemicals and reagents

A certified reference standard containing 2000 pug mL™ each
of nine N-nitrosamines (NDMA, NDBA, NDEA, NDPhA, NDPA,
NMEA, NMOR, NPIP, and NPYR) was purchased from Sigma
Aldrich. Isotopically labeled reference standards (‘’N-NDMA
and NDMA-ds) were purchased from Cambridge Isotope
Laboratories. Optima LC-MS grade methanol and formic
acid, and gas chromatography (GC) grade dichloromethane
(DCM) were obtained from Fisher Scientific. Ultrapure (18
MQ) water was obtained using a MilliQ IQ 7000 system
equipped with an LC-Pak purifier and 0.2 pm Millipak filter.
Additional reagent information is in the SI (Text S1).
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Sample collection

Water samples were collected from drinking water distribution
systems in northeastern Maine in June 2024 (Region 1, n = 21
locations; Fig. 1a) and in eastern Massachusetts in January and
February 2025 (Region 2, n = 19 locations; Fig. 1b). Region 1
served a small (<3300), dispersed population, some of whom
reside on tribal lands, while Region 2 served a large (>100 000),
dense urban population. Individual sampling locations were
selected through voluntary participation. Water sources (kitchen
faucets, bathroom faucets, or external spigots) were flushed
until a minimum of two measurement criteria (temperature,
pH, specific conductance) were stable (+5%) for three
readings wusing a YSI Professional Plus
multiparameter instrument (average flush time: 9 + 3 minutes).
Samples of finished water were also taken from the drinking
water treatment plants in each region (DWTP 1 and DWTP 2).
DWTP 1 used chlorination for secondary disinfection, while
DWTP 2 used chloramination. Both systems drew from surface
water (see treatment overviews in Fig. S1). Field blanks were
collected using ultrapure water.

Samples for N-nitrosamine analysis were collected in pre-
combusted (450 °C for 8 h), 1 L amber glass bottles with
PTFE-lined caps. Three samples were collected at every
sampling location (n = 42 locations; 126 total samples). At
each location in the distribution systems (n = 40) and for the
finished water tap at DWTP 1, one sample was collected
immediately upon initiation of tap flow (“pre-flush”), and two
samples were collected upon completion of flushing (“post-
flush”). The finished water in DWTP 2 was collected from a
point of continuous flow; these samples were collected in
triplicate and considered to be post-flush samples. Samples
were dechlorinated upon collection with 100 mg L™ of
sodium thiosulfate and kept on ice during field collection.
'N-NDMA was added at 20 ng L™" to each sample within 24
hours as a recovery standard. Samples were stored at 4 °C
and extracted within two months of collection; recovery was
stable for at least 2 months (Fig. S2).

consecutive
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N-Nitrosamine extraction and pre-concentration

N-Nitrosamine analysis of water samples was performed using a
modified version of EPA Method 521.°%°" Samples (initial
volume of 1 L) were extracted using an automated SPE system
(Promochrom Technologies) with pre-packed activated charcoal
cartridges (Restek) and 10 um inline filters (see Table S2 for SPE
method parameters). Cartridges were eluted with 15 mL of
DCM, which was passed through a reservoir packed with
sodium sulfate to remove excess water and subsequently
concentrated via nitrogen evaporation. Laboratory blanks and
fortified laboratory blanks (0.5 ng L™ of all nitrosamines) were
prepared in ultrapure water and included in every extraction
batch. NDMA-d,, was added as an internal standard (1 pg L") to
all extracts (1 mL final volume).

Analysis of N-nitrosamines with LC-QqQ-MS

Sample extracts were analyzed via liquid chromatography
with triple quadrupole mass spectrometry (LC-QqQ-MS) using
an atmospheric pressure chemical ionization (APCI) source
in multiple reaction monitoring (MRM) mode (Agilent).
Reverse-phase chromatographic separation was performed
using a ZORBAX RRHD Eclipse Plus C18 column (2.1 x 50
mm, 1.8 pm) (Agilent). See Tables S3-S5 and Fig. S3 for
method parameters and performance details.

N-Nitrosamine calibration standards (0.1 to 10 ug L") and
continuing calibration check standards (0.5 pg L") were
made using a certified reference standard and internal
standard (NDMA-ds) and were analyzed using a weighted
linear regression (1/x) with Agilent MassHunter Quantitative
Analysis software. MDLs were calculated using the average
and standard deviation of method blanks (n = 26; 0.15 ng L™"
for NDMA; Table 1).”> NDMA was detected above the lowest
calibration standard (0.1 ug L") in some laboratory blank
extracts. Measurements below the MDL were included in
statistical tests but excluded from the detection rate and
reported concentration ranges. Mean recovery (n = 134;
samples and field blanks) was 67 + 9%.
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Fig. 1 Sampling locations and treatment plants in (a) Region 1 (Eastport, ME; n = 21) and (b) Region 2 (Cambridge, MA; n = 19). Points are radially

offset to protect anonymity.
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Table 1 Detections of N-nitrosamines in water samples in Regions 1 and 2
NDMA NMOR NMEA NPYR NDEA NPIP NDPA NDBA
MDL (ng Lfl) 0.15 0.21 0.18 0.40 0.13 0.10 0.10 2.0
EPA screening level (ng L™)* 0.11 12 0.71 37 0.17 8.2 11 2.7
Concentration range (ng L") Region 1 ND-0.54 ND-0.29 ND ND ND ND ND ND
Region 2 0.39-1.32 ND-0.37 ND ND ND ND ND ND
Detection rate® Region 1 95% 5% 0% 0% 0% 0% 0% 0%
Region 2 100% 5% 0% 0% 0% 0% 0% 0%
Overall 98% 5% 0% 0% 0% 0% 0% 0%

¢ USEPA Regional Screening Level (RSL) table, tap water. ” ND = not detected. ¢ Detection rates (above MDL) were calculated based on the
average of post-flush detections (out of 7 = 22 in Region 1; n = 20 in Region 2).

N,N-Dimethylformamide (DMF) was found to interfere
with NDMA quantitation in some extracts (see Text S2 and
Fig. S4 and S5 for further details). DMF was identified in
sample extracts and unextracted water and quantified using
calibration standards created from a pure reference material
(see Table S6 for extract storage times). To distinguish this
interference, collision energy and mobile phase composition
were optimized to maximize separation of NDMA and DMF
(as detailed in Text S2). Additionally, peak height was used to
quantify NDMA concentrations in all extracts (Table S7 and
Fig. S6).

Analysis of other water quality parameters

Samples for analysis of other water quality parameters (free
and total chlorine, THMs, dissolved organic carbon (DOC),
total dissolved nitrogen (TDN), specific ultraviolet absorbance
(SUVA)) were collected and measured in accordance with
standard procedures (see Text S3 and Table S8). Free chlorine
measurements were taken in Region 1, which uses only
sodium hypochlorite as a secondary disinfectant, while total
chlorine measurements were taken in Region 2, which uses
chloramination for secondary disinfection (ie., chlorine
residual measurements were in alignment with EPA
monitoring requirements®). Chlorine residual measurements
may serve as a proxy for water age, as residuals are known to
decay over time. Samples for THM analysis were spiked with
internal standard (fluorobenzene) analyzed via purge and
trap coupled to GC-flame ionization detection (FID) (Table
S9). THMs are reported as total trihalomethanes (TTHMs;
sum of bromodichloromethane, bromoform, chloroform,
dibromochloromethane; LOD = 0.4 pg L™'). Means and
standard deviations are reported for triplicates. Distance was
calculated as linear distance based on geographic coordinates
(rather than pipeline distance travelled) to assess as an
alternative proxy for water age (see Text S4 and Fig. S7 for
details).

Results and discussion
N-Nitrosamine occurrence

NDMA was the most detected N-nitrosamine in this study,
exhibiting a detection rate in post-flush samples of 95% in
Region 1 and 100% in Region 2 (MDL 0.15 ng L™"; Tables 1 and

This journal is © The Royal Society of Chemistry 2025

S10-S11). Additionally, NMOR was detected in two post-flush
samples in this study (one detection in each region's
distribution system), while NMEA, NPYR, NDEA, NPIP, NDPA,
and NDBA were not detected in any of these samples. Notably, a
potential interferent was observed for NPYR in many samples,
and a ubiquitous interferent was observed for NDBA; note that
all reported nitrosamine concentrations represent true
detections after accounting for known interference through
comparison of MRM fragmentation patterns (see Text S5 and
Fig. S8 for further details). Previous occurrence studies have
found widely variable NDMA detection rates (10-100%) (Table
S1), though NDMA has generally been the most prevalent
nitrosamine in water samples,>®712714 1718212251 Hioher
frequencies of detection may be partially attributable to lower
reporting limits in some studies;® for example, if a higher
detection threshold was applied to this study (e.g:, the MRL
from UCMR2 (2 ng L)), the overall detection rate would
decrease from 98% to 0%.

The average (post-flush) NDMA concentrations in Region 2
(0.39 + 0.01 to 1.32 + 0.07 ng L") generally exceeded the
levels found in Region 1 (ND to 0.54 + 0.01 ng L"; Table 1).
This difference may be partially attributed to Region 2's use
of chloramination as a secondary disinfection step, which
has been strongly linked to higher rates and amounts of
NDMA occurrence compared to chlorination.>>”'*2%2> The
mechanism of NDMA formation from chloramination is
thought to occur via formation of an unsymmetrically
substituted hydrazine derivative and subsequent oxidation;
NDMA formation from chlorination under similar conditions
is typically minor but may be enhanced by the presence of
ammonia (via effective chloramination) or nitrite (via
nitrosation).>>?*?8°%%¢  Seasonal effects may have also
influenced the differences in concentrations (Region 1 and 2
were sampled in summer and winter, respectively). Temporal
changes may be attributed to temperature effects and source
water quality, but the net effects vary between
sites.'>'>'®2021 The maximum detected concentration of
NDMA (1.32 ng L") fell below the maxima of many previous
studies (3.3-630 ng L% Table S1), indicating lower
susceptibility to NDMA formation in the systems studied
here. Notably, 98% of samples exceeded the EPA's screening
level of 0.11 ng L™" for NDMA, and 38% exceeded the EPA's
IRIS risk level. While the EPA's IRIS risk level of 0.7 ng L™

Environ. Sci.: Water Res. Technol, 2025, 11, 3116-3130 | 3119
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for NDMA is based on a consideration of lifetime
carcinogenic risk (i.e., a 1-in-a-million increase), chronic low-
dose exposure to nitrosamines is an understudied feature of
nitrosamines' potential health risks. A large body of literature
has established the potential carcinogenicity of nitrosamines
in humans,®” but more work is needed to assess these health
effects at the low levels found in this study. Furthermore,
cumulative risk to chronic low-dose exposures in mixtures is
poorly understood.”®>°

