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Abstract

As a safe exposure level for fluoride in pregnancy has not been established, we used data from
two prospective studies for benchmark dose modeling. We included mother-child pairs from
the Early Life Exposures in Mexico to Environmental Toxicants (ELEMENT) cohort in Mexico and
the Maternal-Infant Research on Environmental Chemicals (MIREC) cohort in Canada. Children
were assessed for IQ at age 4 (n=211) and between 6 and 12 years (n=287) in the ELEMENT
cohort and between ages 3 and 4 years (n=512) in the MIREC cohort. We calculated covariate-
adjusted regression coefficients and their standard errors to explore the concentration-effect
function for maternal urinary fluoride with children’s IQ, including possible sex-dependence.
Assuming a benchmark response of 1 1Q point, we derived benchmark concentrations (BMCs) of
maternal urinary fluoride and benchmark concentration levels (BMCLs). No deviation from
linearity was detected from the results of the two studies. Using a linear slope, the BMC for
maternal urinary fluoride associated with a 1-point decrease in IQ scores of preschool-aged
boys and girls was 0.29 mg/L (BMCL, 0.18 mg/L). The BMC was 0.30 mg/L (BMCL, 0.19 mg/L)
when pooling the 1Q scores from the older ELEMENT children and the MIREC cohort. Boys
showed slightly lower BMC values compared with girls. Relying on two prospective studies,
maternal urine-fluoride exposure at levels commonly occurring in the general population, the
joint data showed BMCL results about 0.2 mg/L. These results can be used to guide decisions on
preventing excess fluoride exposure in vulnerable populations.

Keywords: benchmark dose, cognitive deficits, dental caries, drinking water, fluoridation,
fluoride poisoning, intellectual disability, neurotoxicity, prenatal exposure, pregnancy.
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1. INTRODUCTION

In 2006, the U.S. National Research Council (NRC) evaluated the US Environmental Protection
Agency’s (EPA) fluoride standards and concluded that fluoride can adversely affect the brain
(National Research Council 2006). The EPA’s Maximum Contaminant Level Goal (MCLG) of 4.0
mg/L was set to protect against crippling skeletal fluorosis. In 2020, a meta-analysis of
epidemiological studies was conducted by the National Toxicology Program (National
Toxicology Program 2020), but it did not distinguish between prenatal and postnatal exposure
and did not consider the full information from the most recent prospective evidence. A
substantial number of cross-sectional studies, mostly in communities with chronic fluoride
exposure, have shown cognitive deficits in children growing up in areas with elevated fluoride
concentrations in drinking water (Choi et al. 2012; Choi et al. 2015; Tang et al. 2008; Duan et al.
2018), and this evidence is supported by experimental toxicology studies (Mullenix et al. 1995;
Bartos et al. 2018; National Toxicology Program (NTP) 2016).

Fluoride is found in many minerals and in soil (National Research Council 2006), and
thus also in groundwater. Since the mid-1940s, fluoride has been added to many community
water supplies with the aim of preventing tooth decay (U.S. Environmental Protection Agency
(U.S. EPA) 1985). Community water fluoridation is applied in the U.S. and Canada and several
other countries, whereas other countries, like Mexico, have chosen to add fluoride to table salt.
Community water fluoridation accounts for about 40-70 percent of daily fluoride intake in
adolescents and adults living in fluoridated communities (U.S. Environmental Protection Agency
(U.S. EPA) 2010), with fluoride concentration of drinking water roughly equaling the fluoride
concentration in urine (National Research Council 2006). In a cohort of pregnant women in
Canada, the fluoride concentration in tap water showed a strong correlation with urinary
fluoride excretion (r =.51)(Till et al. 2018). In addition to fluoridated water, some types of tea,
such as black tea, are an important source of exposure (Waugh et al. 2017; Rodriguez et al.
2020; Krishnankutty et al. 2020).

Fluoride is readily distributed throughout the body, with bones and teeth as storage
depots. During pregnancy, fluoride also crosses the placenta and reaches the fetus (World
Health Organization 2006; National Research Council 2006). As fluoride is rapidly eliminated via
urine, the volume-adjusted urine-fluoride (U-F) concentration mainly represents recent
absorption (World Health Organization 2006; Ekstrand and Ehrnebo 1983). Pregnant women
may show lower U-F concentrations than non-pregnant controls, perhaps due to fetal uptake
and storage in hard tissues (Opydo-Symaczek and Borysewicz-Lewicka 2005); the U-F excretion
tends to increase from the first to the third trimester (Till et al. 2020), a tendency that needs to
be taken into account.

For the purpose of identifying safe exposure levels, regulatory agencies routinely use
benchmark dose (BMD) calculations (EFSA Scientific Committee (EFSA) 2009; U.S.
Environmental Protection Agency (U.S. EPA) 2012). As long recognized (National Research
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Council (NRC) 1989), fluoride is not an essential nutrient, and dose-dependent toxicity can
therefore be considered monotonic. As with lead (Budtz-Jorgensen et al. 2013), BMD results
can be generated from regression coefficients and their standard errors for the association
between maternal U-F concentrations and the child’s IQ score (Grandjean 2019). The BMD is
the exposure dose leading to a specific change (denoted BMR) in the response (in this case, an
1Q loss), compared with unexposed children. A decrease of 1 IQ point is an appropriate BMR, as
specified by the European Food Safety Authority (EFSA) and also recognized by the U.S. EPA
(European Food Safety Authority 2010; Gould 2009; Reuben et al. 2017; Budtz-Jorgensen et al.
2013). We have chosen to use the data from two recently conducted, robust prospective birth
cohort studies (Bashash et al. 2017; R. Green et al. 2019) to calculate the concentration of
urine-fluoride (U-F) associated with a 1-point decrement in Full Scale 1Q (FSIQ), which is
considered a highly significant endpoint from a public health (Lanphear 2015) and an economic
standpoint (Gould 2009).

2. METHODOLOGY

2.1. Study Cohorts

In the Early Life Exposures in Mexico to Environmental Toxicants (ELEMENT) project, mother—
child pairs were successively enrolled in longitudinal birth cohort studies from the same three
hospitals in Mexico City which serve low to moderate income populations. A full description of
the cohorts and associated methods is provided in a recent “Cohort Profile” paper (Perng et al.
2019). Eligible mothers for whom urinary samples were collected during pregnancy were
recruited between 1997 and 1999 in cohort 2A (n=237) and between 2001 and 2003 in cohort 3
(n=670). Participants were included if they had at least one biobanked urine sample available
for fluoride analysis, a urinary creatinine concentration, and if their child underwent cognitive
testing at age 4 years (n=287) and/or between ages 6 and 12 years (n=211).

