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This systematic review summarizes the current evidence related to the reliability of toenail total
arsenic concentrations (thereafter “arsenic”) as a biomarker of long-term exposure. Specifically,
we reviewed literature on consistency of repeated measures over time, association with other
biomarkers and metal concentrations, factors influencing concentrations, and associations with
health effects. We identified 129 papers containing quantitative original data on arsenic in toenail
samples covering populations from 29 different countries. We observed geographic differences in
toenail arsenic concentrations, with highest median or mean concentrations in Asian countries.
Arsenic-contaminated drinking water, occupational exposure or living in specific industrial areas
were associated with an increased toenail arsenic content. The effects of other potential
determinants and sources of arsenic exposure including diet, gender and age on the concentrations
in toenails need further investigations. Toenail arsenic was correlated with the concentrations in
hair and fingernails, and with urine arsenic mainly among highly exposed populations with a
toenail mean or median =1 pg/g. Overall, there is a growing body of evidence suggesting that
arsenic content from a single toenail sample may reflect long-term internal dose-exposure. Toenail
arsenic can serve as a reliable measure of toxic inorganic arsenic exposure in chronic disease
research, particularly promising for cancer and cardiovascular conditions.

Keywords
toenail; exposure; biomonitoring; biomarker; arsenic

1. Introduction

Arsenic is a metalloid ubiquitous in the environment found in different forms (inorganic and
organic) and oxidation states (=3, 0, +3, +5). Inorganic arsenic is a known cause of multiple
cancer and non-cancer health outcomes (IARC, 2012). For non-occupationally exposed
individuals, drinking water and food intake are considered among the major arsenic
exposure sources. People may also be exposed by breathing air or by skin contact with
polluted soil and water (Davis et al., 2017; Marchiset-Ferlay et al., 2012). Inorganic arsenic
predominates in drinking water; whereas both inorganic and organic arsenic forms are found
in food (Carbonell-Barrachina et al., 2009; Cubadda et al., 2016).

Ingested inorganic arsenic is absorbed through the gastro-intestinal tract into the blood
stream, taken up by the liver and transformed to monomethylarsonic acid (MMA) and
dimethylarsinic acid (DMA) through a methylation process catalyzed by the enzyme arsenic
(+3) methyltransferase (AS3MT) with S-adenosylmethionine as the methyl group donor
(Agusa et al., 2011; Antonelli et al., 2014; Jansen et al., 2016; Tseng, 2009). The majority of
absorbed arsenic is eliminated in urine within 3-5 days (Buchet et al., 1981; Marchiset-
Ferlay et al., 2012; Meharg et al., 2014). The methylation process is usually considered a
mechanism for detoxification however this process is incomplete; therefore, unmetabolized
inorganic arsenic including arsenite and arsenate along with organic forms such as DMA and
MMA are detectable in urine (Signes-Pastor et al., 2017). During the inorganic arsenic
methylation process intermediate trivalent metabolites are generated (e.g., MMA!! and
DMAI, and they may be highly reactive (Tseng, 2009). Inorganic arsenic has high affinity
to keratin-rich tissues, and thus a fraction of the inorganic arsenic from the blood flow binds
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to the sulfhydryl-groups of hair and nails and is accumulated mainly at lower oxidation
states (Marchiset-Ferlay et al., 2012; Pearce et al., 2010). On the contrary, evidence suggests
that ingestion of organic forms of arsenic including arsenobetaine and other complex
organosenicals associated with marine products consumption are excreted in the urine
unchanged or after metabolism and are not accumulated in the human body (Cubadda et al.,
2016; Navas-Acien et al., 2011).

Biomarkers of inorganic arsenic exposure are necessary to understand the mechanism of
toxicity, and to assess the health impacts. Blood, urine, hair, and nails are the most common
biological substrates used in epidemiological studies. Toenail samples are advantageous for
large epidemiological studies due to the ease of collection and storage, and because they are
considered less susceptible to external contamination compared to hair (Esteban and
Castafio, 2009; Karagas et al., 2000; Mandal et al., 2003; Marchiset-Ferlay et al., 2012).
Toenails have a slow rate of growth and their clippings reflect several weeks of growth that
occurred 5 to 18 months ago. Thus, toenail clipping total arsenic concentrations (thereafter
“arsenic”) provide a measurement of internal exposure to inorganic arsenic from the
previous 5 to 18 months (Goullé et al., 2009; Slotnick, 2011). In light of the growing use of
toenails as a biomarker of arsenic exposure, we systematically reviewed and summarized the
available data on toenail arsenic as exposure biomarker in exposure science and
epidemiology research. We specifically focused on 1) reliability of repeated measures over
time; 2) their relation with other toenail metals and with other commonly used arsenic
biomarkers; 3) potential factors influencing toenail arsenic concentrations; and 4)
associations with health effects.

2. Material and methods

This review is reported according to the Preferred Reporting Items for Systematic Review
and Meta-analysis (PRISMA) publication standards (Moher et al., 2009). The protocol was
registered in PROSPERO, the international prospective register of systematic reviews
(registration number CRD42019129138) (University of York, 2019).

2.1. Search strategy

We performed a systematic literature search for peer-reviewed papers with original data on
arsenic concentrations in human toenail samples following the approach described
previously (Gutiérrez-Gonzalez et al., 2019). We searched for all available studies published
before December 31, 2017 in three different databases: PubMed/MEDLINE, Web of
Science, and Scopus using the following search strategy: 1) toenail OR nail; 2) exposure OR
biomonitoring OR biomarker; 3) arsenic. This strategy retrieved 573 references.
Additionally, another 19 papers were identified through the reference lists in the papers
initially found. Five reviewers (AS, EG, MG, FR and JL) screened abstracts, reviewed full-
text papers and performed quality assessments using the STROBE checklists. Only reports
written in English were considered, and only those that contained quantitative original data
on human toenail arsenic levels were included. Questions about the type of nails or other
selection criteria were clarified by directly asking the authors before inclusion when needed
(Ali et al., 2010; Farzan et al., 2017; Hossain et al., 2012; Huda et al., 2014; Islam et al.,
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2015; Watts et al., 2009). After removing duplicates, 306 articles were recruited for title and
abstract screening. From these, 259 articles were selected for full text assessment for
eligibility. Finally, for the purpose of this review, 129 articles met the inclusion criteria.
Among them, there were reports focused on the same study population that potentially
reported arsenic concentrations in the same toenail samples. The flow chart of the study
selection process is shown in Figure S1.

2.2. Data collection

Data from selected studies were extracted and compiled into a customized spreadsheet by
eight investigators (EG, MG, FR, JL, EV, RP, MP, and AN) and reviewed for accuracy and
completeness by a ninth investigator (AS). According to a purpose-designed protocol, the
following information was extracted from each paper: 1) basic information including first
author, country, year of publication, research project, source of arsenic exposure, and health
effects; 2) study design, main objective and conclusions, sample size, population sampling
method, participant characteristics, informed consent request, and ethical committee
approval; 3) sample and analytical information including toenail type such as big toe or all
toes, sample preparation, analytical method, quality control measures, and limits of detection
(LOD); 4) arsenic concentrations including range, percentiles, interquartile range (IQR),
median, arithmetic mean, and geometric mean when available; and 5) association with other
biomarkers, other toenail metal concentrations, personal characteristics, environmental data
or with previous toenail sample measurements. The units of measurement were
heterogeneous across studies. In order to facilitate comparisons among studies, all arsenic
concentrations were converted to pg/g or parts per million (Kato et al., 2013; Maity et al.,
2012; Middleton et al., 2016; Otto et al., 2007; Punshon et al., 2015; Saat et al., 2013; Wiatts
et al., 2009). The information extracted from the selected studies is described below and
provided in the Supplemental Information.