In both regions, there was a significant difference in
NDMA concentrations between the pre- and post-flush
samples from the distribution systems (Wilcoxon signed-rank
test; Region 1 p = 0.003; Region 2 p = 0.02; Fig. 2a). Most
locations (n = 31) exhibited a higher concentration in pre-
flush samples than in the corresponding post-flush samples,
indicating a decrease in NDMA after the flushing procedure
(Fig. 2b). The pre-flush samples represent water that has
undergone a period of temporary stagnation within the
household plumbing system due to inactivity at the tap,
which is released when the tap refreshed with flowing water
from the distribution system (typically within 5-15 minutes).
Stagnation can increase DBP formation,’” among other
effects on water quality,®®* though the magnitude of this
effect would vary based on user behavior and plumbing
design. Generally, stagnation contributes to a longer overall
residence time between entering the distribution system and
exiting at the point of use, which has been linked to greater
occurrence of nitrosamines®”'*>'”*3 and some other DBPs
(e.g., THMs).%*"®° Here, the concentrations of NDMA found in
the distribution system (0.20 + 0.01 to 0.54 + 0.01 in Region
1; 0.64 + 0.01 to 1.32 + 0.07 in Region 2) exceeded the
amount in the DWTP finished water in both regions (not
detected in Region 1; 0.39 + 0.04 ng L™ in Region 2),
indicating continued formation of NDMA after leaving the
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treatment plant. This increase within the distribution system
and household plumbing may be due to prolonged contact
time between the chlorine residual and the organic matter in
the water (i.e., higher water age) and/or may be enhanced
due to interactions with organic precursor material contained
in biofilms on pipe walls.”®® Note that some studies
observed an opposite effect with certain DBPs (e.g., HAAs,
haloacetonitriles, haloketones) at distribution system
extremities, attributed to biodegradation, hydrolysis, and/or
abiotic reduction.®>%7°

Additional nitrosamines were detected only in pre-flush
samples (NDEA, NPIP, NDPA, NDBA) or had a higher
detection rate in pre-flush samples (NMOR) (Fig. 3 and
Tables S12-S14), consistent with stagnation promoting
formation of additional nitrosamines. Longer residence times
have been previously observed to correspond with greater
occurrences of NMOR, NPYR, and NPIP in a distribution
system, suggesting formation over time after disinfection.'*®?
In contrast, other studies suggested that NMOR may occur as
an industrial byproduct rather than via disinfection, due to
its presence in some influent waters and minimal change
upon typical disinfection.'>”>”? In this study, NMOR was not
observed in finished water samples (i.e., DWTP effluent),
indicating that it formed only after entering the distribution
system. Co-occurrence of multiple nitrosamines was
uncommon, but some pre-flush samples (n = 3) contained
three different nitrosamines. The levels of NDMA in these
samples also fell in the upper quartile of each respective
region (0.67 ng L™" in Region 1; 1.4 and 2.4 ng L™ in Region
2), suggesting that a longer residence time may promote the
formation of multiple nitrosamines simultaneously. NDBA
concentrations were also unexpectedly elevated in some pre-
flush samples (6.1 and 15.3 ng L™'; compared to screening
level of 2.7 ng L"), though these samples did not correspond
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Fig. 2 Pre- and post-flush NDMA levels. (a) Concentration distributions of NDMA in the post-flush (n = 2 per location; averaged) and pre-flush (n
= 1 per location) samples in the distribution systems and finished water of Region 1 (n = 20) and Region 2 (n = 22; finished water in Region 2 had
no corresponding pre-flush sample because it was continuously flowing). Boxes indicate 25th, 50th, and 75th percentiles and whiskers extend to
the maximum or minimum values within 1.5 times the interquartile range (IQR); outliers are marked as points. Significant differences via Wilcoxon
rank-order test are marked with asterisks (**p-values < 0.01; *p-values < 0.05). (b) A comparison of NDMA in the pre-flush and post-flush samples
at each location. Error bars denote the standard deviation of the post-flush samples (n = 2). A 1:1 line is shown for reference.
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concentrations for eight nitrosamines. Boxes indicate 25th, 50th, and 75th percentiles and whiskers extend to the maximum or minimum values
within 1.5 times the interquartile range (IQR); outliers are marked as points. Non-detects are plotted at 0.

to elevated occurrence of other nitrosamines. Importantly,
these findings demonstrate that samples collected using the
standard tap flushing procedure may underrepresent the
overall nitrosamine exposure of consumers.

Relationships with other water quality parameters

Additional water quality parameters were measured to evaluate
the relationships with NDMA occurrence (Fig. 4a). Chlorine
residuals were investigated as a proxy for water age, since
disinfectant residuals are known to decrease over time after
dosage due to reactions with organic matter and interactions
with pipe walls.®®”>7> The free chlorine residual in Region 1's
distribution system was 0.05-0.51 mg L™ as Cl,, while the total
chlorine residual in Region 2 was 1.88-2.58 mg L™ as Cly; the
highest chlorine residuals occurred in the DWTP finished water
(0.94 and 2.81 mg L™", Regions 1 and 2, respectively). These
measurements are not directly comparable between systems
due to the unequal efficacy of these different disinfectants,”®””
but each residual measurement represents the relative
disinfectant effectiveness within each system.>® In general,
lower chlorine residuals within a system may be associated with
higher water age and hence reflect an extended reaction time
during which DBPs may continue to form and/or degrade
within the distribution system. Both regions exhibited a strong
and significant monotonic correlation between NDMA and
chlorine residual (Fig. 4b; Region 1: p = -0.81, p < 0.001; Region
2: p =-0.68, p = 0.001). The negative correlation between NDMA
and chlorine residual suggests a corresponding relationship
between the rate of NDMA formation and the rate of chlorine
decay in this system (neither utility in the study regions used re-
chlorination stations during the sampling period). This trend
aligns with previous observations that NDMA tends to increase
with longer residence times,>”'>"'”%* similar to THMs,®"*78780
and indicates that locations with more depleted chlorine
residuals (relative to initial dosage) may represent areas of

This journal is © The Royal Society of Chemistry 2025

higher water age where elevated concentrations of NDMA can
be found. These findings highlight the importance of
monitoring for NDMA at locations of maximum residence time
(e.g., as in UCMR2).

NDMA occurrence was also compared to occurrence of
TTHMSs, which are regularly monitored for compliance with
regulations. TTHM concentrations were higher and spanned
a broader range in Region 1 (13.8 + 0.1 to 32.7 + 0.2 ug L™)
compared to Region 2 (4.4 + 0.2 to 7.4 = 0.1 ug L") (Fig. 4a).
This is consistent with previous findings that chloramination
as a secondary disinfectant strategy is associated with lower
amounts of TTHMs than chlorination."®*"* There was a
significant correlation between TTHMs and NDMA in Region
1 (p = 0.68, p < 0.001), indicating their co-occurrence in this
chlorinated system, while no such relationship existed in
Region 2 (p = -0.27, p = 0.26) (Fig. 4b). Brisson et al., 2013
(ref. 12) observed a relationship between high levels of THMs
and NDMA occurrence in a chloraminated system and Cai
et al., 2023 (ref. 21) noted a positive relationship between
chloroform and NDMA in samples from distribution systems
with varied secondary disinfectant strategies. These findings
suggest that elevated THMs may indicate the presence of
NDMA in some chlorinated or chloraminated systems,
though this was not observed in the chloraminated system in
this study (Region 2). This contrast underscores variation
between systems, despite similar disinfection practices, and
highlights an important regulatory challenge: differences in
formation dynamics between regulated DBPs (e.g., TTHMs)
and unregulated DBPs (e.g., N-nitrosamines) pose a challenge
for potential control strategies that address the presence of
all DBPs.*’

The impact of organic matter concentrations, quantified
as DOC, on NDMA formation was also explored. DOC was
higher and more variable in Region 2 (1.52 + 0.07 to 1.97 +
0.08 mg L™"; Fig. 4a) than in Region 1 (0.50 + 0.04 to 0.65
0.04 mg L"), indicating a larger potential pool of organic
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Fig. 4 Drinking water characteristics and relationship with NDMA levels. (a) Water quality parameters (TTHMs, DOC, TDN, SUVA, chlorine residual
(Clp), pH, temperature (Temp), specific conductance (SC), recovery-adjusted DMF (DMF)) and linear geographic distance (Dist.) in treated water
from the distribution systems in each region; DWTP finished water shown for comparison. Boxes indicate 25th, 50th, and 75th percentiles and
whiskers extend within 1.5 times the interquartile range (IQR); outliers are marked as points. (b) Spearman correlations (p) between average (post-
flush) NDMA concentrations and each water quality parameter. The color bar indicates correlation strength and asterisks denote significance (**p-

value < 0.01, *p-value < 0.05).

precursor material. Region 1 displayed no significant
relationship with DOC (p = -0.10, p = 0.64), while Region 2
displayed a significant negative correlation (p = -0.55, p =
0.01) (Fig. 4b). Previous studies have observed some weak
associations between NDMA and DOC, though these
relationships are presumed to be dependent on site-specific
DOC chemistry.>'*'32%2733 The lack of correlation in Region
1 suggests that DOC is not adequately representative of
NDMA precursor content in this system, and/or that other
dynamics in this region overwhelm any discernible influence.
The negative relationship between DOC and NDMA seen in
Region 2 may indicate that a large fraction of this DOC pool
was competitively reacting with chloramine species and
reducing the amount of these species that remained available
for reacting with NDMA precursors. This finding further
supports the notion that DOC on its own is not sufficiently
specific to represent NDMA precursor content.’>** Note that
the ozonation step in Region 2's DWTP could have affected
the composition of the DOC pool via a) oxidation of
chloramine- and/or chlorine-reactive NDMA precursors,*>®!
thereby decreasing NDMA formation potential, and/or b)
reaction with ozone-reactive precursors,” thereby increasing
NDMA formation.