In the Maternal-Infant Research on Environmental Chemicals (MIREC) program, 2,001
pregnant women were recruited between 2008 and 2011 from ten cities across Canada, seven
of which have water fluoridation, while three do not. Women were recruited from prenatal
clinics if they were at least 18 years old, less than 14 weeks gestation, and spoke English or
French. Exclusion criteria included fetal abnormalities, medical complications, and illicit drug
use during pregnancy; further details have been previously described (Arbuckle et al. 2013). A
subset of children (n = 601) in the MIREC Study was evaluated for the developmental phase of
the study (MIREC-Child Development Plus) at three-to-four years of age from six of the ten
cities included in the original cohort, half of which were fluoridated. Of the 601 children who
completed the neurodevelopmental testing in entirety, 512 (85.2%) mother-child pairs had all
three U-F samples and complete covariate data to be included in the analyses; 75 (12.5%)
women were missing one or more trimester U-F samples, and 14 women (2.3%) were missing
one or more covariates.
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2.2. Exposure Assessment

All urine samples from the two studies were analyzed by the same laboratory at the Indiana
University School of Dentistry using a modification of the hexamethyldisiloxane (Sigma Chemical
Co., USA) microdiffusion method with the ion-selective electrode (Martinez-Mier et al. 2011).

In the ELEMENT study, spot (second morning void) urine samples were collected during
the first trimester (mean £ SD: 13.6 = 2.1 weeks for cohort 3 and 13.7£3.5 weeks for cohort 2A),
second trimester (25.1 + 2.3 weeks for cohort 3 and 24.4 + 2.9 weeks for cohort 2A), and third
trimester (33.9 + 2.2 weeks for cohort 3 and 35.0 = 1.8 weeks for cohort 2A). The samples were
collected into fluoride-free containers and immediately frozen at the field site and shipped and
stored at -20°C at the Harvard School of Public Health (HSPH), and then at -80°C at the
University of Michigan School of Public Health (UMSPH). To account for variations in urinary
dilution at time of measurement, we adjusted maternal U-F concentration for urinary
creatinine, as described in our prior work (Thomas et al. 2016). An average of all available
creatinine-adjusted U-F concentrations during pregnancy (maximum 3 samples and minimum
one sample) was computed and used as the exposure measure.

In the MIREC study, urine spot samples were collected at each trimester, i.e., first trimester
at 11.6 £ 1.6 (mean = SD) weeks of gestation, second trimester at 19.1 £ 2.4 weeks, and third
trimester at 33.1 + 1.5 weeks. Maternal U-F concentrations at each trimester were adjusted for
specific gravity, as described in our previous work (Till et al. 2020). Creatinine-adjusted U-F
concentrations were also derived for each woman, but U-F concentrations adjusted for specific-
gravity were preferred because more data were available and adjustment for creatinine did not
substantially alter the results (R. Green et al. 2019). For each woman, the average maternal U-F
concentration was derived only if a valid U-F value was available for each trimester.

2.3. Assessment of Intelligence

The ELEMENT study (Bashash et al. 2017) used the McCarthy Scales of Children’s Abilities
(MSCA) Spanish version to measure cognitive abilities at age 4 years and derive a General
Cognitive Index (GCI) as a standardized composite score. The MSCA was administered by
trained psychometrists or psychologists who were supervised by an experienced clinical child
psychologist. The GCI shows concurrent validity with intelligence tests, including the Stanford-
Binet 1Q (r=.81) and FSIQ (r=.71) from the Wechsler Preschool and Primary Scale of Intelligence
(WPPSI) (Kaplan and Sacuzzo 2010). For children age 6-12 years, a Spanish-version of the
Wechsler Abbreviated Scale of Intelligence (WASI) was administered to derive FSIQ as a
measure of global intellectual functioning. In the MIREC study, children’s intellectual abilities (R.
Green et al. 2019) were assessed at ages 3 to 4 years using the FSIQ from the Wechsler
Preschool and Primary Scale of Intelligence, Third Edition (WPPSI-III). A trained research
assistant who was supervised by a psychologist administered the WPPSI-Ill in either English or
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French. In both studies, examiners were blinded to the children’s fluoride exposure. All raw
scores were standardized for age and sex.

2.4. Covariate Adjustment

For the ELEMENT study, data were collected from each subject by questionnaire on relevant
parameters, gestational age was estimated by registered nurses, and maternal I1Q was estimated
using subtests of the Wechsler scale standardized for Mexican adults. The quality of the children’s
individual home environments was assessed using an age-appropriate version of the Home
Observation for the Measurement of the Environment (HOME) score (Caldwell and Bradley 1984).
Covariates included gestational age, birth weight, sex, HOME, age at outcome measurement and
the following maternal characteristics: parity, smoking history, marital status, age at delivery, 1Q,
education, and sub-cohort.

The MIREC study selected similar covariates from a set of established predictors of
fluoride metabolism and cognitive development, including maternal age, sex, city of residence,
HOME score, maternal education, and maternal race/ethnicity. Covariates included in the
original studies (Bashash et al. 2017; R. Green et al. 2019) were retained in the statistical
calculations in the present study. Due to a growing body of epidemiologic studies showing sex-
specific effects associated with neurotoxic exposures, including fluoride (R. Green et al. 2019; R.
Green et al. 2020), interactions between sex and U-F exposure were considered.

2.5 Benchmark Concentration (BMC) Calculations

The BMC is the U-F concentration that reduces the outcome by a prespecified level (known as
the benchmark response, BMR) compared to an unexposed control with the same covariate
profile (20, 21). We based the benchmark calculations on regression models in the following
form:

IQ = ap + a1 x covariate; +...+ a, X covariate, + f(c) + €

where c is the fluoride concentration and fis the concentration-response function. To
assess the linearity of the concentration-response relationship, several models were estimated.
In addition to the standard linear model, where f(c) = Bc, we estimated a squared effect, where
f(c) = Bc?, and two piecewise-linear models with breakpoints at 0.5 and 0.75 mg/L. Piecewise-
linear models are useful in benchmark calculations because the slope of the concentration-
response function is allowed to change at the breakpoint and therefore in such models
benchmark calculations are not sensitive to exposure effects occurring only at high
concentration levels. Furthermore, to allow for the possibility of different exposure effects in
boys and girls, each concentration-response model was also fitted with the inclusion of an
interaction with sex. Models were fitted independently in the two cohorts yielding analyses
that were similar to those presented in the original publications (Bashash et al. 2017; R. Green
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et al. 2019) based on the original raw data and with the covariate adjustments as originally
justified. From the regression results, we first calculated BMC results for each cohort and we
then derived joint BMCs by combing regression coefficients from the two cohorts.