3. Results

3.1. Study characteristics

We identified 129 studies with quantitative data on arsenic content in toenail samples
published before December 31, 2017. The largest number of studies were from the United
States of America (US) (humber of studies (71) = 49) and Bangladesh (= 25) followed by
China (n=T7) and Canada (n = 7). Other countries with multiple studies included Australia
(n=4), United Kingdom (7= 3), Thailand (7= 3), Poland (n= 3) and Pakistan (7= 3). The
oldest study was published in 1993 (Garland et al., 1993), and the number of manuscripts
began to increase from 2004 with over half of the included studies being published since
2012 (Figure S2).

Near to 70% of the included studies focused on arsenic as a single agent. However, several
studies also reported toenail concentrations of other elements. Cadmium, manganese and
lead were the most common elements assessed after arsenic and their toenail contents were
reported in 29 studies (Table S1).
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The number of participants in each investigation was highly variable: 31% of the studies
included less than 100 individuals, 57% between 100 and 1,000 and 10% more than 1,000
participants (range: 7—4,257). The largest sample size was the New Hampshire Skin Cancer
Study with 2,881 cases and 1,376 controls (Farzan et al., 2015). Sample size was unspecified
in 2% of the reports (Abdulrahman et al., 2012; Nath et al., 2008; Watts et al., 2009) (Table
S1).

A cross-sectional study design was performed in 62% of the included studies, followed by
case-control for 24% and cohort studies for 13%. Additionally, our search identified an
intervention study designed to assess the effectiveness of consumption of bottle water in
reducing arsenic exposure (Josyula et al., 2006).

3.2. Analytical methodology: sample collection, toenail preparation, analysis and quality

control.

Toenail clippings, the last end fraction of the nail, were usually obtained using stainless-steel
clippers or scissors and frequently stored in paper envelops or plastic bags/vials at room
temperature until analysis.

Many studies (n7= 81) did not identify whether the toenail samples were collected from all
toes or only from big toes. Among those that did, clippings of all toes (n7=47) or big toe
only (n= 1) (Lampron-Goulet et al., 2017) were collected. Some studies collected
fingernails in addition to toenails samples (Coelho et al., 2014; Phan et al., 2011; Schmitt et
al., 2005; Wade et al., 2015) and they were analyzed for arsenic content separately.

The amount of collected toenail samples used for analysis (i.e., mean or range) was reported
in only 14% of the studies. In these studies, toenail mass ranged from 0.001 g to 0.855 g
(Button et al., 2009; Freeman et al., 2004; Karagas et al., 1996; Martin et al., 2013; Nichols
etal., 1998; Nygaard et al., 2017; Pearce et al., 2010; Rairnska et al., 2007). In a few studies,
a minimum weight of toenail sample was noted to be necessary to measure the arsenic
content (e.g., >0.05 g (Rahman et al., 2017; Tsuji et al., 2005)) as the LOD is affected by
toenail mass (Nygaard et al., 2017).

The reported methods for processing toenail samples including cleaning prior to analysis
differed across studies. However, the following steps were usually identified (Table S1). If
samples contained nail polish this was first removed with acetone and visible dirt was
manually cleaned (Farzan et al., 2016, 2017; Martin et al., 2013; Normandin et al., 2014;
Nygaard et al., 2017; Tsuji et al., 2005). Then, toenail samples were washed with detergent,
deionized water, methanol, Triton solution, or acetone in a sonicator or in an ultrasound bath
(Aguiar and Saiki, 2001; Chanpiwat et al., 2015; Hossain et al., 2012; Huyck et al., 2007;
Islam et al., 2015; Karim et al., 2010; Maclntosh et al., 1997; Nath et al., 2008; Rahman et
al., 2017; Rodrigues et al., 2015; Saat et al., 2013). Finally, samples were dried in an oven,
air-dried or freeze-dried before analysis (Abdulrahman et al., 2012; Alamdar et al., 2016;
Cottingham et al., 2013; Farzan et al., 2015; Gruber et al., 2012; Karagas, et al., 2001a,
2001b, 2002, 2004; Lee et al., 2016). A digestion process prior analysis was performed
when arsenic content was measured using inductively coupled plasma mass spectrometry
(ICP-MS), atomic absorption spectrometry (AAS) or atomic fluorescence spectrometry
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(AFS), which are among the most common techniques for measuring toenail arsenic
concentrations (Table S1). The digestion process usually involved strong acids (e.g., nitric
acid) and hydrogen peroxide as a powerful oxidizing agent, and generally took place in a
microwave digestion system (Chiou et al., 1997; Coelho et al., 2014, 2012; Intarasunanont et
al., 2012; Kile et al., 2016; Lewinska et al., 2007; Lin et al., 2017; Maity et al., 2012;
Rahman et al., 2017; Subhani et al., 2015).

Only one study described randomizing samples before analysis to reduce uncertainty from
the artifacts related to injection order and instrumental sensitivity during the entire sequence
(Subhani et al., 2015). Overall, 100 studies described quality control procedures including
the use of study specific nail reference material, recovery analysis, procedural blanks,
duplicate samples, and spike samples. The LOD was usually calculated as the mean blank
signal plus 3 standard deviations (Button et al., 2009; Middleton et al., 2016) and was
reported in 49 studies. Among these, 44 reported the LOD multiplied by the dilution factor
and given in pg of arsenic per g of toenail. In the remaining 5 studies the LOD was reported
in ug/L (Beamer et al., 2016; Freeman et al., 2004; Kuiper et al., 2014; Maity et al., 2012;
Rahman et al., 2015). The reported LODs showed a wide variability ranging from <0.001
ug/g (Johnson et al., 2011; Kile et al., 2016, 2007; Lambrou et al., 2012; Nygaard et al.,
2017) to 1.23 ug/g (Farzan et al., 2017). The percentage of samples with arsenic content
below the LOD was not always reported. Toenail arsenic concentrations below the LOD
were either excluded (Adair et al., 2006; Phan et al., 2011) or a value was imputed before
statistical analysis. The imputed value was usually one-half the LOD value; however, the
LOD divided by the square root of 2 was also used (Beamer et al., 2016; Gagnon et al.,
2016; Lampron-Goulet et al., 2017; Rivera-NUfez et al., 2011; Wade et al., 2015; Farzan et
al., 2017).

3.3. Arsenic concentrations in toenails across populations.

Descriptive measures of toenail arsenic concentrations were reported differently across
studies (e.g., arithmetic mean, median, geometric mean, minimum, maximum, etc.) (Table
S2). The most common measures presented were arithmetic means (/7= 74) and medians (7
= 54) (Figure 1).

The selected studies provided data on toenail arsenic concentrations from populations living
in 29 different countries. The highest levels were found in those corresponding to Asian
countries, particularly Bangladesh, China, and India (Figure 2). There were particularly high
median concentrations (=6.0 pg/g) in populations from India and Bangladesh (Karim et al.,
2010; Maity et al., 2012), while the highest arithmetic mean concentration of 24 pg/g was
found in adult populations living in Inner Mongolia, China consuming highly arsenic-
contaminated water (i.e., 430-690 pg/L) (Mumford et al., 2007; Schmitt et al., 2005). In
regard to other areas, relatively high concentrations were also observed among children
living in rural areas of Mexico reaching an arithmetic mean of 3.54 ug/g (Gonzalez-Cortes et
al., 2017). An arithmetic mean and median toenail arsenic concentrations <0.05 |g/g were
noted in several studies in populations living in the US (Appleton et al., 2017; Freeman et
al., 2004; Green et al., 2016; Johnson et al., 2011; Nygaard et al., 2017), Australia (Hinwood
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et al., 2008), Canada (Normandin et al., 2014), China (Otto et al., 2007), Poland (Rairiska et
al., 2007), Thailand (Intarasunanont et al., 2012), and Uganda (Mwesigye et al., 2016).