Another proxy for organic matter, SUVA, was slightly
higher in Region 2 (1.7 to 2.4 L mg' m™'; Fig. 4a) compared
to Region 1 (0.65 to 1.8 L mg™* m™), indicating a higher
fraction of aromatic compounds in the DOC pool. A positive
correlation between NDMA and SUVA was observed in Region
1 (p = 0.61, p = 0.003; Fig. 4b), in contrast with the absence

3122 | Environ. Sci.. Water Res. Technol,, 2025, 11, 3116-3130

of a statistically significant relationship present in Region 2
(p = 0.39, p = 0.09). Similarly inconsistent results were
present across prior studies, where some observed a
correlation between NDMA and SUVA'>'*?? while others did
not.>?*%> These findings indicate that the effectiveness of
SUVA as a representation of NDMA precursor content is not
robust, as NDMA precursors could also come from aliphatic
moieties. While it is possible that SUVA may represent NDMA
precursors more effectively in wastewater-impacted source
waters, due to their higher content of pharmaceuticals and
other anthropogenic precursors with aromaticity,®"*® the
non-specific nature of the SUVA measurement renders it
poorly suited to serve as a predictor of NDMA formation.
Nitrogen content has also been proposed as an important
NDMA precursor and was evaluated here. Region 2 exhibited
higher TDN concentrations in the distribution system (0.6 +
0.2 to 0.85 + 0.03 mg L™'; Fig. 4a) than Region 1 (0.16 + 0.02
to 0.20 + 0.01 mg L"), indicating potentially higher amounts
of nitrogen-containing organic precursors. Here, it is
important to recognize that this difference is partially due to
the presence of chloramines in Region 2. Nevertheless, no
significant relationship between NDMA and TDN was
observed in either region (Region 1: p = 0.18, p = 0.4; Region
2: p = 0.10, p = 0.7; Fig. 4b), which is consistent with some
previous field studies relating NDMA occurrence to nitrogen
content (e.g., TDN or total Kjeldahl nitrogen (TKN)).'?>%*
This finding may indicate that TDN, which contains both
nitrogen-containing organic species (dissolved organic
nitrogen, DON) and inorganic species (NO3; , NO, , NHj3), is

This journal is © The Royal Society of Chemistry 2025
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too general a measure to capture a more restrictive set of
nitrosamine precursors in these systems (DON was not
calculated for this study). Some studies have focused on the
relationships between NDMA formation potential (FP) and
DON specifically, observing that DON-enriched isolates (i.e.,
low DOC/DON ratios) corresponded to elevated NDMA
FP.2*>% However, others have observed no discernible
relationship between NDMA FP and bulk DON.***” While the
DON in these systems may contain NDMA precursors, such
precursors are likely only a small contribution to this bulk
measurement;>* consequently, DON measurements may be
poorly suited for comparing overall precursor content
between different sources. Additionally, low-level DON
measurements can be obscured by the presence of inorganic-
N species.*>®” Distinct relationships between these individual
inorganic-N species and NDMA occurrence have also been
observed;**?*?3 nitrite can contribute to NDMA formation via
nitrosation,” and chlorination of naturally ammonia-
containing waters can lead to the formation of chloramines,
though these effects are typically only observed at high
concentrations of these species.>® More detailed
measurements (e.g., relative amounts of organic and
inorganic species) may elucidate the combined influence of
these compounds on NDMA formation in a particular system.

In addition to these water quality parameters, linear
distances between the treatment plant and sampling
locations were evaluated as a potential proxy for water age in
each region (distance in this context refers to the geographic
distance traveled between a sample point and the DWTP,
rather in-pipe length traveled, as detailed in Text S4 and Fig.
S7). Samples collected in Region 1 were geographically
distributed across longer distances (1.4 to 11.3 km) than
those in Region 2 (6.4 to 9.4 km), where samples were more
tightly clustered around a central distribution location
(Fig. 1). Water distribution points that are farther away from
a treatment plant may correspond to areas of higher water
age (ie., longer residence time), due the longer time expected
for water to travel through the distribution system to these
locations,®” and may reflect the association between longer
residence times and elevated NDMA occurrence.®”'>7%3
However, while this association may be applicable in systems
where water generally follows a predictable flow path (e.g., a
dead-end system), the assumption is less likely to apply in
systems where interconnected pipes allow for continuous
circulation (e.g., a grid iron system). A positive relationship
between NDMA and distance was seen in Region 1 (p = 0.67,
p < 0.001; Fig. 4b), consistent with previous studies.’®*® This
finding suggests that linear distance could indeed be an
appropriate proxy for water age in systems such as Region 1,
where users are more geographically dispersed. In contrast,
Region 2 did not display a significant relationship with
distance (p = -0.092, p = 0.7), which may be a consequence
of the small, interconnected distribution region. While these
results indicate that the use of linear distance as an
indication of potential water age may not reflect distribution
system complexity, the value of evaluating distance is that it
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is essentially a “free” parameter, i.e., it requires no analytical
capabilities or equipment beyond the ability to determine
GPS locations. Utilities with limited resources may be able to
use these relationships (e.g., in conjunction with chlorine
residual measurements) to assess whether distribution
network extremities could represent areas of higher water age
where elevated concentrations of NDMA may be present.

The influence of other water quality parameters (pH,
temperature, specific conductance) was also interrogated.
Region 2 exhibited higher pH and specific conductance than
Region 1, and a broader range of temperatures was observed
in Region 2 (Fig. 4a), in part due to seasonal differences. A
positive correlation between NDMA and pH was seen in
Region 1 (p = 0.51, p = 0.01; Fig. 4b), although no such
correlation was observed in Region 2 (p = 0.23, p = 0.3). This
positive correlation in Region 1 is consistent with previous
work which illustrated that NDMA formation from
chloramination of dimethylamine was maximized between
pH 6 and 8 (ref. 24) and increased with increasing pH within
a similar range (pH 6-9),""° though it is unclear if this effect
applies with chlorination. This effect has been seen with
some other NDMA precursors as well,®® though these
reactions would reasonably be impacted by the speciation of
both monochloramine and amine precursors.*®®*® The lack of
correlation observed in Region 2 may have been influenced
by these speciation dynamics; alternatively, the narrower pH
range in this system may have simply precluded observation
of these impacts.

A positive correlation was observed between temperature
and NDMA occurrence in Region 2 (p = 0.62, p = 0.005),
consistent with some prior studies.>®® However, Region 1
displayed no significant relationship between NDMA and
temperature (p = -0.0023, p = 0.99). Other studies have observed
a reduction in NDMA formation at high temperatures due to
increased auto-decomposition of monochloramine at high
temperatures;*®°° the lack of relationship seen in Region 1 may
be influenced by competition between these positive and
negative effects. No significant relationship between specific
conductance and NDMA occurrence was present in either
region (Region 1: p = 0.21, p = 0.4; Region 2: p = 0.38, p = 0.09).
Conductivity is a general measure of water quality and can
sometimes be used as an indicator of freshwater pollution by
wastewater discharges,”®> but is not a strong predictor of
organic precursor content and its effect on NDMA formation is
not established. Specific conductance has not been linked to
NDMA formation in previous studies.*>

Co-occurrence of DMF with NDMA

Since DMF was identified as an NDMA interferent in samples
where it co-occurred, DMF was quantified in sample extracts
and its relationship with NDMA was investigated. Recovery-
adjusted concentrations of DMF in waters ranged from 0.64 +
0.07 ug L™ to 11.8 + 0.2 ug L™ in post-flush samples from
Region 1 (MDL = 0.2 pg L™'; 100% detection rate), with no
detections in Region 2 (Fig. 4a) (note that recovery adjustment
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is necessary since the SPE method was not optimized for
DMF, but this adjustment may introduce uncertainty; see Fig.
S9 and Text S6 for validation and discussion of this
approach). As with NDMA, pre-flush samples in Region 1 had
higher DMF concentrations than their corresponding post-
flush samples (Wilcoxon rank-sum test; p = 0.009). In Region
2, DMF was detected only in some pre-flush extracts (n = 2
locations), suggesting the DMF may have been formed due to
household-level stagnation as well. Additionally, finished
water at DWTP1 contained a lower DMF concentration (0.64 +
0.07 ug L") than samples within the distribution system
(1.70 + 0.003 pg L™ to 11.8 + 0.2 ug L"), and there was a
significant positive correlation between DMF and NDMA in
post-flush water samples in Region 1 (Fig. 4b; p = 0.90; p <
0.001). These results indicate that DMF in Region 1 tended to
increase with residence time, suggesting that DMF co-
occurred with NDMA as a DBP in Region 1. Limited data are
available regarding the occurrence of DMF as a water
contaminant,”* > but previous mechanistic research has
observed the formation of DMF alongside NDMA from the
reaction between monochloramine and DMA.***° It is
unclear why this relationship was only observed in the
chlorinated system in the current study (Region 1) and was
not observed in the chloraminated system (Region 2). Other
studies have noted that DMF can also serve as a precursor to
NDMA under certain chloramination conditions,*°® which
may further influence these relationships (or lack thereof).
That is, DMF may be both formed and consumed within the
treatment system. Additional investigation in chlorinated
systems would be necessary to determine if the co-occurrence
of DMF and NDMA is widespread, i.e., whether DMF could be
used as a proxy for NDMA occurrence in certain systems.
Whether or not such a proxy exists, the identification of DMF
as a potentially overlooked interferent for NDMA in drinking
water should be considered in future NDMA studies using
LC-MS.”!

Predictive model of NDMA occurrence in Regions 1 & 2

To investigate whether any of the observed correlations could
be leveraged to identify areas of elevated NDMA occurrence, a
predictive equation for NDMA occurrence in the distribution
system and finished water was derived based on certain water
quality parameters at each location, similar to those utilized
for other DBPs.*"*” The independent variables included in
model fitting were DOC, TDN, SUVA, chlorine residual (free
or total), distance, pH, temperature, specific conductance,
and TTHMs; DMF was excluded as it is not routinely
monitored. Original measurement units were retained for all
parameters. Stepwise regression was performed using
MATLAB's “stepwiselm” function with an entry p-value of
0.05 and was limited to an intercept and linear term for each
predictor. NDMA concentration was related to four significant
variables: free or total chlorine, temperature, specific
conductance, and distance (eqn (1); further details regarding
model sensitivity in Table S15, Fig. S10 and Text S7).
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NDMA [ng L™"] = 0.0068 — 0.25 (Free or total Cl, [ppm])
+0.0084 (Temp [°C])
+0.0018 (Sp. Cond. [uS cm™])
+0.015 (Distance [km]) (1)

This model was effective for predicting NDMA concentration
in the distribution systems of these two regions (the R* value
of the model was 0.92 and the mean absolute error (MAE) was
0.059 ng L™"; see Fig. 5 and Table S16). NDMA varied inversely
with chlorine residual (free or total) across both regions,
consistent with observed Spearman correlations. There was a
positive correlation with temperature in this model, though
this relationship was only seen in the Spearman correlation
for Region 2. This could suggest that temperature is not
necessarily a driving variable on its own but may become
significant when considering interrelated effects. The positive
relationship with specific conductance in this model was not
observed in either region independently, and specific
conductance is not known to have a bearing on NDMA
Nevertheless, conductivity may be indirectly
related to overall water quality via incidental correlation with a
true precursor. Alternatively, this result could be a numerical
artifact arising from confounding differences between the two
regions. As such, we caution against overinterpretation of the
physical significance of these model results, due to the limited
sample set and narrow parameter ranges observed in this
study. Nonetheless, a similar framework could be applied
within other distribution networks to predict system-specific
trends in NDMA occurrence using similar parameters.
Furthermore, if additional nitrosamines were detected in
greater frequency, comparable models could be developed.
Laboratory approaches to develop such models could also
provide a route to understanding the mechanisms of
formation for those larger nitrosamines (in the absence of
field detection of those structures).

occurrence.
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Fig. 5 Predicted versus measured NDMA levels in two municipal water
systems. Predicted values were determined using water quality criteria
and eqn (1); measured values were determined experimentally. A 1:1
line (dashed) is shown for comparison.
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Notably, none of the terms expected to be representative
of organic NDMA precursor content (i.e., DOC, SUVA, TDN)
emerged as quantitatively significant predictors, indicating
that these parameters could not capture the precursor
variability in this dataset. This finding may be due to the
narrow parameter ranges observed in this study, suggesting
that these bulk measurements were not sufficiently granular
to capture the true chemical changes arising from NDMA
formation dynamics. While the utility of a rapid screening
proxy for nitrosamine formation is clear, more detailed
measures may be necessary (e.g., key amine species or the FP
test developed by Mitch et al.°® to act as a surrogate for total
precursor content) to inform nitrosamine prediction.