A smaller BMR will result in lower BMC and benchmark concentration level (BMCL)
results. In this study, the outcome variable is child 1Q and we selected a BMR of 1 1Q point to
derive the BMC. In our regression model, the 1Q difference between unexposed subjects and
subjects at the BMC is given by f(0)- f(BMC), and therefore the BMC satisfies the equation f(0)-
f(BMC)=BMR. We use concentration-response functions with f(0)=0, and therefore the BMC is
given by

BMC = f* (-BMR)
In a regression model with a linear concentration-response function [f(c) = Bc], we get BMC =
-BMR/B. If the estimated concentration-response is increasing (indicating a beneficial effect),
the BMC is not defined, and the BMC is then indicated with a oo,

The main result of the BMC analysis is the BMCL, which is defined as a lower one-sided

95% confidence limit of the BMC. In the linear model
BMCL = -BMR/Biower
where Biower is the one-sided lower 95% confidence limit for B (Budtz-Jorgensen et al.
2013). In the other models considered, we calculated the BMCL by first finding a lower
confidence limit for f(c) and then finding the concentration (c) where confidence limit is equal
to -BMR.

Finally, we derived two sets of joint benchmark concentrations: MIREC results (FSIQ
score) were combined with ELEMENT outcomes using either GCI or FSIQ scores. Joint
benchmark concentration results were obtained under the hypothesis that the concentration-
response functions were identical in the two studies. Under this hypothesis, the concentration-
response function [f(c)] was estimated by combing the regression coefficients describing f(c).
Again, using the linear model as an example, we estimated the joint regression coefficient by
weighing together cohort specific coefficients. Here we used optimal weights proportional to
the inverse of the squared standard error. In a Wald test, we tested whether the exposure
effects in the two cohorts were equal. We calculated sex-dependent BMC results from
regression models including interaction terms between sex and f(c). The fit of the regression
models was compared by twice the negative log-likelihood [-2 logL], where a lower value
indicates a better fit. As the linear model is nested in the piecewise linear model, the fit of
these two models could be compared using likelihood ratio testing. Thus, we calculated the p-
value for the hypothesis that the concentration-response is linear in a test where the
alternative was the piecewise linear model. Here a low p-value indicates that the linear model
has a poorer fit.
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3. RESULTS

Table 1 shows the regression coefficients obtained from the two outcomes (GCl and IQ score) in
the ELEMENT study and the 1Q score in the MIREC study. While the MIREC Study did not show a
statistically significant association with U-F exposure for boys and girls combined, the joint
regression coefficients for the MIREC and ELEMENT studies combined are significant, and the
deviations between the studies are not. These results are consistent across the linear and
squared concentration scales.

Table 2 shows the BMC results obtained from the regression coefficients for both sexes,
and separately by sex. The BMC and BMCL are presented for the MIREC study, the ELEMENT
(GCl and 1Q) study, and combined across the two studies. The joint model fits are approximately
the same between the linear and squared models and for both IQ and GCI outcomes. For the
joint linear models, the average BMCL in terms of U-F is approximately equal for the MIREC-
ELEMENT 1Q model (0.19 mg/L) and MIREC-ELEMENT GCI model (0.18 mg/L). Likewise, for the
joint squared models, the average BMCL in terms of U-F is approximately equal for the MIREC-
ELEMENT IQ model (0.61 mg/L) and MIREC-ELEMENT GCI model (0.62 mg/L).

Models allowing for sex-dependent effects showed better fit mainly due to the
significant interaction terms in the MIREC cohort. Regarding sex-dependent effects, no
apparent fluoride-associated IQ loss was seen in girls in the MIREC cohort. Although the BMCL
is clearly higher in girls than boys (0.52 vs. 0.13 mg/L), the overall BMCL for both sexes in the
MIREC cohort (0.21 mg/L) is closer to the one for boys than the one for girls.

Table 3 shows results of sensitivity analysis using piecewise linear functions, with one
breakpoint at 0.75 mg/L and one at 0.5 mg/L. A piecewise linear model is more flexible than a
linear model, but likelihood ratio testing showed that joint data piecewise linear models did not
fit significantly better than the standard linear models. Thus, the hypothesis of a linear
concentration-response relation could not be rejected: for the joint MIREC IQ and ELEMENT IQ
data, p-values for likelihood testing were p=0.85 and p=0.90 when the linear model was tested
against models using breakpoints of 0.5 and 0.75 mg/L, respectively. For the joint MIREC I1Q and
ELEMENT GCI, the corresponding p-values were p=0.18 and p=0.28.

The shapes of linear, squared, and one piecewise concentration-response curves are
shown in Figure 1. The figure shows that the squared model has weaker a slope at low doses,
thus resulting in higher BMC results.

4. DISCUSSION

Experimental and cross-sectional epidemiology studies have provided evidence of fluoride
neurotoxicity, especially when the exposure occurs during early brain development (Grandjean
2019). Evidence reviewed about 15 years ago suggested that sufficient information was
available to warrant further consideration of the possible adverse effects of fluoride exposure
with an emphasis on vulnerable populations (National Research Council 2006). Only now has


https://doi.org/10.1101/2020.10.31.20221374
http://creativecommons.org/licenses/by-nc-nd/4.0/

medRxiv preprint doi: https://doi.org/10.1101/2020.10.31.20221374; this version posted November 4, 2020. The copyright holder for this preprint
(which was not certified by peer review) is the author/funder, who has granted medRxiv a license to display the preprint in perpetuity.
It is made available under a CC-BY-NC-ND 4.0 International license .

8

thorough prospective epidemiology evidence become available on populations exposed to
fluoridated water (about 0.7 mg/L) or comparable exposure from fluoridated salt. The present
study is based on data from two birth cohort studies (R. Green et al. 2019; Bashash et al. 2017)
that included detailed assessment of urinary fluoride concentrations during pregnancy. In these
two studies, the mean U-F concentration was higher among pregnant women living in Mexico
City (0.89 mg/L) as compared with the pregnant women living in fluoridated cities in Canada
(0.69 mg/L). However, the range of U-F concentrations was similar, and the fluoride-associated
cognitive deficits were similar, thus allowing joint calculations that provided better statistical
power.