3.4. Reliability studies of toenail arsenic and correlations with other biological matrices

Within person variability of toenail arsenic concentrations over time was evaluated in two
studies from the US (Garland et al., 1993; Karagas, et al., 2001a) and one from Bangladesh
(Huyck et al., 2007) (Table 1). The reproducibility over a 6-year period of toenail arsenic
was assessed by comparing the concentrations in paired specimens collected in 1982-83 and
1988 from 127 women registered nurses aged 30-55 years living in the US. Average toenail
arsenic was 0.11 pg/g, with the spearman correlation coefficient of 0.54 over the 6-year
period (Garland et al., 1993). A later US study with a geometric mean of 0.12 ug/g, reported
an intraclass correlation of 0.60 calculated for toenail arsenic concentrations collected 3 to 5
years apart among controls of a non-melanoma skin case-control study (Karagas, et al.,
2001a). Among 52 women of 18-38 years from Bangladesh with a median toenail arsenic of
0.76 pg/g followed-up multiple times during pregnancy, the correlation coefficient for
repeated toenail arsenic concentrations was 0.49 (Huyck et al., 2007).

A total of 28 studies evaluated the correlation of toenail arsenic with other biological
matrices (i.e., urine, hair, fingernail, blood, placenta, and saliva), from various parts of the
world, and a range of sample sizes from 30 to 1,151 (Table 1). Urinary arsenic is a
biomarker of short-term exposure and was the biological matrix more often compared with
that in toenail samples (7= 17). Among studies including populations highly exposed from
drinking water or with urinary arsenic speciation analysis (7= 14), the positive correlation
coefficients ranged from 0.18 to 0.71 with a median of 0.34. The strongest correlation (r =
0.71) was reported from a population with high water arsenic exposure in West Bengal,
India, based on 239 adults belonging to 52 different families (Maity et al., 2012), and the
lowest coefficients (i.e., <0.20) were observed among US populations, with generally lower
water arsenic concentrations (Burgess et al., 2014; Farzan et al., 2016; Green et al., 2016).

Hair has a similar keratin composition to toenails, and our search identified 13 studies that
assessed the association between toenail and hair arsenic concentrations. The correlation
coefficients ranged from 0.22 to 0.83, and the strongest correlations (r >0.70) were found in
studies from Bangladesh, Cambodia, and India with known drinking water arsenic
contaminations, and in a mining area in Portugal (Chanpiwat et al., 2015; Coelho et al.,
2012; Maity et al., 2012; Phan et al., 2011; Rakib et al., 2013). Three studies evaluated the
correlation between arsenic concentrations in toenails and fingernails with moderate (i.e.,
ranging from >0.3 to <0.7) (Coelho et al., 2014), strong (i.e., >0.7) (Coelho et al., 2012;
Phan et al., 2011), and very strong (i.e., >0.9) correlation coefficients (Phan et al., 2011).
Only two studies evaluated the correlation between toenail and blood total arsenic content
and found moderate correlation coefficients (i.e., 0.28 and 0.55) among populations living in
a mining or a water arsenic-contaminated area (Coelho et al., 2014; Rodrigues et al., 2015).
Two studies reported low (i.e., <0.3) to moderate (i.e., ranging from >0.3 to <0.7)
associations between toenail and placenta arsenic concentrations derived from the same
study populations in the US (Green et al., 2016; Punshon et al., 2015). The associations
between maternal and infants’ arsenic concentrations in toenail samples collected at 4-8
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weeks of birth were investigated in two studies with a correlation of 0.34 and 0.42 in
mother-infant pairs from US and Bangladesh, respectively (Davis et al., 2014; Rodrigues et
al., 2015). Our search identified only one study that investigated the association between
toenail and saliva arsenic concentrations. It included children living in an arsenic-
contaminated area of Thailand and found a correlation coefficient of 0.51 (Hinhumpatch et
al., 2013).

3.5. Correlation of arsenic with other metals in toenails.

The correlation between toenail arsenic and other toenail metal concentrations was explored
in 8 studies (Table 2). The correlations between arsenic and toenail content of cadmium (7=
7), manganese (1= 7), and lead (n7 = 6) were the most frequently investigated. Generally, a
modest positive correlation was observed between arsenic and cadmium ranging from 0.25
to 0.59 (Coelho et al., 2012; Grashow et al., 2014a; Mordukhovich et al., 2012; Sanders et
al., 2014; Slotnick et al., 2005; Wong et al., 2015), similar to that with lead, with correlations
ranging from 0.27 to 0.39 (Grashow et al., 2014a; Mordukhovich et al., 2012; Sanders et al.,
2014; Slotnick et al., 2005; Wong et al., 2015). A study from a mining area in Portugal
reported a strong positive correlation between arsenic and manganese with a correlation of
0.71 (Coelho et al., 2012). Other studies reported moderately positive correlations between
arsenic and manganese with coefficients ranging from 0.27 to 0.58 (Grashow et al., 2014a;
Mordukhovich et al., 2012; Sanders et al., 2014; Slotnick et al., 2005; Wong et al., 2015). A
study from Qatar of farm workers did not find clear correlations with toenail concentrations
of arsenic and cadmium, manganese, or lead. Likewise, they did not observe correlations
between arsenic and the concentrations of copper, barium, molybdenum, and uranium in
toenail samples (Kuiper et al., 2014). Only one study examined the association between
arsenic and aluminum, cobalt and vanadium, and reported moderately positive correlations
of 0.34, 0.23 and 0.44, respectively (Slotnick et al., 2005). Two studies found weak
correlation coefficients between arsenic and nickel (i.e., 0.20 and 0.26) (Grashow et al,
2014a; Wong et al., 2015). Finally, two studies detected weak inverse correlations (i.e., 0.09
and —0.10) between toenail arsenic and mercury concentrations (Mordukhovich et al., 2012;
Sanders et al., 2014).

3.6. Sources of exposure

Drinking water is one of the main sources of inorganic arsenic for humans throughout the
world, and, consequently, it has also been the main exposure investigated in studies of
toenail arsenic concentrations. Other possible sources of arsenic that have been evaluated
include diet (Lambrou et al., 2012; Tabata et al., 2006), smoking (Tabata et al., 2006), and
occupation such as farming (Kuiper et al., 2014; Saat et al., 2013), galvanizing (Menezes et
al., 2004), fertilizing (Rainska et al., 2007, 2005), smelting (Lewinska et al., 2007; Sanders
et al., 2014) and mining activities or living in a mining area (Button et al., 2009; Coelho et
al., 2014, 2012; Loh et al., 2016; Martin et al., 2013; Ndilila et al., 2014; Pearce et al., 2010;
Wiatts et al., 2009), and other environmental factors such as exposure to dust (Alamdar et al.,
2016; Subhani et al., 2015) or soil (Hinwood et al., 2003).

Consumption of water with arsenic level =1 pg/L was associated with increased levels of
toenail arsenic concentrations (Calderon et al., 2013; Cottingham et al., 2013; Hinwood et
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al., 2003; Rodrigues et al., 2015; Yu et al., 2014a). Mainly all the studies that explicitly
reported drinking water to be among the major source of arsenic exposure came from the US
or from populations living in Asian arsenic-contaminated areas, in which sometimes
concentrations reached levels >500 ug/L (Breton et al., 2007a; Kile et al., 2005; Maity et al.,
2012; Mumford et al., 2007). Drinking water was also identified as an important source of
arsenic exposure among populations living in Canada (Lampron-Goulet et al., 2017; Mclver
et al., 2015; Normandin et al., 2014; Yu et al., 2014b), rural communities in Mexico
(Gonzalez-Cortes et al., 2017), and in a southwestern part of England in the United
Kingdom (Middleton et al., 2016).