Previous efforts to apply similar frameworks to nitrosamine
occurrence and FP exist*'~”%%%%% (Table $17 and Text S8).
Some derive coefficients for a pre-defined set of variables, such
as DOC; with this approach, Chen and Valentine®® incorporated
source-specific coefficients to a kinetic model of NDMA
formation, while Chen and Westerhoff*” noted an inability to
predict NDMA formation potential for different types of sources
(ie., potable and wastewater sources) with a universal model.
Other studies have begun with a larger set of variables and used
algorithmic techniques (e.g., stepwise regression, hybrid genetic
algorithm) to identify a reduced set of predictor variables for
nitrosamine concentration; Leavey-Roback et al®*® found
influent UV254 to be one of 8 significant predictors, while Cai
et al.** found chemical oxygen demand in finished water as one
of 5 predictors, and Moradi et al®® found monochloramine
residual as one of 3 predictors. While these models employ
some common variables (UV254, DOC), there is heterogeneity
in their base set of model inputs (e.g, inclusion of
polydiallyldimethylammonium chloride dose (a flocculant
associated with NDMA FP®*®), bromide concentration, or
turbidity measurement), challenging direct intercomparison.

Further investigation of the relationships between NDMA
and standard water quality parameters would facilitate future
monitoring efforts and provide a better understanding of the
interactions driving NDMA formation. While specific NDMA
formation mechanisms have been the subject of extensive
study'>*283%%5 and large-scale monitoring efforts have revealed
valuable insights into NDMA occurrence trends (e.g., UCMR2),
our understanding of NDMA formation in real-world drinking
water systems remains challenging due to the complex nature
of these systems. Our results showed a significant negative
relationship between NDMA and chlorine residual in both
systems, highlighting the importance of this parameter for
anticipating changes in NDMA concentration over time in the
distribution system. There is still uncertainty among previous
studies regarding whether bulk organic parameters (e.g., DOC,
TDN, SUVA) are sufficiently representative of NDMA precursor
content,'>'*?*1333638 and the lack of consistent relationships
across the two regions studied here suggests that these
relationships may be site-specific. However, system-specific
relationships ~ with  routinely collected water quality
measurements can be valuable for assessing temporal variations
deriving from changes in precursor content within a particular
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source water and can provide valuable information about
changes in NDMA formation throughout a particular treatment
system. Specifically, residence time post-disinfection (i.e., water
age in a distribution system) emerged as a highly relevant
variable in both systems studied here. The higher NDMA
concentrations associated with more depleted chlorine residuals
(compared to initial dose) may reflect increases in NDMA
formation with higher age, and the elevated
concentrations in pre-flush samples appear to reflect further
increases in residence time due to household stagnation.
Ultimately, NDMA and other nitrosamines will still need to be
monitored directly for accurate knowledge of exposure due to
site-specific variations, but simple screening tools can facilitate
prioritization of critical monitoring.

water

Conclusions

Using a robust analytical method capable of measuring NDMA
concentrations as low as 0.15 ng L™, we observed widespread
occurrence of NDMA at low levels (ND - 1.32 ng L), but
detected few other nitrosamines, across one chlorinated and
one chloraminated distribution system. Notably, these
concentrations fell below the MRL of the methods used in
UCMR? (2 ng L™") and many other studies,">'*** indicating that
low-level nitrosamine occurrence may be obscured in historical
surveys due to analytical limitations. Due to the potency of
NDMA as a potential carcinogen, it is critical to collect
occurrence data using methods capable of assessing
concentrations below its negligible risk level of 0.7 ng L™, to
gain a fuller picture of potential exposures at the tap.
Additionally, we observed elevated concentrations of NDMA in
many pre-flush samples, representative of what a homeowner
would consume, compared to respective post-flush samples,
which are more representative of a distribution system. This
could suggest that standard monitoring practices, which require
a period of tap flushing prior to sample collection, fail to
capture true exposures for chemicals that are dynamically
forming in distribution systems.

The occurrence of NDMA and other contaminants in a
drinking water system can have serious consequences for
communities, yet nitrosamine monitoring is often cost-
prohibitive for utilities with limited resources. In general, small
public water systems (serving populations less than 3300)
exhibit higher rates of noncompliance with public standards
than large systems, which is often attributed to a lack of
technical and financial capacity.'” Data collected during
UCMR2 revealed that NDMA was detected with higher
frequency and at higher concentrations in smaller systems;
however, only a fraction of these systems was sampled (less
than 1%), highlighting a need for further monitoring at small
utilities.” Leveraging routinely collected water quality
measurements to guide these NDMA monitoring efforts could
help allocate resources efficiently to cover all populations,
irrespective of distribution system The predictive
framework presented here highlighted key water quality data
that could be leveraged to estimate system-specific NDMA

size.
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concentrations (e.g:, chlorine residual), though the broader
applicability of this model is limited by the narrow parameter
ranges and low concentrations observed in this study. As such,
further monitoring would be needed to better understand
trends in NDMA occurrence across different sites, which could
be used to enhance this framework.

One barrier to effective regulation of NDMA as a drinking
water contaminant is its relationship to other DBPs. In the
USEPA's determination not to make regulatory determinations
for the nitrosamines in Contaminant Candidate Lists 3 & 4, the
agency notes that “DBPs need to be evaluated collectively,
because the potential exists that the control of one DBP could
affect the concentrations of other DBPs or the necessary
treatment”.**** Most notably, the use of chloramination as a
secondary disinfectant strategy has become increasingly popular
for reducing the prevalence of THM formation in treated
drinking waters,'"”> but chloramination is linked to higher
occurrence of NDMA, here and in previous studies. NDMA
concentrations were highest in the chloraminated system in this
study (Region 2), while TTHMs concentrations were highest in
the chlorinated system (Region 1). In dealing with this challenge,
it may be important to determine drivers of overall toxicity by
considering both concentration and toxicity of each compound'®®
and tailor DBP control strategies minimize overall toxicity (e.g., by
optimizing a pre-oxidation step to deactivate nitrosamine
precursors while minimizing formation of regulated DBPs’).
These trade-offs complicate efforts to minimize the overall health
impacts of DBPs**®’> and will require robust, large-scale
monitoring and holistic consideration of health risks and
remediation strategies to overcome.

Author contributions

Kristen A. Riedinger: conceptualization, formal analysis,
investigation, methodology, project administration, validation,
visualization, writing — original draft, writing — review & editing.
Nicolette A. Bugher: investigation, methodology, validation,
writing - review and editing. Annabella S. Wardle: investigation.
Kathleen M. Vandiver: investigation, writing - review and
editing. Barathkumar Baskaran: methodology, writing — review
and editing. Zion Michael: validation. Glen Andrew D. de Vera:
methodology, resources, writing - review and editing. Desiree L.
Plata: conceptualization, supervision, funding acquisition,
resources, writing — review and editing.

Conflicts of interest

The authors declare no conflicts of interest.

Data availability

In addition to data included within the main text and
supplementary information (SI), all data and metadata
associated with the results discussed in this article can be found
online at FAIRDOMHub: https://fairdomhub.org/studies/1403.
Supplementary information: this SI document includes:
methodological details for sample collection and analysis of

3126 | Environ. Sci.: Water Res. Technol., 2025, 11, 3116-3130

View Article Online

Environmental Science: Water Research & Technology

N-nitrosamines and other water quality parameters;
discussions of interferences and quantification accuracy; all
N-nitrosamine concentrations in post- and pre-flush samples;
summaries of prior NDMA surveys and previous predictive
frameworks. See DOI: https://doi.org/10.1039/d5ew00861a.

Acknowledgements

This work was supported by the National Institute of
Environmental Health Sciences Superfund (NIEHS) Basic
Research Program, National Institutes of Health (NIH),
P42ES027707, the NIEHS Training Grant in Environmental
Toxicology, NIH, T32ES007020, and the MathWorks Fellowship.
The authors would like to express their gratitude to the water
utilities (Passamaquoddy Water District, Mark McCluskey;
Cambridge Water Department) and community partners
(Sipayik Environmental Department, William Longfellow, and
Newell Lewey) for their participation in this project. We also
thank the MIT BioMicro Center Data Management team for
organizing the data associated with this project for FAIR
sharing: namely Taisha Joseph-Risch, Charlie Demurjian,
Francesca Licciardello, Jared Lyon, Dikshant Pradhan, and
Stuart Levine.

References

1 A. J. Gushgari and R. U. Halden, Critical Review of Major

Sources of Human Exposure to N-Nitrosamines,
Chemosphere, 2018, 210, 1124-1136, DOIL 10.1016/j.

chemosphere.2018.07.098.

2 S.W. Krasner, W. A. Mitch, D. L. McCurry, D. Hanigan and P.
Westerhoff, Formation, Precursors, Control, and Occurrence
of Nitrosamines in Drinking Water: A Review, Water Res.,
2013, 47(13), 4433-4450, DOL: 10.1016/].
WATRES.2013.04.050.

3 California Department of Health Services Drinking Water
Program, Studies on the Occurrence of NDMA in Drinking
Water, 2002, https://www.waterboards.ca.gov/drinking water/
certlic/drinkingwater/documents/ndma/NDMAstudies.pdf.

4 J. L. Durant, B. Jacobs and P. Shanahan, Historical Inputs
of N-Nitrosodimethylamine to the Public Drinking Water
Supply in Wilmington, Massachusetts, World Environmental
and Water Resources Congress 2008: Ahupua'a - Proceedings of
the World Environmental and Water Resources Congress 2008,
2008, vol. 316, DOI: 10.1061/40976(316)165.

5 W. A. Mitch, J. O. Sharp, R. R. Trussell, R. L. Valentine, L.
Alvarez-Cohen and D. L. Sedlak, N-Nitrosodimethylamine
(NDMA) as a Drinking Water Contaminant: A Review,
Environ. Eng. Sci., 2003, 20(5), 389-404, DOI: 10.1089/
109287503768335896.

6 C. G. Russell, N. K. Blute, S. Via, X. Wu and Z. Chowdhury,
Nationwide Assessment of Nitrosamine Occurrence and
Trends, J. - Am. Water Works Assoc., 2012, 104(3), 57-58,
DOI: 10.5942/JAWWA.2012.104.0037.