The MIREC study also estimated maternal fluoride intake in pregnancy from water and
beverage consumption (e.g. tea, coffee) using questionnaires and measured fluoride
concentration in municipal drinking water that services the mothers’ residences. The results
showed similar 1Q-loss associations, especially for non-verbal intelligence, for both fluoride
intake and water fluoride concentrations (R. Green et al. 2019). Due to the brain’s continued
vulnerability across early development (Grandjean 2013), early infancy may also be a vulnerable
period of exposure for adverse effects from fluoride, especially among formula-fed infants who
receive formula reconstituted with fluoridated water (Till et al. 2019). However, fluoride
exposure in school-age children in the ELEMENT study showed a weaker and non-statistically
significant adverse impact on the IQ in the cross-sectional analysis (Bashash et al. 2017). Taken
together, these findings suggest that both prenatal and early childhood fluoride exposure may
affect the development of IQ.

The magnitude of the fluoride-associated IQ losses are in accordance with findings in
cross-sectional studies carried out in communities, where the children examined had likely
been exposed to chronic water-fluoride concentrations throughout development (Choi et al.
2012). More recent studies have shown similar results (Yu et al. 2018; Wang et al. 2020), and
benchmark dose calculations (Hirzy et al. 2016) relying on a large cross-sectional study (Xiang et
al. 2003) showed results similar to the ones obtained in the current analysis. These findings
provide additional evidence that fluoride is a developmental neurotoxicant (i.e., causing
adverse effects on brain development in early life), similar to other toxic elements like lead,
mercury and arsenic. However, blood concentrations of the latter elements associated with
adverse effects are about 100-fold lower than serum-fluoride concentrations that correspond
to the benchmark concentration (Grandjean 2019).

A few retrospective studies have been carried out in communities with fluoridation,
though with imprecise exposure assessment that mostly relied on proxy variables, and without
information on maternal fluoride exposure during pregnancy (Aggeborn and Ohman 2017;
Broadbent et al. 2015). Further, in the ELEMENT cohort, elevated maternal U-F concentrations
were associated with higher scores on inattention on the Conners’ Rating Scale, as indication of
Attention-Deficit/Hyperactivity Disorder (ADHD) behaviors (Bashash et al. 2018). Other studies
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on attention outcomes found an association between water fluoridation and diagnosis of ADHD
in Canada, although data on child U-F did not replicate this association (Riddell et al. 2019),
consistent with the ELEMENT study of child U-F and IQ. Likewise, increased risk of ADHD was
reported to be associated with water fluoridation at the state level in the U.S. (Malin and Till
2015), although inclusion of mean elevation at the residence as a covariate made the
association non-significant (Perrott 2018).

Individual vulnerability may play a role, and the original MIREC study suggested that
boys may be more vulnerable to prenatal fluoride neurotoxicity than girls (R. Green et al. 2019)
suggesting a possible indication that sex-dependent endocrine disruption may play a role
(Bergman et al. 2013), among other sex-differential possibilities. For example, genetic
predisposition to fluoride neurotoxicity may exist (Zhang et al. 2015; Cui et al. 2018), but has so
far not been verified. However, other predisposing factors, such as iodine deficiency (Malin et
al. 2018) may well exist. For this reason, regulatory agencies use an uncertainty factor to derive
safe exposure levels that are lower than the BMCL.

Both prospective studies adjusted for a substantial number of cofactors while others
were found to be unimportant. Prenatal and early postnatal lead exposure did not influence the
fluoride-associated 1Q deficits. Other neurotoxicants or risk factors, such as arsenic and lead
exposure, did not appreciably change the estimates in the MIREC study. The increased precision
using the average maternal U-F concentration as an indicator of prenatal fluoride exposure
resulted in stronger statistical evidence of fluoride-associated deficits, as compared to the
cross-sectional and the retrospective studies. Still, the exact fetal fluoride exposure during early
brain development is not known, and even the maternal U-F concentrations may be considered
somewhat imprecise. Such imprecision, likely occurring at random, will tend to underestimate
fluoride neurotoxicity (Grandjean and Budtz-Jorgensen 2010).

The prospective studies offer strong evidence of prenatal neurotoxicity and should
inspire a revision of water-fluoride regulations based on the benchmark results, especially for
pregnant women and young children. Although systemic fluoride exposure may be associated
with some benefits in dental health, these benefits appear to be small and non-essential prior
to tooth eruption (lheozor-Ejiofor et al. 2015), and other means of caries prevention, such as
fluoridated toothpaste and other topical treatment, may be considered (Featherstone 2000).

5. CONCLUSIONS

Two prospective studies found concentration-dependent cognitive deficits associated with
maternal U-F during pregnancy; one of the studies (Bashash et al. 2017) measured child 1Q at
two ages and found similar results, whereas the other study (R. Green et al. 2019) found a
fluoride-1Q effect only in boys. We explored the shape of the concentration-response curve by
using a standard linear shape and compared with a squared exposure and a piecewise linear
function that allowed a change in steepness at two points within the range of exposures. The
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sensitivity calculations suggest that the standard linear function is a reasonable approximation.
All of these estimates have a certain degree of uncertainty, and emphasis should therefore be
placed on the joint BMC results from the two studies and involving both sexes. These findings,
using a linear concentration dependence, suggest an overall BMCL for fluoride concentrations
in urine of approximately 0.2 mg/L or slightly below that level.
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Figure legend

Fig. 1. Association between maternal urinary-fluoride concentration in pregnancy and child IQ
loss. Covariate-adjusted models shown for the linear (solid), squared (dotted), and piecewise
(dashed) linear curve with breakpoint 0.75 mg/L. The BMD results and the curve fits are shown

in Tables 2 and 3.
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Table 1. Regression coefficients adjusted for confounders for the change in the outcome at an
increase by 1 mg/L in fluoride concentration for IQ in the MIREC study, GCI (upper rows) and 1Q
(lower rows) in the ELEMENT study, and a joint calculation. The column to the right shows the
p-value for a hypothesis of identical regressions in the two studies. Two dose-response models
are used, a linear and one with the squared exposure variable.