Diet is another main source of exposure, especially among populations with access to low-
arsenic drinking water and not occupationally exposed, but available information in regard to
toenail arsenic levels is still unclear. Some US studies with modest sample sizes (7 >400)
have found that toenail arsenic is related to marine products consumption, including fish and
seafood intake assessed using food frequency questionnaires (FFQs) (Cottingham et al.,
2013; Heck et al., 2009; Slotnick et al., 2007). High toenail arsenic concentrations were also
related to consumption of white wine, beer, brussels sprouts, and foods cooked with arsenic
contaminated water (Cottingham et al., 2013); in contrast, several dietary lipids (e.g., total
fat, total animal fat, total vegetable fat, total monounsaturated fat, total polyunsaturated fat,
and total saturated fat), also assessed with information gathered from a FFQ administered to
a study population >800 participants, were inversely related to toenail arsenic concentrations
(Gruber et al., 2012). Consumption of brown rice, yellow squash, and hot dogs were among
the food items identified through a FFQ associated with toenail arsenic in the Nurses’ Health
and Health Professional Follow-up study including 969 participants (Maclntosh et al., 1997).
Among 1,616 pregnant women in Bangladesh, toenail arsenic was positively associated with
consumption of several vegetables, fish, and meat items; however, it was negatively
associated with consumption of rice, cereals, fruits, and milk-based items assessed using a
semi-quantitative FFQ (Lin et al., 2017). On the contrary, a study from Japan including 159
participants found increased toenail arsenic concentrations associated with daily rice intake
in an elderly population, and the authors did not observe an association with alcohol intake,
fish or seaweed consumption (Tabata et al., 2006). A lack of association between marine
products consumption assessed using a FFQ and toenail arsenic was also reported in a study
from Nevada including 95 participants (Adair et al., 2006), and an inverse association was
found in a study from Pakistan with 155 participants with available toenail arsenic
concentrations (Anwar, 2005).

Some tobacco contains trace amounts of arsenic (Lazarevi¢ et al., 2012). Toenail arsenic
levels were elevated among elderly smokers (7= 13) with a geometric mean of 0.65 pg/g
compared to 0.40 pg/g for non-smokers (n7=110) in a study from Japan with a p for trend
obtained from a linear regression adjusted for sex and age of 0.051 (Tabata et al., 2006). On
the contrary, in US populations with smoking average prevalence of 15% and toenail arsenic
ranging from <0.01 pg/g to 1.26 pug/g no association was found between smoking status and
toenail arsenic concentrations (Calderon et al., 2013; Karagas et al., 2000; Slotnick et al.,
2007). Similarly, null findings were reported from Australia and China among populations
with average smoking prevalence of about 50% and an order of magnitude higher toenail
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arsenic content than that in the aforementioned US studies (Hinwood et al., 2003; Schmitt et
al., 2005).

Occupation and community exposure from industrial sources may lead to higher arsenic
exposure. Elevated toenail arsenic concentrations were found among smelters in Poland
(mean of 7.63 pg/g) compared to controls (mean of 0.51 pug/g) (Lewinska et al., 2007).
Similar findings were reported among workers of galvanizing factories in Brazil (Menezes et
al., 2004) and mine workers in Portugal (Coelho et al., 2014, 2012). Also, phosphatic
fertilizer production workers in Poland had twice the toenail arsenic concentrations of
controls (Rainska et al., 2005); these findings however were not supported in a later study
(Rainska et al., 2007). Residents of near former mines or exposed to soil dust also have been
associated with an increase of toenail arsenic concentrations in Portugal (Coelho et al., 2012,
2014), Australia (Martin et al., 2013; Pearce et al., 2010), Pakistan (Alamdar et al., 2016;
Subhani et al., 2015), and the United Kingdom (Button et al., 2009).

3.7. Personal characteristics

A study from Czech Republic investigated toenail arsenic concentrations in 188 women and
74 men from the Capital City of Prague and found higher arsenic content in women’s versus
men’s toenail samples (Rakovic et al., 1997). Increased toenail arsenic concentrations have
been found among Bangladeshi women compared to men (Rakib et al., 2013). On the
contrary, other studies did not note toenail arsenic gender-related differences (Anwar, 2005;
Tabata et al., 2006) or find a reduced toenail arsenic content among women study
participants compared to men (Abdulrahman et al., 2012; Schmitt et al., 2005; Yu et al.,
2014a).

Changes in toenail arsenic concentrations with age are inconsistent. A population living in
West Bengal, India, showed an increased arsenic content in toenail samples with age with
median concentrations of 1.24 ug/g, 5.24 ug/g, 6.32 ug/g, 6.60 pg/g, and 5.89 pug/g among
<14, 14-28, 29-42, 43-56, =57 years old age groups, respectively (Maity et al., 2012).
Conversely, a US study of New Hampshire residents aged 25-74 reported a decline of
-1.49% in toenail arsenic concentrations with age in multiple log-linear regression analysis
(Karagas et al., 2000). Toenail concentrations did not differ by age in other studies (Calderon
et al., 2013; Coelho et al., 2014; Tabata et al., 2006).

Generally, monthly income and higher education were associated with a decrease in toenail
arsenic content (Rodrigues et al., 2015; Yu et al., 2014a). Also, obesity-related dietary
patterns and body mass index were found to be inversely related with toenail arsenic levels
(Grashow, et al., 2014b; Yu et al., 2014a; Yu et al., 2014b); however, that trend was not
identified among participants from the Veterans Administration Normative Aging Study.
Indeed, a median toenail arsenic concentration of 0.07 ug/g, 0.07 ug/g, and 0.08 ug/g was
reported among participants with a body mass index <25, 25-29, and =30, respectively
(Mordukhovich et al., 2009).

3.8. Health outcomes/biologic response markers

Overall, 60 studies investigated the association between toenail arsenic concentrations and
health outcomes or disease-related biologic responses (Table 3).
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We identified 14 studies that evaluated the association between toenail arsenic and cancer. A
positive association was found between toenail arsenic content and several types of cancers
including squamous cell skin cancer (Karagas, et al., 2001b; Nichols et al., 1998), melanoma
(Freeman et al., 2004), lung cancer (Andrew et al., 2009; Heck et al., 2009; Johnson et al.,
2011), bladder cancer (Karagas et al., 2012, 2004; Lesseur et al., 2012), and cancer of
pancreas (Amaral et al., 2012). Among individuals from the State of New Hampshire with
toenail arsenic concentrations above the 97t percentile (0.34 pg/g), the adjusted odds ratios
(OR) were 2.07 (95% confidence interval (CI): 0.92, 4.66) for squamous cell carcinoma and
1.44 (95% CI: 0.74, 2.81) for basal cell carcinoma (Karagas, et al., 2001b). Also, in a
population from lowa, an OR equal to 2.1 (95% ClI: 1.4, 3.3) for risk of melanoma was
calculated among participants with toenail arsenic =0.08 pg/g in relation to <0.02 pug/g
(Freeman et al., 2004). In contrast, in a New Mexico population-based study toenail arsenic
was not associated with cutaneous melanoma (Yager et al., 2016). Elevated toenail arsenic
also appears to be associated with an increased risk of lung and bladder cancer among US
populations (Andrew et al., 2009; Heck et al., 2009; Johnson et al., 2011; Karagas et al.,
2012, 2004; Lesseur et al., 2012). For example, an increased risk of small-cell and
squamous-cell carcinoma of the lung (OR = 2.75; 95% CI: 1.00, 7.57) was associated with
toenail arsenic concentrations >0.11 pg/g (Heck et al., 2009). Likewise, an elevated risk for
bladder cancer was observed (OR = 2.17, 95% CI: 0.92, 5.11) for participants with toenail
arsenic >0.33 g/g; however, the association was lost among never smokers (Karagas et al.,
2004). Toenail arsenic was inversely associated with bladder cancer (hazard ratio (HR) = 0.5
(95% CI: 0.4, 0.8) in participants with toenail arsenic >0.12 pg/g against <0.06 pg/g (Kwong
et al., 2010). In Spain, the highest quartile toenail arsenic concentrations (>0.11 ug/g) were
related to an increased risk of pancreatic cancer (OR = 2.02, 95% CI: 1.08, 3.78) compared
to concentrations within the first quartile (<0.05 pg/L) (Amaral et al., 2012). There was no
evidence of an association between toenail arsenic concentrations and the risk of breast
cancer (Garland et al., 1996).