7 G. C. Woods and E. R. V. Dickenson, Evaluation of the
Final UCMR2 Database: Nationwide Trends in NDMA, J. -

This journal is © The Royal Society of Chemistry 2025


https://fairdomhub.org/studies/1403
https://doi.org/10.1039/d5ew00861a
https://doi.org/10.1016/j.chemosphere.2018.07.098
https://doi.org/10.1016/j.chemosphere.2018.07.098
https://doi.org/10.1016/J.WATRES.2013.04.050
https://doi.org/10.1016/J.WATRES.2013.04.050
https://www.waterboards.ca.gov/drinking_water/certlic/drinkingwater/documents/ndma/NDMAstudies.pdf
https://www.waterboards.ca.gov/drinking_water/certlic/drinkingwater/documents/ndma/NDMAstudies.pdf
https://doi.org/10.1061/40976(316)165
https://doi.org/10.1089/109287503768335896
https://doi.org/10.1089/109287503768335896
https://doi.org/10.5942/JAWWA.2012.104.0037
http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d5ew00861a

Open Access Article. Published on 29 October 2025. Downloaded on 06/02/2026 08:03:44.

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

(cc)

Environmental Science: Water Research & Technology

10

11

12

13

14

15

16

17

18

19

20

Am. Water Works Assoc., 2015, 107(1), E58-E68, DOL:
10.5942/JAWWA.2015.107.0009.

U.S. Environmental Protection Agency - National Center for
Environmental Assessment, Integrated Risk Information
System (IRIS) Chemical Assessment Summary for N-
Nitrosodimethylamine; CASRN 62-75-9, 1987, https://iris.
epa.gov/static/pdfs/0045_summary.pdf.

U.S. Environmental Protection Agency, Six-Year Review 3
Technical Support Document for Nitrosamines, 2016, https://
www.regulations.gov/document/EPA-HQ-OW-2016-0627-0208.
U.S. Environmental Protection Agency, Occurrence Data
from the Unregulated Contaminant Monitoring Rule,
https://www.epa.gov/dwucmr/occurrence-data-unregulated-
contaminant-monitoring-rule#2 (accessed 2024-01-07).

I. M. Schreiber and W. A. Mitch, Nitrosamine Formation
Pathway Revisited: The Importance of Chloramine
Speciation and Dissolved Oxygen, Environ. Sci. Technol.,
2006, 40(19), 6007-6014, DOI: 10.1021/es060978h.

L. J. Brisson, P. Levallois, H. Tremblay, J. Sérodes, C. Deblois, J.
Charrois, V. Taguchi, J. Boyd, X. Li and M. ]J. Rodriguez,
Spatial and Temporal Occurrence of N-Nitrosamines in Seven
Drinking Water Supply Systems, Environ. Monit. Assess.,
2013, 185(9), 7693-7708, DOI: 10.1007/s10661-013-3128-0.

J. W. A. Charrois, J. M. Boyd, K. L. Froese and S. E. Hrudey,
Occurrence of N-Nitrosamines in Alberta Public Drinking-
Water Distribution Systems, J. Environ. Eng. Sci., 2007, 6(1),
103-114, DOI: 10.1139/S06-031.

N. Dai and W. A. Mitch, Relative Importance of
N-Nitrosodimethylamine Compared to Total N-Nitrosamines
in Drinking Waters, Environ. Sci. Technol., 2013, 47(8),
3648-3656, DOIL: 10.1021/es305225b.

S. W. Krasner, S. Roback, Y. Qian, X. F. Li, R. Marfil-Vega
and Z. Bukhari, Occurrence of Nitrosamines and Their
Precursors in North American Drinking Waters, AWWA
Water Sci., 2020, 2(6), 1208, DOI: 10.1002/AWS2.1208.
Ontario Ministry of the Environment, C. and P. Drinking
Water Surveillance Program, https://data.ontario.ca/dataset/
drinking-water-surveillance-program, (accessed 2024-01-08).
G. C. Woods, R. A. Trenholm, B. Hale, Z. Campbell and
E. R. V. Dickenson, Seasonal and Spatial Variability of
Nitrosamines and Their Precursor Sources at a Large-Scale
Urban Drinking Water System, Sci. Total Environ., 2015, 520,
120-126, DOI: 10.1016/].SCITOTENV.2015.03.012.

M. J. Farré, S. Insa, A. Lamb, C. Cojocariu and W. Gernjak,
Occurrence of N-Nitrosamines and Their Precursors in
Spanish Drinking Water Treatment Plants and Distribution
Systems, Environ. Sci.: Water Res. Technol., 2019, 6(1),
210-220, DOI: 10.1039/C9EW00912D.

M. R. Templeton and Z. Chen, NDMA and Seven Other
Nitrosamines in Selected UK Drinking Water Supply
Systems, J. Water Supply: Res. Technol.-AQUA, 2010, 59(4),
277-283, DOI: 10.2166/AQUA.2010.077.

E. Bei, Y. Shu, S. Li, X. Liao, J. Wang, X. Zhang, C. Chen and
S. Krasner, Occurrence of Nitrosamines and Their Precursors
in Drinking Water Systems around Mainland China, Water
Res., 2016, 98, 168-175, DOI: 10.1016/J. WATRES.2016.04.013.

This journal is © The Royal Society of Chemistry 2025

21

22

23

24

25

26

27

28

29

30

31

32

33

34

View Article Online

Paper

H. Cai, C. Shen, H. Xu, H. Qian, S. Pei, P. Cai, J. Song and
Y. Zhang, Seasonal Variability, Predictive Modeling and
Health Risks of N-Nitrosamines in Drinking Water of
Shanghai, Sci. Total Environ., 2023, 857, 159530, DOI:
10.1016/J.SCITOTENV.2022.159530.

W. Wang, J. Yu, W. An and M. Yang, Occurrence and
Profiling of Multiple Nitrosamines in Source Water and
Drinking Water of China, Sci. Total Environ., 2016, 551-552,
489-495, DOI: 10.1016/].SCITOTENV.2016.01.175.

M. Asami, M. Oya and K. Kosaka, A Nationwide Survey of
NDMA in Raw and Drinking Water in Japan, Sci. Total
Environ., 2009, 407(11), 3540-3545, DOIL: 10.1016/].
SCITOTENV.2009.02.014.

W. A Mitch and D. L. Sedlak, Formation of
N-Nitrosodimethylamine (NDMA) from Dimethylamine during
Chlorination, Environ. Sci. Technol., 2002, 36(4), 588-595, DOI:
10.1021/es010684q.

I. Najm and R. R. Trussell, NDMA Formation in Water and
Wastewater, J. - Am. Water Works Assoc., 2001, 93(2), 92-99,
DOI: 10.1002/].1551-8833.2001.TB09129.X.

J. Nawrocki and P. Andrzejewski, Nitrosamines and Water,
J. Hazard. Mater., 2011, 189(1-2), 1-18, DOIL 10.1016/].
JHAZMAT.2011.02.005.

T. Zeng, C. M. Glover, E. J. Marti, G. C. Woods-Chabane, T.
Karanfil, W. A. Mitch and E. R. V. Dickenson, Relative
Importance of Different Water Categories as Sources of
N-nitrosamine Precursors, Environ. Sci. Technol., 2016, 50(24),
13239-13248, DOTI: 10.1021/acs.est.6b04650.

J. Choi and R. L. Valentine, Formation of
N-Nitrosodimethylamine ~ (NDMA) from Reaction of
Monochloramine: A New Disinfection by-Product, Water Res.,
2002, 36(4), 817-824, DOI: 10.1016/S0043-1354(01)00303-7.

J. Le Roux, H. Gallard and ]. P. Croué, Chloramination of
Nitrogenous Contaminants (Pharmaceuticals and Pesticides):
NDMA and Halogenated DBPs Formation, Water Res.,
2011, 45(10), 3164-3174, DOI: 10.1016/].WATRES.2011.03.035.
J. Le Roux, H. Gallard and J. P. Croué, Formation of NDMA
and Halogenated DBPs by Chloramination of Tertiary
Amines: The Influence of Bromide Ion, Environ. Sci.
Technol., 2012, 46(3), 1581-1589, DOI: 10.1021/es203785s.

R. Shen and S. A. Andrews, Demonstration of 20
Pharmaceuticals and Personal Care Products (PPCPs) as
Nitrosamine Precursors during Chloramine Disinfection, Water
Res., 2011, 45(2), 944-952, DOIL: 10.1016/].WATRES.2010.09.036.
Z. Chen and R. L. Valentine, Formation of
N-Nitrosodimethylamine (NDMA) from Humic Substances
in Natural Water, Environ. Sci. Technol., 2007, 41(17),
6059-6065, DOI: 10.1021/es0705386.

A. C. Gerecke and D. L. Sedlak, Precursors of
N-Nitrosodimethylamine in Natural Waters, Environ. Sci.
Technol., 2003, 37(7), 1331-1336, DOI: 10.1021/es026070i.
W. A. Mitch and 1. M. Schreiber, Degradation of Tertiary
Alkylamines during Chlorination/Chloramination: Implications
for Formation of Aldehydes, Nitriles, Halonitroalkanes, and
Nitrosamines, Environ. Sci. Technol., 2008, 42(13), 4811-4817,
DOI: 10.1021/es703017z.

Environ. Sci.: Water Res. Technol., 2025, 11, 3116-3130 | 3127


https://doi.org/10.5942/JAWWA.2015.107.0009
https://iris.epa.gov/static/pdfs/0045_summary.pdf
https://iris.epa.gov/static/pdfs/0045_summary.pdf
https://www.regulations.gov/document/EPA-HQ-OW-2016-0627-0208
https://www.regulations.gov/document/EPA-HQ-OW-2016-0627-0208
https://www.epa.gov/dwucmr/occurrence-data-unregulated-contaminant-monitoring-rule#2
https://www.epa.gov/dwucmr/occurrence-data-unregulated-contaminant-monitoring-rule#2
https://doi.org/10.1021/es060978h
https://doi.org/10.1007/s10661-013-3128-0
https://doi.org/10.1139/S06-031
https://doi.org/10.1021/es305225b
https://doi.org/10.1002/AWS2.1208
https://data.ontario.ca/dataset/drinking-water-surveillance-program
https://data.ontario.ca/dataset/drinking-water-surveillance-program
https://doi.org/10.1016/J.SCITOTENV.2015.03.012
https://doi.org/10.1039/C9EW00912D
https://doi.org/10.2166/AQUA.2010.077
https://doi.org/10.1016/J.WATRES.2016.04.013
https://doi.org/10.1016/J.SCITOTENV.2022.159530
https://doi.org/10.1016/J.SCITOTENV.2016.01.175
https://doi.org/10.1016/J.SCITOTENV.2009.02.014
https://doi.org/10.1016/J.SCITOTENV.2009.02.014
https://doi.org/10.1021/es010684q
https://doi.org/10.1002/J.1551-8833.2001.TB09129.X
https://doi.org/10.1016/J.JHAZMAT.2011.02.005
https://doi.org/10.1016/J.JHAZMAT.2011.02.005
https://doi.org/10.1021/acs.est.6b04650
https://doi.org/10.1016/S0043-1354(01)00303-7
https://doi.org/10.1016/J.WATRES.2011.03.035
https://doi.org/10.1021/es203785s
https://doi.org/10.1016/J.WATRES.2010.09.036
https://doi.org/10.1021/es0705386
https://doi.org/10.1021/es026070i
https://doi.org/10.1021/es703017z
http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d5ew00861a

Open Access Article. Published on 29 October 2025. Downloaded on 06/02/2026 08:03:44.