MIREC ELEMENT Joint
model beta p Beta p beta P Pgits
FSIQ (n=512) GCl (n=287)
Linear -2.07 0.211 -6.29 0.007 -3.49 0.01 0.139
Squared -0.963 0.232 -2.68 0.02 -1.53 0.021 0.221
FSIQ (n=512) 1Q (n=211)
Linear -2.07 0.211 -5.00 0.01 -3.30 0.009 0.252
Squared -0.963 0.232 -2.65 0.002 -1.75 0.003 0.152
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with the squared exposure variable. For both models, sex-specific and joint benchmark results are provided. The fit of the regression

models were compared by twice the log-likelihood [-2 logL] where lower values indicate a better fit.
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Table 3. Benchmark concentration results (mg/L urinary fluoride) for a BMR of 1 1Q point obtained from the MIREC study and the
two cognitive assessments from the ELEMENT study as well as the joint results. Two piecewise linear dose-response models (with
urinary fluoride breakpoints at 0.5 and 0.75 mg/L) are used. For both models, sex-dependent and joint benchmark results are
provided. The fit of the regression models was compared by twice the log-likelihood [-2 logL] where lower values indicate a better
fit.

Study MIREC ELEMENT ELEMENT MIREC and MIREC and
(n=512) IQ (n=211) GCl (n=287) ELEMENT 1Q (n=723) ELEMENT GCI (n=799)
Sex BMD BMDL BMD BMDL BMD  BMDL BMD BMDL -2logL BMD BMDL  -2loglL
Breakpoint Both 0.446  0.090 2.688 0431 1.004 0.042 0.763 0.121 55385 0.616 0.099 6262.8
0.5
Breakpoint Boys 0.107 0.047 2953 0.135 0.725 0.011 0.181 0.060 5532.6 0.108 0.048 6257.0
0.5
Breakpoint Girls oo 0.121 2.363 0.024 1.144 0.046 1433 0.135 55326 1.954 0.145 62570
0.5
Breakpoint Both 0.337 0.115 1.283 0.149 0.115 0.05 0.714 0.154 55394 0.240 0.108  6262.9
0.75
Breakpoint Boys 0.144 0.070 1379 0121 0.127 0.035 0.247 0.096  5533.6 0.142 0.071  6257.2
0.75
Breakpoint Girls 5.025 0.125 1.155 0.052 0.109 0.044 1.016 0.139 55336 0.398 0.108 6257.2
0.75

* 3SUB2I| [euoeWIBIU| 0 AN-DN-AG-DD € Japun 3|qejiene apeuw si |

‘Aimadiad ui uudaid ayy Aejdsip 01 asuadl| e AIxgpaw pajuelb sey oym ‘lapunyioyine ayl si (mainal 1aad Ag paljiliad 10U sem yaiym)
wiudaud siyi 1oy Japjoy ybuAdod ayl 0z0z ‘v 1oquaAoN paisod UOoISIaA SIUl 7/ ET2202 TS 0T 0202/TOTT 0T/B40°10p//:sdny :1op uudaid Axypaw


https://doi.org/10.1101/2020.10.31.20221374
http://creativecommons.org/licenses/by-nc-nd/4.0/

medRxiv preprint doi: https://doi.org/10.1101/2020.10.31.20221374; this version posted November 4, 2020. The copyright holder for this preprint
(which was not certified by peer review) is the author/funder, who has granted medRxiv a license to display the preprint in perpetuity.
It is made available under a CC-BY-NC-ND 4.0 International license .

16

REFERENCES

Aggeborn, L., and M. Ohman. 2017. The Effects of Fluoride in Drinking Water. Institute for
Evaluation of Labour Market and Education Policy (Uppsala, Sweden).
https.//www.ifau.se/global assets/pdf/se/2017/wp2017-20-the-effects-of -fluoride-in-the-
drinking-water.pdf.

Arbuckle, T. E., W. D. Fraser, M. Fisher, K. Davis, C. L. Liang, N. Lupien, S. Bastien, M. P.
Velez, P. von Dadelszen, D. G. Hemmings, J. Wang, M. Helewa, S. Taback, M. Sermer,
W. Foster, G. Ross, P. Fredette, G. Smith, M. Walker, R. Shear, L. Dodds, A. S. Ettinger,
J. P. Weber, M. D'Amour, M. Legrand, P. Kumarathasan, R. Vincent, Z. C. Luo, R. W.
Platt, G. Mitchell, N. Hidiroglou, K. Cockell, M. Villeneuve, D. F. Rawn, R. Dabeka, X.
L. Cao, A. Becalski, N. Rathayake, G. Bondy, X. Jin, Z. Wang, S. Tittlemier, P. Julien,
D. Avard, H. Weller, A. Leblanc, G. Muckle, M. Boivin, G. Dionne, P. Ayaotte, B.
Lanphear, J. R. Seguin, D. Saint-Amour, E. Dewailly, P. Monnier, G. Koren, and E.
Ouellet. 2013. "Cohort profile: the maternal-infant research on environmental chemicals
research platform." Paediatr Perinat Epidemiol 27 (4): 415-25.
https://doi.org/10.1111/ppe.12061. https://www.ncbi.nlm.nih.gov/pubmed/23772943.

Bartos, M., F. Gumilar, C. E. Gallegos, C. Bras, S. Dominguez, N. Monaco, M. D. C. Esandi, C.
Bouzat, L. M. Cancela, and A. Minetti. 2018. "Alterations in the memory of rat offspring
exposed to low levels of fluoride during gestation and lactation: Involvement of the
alpha7 nicotinic receptor and oxidative stress." Reprod Toxicol 81: 108-114.
https.//doi.org/10.1016/j.reprotox.2018.07.078.
https.//www.ncbi.nlm.nih.gov/pubmed/30009953.

Bashash, M., M. Marchand, H. Hu, C. Till, E. A. Martinez-Mier, B. N. Sanchez, N. Basu, K. E.
Peterson, R. Green, L. Schnaas, A. Mercado-Garcia, M. Hernandez-Avila, and M. M.
Tellez-Rojo. 2018. "Prenatal fluoride exposure and attention deficit hyperactivity
disorder (ADHD) symptomsin children at 6-12years of age in Mexico City." Environ Int
121 (Pt 1): 658-666. https://doi.org/10.1016/j.envint.2018.09.017.
https.//www.ncbi.nlm.nih.gov/pubmed/30316181.

Bashash, M., D. Thomas, H. Hu, E. A. Martinez-Mier, B. N. Sanchez, N. Basu, K. E. Peterson,
A. S. Ettinger, R. Wright, Z. Zhang, Y. Liu, L. Schnaas, A. Mercado-Garcia, M. M.
Tellez-Rojo, and M. Hernandez-Avila. 2017. "Prenatal Fluoride Exposure and Cognitive
Outcomesin Children at 4 and 6-12 Years of Agein Mexico." Environ Health Perspect
125 (9): 097017. https.//doi.org/10.1289/EHPE55.
https://www.ncbi.nlm.nih.gov/pubmed/28937959.