We identified 14 studies that investigated the association between toenail arsenic
concentrations and cardiovascular outcomes. Several studies from Bangladesh, China,
Korea, Malaysia, and US found an increased risk of cardiovascular diseases associated with
toenail arsenic (Farzan et al., 2015, 2017; Hasibuzzaman et al., 2017; Hinhumpatch et al.,
2013; Huda et al., 2014; Karim et al., 2013; Lee et al., 2016; Mordukhovich et al., 2009,
2012; Mumford et al., 2007; Pan et al., 2013; Rivera-NUfiez et al., 2011; Saat et al., 2013;
Wade et al., 2015). For example, among participants from the Normative Aging Study, an
IQR in toenail arsenic (0.06 pg/g) was associated with higher systolic blood pressure (8 =
1.43 mmHg; 95% CI: 0.34, 2.51) in the fully adjusted linear regression model
(Mordukhovich et al., 2012). Higher toenail arsenic concentrations with an average of 0.07
ug/g were observed among Malaysian farmers with hypertension compared to participants
with normal blood pressure, whose average toenail arsenic was 0.06 pg/g (Saat et al., 2013).
In China, the prevalence rates of cardiac repolarization abnormalities with corrected QT
interval prolongation were 3.9%, 11.1%, 20.6% among participants exposed to low, medium,
and high arsenic with average toenail concentrations of 1.21 pg/g, 9.79 ug/g, and 24.61 ug/g,
respectively (Mumford et al., 2007). These findings are in agreement with a later US study,
which reported that an IQR increase in toenail arsenic (0.06 ug/g) was associated with a 2.5-
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millisecond increase in corrected QT (95% CI: 0.11, 4.9) in a linear regression model
(Mordukhovich et al., 2009). In contrast, a study of US welders found no association with
arterial compliance, an indicator of the extent to which arteries distend and constrict
following systole (Wong et al., 2015).

Additional studies have evaluated the associations with diabetes. Compared with participants
exposed to the lowest quartile of toenail arsenic (<0.93 ug/g), the adjusted OR for type 2
diabetes was 3.34 (95% CI: 1.16, 5.31) for those in the second quartile (0.94-2.12 ug/qg),
3.40 (95% ClI: 1.04, 4.87) for those in the third quartile (2.13-6.18 pg/g), and 6.22 (95% CI:
2.63, 14.69) for those in the fourth quartile (=6.19 pg/g) in a study from Bangladesh (Pan et
al., 2013), and that trend appeared consistent among US and Canada populations (Farzan et
al., 2016; Lampron-Goulet et al., 2017).

Further studies evaluated the association between toenail arsenic concentrations and other
health outcomes. In arsenic endemic areas in Bangladesh and India, higher toenail arsenic
concentrations were related to an increased risk of melanosis/keratosis (Breton et al., 2007b;
Maity et al., 2012; Seow et al., 2012). A case-control study including participants served by
the Pabna Community Clinic in Bangladesh found that cases with skin lesions had 2-fold
higher mean toenail concentrations (6.61 pg/g) compared to controls (3.18 pg/g) (Breton et
al., 2007b). Also, a follow-up study showed that participants with skin lesions had a mean
toenail arsenic concentration 3-fold higher (6.07 ug/g) compared to recovered cases with no
skin lesions (1.95 pg/g) (Seow et al., 2012). Also in Bangladesh, an increase in maternal
natural log toenail arsenic was associated with decreased birth weight (f = -15.72 g, 95%
Cl: —24.52, -6.91) in a structural equation model mediated through gestational age and
maternal gain during pregnancy (Kile et al., 2016), which was in agreement with a later
study (Rahman et al., 2017); however, the association was not noticed in another study
(Huyck et al., 2007). Toenail arsenic was also associated with an increased risk of
myelomeningocele in Bangladesh (Tauheed et al., 2017) and birth defects in Iraq (Al-Sabbak
etal., 2012). Among immune markers investigated, an inverse association was found in
regression analysis between maternal toenail arsenic and the T cells population at birth (B =
—-21%, 95% CI: —36%, —3%) (Nygaard et al., 2017). Several studies investigated the
association between a wide range of toenail arsenic concentrations and different indicators
of DNA methylation and gene expression with inconsistent results. For example, an increase
in toenail arsenic was positively associated with placental DNA methylation (Appleton et al.,
2017; Green et al., 2016), p53 methylation (Intarasunanont et al., 2012) and mRNA levels of
ERCC1 expression (Mo et al., 2009a). Toenail arsenic was inversely associated with LINE-1
methylation (Hossain et al., 2017; Lambrou et al., 2012; Tajuddin et al., 2013), and alpha 1-
antitrypsin (Burgess et al., 2014).

4. Discussion

In this systematic review, we summarized available data related to toenail arsenic content
across various populations around the world and assessed the validity of toenail arsenic
concentrations as an exposure biomarker and its use in chronic disease research. Toenail
samples are gaining attention as useful biomarkers for large-scaled epidemiological studies
because of their ability to accumulate arsenic, slow growth rate, and being potentially less
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prone to exogenous contamination compared to fingernail and hair samples. Furthermore,
they have logistical advantages such as non-invasive collection, easy transport and
conservation (Ab Razak et al., 2015; Adair et al., 2006; Button et al., 2009; Gutiérrez-
Gonzélez et al., 2019; Marchiset-Ferlay et al., 2012; Slotnick et al., 2008a). Additionally,
advanced technologies now permit trace and even ultra-trace detection levels. Nevertheless,
there are still uncertainties regarding the accuracy of a single toenail sample arsenic content
as a long-term exposure biomarker. Also, two relevant issues that may limit its use and its
interpretation is the lack of toenail arsenic reference material, as well as the absence of a
standardized toenail arsenic processing protocol, which should, among other factors, address
the impact of the cleaning procedure and the effect of toenail weights in the results obtained.
The development of standardized toenail preparation and analysis protocols would be useful
to support a routine use of toenail arsenic concentrations as an exposure biomarker.

Toenail keratin matrix accumulates arsenic from the blood flow during growth (Marchiset-
Ferlay et al., 2012). It is estimated that toenails follow a linear growth of 0.03—-0.05 mm per
day (Goullé et al., 2009; Slotnick, 2011), and thus, depending on individuals’ growth rate
and clipping length, a toenail sample is expected to reflect exposures occurring from 5 to 18
months before collection. However, the impact of unknown factors on toenail growth make it
difficult to identify the exact time window of exposure (Adair et al., 2006; Esteban and
Castafio, 2009; Garland et al., 1993; Goullé et al., 2009; Slotnick, 2011). Currently, growth
rate is not easily measured and it is not accounted for in association analysis. Growth factors
could be related to subclinical disease, which would reversely influence the association with
health outcomes. In regard to the use of a point measurement as a proxy of longer term
exposure, some authors have reported high reproducibility of arsenic levels among women
from a highly arsenic-contaminated region in Bangladesh in different toenail samples
collected throughout the pregnancy period (Huyck et al., 2007), and similar results have
been found in the US (Signes-Pastor et al., 2019). Further, evidence among US adult
populations suggests that toenail arsenic content may reflect exposures occurring over even
longer periods of time ranging from 3 to 6 years (Garland et al., 1993; Karagas, et al.,
2001a). These findings provide an optimistic degree of confidence in the use of toenail levels
as a reflection of inorganic arsenic exposure over long periods of time, even at relatively low
exposure levels, and particularly among populations with consistent patterns of exposure.
However, additional studies with the assessment of repeated measures of toenail arsenic
concentrations over time are needed.