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

(cc)

Paper

35

36

37

38

39

40

41

42

43

44

45

46

47

W. A. Mitch and D. L. Sedlak, Characterization and Fate of
N-Nitrosodimethylamine = Precursors  in  Municipal
Wastewater Treatment Plants, Environ. Sci. Technol.,
2004, 38(5), 1445-1454, DOI: 10.1021/es035025n.

M. Sgroi, F. G. A. Vagliasindi, S. A. Snyder and P. Roccaro,
N-Nitrosodimethylamine (NDMA) and Its Precursors in
Water and Wastewater: A Review on Formation and
Removal, Chemosphere, 2018, 191, 685-703, DOIL: 10.1016/].
CHEMOSPHERE.2017.10.089.

B. Chen and P. Westerhoff, Predicting Disinfection By-Product
Formation Potential in Water, Water Res., 2010, 44(13),
3755-3762, DOI: 10.1016/].WATRES.2010.04.009.

I. M. Schreiber and W. A. Mitch, Occurrence and Fate of
Nitrosamines and Nitrosamine Precursors in Wastewater-
Impacted Surface Waters Using Boron as a Conservative
Tracer, Environ. Sci. Technol., 2006, 40(10), 3203-3210, DOI:
10.1021/es052078r.

California State Water Resources Control Board,
Nitrosamines - Drinking Water Issues, https://www.

waterboards.ca.gov/drinking water/certlic/drinkingwater/
NDMA.html, (accessed 2025-07-15).

Massachusetts Department of Environmental Protection,
Supporting Documentation for Drinking Water Standards
and Guidelines; n-NITROSODIMETHYLAMINE (NDMA),
2004, pp. 197-200, https://www.mass.gov/doc/supporting-
documentation-for-drinking-water-standards-and-
guidelines/download#page=197.

New Jersey Department of Environmental Protection,
Ground Water Quality Standards; N.J.A.C. 7:9C, 2025,
https://dep.nj.gov/wp-content/uploads/rules/rules/njac7_9c.
pdf, (accessed 2025-04-25).

U.S. Environmental Protection Agency, Drinking
Water Contaminant Candidate List 3-Final. Federal
Register, 2009, 74, pp. 51850-51862, https://www.

federalregister.gov/documents/2009/10/08/E9-24287/
drinking-water-contaminant-candidate-list-3-final,
(accessed 2024-01-07).

U.S. Environmental Protection Agency, Drinking Water
Contaminant Candidate List 4-Final. Federal Register, 2016, 81,
pp. 81099-81114, https://www.federalregister.gov/documents/
2016/11/17/2016-27667/drinking-water-contaminant-candidate-
list-4-final, (accessed 2024-01-07).

U.S. Environmental Protection Agency, Regional Screening
Level (RSL) Resident Tapwater Table (TR=1E-06, HQ=1),
2024, https://www.epa.gov/risk/regional-screening-levels-
rsls-generic-tables, (accessed 2024-01-07).

S. E. Hrudey, Chlorination Disinfection By-Products, Public
Health Risk Tradeoffs and Me, Water Res., 2009, 43(8),
2057-2092, DOI: 10.1016/j.watres.2009.02.011.

S. D. Richardson and M. ]J. Plewa, To Regulate or Not to
Regulate? What to Do with More Toxic Disinfection by-
Products?, J. Environ. Chem. Eng., 2020, 8(4), 103939, DOLI:
10.1016/j.jece.2020.103939.

J. S. Rosenblum, A. Liethen and L. Miller-Robbie,
Prioritization and Risk Ranking of Regulated and
Unregulated Chemicals in US Drinking Water, Environ. Sci.

3128 | Environ. Sci.. Water Res. Technol.,, 2025, 11, 3116-3130

View Article Online

Environmental Science: Water Research & Technology

48

49

50

51

52

53

54

55

56

57

58

Technol., 2024, 58(16), 6878-6889, DOI:
EST.3C08745.

U.S. Environmental Protection Agency, National Primary
Drinking Water Regulations: Stage 2 Disinfectants and
Disinfection Byproducts Rule. Federal Registrar, 2006, 71,
pp. 388-493, https://www.federalregister.gov/documents/
2006/01/04/06-3/national-primary-drinking-water-
regulations-stage-2-disinfectants-and-disinfection-
byproducts-rule, (accessed 2024-01-07).

U.S. Environmental Protection Agency, Announcement of
Preliminary Regulatory Determinations for Contaminants on
the Third Drinking Water Contaminant Candidate List. Federal
Register, 2014, 79, pp. 62716-62750, https://www.federalregister.
gov/documents/2014/10/20/2014-24582/announcement-of-
preliminary-regulatory-determinations-for-contaminants-on-the-
third-drinking-water, (accessed 2024-01-07).

J. W. Munch and M. V. Bassett, Method 521: Determination
of Nitrosamines in Drinking Water by Solid Phase
Extraction and Capillary Column Gas Chromatography with
Large Volume Injection and Chemical Ionization Tandem
Mass Spectrometry (MS/MS), 2004, https://cfpub.epa.gov/si/
si_public_record_report.cfm?Lab=NERL&dirEntryld=
103912, (accessed 2022-10-13).

N. A. Bugher, Chemical Exposures in Drinking Water:
Contaminant Analysis and Physicochemical Behavior,
Doctoral dissertation, Massachusetts Institute of Technology,
2025, pp. 94-131.

U.S. Environmental Protection Agency, Definition and
Procedure for the Determination of the Method Detection
Limit, Revision 2, 2016, https://www.epa.gov/sites/default/files/
2016-12/documents/mdl-procedure_rev2_12-13-2016.pdf.

U.S. Environmental Protection Agency, Disinfectant Residuals,
Disinfection ~ Byproducts, and Disinfection Byproduct
Precursors, 40 CFR Part 141 Subpart L., https://www.ecfr.gov/
current/title-40/part-141/subpart-L, (accessed 2025-07-11).

J. M. Boyd, S. E. Hrudey, X. F. Li and S. D. Richardson,
Solid-Phase Extraction and High-Performance Liquid
Chromatography =~ Mass  Spectrometry  Analysis  of
Nitrosamines in Treated Drinking Water and Wastewater,
TrAC, Trends Anal. Chem., 2011, 30(9), 1410-1421, DOI:
10.1016/J.TRAC.2011.06.009.

A. D. Shah and W. A. Mitch, Halonitroalkanes, Halonitriles,
Haloamides, and N-Nitrosamines: A Critical Review of
Nitrogenous Disinfection Byproduct Formation Pathways,
Environ. Sci. Technol., 2012, 46(1), 119-131, DOI: 10.1021/
€s203312s.

I. M. Schreiber and W. A. Mitch, Influence of the Order of
Reagent Addition on NDMA Formation during Chloramination,
Environ. Sci. Technol., 2005, 39(10), 3811-3818, DOIL: 10.1021/
€s0483286.

Y. Li and S. S. Hecht, Metabolic Activation and DNA
Interactions of Carcinogenic N-Nitrosamines to Which
Humans Are Commonly Exposed, Int. J. Mol Sci.,
2022, 23(9), 4559, DOI: 10.3390/ijms23094559.

B. 1. Escher, H. M. Stapleton and E. L. Schymanski,
Tracking Complex Mixtures of Chemicals in Our Changing

10.1021/ACS.

This journal is © The Royal Society of Chemistry 2025


https://doi.org/10.1021/es035025n
https://doi.org/10.1016/J.CHEMOSPHERE.2017.10.089
https://doi.org/10.1016/J.CHEMOSPHERE.2017.10.089
https://doi.org/10.1016/J.WATRES.2010.04.009
https://doi.org/10.1021/es052078r
https://www.waterboards.ca.gov/drinking_water/certlic/drinkingwater/NDMA.html
https://www.waterboards.ca.gov/drinking_water/certlic/drinkingwater/NDMA.html
https://www.waterboards.ca.gov/drinking_water/certlic/drinkingwater/NDMA.html
https://www.mass.gov/doc/supporting-documentation-for-drinking-water-standards-and-guidelines/download#page=197
https://www.mass.gov/doc/supporting-documentation-for-drinking-water-standards-and-guidelines/download#page=197
https://www.mass.gov/doc/supporting-documentation-for-drinking-water-standards-and-guidelines/download#page=197
https://dep.nj.gov/wp-content/uploads/rules/rules/njac7_9c.pdf
https://dep.nj.gov/wp-content/uploads/rules/rules/njac7_9c.pdf
https://www.federalregister.gov/documents/2009/10/08/E9-24287/drinking-water-contaminant-candidate-list-3-final
https://www.federalregister.gov/documents/2009/10/08/E9-24287/drinking-water-contaminant-candidate-list-3-final
https://www.federalregister.gov/documents/2009/10/08/E9-24287/drinking-water-contaminant-candidate-list-3-final
https://www.federalregister.gov/documents/2016/11/17/2016-27667/drinking-water-contaminant-candidate-list-4-final
https://www.federalregister.gov/documents/2016/11/17/2016-27667/drinking-water-contaminant-candidate-list-4-final
https://www.federalregister.gov/documents/2016/11/17/2016-27667/drinking-water-contaminant-candidate-list-4-final
https://www.epa.gov/risk/regional-screening-levels-rsls-generic-tables
https://www.epa.gov/risk/regional-screening-levels-rsls-generic-tables
https://doi.org/10.1016/j.watres.2009.02.011
https://doi.org/10.1016/j.jece.2020.103939
https://doi.org/10.1021/ACS.EST.3C08745
https://doi.org/10.1021/ACS.EST.3C08745
https://www.federalregister.gov/documents/2006/01/04/06-3/national-primary-drinking-water-regulations-stage-2-disinfectants-and-disinfection-byproducts-rule
https://www.federalregister.gov/documents/2006/01/04/06-3/national-primary-drinking-water-regulations-stage-2-disinfectants-and-disinfection-byproducts-rule
https://www.federalregister.gov/documents/2006/01/04/06-3/national-primary-drinking-water-regulations-stage-2-disinfectants-and-disinfection-byproducts-rule
https://www.federalregister.gov/documents/2006/01/04/06-3/national-primary-drinking-water-regulations-stage-2-disinfectants-and-disinfection-byproducts-rule
https://www.federalregister.gov/documents/2014/10/20/2014-24582/announcement-of-preliminary-regulatory-determinations-for-contaminants-on-the-third-drinking-water
https://www.federalregister.gov/documents/2014/10/20/2014-24582/announcement-of-preliminary-regulatory-determinations-for-contaminants-on-the-third-drinking-water
https://www.federalregister.gov/documents/2014/10/20/2014-24582/announcement-of-preliminary-regulatory-determinations-for-contaminants-on-the-third-drinking-water
https://www.federalregister.gov/documents/2014/10/20/2014-24582/announcement-of-preliminary-regulatory-determinations-for-contaminants-on-the-third-drinking-water
https://cfpub.epa.gov/si/si_public_record_report.cfm?Lab=NERL&dirEntryId=103912
https://cfpub.epa.gov/si/si_public_record_report.cfm?Lab=NERL&dirEntryId=103912
https://cfpub.epa.gov/si/si_public_record_report.cfm?Lab=NERL&dirEntryId=103912
https://www.epa.gov/sites/default/files/2016-12/documents/mdl-procedure_rev2_12-13-2016.pdf
https://www.epa.gov/sites/default/files/2016-12/documents/mdl-procedure_rev2_12-13-2016.pdf
https://www.ecfr.gov/current/title-40/part-141/subpart-L
https://www.ecfr.gov/current/title-40/part-141/subpart-L
https://doi.org/10.1016/J.TRAC.2011.06.009
https://doi.org/10.1021/es203312s
https://doi.org/10.1021/es203312s
https://doi.org/10.1021/es0483286
https://doi.org/10.1021/es0483286
https://doi.org/10.3390/ijms23094559
http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d5ew00861a

Open Access Article. Published on 29 October 2025. Downloaded on 06/02/2026 08:03:44.