Bergman, A., J. J. Heinddl, T. Kasten, K. A. Kidd, S. Jobling, M. Neira, R. T. Zo€ller, G. Becher,
P. Bjerregaard, R. Bornman, |. Brandt, A. Kortenkamp, D. Muir, M. N. Drisse, R.
Ochieng, N. E. Skakkebaek, A. S. Bylehn, T. Iguchi, J. Toppari, and T. J. Woodruff.
2013. "The impact of endocrine disruption: a consensus statement on the state of the
science." Environ Health Perspect 121 (4): A104-6. https://doi.org/10.1289/ehp.1205448
[doi].

Broadbent, J. M., W. M. Thomson, S. Ramrakha, T. E. Moffitt, J. Zeng, L. A. Foster Page, and
R. Poulton. 2015. "Community Water Fluoridation and Intelligence: Prospective Study in
New Zedland." AmJ Public Health 105 (1): 72-76.
https://doi.org/10.2105/AJPH.2013.301857.
http://www.ncbi.nlm.nih.gov/pubmed/24832151.



https://doi.org/10.1101/2020.10.31.20221374
http://creativecommons.org/licenses/by-nc-nd/4.0/

medRxiv preprint doi: https://doi.org/10.1101/2020.10.31.20221374; this version posted November 4, 2020. The copyright holder for this preprint
(which was not certified by peer review) is the author/funder, who has granted medRxiv a license to display the preprint in perpetuity.
It is made available under a CC-BY-NC-ND 4.0 International license .

17

Budtz-Jorgensen, E., D. Bellinger, B. Lanphear, P. Grandjean, and International Pooled Lead
Study Investigators. 2013. "An international pooled analysis for obtaining a benchmark
dose for environmental lead exposure in children." Risk Anal 33 (3): 450-61.
https://doi.org/10.1111/j.1539-6924.2012.01882.x.
https.//www.ncbi.nlm.nih.gov/pubmed/22924487.

Caldwell, B., and R. Bradley. 1984. Home Observation for Measurement of the Environment
(HOME) - Revised Edition. Little Rock, AR: University of Arkansas.

Choi, A. L., G. Sun, Y. Zhang, and P. Grandjean. 2012. "Developmental fluoride neurotoxicity: a
systematic review and meta-analysis." Environ Health Perspect 120 (10): 1362-8.
https://doi.org/10.1289/ehp.1104912. http://www.nchi.nlm.nih.gov/pubmed/22820538.

Choi, A. L., Y. Zhang, G. Sun, D. C. Bellinger, K. Wang, X. J. Yang, J. S. Li, Q. Zheng, Y. Fu,
and P. Grandjean. 2015. "Association of lifetime exposure to fluoride and cognitive
functionsin Chinese children: a pilot study." Neurotoxicol Teratol 47: 96-101.
https.//doi.org/10.1016/j.ntt.2014.11.001.
https.//www.ncbi.nlm.nih.gov/pubmed/25446012.

Cui, Y., B. Zhang, J. Ma, Y. Wang, L. Zhao, C. Hou, J. Yu, Y. Zhao, Z. Zhang, J. Nie, T. Gao,
G. Zhou, and H. Liu. 2018. "Dopamine receptor D2 gene polymorphism, urine fluoride,
and intelligence impairment of children in China: A school-based cross-sectional study.”
Ecotoxicol Environ Saf 165: 270-277. https://doi.org/10.1016/].ecoenv.2018.09.018.
https.//www.ncbi.nlm.nih.gov/pubmed/30205328.

Duan, Q., J. Jiao, X. Chen, and X. Wang. 2018. "Association between water fluoride and the
level of children'sintelligence: a dose-response meta-analysis." Public Health 154. 87-
97. https://doi.org/10.1016/j.puhe.2017.08.013.
https.//www.ncbi.nlm.nih.gov/pubmed/29220711.

EFSA Scientific Committee (EFSA). 2009. "Guidance of the Scientific Committee on Use of the
benchmark dose approach in risk assessment.” The EFSA Journal 1150: 1-72.

Ekstrand, J., and M. Ehrnebo. 1983. "The relationship between plasma fluoride, urinary
excretion rate and urine fluoride concentration in man." J Occup Med 25 (10): 745-8.
https://www.nchi.nlm.nih.gov/pubmed/6631559.

European Food Safety Authority. 2010. "EFSA Panel on Contaminants in the Food Chain
(CONTAM); Scientific Opinion on Lead in Food." EFSA Journal 8 (4): 1570.
https.//doi.org/doi:10.2903/j.efsa. 2010. www.efsa.europa.eu/efsajournal
<http://www.€efsa.europa.eu/ef sajournal >.

Featherstone, J. D. 2000. "The science and practice of caries prevention." J Am Dent Assoc 131
(7): 887-99. https.//doi.org/10.14219/jada.archive.2000.0307.
https.//www.ncbi.nlm.nih.gov/pubmed/10916327.

Gould, E. 2009. "Childhood lead poisoning: conservative estimates of the social and economic
benefits of lead hazard control." Environ Health Perspect 117 (7): 1162-7.
https.//doi.org/10.1289/ehp.0800408.

Grandjean, P. 2013. Only One Chance: How Environmental Pollution Impairs Brain
Development —and How to Protect the Brains of the Next Generation. New Y ork:
Oxford University Press.

---. 2019. "Developmental fluoride neurotoxicity: an updated review." Environ Health 18 (1):
110. https://doi.org/10.1186/s12940-019-0551-X.
https.//www.ncbi.nlm.nih.gov/pubmed/31856837.



https://doi.org/10.1101/2020.10.31.20221374
http://creativecommons.org/licenses/by-nc-nd/4.0/

medRxiv preprint doi: https://doi.org/10.1101/2020.10.31.20221374; this version posted November 4, 2020. The copyright holder for this preprint
(which was not certified by peer review) is the author/funder, who has granted medRxiv a license to display the preprint in perpetuity.
It is made available under a CC-BY-NC-ND 4.0 International license .