Toenails are also capable of accumulating other trace elements (Gutiérrez-Gonzaélez et al.,
2019) that may correlate with toenail arsenic concentrations suggesting common exposure
sources or metabolic pathways (Signes-Pastor et al., 2019; Stafoggia et al., 2017).
Associations have been observed between toenail arsenic and the concentrations of
cadmium, manganese, and lead (Coelho et al., 2012; Grashow et al, 2014a; Mordukhovich et
al., 2012; Sanders et al., 2014; Slotnick et al., 2005; Wong et al., 2015) in line with later
findings (Signes-Pastor et al., 2019).

Accumulated toenail arsenic is expected to represent levels of human exposure over long
periods of time. In this sense, results from chronic highly exposed populations provide
evidence of a strong consistency of arsenic content in toenail samples with those of other
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long-term exposure biomarkers (i.e., hair and nails). Hair and fingernails share similar
features with toenails in terms of slow rate of growth, similar composition and ability to
accumulate arsenic; however, hair and fingernails are considered more susceptible to
external contamination (e.g., from dust, shampoos, and cosmetic procedures), which may
limit their use as long-term arsenic exposure biomarkers (Esteban and Castafio, 2009;
Karagas et al., 2000; Marchiset-Ferlay et al., 2012). Nevertheless, among highly exposed
populations with high toenail arsenic concentrations (i.e., arithmetic mean or median =1
ug/g), concurrence was observed between toenail arsenic and concentrations in hair and
fingernails (Chanpiwat et al., 2015; Maity et al., 2012; Phan et al., 2011; Rakib et al., 2013;
Rodrigues et al., 2015).

Toenails are considered to have more stable concentrations than those biomarkers of recent
exposures such as urine, which may vary between and within days (Adair et al., 2006;
Esteban and Castafio, 2009; Garland et al., 1993; Goullé et al., 2009; Meharg et al., 2014;
Slotnick, 2011). Furthermore, data suggest that toenail arsenic only reflects exposure to
inorganic arsenic. Thus, toenail concentrations are less susceptible to inorganic arsenic
exposure misclassification compared to urine or blood arsenic that reflects exposure to both
organic and inorganic arsenic making the latter suitable for arsenic metabolism studies
(Cubadda et al., 2016; Jones et al., 2016; Marchiset-Ferlay et al., 2012; Navas-Acien et al.,
2011). However, lack of arsenic speciation analysis in urine and blood may leave open the
likelihood of inorganic arsenic exposure misclassification due to ingestion of organic forms
such as that from marine products consumption (Matou$ek et al., 2017; Navas-Acien et al.,
2011; Taylor et al., 2016), which may compromise the validity of the associations between
urine/blood and toenail arsenic concentrations. Even though a strong positive correlation
between toenail arsenic and urinary concentrations was reported from a population
consuming arsenic-contaminated water in India (Maity et al., 2012), this association was not
consistent across studies (Adair et al., 2006; Calderon et al., 2013; Chanpiwat et al., 2015;
Coelho et al., 2014, 2012; Gagnon et al., 2016). Genetic variants in AS3MT may influence
an individual’s arsenic methylation ability (Agusa et al., 2011; Antonelli et al., 2014). Thus,
higher methylation capacity could alter toenail arsenic concentrations although there are
limited data on whether this occurs. Correlation between toenail arsenic and other
biomarkers among less exposed populations may also be hard to evaluate due to the
imprecision of the measures at the lower end of exposure, therefore, additional data at low
arsenic exposure levels are needed using rigorous advanced methods.

The studies included in this review provided quantitative evidence on toenail arsenic from
populations residing in several areas around the world; but these were not evenly distributed
across countries. Based on the reported literature, there were clear geographic differences in
toenail arsenic, that likely reflect population differences in the magnitude and sources of
arsenic exposure. We identified several populations with high toenail arsenic concentrations,
which include those with geogenic arsenic contaminated water in Bangladesh (Ali et al.,
2010; Breton et al., 2007a, 2007b; Hasibuzzaman et al., 2017; Hossain et al., 2012; Huda et
al., 2014; Karim et al., 2013, 2010; Kato et al., 2013; Lin et al., 2017; McCarty et al., 2007;
Pan et al., 2013; Rahman et al., 2017; Rakib et al., 2013; Rodrigues et al., 2015; Seow et al.,
2012; Tauheed et al., 2017) but also from other Asian countries (i.e., Cambodia, China,
India, Taiwan, and Thailand) (Chanpiwat et al., 2015; Chiou et al., 1997; Hinhumpatch et
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al., 2013; Intarasunanont et al., 2012; Maity et al., 2012; Nath et al., 2008; Phan et al., 2011,
Phookphan et al., 2017; Schmitt et al., 2005; Subhani et al., 2015). In America, levels were
also high in Canada (Mclver et al., 2015), Mexico (Gonzalez-Cortes et al., 2017), and the
US (Beamer et al., 2016; Calderon et al., 2013; Wasserman et al., 2014).

As expected, toenail arsenic concentrations were associated with higher amounts of arsenic
in drinking water where inorganic arsenic predominates (Calderon et al., 2013; Cottingham
et al., 2013; Hinwood et al., 2003; Rodrigues et al., 2015; Yu et al., 2014b). Arsenic-
contaminated drinking water is the main exposure source for arsenic-endemic areas
worldwide (Breton et al., 2007a; Kile et al., 2005; Maity et al., 2012; Mumford et al., 2007,
Podgorski and Berg, 2020). Diet is a major exposure source where drinking water contains
relatively low levels of arsenic (Nachman et al., 2018). However, there remain uncertainties
regarding the specific foods such as marine products or beverages that affect arsenic levels in
toenails. This may be due to misclassification of the foods and beverages consumed or the
time period for which the dietary information represents when assessed using FFQs (Adair
et al., 2006; Anwar, 2005; Cottingham et al., 2013; Heck et al., 2009; Lin et al., 2017;
Maclntosh et al., 1997; Slotnick, 2007, 2011; Tabata et al., 2006). Also, the reported
negative associations between toenail arsenic and consumption of rice, cereals, fruits, and
milk-based items could be related to low arsenic levels in these food items as well as lower
consumption of rice relative to that of grains, cereals and bread (Lin et al., 2017). Clearly,
additional studies are needed in this area. There are also inconsistent findings regarding the
association between smoking and arsenic levels in toenail samples (Calderon et al., 2013;
Hinwood et al., 2003; Schmitt et al., 2005; Slotnick et al., 2007; Tabata et al., 2006). In
regard to occupational exposures, there is some evidence of increased toenail arsenic
concentrations in relation to residing in specific industrial areas and with exposure in the
workplace, which appears to affect mainly men employed in mines or smelting operations
(Coelho et al., 2014; Lewinska et al., 2007; Subhani et al., 2015). However, we did not find
clear evidence of toenail arsenic gender-related differences (Abdulrahman et al., 2012;
Anwar, 2005; Rakovic et al., 1997; Schmitt et al., 2005; Tabata et al., 2006; Yu et al., 2014a)
or variations according to age (Calderon et al., 2013; Coelho et al., 2014; Maity et al., 2012;
Tabata et al., 2006) including among children (Appleton et al., 2017; Hinhumpatch et al.,
2013; Mwesigye et al., 2016). On the contrary, higher socioeconomic status was associated
with a decreased toenail arsenic content, which could be related to an increased likelihood
for consuming low-arsenic drinking water and nutritious food among populations with high
economic and social status (Rodrigues et al., 2015; Yu et al., 2014a) but this will need to be
explored further.