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

(cc)

Environmental Science: Water Research & Technology

59

60

61

62

63

64

65

66

67

68

69

Environment, Science, 2020, 367(6476), 388-392, DOL:
10.1126/science.aay6636.

N. A. Bugher, B. Xiong, R. I. Gentles, L. D. Glist, H. G.
Siegel, N. P. Johnson, C. J. Clark, N. C. Deziel, J. E. Saiers
and D. L. Plata, Domestic Groundwater Wells in Appalachia
Show Evidence of Low-Dose, Complex Mixtures of Legacy
Pollutants, Environ. Sci.: Processes Impacts, 2024, 26(12),
2250-2263, DOI: 10.1039/D4EM00364K.

A. Dion-Fortier, M. J. Rodriguez, J. Sérodes and F. Proulx,
Impact of Water Stagnation in Residential Cold and Hot
Water Plumbing on Concentrations of Trihalomethanes
and Haloacetic Acids, Water Res., 2009, 43(12), 3057-3066,
DOI: 10.1016/j.watres.2009.04.019.

M. Salehi, M. Abouali, M. Wang, Z. Zhou, A. P.
Nejadhashemi, J. Mitchell, S. Caskey and A. J. Whelton,
Case Study: Fixture Water Use and Drinking Water Quality
in a New Residential Green Building, Chemosphere,
2018, 195, 80-89, DOI: 10.1016/j.chemosphere.2017.11.070.

Lj Zlatanovi¢, J. P. van der Hoek and J. H. G. Vreeburg, An
Experimental Study on the Influence of Water Stagnation
and Temperature Change on Water Quality in a Full-Scale
Domestic Drinking Water System, Water Res., 2017, 123,
761-772, DOIL: 10.1016/j.watres.2017.07.019.

Y. Y. Zhao, J. Boyd, S. E. Hrudey and X. F. Li, Characterization
of New Nitrosamines in Drinking Water Using Liquid
Chromatography Tandem Mass Spectrometry, Environ. Sci.
Technol., 2006, 40(24), 7636-7641, DOIL: 10.1021/es061332s.

P. Charisiadis, S. S. Andra, K. C. Makris, C. A. Christophi,
D. Skarlatos, V. Vamvakousis, S. Kargaki and E. G.
Stephanou, Spatial and Seasonal Variability of Tap Water
Disinfection = By-Products  within  Distribution  Pipe
Networks, Sci. Total Environ., 2015, 506-507, 26-35, DOI:
10.1016/j.scitotenv.2014.10.071.

W. J. Chen and C. P. Weisel, Halogenated DBP Concentrations
in a Distribution System, J. AWWA, 1998, 90(4), 151-163, DOL:
10.1002/j.1551-8833.1998.tb08418.x.

Y. J. Yang, C. A. Impellitteri, R. M. Clark, R. C. Haught,
D. A. Schupp, S. Panguluri and E. R. Krishnan, Chlorine
Decay and DBP Formation under Different Flow Regions in
PVC and Ductile Iron Pipes: Preliminary Results on the
Role of Flow Velocity and Radial Mass Transfer. World
Environ. Water Resour. Congr. 2008 Ahupuaa, 2008, pp. 1-
11, DOI: 10.1061/40976(316)491.

L. A. Rossman, R. A. Brown, P. C. Singer and J. R. Nuckols,
DBP Formation Kinetics in a Simulated Distribution
System, Water Res., 2001, 35(14), 3483-3489, DOI: 10.1016/
$0043-1354(01)00059-8.

Z. Wang, L. Li, R. W. Ariss, K. M. Coburn, M. Behbahani, Z.
Xue and Y. Seo, The Role of Biofilms on the Formation and
Decay of Disinfection By-Products in Chlor(Am)Inated
Water Distribution Systems, Sci. Total Environ., 2021, 753,
141606, DOI: 10.1016/j.scitotenv.2020.141606.

M. ]. Rodriguez, J.-B. Sérodes and P. Levallois, Behavior of
Trihalomethanes and Haloacetic Acids in a Drinking Water
Distribution System, Water Res., 2004, 38(20), 4367-4382,
DOI: 10.1016/j.watres.2004.08.018.

This journal is © The Royal Society of Chemistry 2025

70

71

72

73

74

75

76

77

78

79

80

81

82

83

View Article Online

Paper

R. M. Hozalski, W. A. Arnold, C. Chun, T. M. LaPara, J.-Y.
Lee, C. R. Pearson and P. Zhang, Degradation of
Halogenated Disinfection Byproducts in Water Distribution
Systems, in Disinfection By-Products in Drinking Water, ACS
Symposium Series, American Chemical Society, 2008, vol.
995, pp. 334-348, DOI: 10.1021/bk-2008-0995.ch023.

S. W. Krasner, P. Westerhoff, B. Chen, B. E. Rittmann and
G. Amy, Occurrence of Disinfection Byproducts in United
States Wastewater Treatment Plant Effluents, Environ. Sci.
Technol., 2009, 43(21), 8320-8325, DOI: 10.1021/es901611m.
A. D. Shah, S. W. Krasner, C. F. T. Lee, U. Von Gunten and
W. A. Mitch, Trade-Offs in Disinfection Byproduct
Formation Associated with Precursor Preoxidation for
Control of N-Nitrosodimethylamine Formation, Environ. Sci.
Technol., 2012, 46(9), 4809-4818, DOIL: 10.1021/es204717j.

P. Biswas, C. Lu and R. M. Clark, A Model for Chlorine
Concentration Decay in Pipes, Water Res., 1993, 27(12),
1715-1724, DOIL: 10.1016/0043-1354(93)90108-T.

R. M. Clark, Chlorine Demand and TTHM Formation
Kinetics: A Second-Order Model, J. Environ. Eng., 1998, 124(1),
16-24, DOI: 10.1061/(ASCE)0733-9372(1998)124:1(16).

L. A. Rossman, R. M. Clark and W. M. Grayman, Modeling
Chlorine Residuals in Drinking-Water Distribution Systems,
J. Environ. Eng., 1994, 120(4), 803-820, DOI 10.1061/
(ASCE)0733-9372(1994)120:4(803).

R. L. Wolfe, N. R. Ward and B. H. Olson, Inorganic
Chloramines as Drinking Water Disinfectants: A Review, J. -
Am. Water Works Assoc., 1984, 76(5), 74-88, DOI: 10.1002/
j-1551-8833.1984.tb05337.x.

J. C. Hoff and E. E. Geldreich, Comparison of the Biocidal
Efficiency of Alternative Disinfectants, J. - Am. Water Works
Assoc., 1981, 73(1), 40-44, DOIL 10.1002/j.1551-8833.1981.
tb04636.x.

R. M. Clark and M. Sivaganesan, Predicting Chlorine
Residuals and Formation of TTHMs in Drinking Water,
J. Environ. Eng., 1998, 124(12), 1203-1210, DOI: 10.1061/
(ASCE)0733-9372(1998)124:12(1203).

R. Loyola-Sepulveda, G. Lopez-Leal, J. Munoz, C. Bravo-Linares
and S. M. Mudge, Trihalomethanes in the Drinking Water of
Concepcion and Talcahuano, Chile, Water Environ. J.,
2009, 23(4), 286-292, DOI: 10.1111/j.1747-6593.2008.00140.x.
J. Sohn, G. Amy, J. Cho, Y. Lee and Y. Yoon, Disinfectant
Decay and Disinfection By-Products Formation Model
Development: Chlorination and Ozonation by-Products,
Water Res., 2004, 38(10), 2461-2478, DOIL 10.1016/].
WATRES.2004.03.009.

R. Sadiq, M. J. Rodriguez and H. R. Mian, Empirical Models
to Predict Disinfection By-Products (DBPs) in Drinking
Water: An Updated Review, Encycl. Environ. Health, 2019,
pp. 324-338, DOI: 10.1016/B978-0-12-409548-9.11193-5.

C. J. Seidel, M. J. McGuire, R. S. Summers and S. Via, Have
Utilities Switched to Chloramines?, J. - Am. Water Works
Assoc., 2005, 97(10), 87-97, DOIL: 10.1002/].1551-8833.2005.
TB07497 .X.

W. Lee, P. Westerhoff and J.-P. Croué, Dissolved Organic
Nitrogen as a Precursor for Chloroform, Dichloroacetonitrile,

Environ. Sci.: Water Res. Technol., 2025, 11, 3116-3130 | 3129


https://doi.org/10.1126/science.aay6636
https://doi.org/10.1039/D4EM00364K
https://doi.org/10.1016/j.watres.2009.04.019
https://doi.org/10.1016/j.chemosphere.2017.11.070
https://doi.org/10.1016/j.watres.2017.07.019
https://doi.org/10.1021/es061332s
https://doi.org/10.1016/j.scitotenv.2014.10.071
https://doi.org/10.1002/j.1551-8833.1998.tb08418.x
https://doi.org/10.1061/40976(316)491
https://doi.org/10.1016/S0043-1354(01)00059-8
https://doi.org/10.1016/S0043-1354(01)00059-8
https://doi.org/10.1016/j.scitotenv.2020.141606
https://doi.org/10.1016/j.watres.2004.08.018
https://doi.org/10.1021/bk-2008-0995.ch023
https://doi.org/10.1021/es901611m
https://doi.org/10.1021/es204717j
https://doi.org/10.1016/0043-1354(93)90108-T
https://doi.org/10.1061/(ASCE)0733-9372(1998)124:1(16)
https://doi.org/10.1061/(ASCE)0733-9372(1994)120:4(803)
https://doi.org/10.1061/(ASCE)0733-9372(1994)120:4(803)
https://doi.org/10.1002/j.1551-8833.1984.tb05337.x
https://doi.org/10.1002/j.1551-8833.1984.tb05337.x
https://doi.org/10.1002/j.1551-8833.1981.tb04636.x
https://doi.org/10.1002/j.1551-8833.1981.tb04636.x
https://doi.org/10.1061/(ASCE)0733-9372(1998)124:12(1203)
https://doi.org/10.1061/(ASCE)0733-9372(1998)124:12(1203)
https://doi.org/10.1111/j.1747-6593.2008.00140.x
https://doi.org/10.1016/J.WATRES.2004.03.009
https://doi.org/10.1016/J.WATRES.2004.03.009
https://doi.org/10.1016/B978-0-12-409548-9.11193-5
https://doi.org/10.1002/J.1551-8833.2005.TB07497.X
https://doi.org/10.1002/J.1551-8833.2005.TB07497.X
http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d5ew00861a

Open Access Article. Published on 29 October 2025. Downloaded on 06/02/2026 08:03:44.