18

Grandjean, P., and E. Budtz-Jorgensen. 2010. "An ignored risk factor in toxicology: The total
imprecision of exposure assessment.” Pure Appl Chem 82 (2): 383-391.
https.//doi.org/10.1351/PAC-CON-09-05-04.
http://www.nchi.nIm.nih.gov/entrez/query.fcgi ?cmd=Retrieve& db=PubM ed& dopt=Citati
on&list_uids=20419070.

Green, R., J. Rubenstein, R. Popoli, R. Capulong, and C. Till. 2020. " Sex-specific neurotoxic
effects of early-life exposure to fluoride: A review of the epidemiologic and animal
literature." Current Epidemiology Reports (in press).

Green, R., B. Lanphear, R. Hornung, D. Flora, E. A. Martinez-Mier, R. Neufeld, P. Ayotte, G.
Muckle, and C. Till. 2019. "Association Between Maternal Fluoride Exposure During
Pregnancy and 1Q Scoresin Offspring in Canada." JAMA Pediatr 173: (in press).
https://doi.org/10.1001/jamapediatrics.2019.1729.
https://www.ncbi.nlm.nih.gov/pubmed/31424532.

Hirzy, J. W., P. Connett, Q. Y. Xiang, B. J. Spittle, and D. C. Kennedy. 2016. "Developmental
neurotoxicity of fluoride: A quantitative risk analysis towards establishing a safe daily
dose of fluoride for children." Fluoride 49 (4): 379-400. <Go to
|SI>://WOS:000393201000001.

Ilheozor-Ejiofor, Z., H. V. Worthington, T. Walsh, L. O'Malley, J. E. Clarkson, R. Macey, R.
Alam, P. Tugwell, V. Welch, and A. M. Glenny. 2015. "Water fluoridation for the
prevention of dental caries.” Cochrane Database Syst Rev (6): CD010856.
https:.//doi.org/10.1002/14651858.CD010856.pub?2.
https://www.nchi.nlm.nih.gov/pubmed/26092033.

Kaplan, R. M., and D. P. Sacuzzo. 2010. Psychological Testing: Principles, Applications, &
Issues, Eighth Edition. Belmont, CA: Wadsworth.

Krishnankutty, N., T.S. Jensen, J. Kjaa, J.S. Jargensen, F. Nielsen, and P. Grandjean. 2020.
"Public health risks from tea drinking: Fluoride exposure.” Scand J Public Health.

Lanphear, B. P. 2015. "The impact of toxins on the developing brain." Annu Rev Public Health
36: 211-30. https://doi.org/10.1146/annurev-publhealth-031912-114413.
https://www.nchi.nlm.nih.gov/pubmed/25581143.

Malin, A. J., J. Riddell, H. McCague, and C. Till. 2018. "FHuoride exposure and thyroid function
among adults living in Canada: Effect modification by iodine status.” Environ Int 121 (Pt
1): 667-674. https://doi.org/10.1016/j .envint.2018.09.026.
https.//www.nchi.nlm.nih.gov/pubmed/30316182.

Malin, A. J., and C. Till. 2015. "Exposure to fluoridated water and attention deficit hyperactivity
disorder prevalence among children and adolescents in the United States: an ecol ogical
association." Environ Health 14: 17. https.//doi.org/10.1186/s12940-015-0003-1.
https://www.ncbi.nlm.nih.gov/pubmed/25890329.

Martinez-Mier, E. A., J. A. Cury, J. R. Hellman, B. P. Katz, S. M. Levy, Y. Li, A. Maguire, J.
Margineda, D. O'Mullane, P. Phantumvanit, A. E. Soto-Rojas, G. K. Stookey, A. Villa, J.
S. Wefel, H. Whelton, G. M. Whitford, D. T. Zero, W. Zhang, and V. Zohouri. 2011.
"Development of gold standard ion-selective el ectrode-based methods for fluoride
analysis." Caries Res 45 (1): 3-12. https://doi.org/10.1159/000321657.
https.//www.ncbi.nlm.nih.gov/pubmed/21160184.

Mullenix, PJ. , PK. Denbesten, A. Schunior, and WJ. Kernan. 1995. "Neurotoxicity of sodium
fluoridein rats." Neurotoxicol Teratol 17: 169-177.



https://doi.org/10.1101/2020.10.31.20221374
http://creativecommons.org/licenses/by-nc-nd/4.0/

medRxiv preprint doi: https://doi.org/10.1101/2020.10.31.20221374; this version posted November 4, 2020. The copyright holder for this preprint
(which was not certified by peer review) is the author/funder, who has granted medRxiv a license to display the preprint in perpetuity.
It is made available under a CC-BY-NC-ND 4.0 International license .

19

National Research Council. 2006. Fluoride in Drinking Water: A Scientific Review of EPA's
Sandards. Washington, D.C.: National Academy Press.

National Research Council (NRC). 1989. Recommended Dietary Allowances. 10 ed.
Washington, DC: National Academy Press.

National Toxicology Program. 2020. Revised draft NTP monograph on the systematic review of
fluoride exposure and neurodevelopmental and cognitive health effects. National Institute
of Environmental Health Sciences (Research Triangle Park, NC).

National Toxicology Program (NTP). 2016. Systematic literature review on the effects of fluoride
on learning and memory in animal studies. National Toxicology Program, National
Institute of Environmental Health Sciences (Research Triangle Park, NC).

Opydo-Symaczek, J., and M. Borysewicz-Lewicka. 2005. "Urinary fluoride levels for
assessment of fluoride exposure of pregnant women in Poznan, Poland.” Fluoride 38 (4):
312-317.

Perng, W., M. Tamayo-Ortiz, L. Tang, B. N. Sanchez, A. Cantoral, J. D. Meeker, D. C. Dalinoy,
E. F. Roberts, E. A. Martinez-Mier, H. Lamadrid-Figueroa, P. X. K. Song, A. S. Ettinger,
R. Wright, M. Arora, L. Schnaas, D. J. Watkins, J. M. Goodrich, R. C. Garcia, M.
Solano-Gonzalez, L. F. Bautista-Arredondo, A. Mercado-Garcia, H. Hu, M. Hernandez-
Avila, M. M. Tdlez-Rojo, and K. E. Peterson. 2019. "Early Life Exposure in Mexico to
ENvironmental Toxicants (ELEMENT) Project." BMJ Open 9 (8): e030427.
https://doi.org/10.1136/bmjopen-2019-030427.
https:.//www.nchi.nlm.nih.gov/pubmed/31455712.