Mechanism of arsenic carcinogenesis include both genotoxic and non-genotoxic processes,
which may differ according to the arsenic exposure level (Rossman, 2003; Rossman and
Klein, 2011). Nevertheless, we observed a consistent increased risk of skin cancer with
toenail arsenic concentrations (Freeman et al., 2004; Karagas, et al., 2001b; Nichols et al.,
1998). An increased risk of pancreas, bladder and lung cancer was identified across various
studies (Amaral et al., 2012; Andrew et al., 2009; Heck et al., 2009; Johnson et al., 2011;
Karagas et al., 2012, 2004; Lesseur et al., 2012). Regardless of the arsenic exposure level,
we found evidence of an increased risk of several cardiovascular adverse health effects with
toenail arsenic concentrations (Farzan et al., 2015; Hasibuzzaman et al., 2017; Huda et al.,
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2014; Islam et al., 2015; Karim et al., 2013; Lee et al., 2016; Mordukhovich et al., 2009,
2012; Mumford et al., 2007; Pan et al., 2013; Saat et al., 2013; Wade et al., 2015). In
aggregate, findings support toenail arsenic concentrations as a biomarker to asses chronic
disease research including cancer, and cardiovascular adverse health effects even at
relatively low arsenic exposure levels. Evidence is growing on an association between
toenail arsenic concentrations and risk of diabetes (Farzan et al., 2016; Lampron-Goulet et
al., 2017; Pan et al., 2013). Still, further research is needed to support the association
between toenail arsenic and additional adverse health and mechanistic effects, especially for
the general populations exposed at relatively low levels of inorganic arsenic.

We observed great heterogeneity in terms of baseline characteristics dependent on the aims
of each investigation, which challenge our ability to carry out quantitative pooling and
comparisons. It should be noted too that various studies also failed in providing, or in taking
into account in their analyses toenail weights, which may largely bias toenail arsenic
concentrations, quality control parameters and LOD. In addition, our review only indexed
reports written in English, and several studies were excluded because the origin of the nail
samples could not be determined (i.e., fingernails or toenails). However, the reviewed studies
allowed analysis of the available evidence on the role of toenails as a biological matrix of
arsenic exposure. We identified several uncertainties on the potential role of diet, gender,
age, lifestyle-related and other factors on arsenic levels in toenails. Nevertheless, we found
evidence that a single toenail sample may reflect long-term internal dose of inorganic arsenic
exposure enabling toenail arsenic as an adequate biomarker to assess chronic disease
research such as cancer and cardiovascular conditions and potentially others. Still, more
research is needed particularly among populations exposed at relatively low levels of arsenic
using rigorous advanced methods.
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HIGHLIGHTS

Data suggests that a single toenail arsenic content indicates long-term
exposure

Available data show that toenail arsenic reflects a wide window of exposure
Toenail arsenic correlates with concentrations in other exposure biomarkers

A validated toenail processing protocol for toenail arsenic determination is
needed

Toenail arsenic may be an adequate exposure biomarker in chronic disease
research
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Arsenic concentrations (arithmetic mean or median, pg/g) in human toenails (1993 — 2017).
The green circles and red crosses refer to the minimum and maximum values of toenail

1duosnue Joyiny

arsenic in population subgroups assessed in the reviewed study. The empty rhombus refers to
the overall value of toenail arsenic reported in the reviewed study. The number within
brackets refers to the overall size of the study population, and when this information is not
available (n.a.). The studies are sorted by country, year, and first author’s name. UK =
United Kingdom; USA = United States of America.
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Figure 2:
Median arsenic content natural log transformed in toenails according to country based on the

reported arithmetic mean/median value.

The colors from yellow to red refer to the log-transformed median toenail arsenic
concentrations calculated using the overall mean/median value reported in the included
studies. The mean toenail arsenic concentrations were available for Australia (Swab - coastal
Plain) (Hinwood et al., 2008), Bangladesh (Sirajdikhan and Pabna regions; Marua in
Jessore; Dutpatila and Vultie in Chuadanga; Bheramara in Kushtia; Chowkoli in Naogaon;
Communities served by Dhaka Community Hospital; Achintanagar in Jhenaidah) (Ali et al.,
2010; Breton et al., 2007a; 2007b; Hasibuzzaman et al., 2017; Hossain et al., 2012; Huda et
al., 2014; Karim et al., 2013, 2010; Kato et al., 2013; Lin et al., 2017; McCarty et al., 2007;
Pan et al., 2013; Rahman et al., 2017; Rakib et al., 2013; Rodrigues et al., 2015; Seow et al.,
2012; Tauheed et al., 2017), Cambodia (Sambour, Preak Chrov, Prey Veng, Chang Kaoh and
Kampong Toul in Kandal; Mekong River basin) (Chanpiwat et al., 2015; Phan et al., 2011),
Canada (Nova Scotia; Québec) (Dummer et al., 2015; Gagnon et al., 2016; Lampron-Goulet
etal., 2017; Mclver et al., 2015), China (Inner Mongolia; Ba Men region) (Mumford et al.,
2007; Otto et al., 2007; Schmitt et al., 2005; Wade et al., 2015), Czech Republic (City of
Prague) (Rakovic et al., 1997), India (West Bengal; 20 km south of Calcutta) (Maity et al.,
2012; Nath et al., 2008), Irag (Communities served by Fallujah Central Hospital)(Al-Sabbak
etal., 2012), Korea (Seoul; Kyunggido) (Lee et al., 2016), Malaysia (Saat et al., 2013),
Mexico (Comarca Lagunera) (Gonzalez-Cortes et al., 2017), Pakistan (Lahore and Sargodha
of Punjab province; Northern Frozen Mountainous; Lower Himalyian Wet Mountainous;
Alluvial Riverine; Low lying zone) (Alamdar et al., 2016; Subhani et al., 2015), Poland
(Gdansk; Southwestern part of Poland) (Lewinska et al., 2007; Rainska et al., 2007, 2005),
Portugal (Panasqueira Mine Area) (Coelho et al., 2014, 2012), Qatar (Kuiper et al., 2014),
Spain (Mediterranean coast) (Amaral et al., 2012), Taiwan (Meicheng, and Meifu Village in
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Lanyang Basin) (Chiou et al., 1997), Thailand (Ron Phibul District, Nakhon Sri Thammarat
Province) (Hinhumpatch et al., 2013; Intarasunanont et al., 2012; Phookphan et al., 2017),
Uganda (Kilembe mine located 10 km of Kasese town) (Mwesigye et al., 2016), United
Kingdom (Nottingham area) (Watts et al., 2009), United States of America (Arizona; 11
states; Across US; Michigan; Massachusetts; New Hampshire; Arizona; Nevada; Maine;
New Mexico) (Beamer et al., 2016; Burgess et al., 2014; Calderon et al., 2013; Cottingham
et al., 2013; Farzan et al., 2015, 2016, 2017; Garland et al., 1993; Grashow et al., 2014b;
Gruber et al., 2012; Josyula et al., 2006; Karagas et al., 2012; Lesseur et al., 2012;
Maclntosh et al., 1997; Nichols et al., 1998; Nygaard et al., 2017; Slotnick et al., 2008b,
2005; Wasserman et al., 2014; Wong et al., 2014, 2015; Yager et al., 2016), and Vietnam
(Nghia Lo village) (Sanders et al., 2014). For the following countries the mean toenail
arsenic concentrations were not available, thus the median concentrations were used: Brazil
(S&o Paulo City) (Aguiar and Saiki, 2001), Finland (Michaud et al., 2004), and France
(Goullé et al., 2009).
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Correlation coefficients between arsenic in toenails and concentrations in other biological specimens.