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

(cc)

Paper

84

85

86

87

88

89

90

91

92

93

N-Nitrosodimethylamine, and Trichloronitromethane,
Environ. Sci. Technol., 2007, 41(15), 5485-5490, DOI: 10.1021/
es070411g.

D. L. McCurty, S. W. Krasner, U. von Gunten and W. A. Mitch,
Determinants of Disinfectant Pretreatment Efficacy for
Nitrosamine Control in Chloraminated Drinking Water, Water
Res., 2015, 84, 161-170, DOI: 10.1016/j.watres.2015.07.024.

A. Dotson, P. Westerhoff and S. W. Krasner, Nitrogen
Enriched Dissolved Organic Matter (DOM) Isolates and
Their Affinity to Form Emerging Disinfection by-Products,
Water Sci. Technol., 2009, 60(1), 135-143, DOIL 10.2166/
WST.2009.333.

S. L. Leavey-Roback, C. A. Sugar, S. W. Krasner and I. H.
Suffet, NDMA Formation during Drinking Water Treatment: A
Multivariate Analysis of Factors Influencing Formation, Water
Res., 2016, 95, 300-309, DOI: 10.1016/J].WATRES.2016.02.060.
P. Westerhoff and H. Mash, Dissolved Organic Nitrogen in
Drinking Water Supplies: A Review, J. Water Supply: Res.
Technol.-AQUA, 2002, 51(8), 415-448, DOIL  10.2166/
AQUA.2002.0038.

H. Chang, C. Chen and G. Wang, Identification of Potential
Nitrogenous Organic Precursors for C-, N-DBPs and
Characterization of Their DBPs Formation, Water Res.,
2011, 45(12), 3753-3764, DOI: 10.1016/j.watres.2011.04.027.
J. Kim and T. E. Clevenger, Prediction of
N-Nitrosodimethylamine (NDMA) Formation as a Disinfection
by-Product, J. Hazard. Mater., 2007, 145(1-2), 270-276, DOL
10.1016/] JHAZMAT.2006.11.022.

W. A. Mitch, A. C. Gerecke and D. L. Sedlak, A
N-Nitrosodimethylamine (NDMA) Precursor Analysis for
Chlorination of Water and Wastewater, Water Res.,
2003, 37(15), 3733-3741, DOI: 10.1016/S0043-1354(03)00289-6.
D. N. R. de Sousa, A. A. Mozeto, R. L. Carneiro and P. S.
Fadini, Electrical Conductivity and Emerging Contaminant
as Markers of Surface Freshwater Contamination by
Wastewater, Sci. Total Environ., 2014, 484, 19-26, DOI:
10.1016/j.scitotenv.2014.02.135.

C. Ort and H. Siegrist, Assessing Wastewater Dilution in
Small Rivers with High Resolution Conductivity Probes,
Water Sci. Technol., 2009, 59(8), 1593-1601, DOI: 10.2166/
wst.2009.174.

International Agency for Research on Cancer, Re-Evaluation
of Some Organic Chemicals, Hydrazine and Hydrogen
Peroxide; IARC monographs on the evaluation of
carcinogenic risks to humans, 1999, vol. 71, pp. 545-574,
https://publications.iarc.who.int/Book-And-Report-Series/
Iarc-Monographs-On-The-Identification-Of-Carcinogenic-

3130 | Environ. Sci.. Water Res. Technol,, 2025, 11, 3116-3130

View Article Online

Environmental Science: Water Research & Technology

94

95

96

97

98

99

100

101

102

103

Hazards-To-Humans/Re-evaluation-Of-Some-Organic-
Chemicals-Hydrazine-And-Hydrogen-Peroxide-Part-1-Part-2-
Part-3-1999.

A. Tanabe and K. Kawata, Impact of N,N-Dimethylformamide
from Domestic Effluents on River Waters, Bull. Environ.
Contam. Toxicol., 2009, 83(6), 841-845, DOI: 10.1007/s00128-
009-9857-7.

World Health Organization, Dimethylformamide; Environmental
Health Criteria 114, 1991, https://iris.who.int/bitstream/handle/
10665/37041/9241571144-eng.pdf.

B. Zhao and N. Nakada, Contribution of N,N-
Dimethylformamide to Formation of N-Nitrosodimethylamine
by Chloramination in Sewage Treatment Plants and Receiving
Rivers, Water Res., 2021, 191, 116827, DOL 10.1016/.
watres.2021.116827.

S. Chowdhury, P. Champagne and P. J. McLellan, Models
for Predicting Disinfection Byproduct (DBP) Formation in
Drinking Waters: A Chronological Review, Sci. Total
Environ., 2009, 407(14), 4189-4206, DOL 10.1016/].
SCITOTENV.2009.04.006.

Z. Chen and R. L. Valentine, Modeling the Formation of
N-Nitrosodimethylamine (NDMA) from the Reaction of
Natural Organic Matter (NOM) with Monochloramine,
Environ. Sci. Technol., 2006, 40(23), 7290-7297, DOI:
10.1021/es0605319.

S. Moradi, C. W. K. Chow, D. Cook, G. Newcombe and R.
Amal, Estimating NDMA Formation in a Distribution System
Using a Hybrid Genetic Algorithm, J. AWWA, 2017, 109(6),
E265-E272, DOL: 10.5942/jawwa.2017.109.0071.

United States Environmental Protection Agency, Public
Water System Historical Significant Non-Compliers:
National Trends Report, 2010, https://nepis.epa.gov/Exe/
ZyPDF.cgi/P100MEXD.PDF?Dockey=P100MEXD.PDF.

U.S. Environmental Protection Agency, Announcement of
Preliminary Regulatory Determinations for Contaminants
on the Fourth Drinking Water Contaminant Candidate List.
Federal Register, 2020, 85, pp. 14098-14142, https://www.
federalregister.gov/documents/2020/03/10/2020-04145/
announcement-of-preliminary-regulatory-determinations-

for-contaminants-on-the-fourth-drinking-water,  (accessed
2024-01-07).
D. L. McCurry, The Chloramine Dilemma, Science,

2024, 386(6724), 851-852, DOI: 10.1126/SCIENCE.ADT8921.
X-F. Li and W. A. Mitch, Drinking Water Disinfection
Byproducts (DBPs) and Human  Health  Effects:
Multidisciplinary Challenges and Opportunities, Environ. Sci.
Technol., 2018, 52(4), 1681-1689, DOI: 10.1021/acs.est.7b05440.

This journal is © The Royal Society of Chemistry 2025


https://doi.org/10.1021/es070411g
https://doi.org/10.1021/es070411g
https://doi.org/10.1016/j.watres.2015.07.024
https://doi.org/10.2166/WST.2009.333
https://doi.org/10.2166/WST.2009.333
https://doi.org/10.1016/J.WATRES.2016.02.060
https://doi.org/10.2166/AQUA.2002.0038
https://doi.org/10.2166/AQUA.2002.0038
https://doi.org/10.1016/j.watres.2011.04.027
https://doi.org/10.1016/J.JHAZMAT.2006.11.022
https://doi.org/10.1016/S0043-1354(03)00289-6
https://doi.org/10.1016/j.scitotenv.2014.02.135
https://doi.org/10.2166/wst.2009.174
https://doi.org/10.2166/wst.2009.174
https://publications.iarc.who.int/Book-And-Report-Series/Iarc-Monographs-On-The-Identification-Of-Carcinogenic-Hazards-To-Humans/Re-evaluation-Of-Some-Organic-Chemicals-Hydrazine-And-Hydrogen-Peroxide-Part-1-Part-2-Part-3--1999
https://publications.iarc.who.int/Book-And-Report-Series/Iarc-Monographs-On-The-Identification-Of-Carcinogenic-Hazards-To-Humans/Re-evaluation-Of-Some-Organic-Chemicals-Hydrazine-And-Hydrogen-Peroxide-Part-1-Part-2-Part-3--1999
https://publications.iarc.who.int/Book-And-Report-Series/Iarc-Monographs-On-The-Identification-Of-Carcinogenic-Hazards-To-Humans/Re-evaluation-Of-Some-Organic-Chemicals-Hydrazine-And-Hydrogen-Peroxide-Part-1-Part-2-Part-3--1999
https://publications.iarc.who.int/Book-And-Report-Series/Iarc-Monographs-On-The-Identification-Of-Carcinogenic-Hazards-To-Humans/Re-evaluation-Of-Some-Organic-Chemicals-Hydrazine-And-Hydrogen-Peroxide-Part-1-Part-2-Part-3--1999
https://publications.iarc.who.int/Book-And-Report-Series/Iarc-Monographs-On-The-Identification-Of-Carcinogenic-Hazards-To-Humans/Re-evaluation-Of-Some-Organic-Chemicals-Hydrazine-And-Hydrogen-Peroxide-Part-1-Part-2-Part-3--1999
https://doi.org/10.1007/s00128-009-9857-7
https://doi.org/10.1007/s00128-009-9857-7
https://iris.who.int/bitstream/handle/10665/37041/9241571144-eng.pdf
https://iris.who.int/bitstream/handle/10665/37041/9241571144-eng.pdf
https://doi.org/10.1016/j.watres.2021.116827
https://doi.org/10.1016/j.watres.2021.116827
https://doi.org/10.1016/J.SCITOTENV.2009.04.006
https://doi.org/10.1016/J.SCITOTENV.2009.04.006
https://doi.org/10.1021/es0605319
https://doi.org/10.5942/jawwa.2017.109.0071
https://nepis.epa.gov/Exe/ZyPDF.cgi/P100MEXD.PDF?Dockey=P100MEXD.PDF
https://nepis.epa.gov/Exe/ZyPDF.cgi/P100MEXD.PDF?Dockey=P100MEXD.PDF
https://www.federalregister.gov/documents/2020/03/10/2020-04145/announcement-of-preliminary-regulatory-determinations-for-contaminants-on-the-fourth-drinking-water
https://www.federalregister.gov/documents/2020/03/10/2020-04145/announcement-of-preliminary-regulatory-determinations-for-contaminants-on-the-fourth-drinking-water
https://www.federalregister.gov/documents/2020/03/10/2020-04145/announcement-of-preliminary-regulatory-determinations-for-contaminants-on-the-fourth-drinking-water
https://www.federalregister.gov/documents/2020/03/10/2020-04145/announcement-of-preliminary-regulatory-determinations-for-contaminants-on-the-fourth-drinking-water
https://doi.org/10.1126/SCIENCE.ADT8921
https://doi.org/10.1021/acs.est.7b05440
http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d5ew00861a

	crossmark: 