Table 1:

Page 32

Toenail Infants’
Reference n reproducibility toenails Urine Hair Fingernails Blood Saliva Placenta
overtime
Hinwood et al., 2003, 153 0.530
Australia
Huyck et al., 2007, 52 b 0.630
Bangladesh 0.490
Rakib et al., 2013, 51 0.615
Bangladesh (males),
and 0.728
(females)

Rodrigues et al., 2015, 711 a 0.680 d
Bangladesh 0.520 0.550
Phan et al., 2011, 279 0.830 0.930
Cambodia
Chanpiwat et al., 2015, 176 0.297 0.721
Cambodia
Normandin et al., 2014, 110 0.610,and  0.594, and
Canada 0.604 0.619
Gagnon et al., 2016, 304 0.340
Canada
Maity et al., 2012, India 55 0.710 0.730
Anwar 2005, Pakistan 155 0.270
Subhani et al., 2015, 30 (+)
Pakistan
Coelho et al., 2012, 102 0.750 0.850
Portugal
Coelho et al., 2014, 122 0.220 0.216 0.487 0.282
Portugal
Chiou et al. 1997, 115 (+) (+)
Taiwan
Hinhumpatch et al., 60 0.510
2013, Thailand
Garland et al. 1993, 254 0.540 (6-year)
USA
Karagas et al., 2001a, 195 0.60 (3/5-year) 0.420
USA
Karagas et al., 2002, 1395 0.360
USA
Adair et al., 2006, USA 95 0.301
Josyula et al., 2006, 139 0.344
USA
Calderon et al., 2013, 904 0.450
USA
Burgess et al., 2014, 55 0.161
USA (As'"),

0.410

(AsY),

0.203

(MMA),
0.233
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Toenail Infants’
Reference n reproducibility toenails Urine Hair Fingernails  Blood Saliva Placenta
overtime
(DMA),
and 0.289
(ZAs)
Davis et al., 2014, USA 340 0_340,3 0.1906
Punshon et al., 2015, 766 0.300/0.400
USA
Yager et al., 2016, USA 99 0.360
(iAs),
0.290
(MMA),
and 0.290
(DMA)
Farzan et al., 2016, 1151 0.180
USA
Green etal., 2016, USA 343 0.190 0.030
Loh et al., 2016, USA 70 0.330

a . . . .
Avrsenic correlation between maternal and infant toenails.
b . . . .

Arsenic correlation between prenatal visit and birth.
c . . . . .
Arsenic correlation between infant toenails and maternal urine.

dCord blood.

As!l = Arsenite. AsY = Arsenate. iAs = Inorganic arsenic. MMA = Monomethylarsonic acid. DMA = Dimethylarsinic acid. yAs = Asllh+ AsV +
MMA + DMA. + = Positive association. USA = United States of America. The studies are sorted by country, year, and first author’s name.
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Table 3:

Health effects associated with toenail concentrations of arsenic.

Reference

Cancer

Cardiovascular effects Other health effects

Breton et al., 2006, Bangladesh

(&) Hemoglobin level

Breton et al., 2007b, Bangladesh

(1) Skin lesions

Huyck et al., 2007, Bangladesh

& Birth weight

Ali et al., 2010, Bangladesh

(V) Plasma cholinesterase

Karim et al., 2010, Bangladesh

(1) Activity of lactate dehydrogenase

Hossain et al., 2012, Bangladesh

(1) Big endothelin-1

Seow et al., 2012, Bangladesh

(1) Skin lesions

Karim et al., 2013, Bangladesh

(1) Oxidized low-density
lipoprotein and other
inflammatory and adhesion
molecules

Pan et al., 2013, Bangladesh

(") Risk of diabetes

Huda et al., 2014, Bangladesh

(1) Hypertension

Islam et al., 2015, Bangladesh

(1) Matrix metalloproteinase-2
and 9

Rahman et al., 2015, Bangladesh

(1) Vascular endothelial growth
factor

Kile et al., 2016, Bangladesh

(V) Birth weight

Hasibuzzaman et al., 2017, Bangladesh

(1) Soluble thrombomodulin

Hossain et al., 2017, Bangladesh

(V) Long interspersed nuclear
element-1 (LINE-1)

Rahman et al., 2017, Bangladesh

(V) Birth weight

Tauheed et al., 2017, Bangladesh

(M) Risk of myelomeningocele

Aguiar et al., 2001, Brazil () Cystic fibrosis.
Yu et al., 2014a, Canada (V) Obesity
Yu et al., 2014b, Canada (V) Obesity

Lampron-Goulet et al., 2017, Canada

(") Risk of diabetes

Otto et al., 2007, China

(1) Neurosensory effects

Mumford et al., 2007, China

(M Risk of arrhythmia

Mo et al., 2009a, China

(1) mRNA levels of ERCC1
expression

Mo et al., 2009b, China

(1) hTERT mRNA expression levels

Wade et al., 2015, China

(M Risk of cardiovascular
disease

Maity et al., 2012, India

(1) Skin lesions

Al-Sabbak et al., 2012, Iraq

(1) Birth defects

Lee et al., 2016, Korea

(1) Serum triglyceride and total
cholesterol level

Saat et al., 2013, Malaysia

(1) Hypertension

Yager et al., 2016, Mexico

(D) Risk of melanoma

Gonzalez-Cortes et al., 2017, Mexico

() MMP9 methylaFon
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Reference

Cancer

Cardiovascular effects

Other health effects

Amaral et al., 2012, Spain

(1) Risk of pancreatic
cancer

Tajuddin et al., 2013, Spain

(¥) LINE-1 methylation

Intarasunanont et al., 2012, Thailand

(1) p53 methylaFon.

Phookphan et al., 2017, Thailand

(V) Gene hypomethylaFon (1) 8-
nitroguanine level

Garland et al., 1996, USA

() Breast cancer

Nichols et al., 1998, USA

(1) Risk of skin cancer

Karagas et al., 2001b, USA

(M) Risk of skin cancer

Freeman et al., 2004, USA

(1) Risk melanoma

Karagas et al., 2004, USA

(1) Risk of bladder
cancer among smokers

Marsit et al., 2006, USA

(1) Tumor suppressor
genes (RASSF1A and
PRSS3) ()
p16INK4A

Andrew et al., 2009, USA

(M) Risk of lung cancer

Heck et al., 2009, USA

(M) Risk of lung cancer

Mordukhovich et al., 2009, USA

(1) Risk factor for arrhythmia
and sudden cardiac death

Kwong et al., 2010, USA

(¥) Survival hazard
raFo bladder cancer

Johnson et al., 2011, USA

(1) Colorectal cancer
and lung cancer

Karagas et al., 2012, USA

(") Risk of bladder
cancer

Lambrou et al., 2012, USA

(V) Decreasing LINE-1 DNA
methylation

Lesseur et al., 2012, USA

(1) Risk of bladder
cancer

Mordukhovich et al., 2012, USA

(1) Hypertension

Burgess et al., 2014, USA

(V) Alpha 1-Antitrypsin

Farzan et al., 2015, USA

(1) Risk of ischemic heart

disease mortality among
smokers

Wong et al., 2015, USA

(2) Arterial compliance
(augmentation index).

Beamer et al., 2016, USA

(V) Lung funcFon

Farzan et al., 2016, USA

(1) GestaFonal diabetes

Green et al., 2016, USA

(1) Placental DNA methylaFon

Appleton et al, 2017, USA

(1) Placental NR3C1 methylaFon

Farzan et al., 2017, USA

(1) Cellular adhesion molecules
(V) matrix metalloproteinase-9

Nygaard et al., 2017, USA

(¥) T cell populaFon at birth

| = Decreased effect. 1 = Increased effect. & = Null effect. USA = United States of America. The studies are sorted by country, year, and first

author’s name.
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