Perrott, K. W. 2018. "Fluoridation and attention deficit hyperactivity disorder - a critique of
Malin and Till (2015)." Br Dent J 223 (11): 819-822.
https://doi.org/10.1038/g.bdj.2017.988.
https://www.ncbi.nlm.nih.gov/pubmed/29192688.

Reuben, A., A. Caspi, D. W. Belsky, J. Broadbent, H. Harrington, K. Sugden, R. M. Houts, S.
Ramrakha, R. Poulton, and T. E. Moffitt. 2017. "Association of Childhood Blood Lead
Levels With Cognitive Function and Socioeconomic Status at Age 38 Y ears and With IQ
Change and Socioeconomic Mobility Between Childhood and Adulthood.” JAMA 317
(12): 1244-1251. https://doi.org/10.1001/jama.2017.1712.
https://www.ncbi.nlm.nih.gov/pubmed/28350927.

Riddell, J. K., A. J. Madlin, D. Hora, H. McCague, and C. Till. 2019. "Association of water
fluoride and urinary fluoride concentrations with attention deficit hyperactivity disorder
in Canadian youth." Environ Int 133 (Pt B): 105190.
https://doi.org/10.1016/j.envint.2019.105190.
https.//www.ncbi.nlm.nih.gov/pubmed/31654913.

Rodriguez, 1., A. Burgos, C. Rubio, A. J. Gutiérrez, S. Paz, F. M. Rodrigues da Silva Janior, A.
Hardisson, and C. Revert. 2020. "Human exposure to fluoride from tea (Camellia
sinendis) in a volcanic region-Canary Islands, Spain." Environ Sci Pollut Res Int.
https://doi.org/10.1007/s11356-020-10319-9.

Tang, QQ. , J. Du, HH. Ma, SJ. Jiang, and XJ. Zhou. 2008. "Fluoride and children’s
intelligence: a meta-analysis." Bio Trace Elem Res 126: 115-120.

Thomas, D. B., N. Basy, E. A. Martinez-Mier, B. N. Sanchez, Z. Zhang, Y. Liu, R. P. Parguli,
K. Peterson, A. Mercado-Garcia, M. Bashash, M. Hernandez-Avila, H. Hu, and M. M.
Tellez-Rojo. 2016. "Urinary and plasma fluoride levels in pregnant women from Mexico



https://doi.org/10.1101/2020.10.31.20221374
http://creativecommons.org/licenses/by-nc-nd/4.0/

medRxiv preprint doi: https://doi.org/10.1101/2020.10.31.20221374; this version posted November 4, 2020. The copyright holder for this preprint
(which was not certified by peer review) is the author/funder, who has granted medRxiv a license to display the preprint in perpetuity.
It is made available under a CC-BY-NC-ND 4.0 International license .

20

City." Environ Res 150: 489-495. https://doi.org/10.1016/j.envres.2016.06.046.
https.//www.ncbi.nlm.nih.gov/pubmed/27423051.

Till, C., R. Green, D. Flora, R. Hornung, E. A. Martinez-Mier, M. Blazer, L. Farmus, P. Ayotte,
G. Muckle, and B. Lanphear. 2019. "Fluoride exposure from infant formula and child 1Q
in a Canadian birth cohort." Environ Int 134: 105315.
https://doi.org/10.1016/j .envint.2019.105315.
https.//www.ncbi.nlm.nih.gov/pubmed/31743803.

---. 2020. "Fluoride exposure from infant formula and child IQ in a Canadian birth cohort.”
Environ Int 134: 105315. https.//doi.org/10.1016/j.envint.2019.105315.
https://www.nchi.nlm.nih.gov/pubmed/31743803.

Till, C., R. Green, J. G. Grundy, R. Hornung, R. Neufeld, E. A. Martinez-Mier, P. Ayotte, G.
Muckle, and B. Lanphear. 2018. "Community Water Fluoridation and Urinary Fluoride
Concentrationsin a National Sample of Pregnant Women in Canada." Environ Health
Perspect 126 (10): 107001. https.//doi.org/10.1289/EHP3546.
https.//www.ncbi.nlm.nih.gov/pubmed/30392399.

U.S. Environmental Protection Agency (U.S. EPA). 1985. National Primary Drinking Water
Regulations: Fluoride Final Rule and Proposed Rule. Washington, DC: Federal Register

---. 2010. Fluoride: Exposure and Relative Source Contribution Analysis. Health and Ecological
Criteria Divison, Office of Water, U.S. EPA (Washington, DC).

---. June, 2012 2012. Benchmark dose technical guidance. Risk Assessment Forum, U.S.
Environmental Protection Agency (Washington, DC).
http://www.epa.gov/raf/publications/pdfs/benchmark _dose guidance.pdf.

Wang, M., L. Liu, H. Li, Y. Li, H. Liu, C. Hou, Q. Zeng, P. Li, Q. Zhao, L. Dong, G. Zhou, X.
Yu, L. Liu, Q. Guan, S. Zhang, and A. Wang. 2020. "Thyroid function, intelligence, and
low-moderate fluoride exposure among Chinese school-age children.” Environ Int 134:
105229. https.//doi.org/10.1016/j.envint.2019.105229.
https.//www.ncbi.nlm.nih.gov/pubmed/31698198.

Waugh, D. T., M. Godfrey, H. Limeback, and W. Potter. 2017. "Black Tea Source, Production,
and Consumption: Assessment of Health Risks of Fluoride Intakein New Zealand." J
Environ Public Health 2017: 5120504. https://doi.org/10.1155/2017/5120504.
https://www.ncbi.nlm.nih.gov/pubmed/28713433.

World Health Organization. 2006. Fluoride in drinking-water. IWA Publishing (London, UK:
IWA Publishing).

Xiang, Q., Y. Liang, L. Chen, C. Wang, B. Chen, X. Chen, and M. Zhou. 2003. "Effect of
fluoride in drinking water on children’s intelligence." Fluoride 36 (2): 84-94.

Yu, X.,J. Chen, Y. Li, H. Liu, C. Hou, Q. Zeng, Y. Cui, L. Zhao, P. Li, Z. Zhou, S. Pang, S.
Tang, K. Tian, Q. Zhao, L. Dong, C. Xu, X. Zhang, S. Zhang, L. Liu, and A. Wang.
2018. "Threshold effects of moderately excessive fluoride exposure on children's health:
A potential association between dental fluorosis and loss of excellent intelligence.”
Environ Int 118: 116-124.

Zhang, S., X. Zhang, H. Liu, W. Qu, Z. Guan, Q. Zeng, C. Jiang, H. Gao, C. Zhang, R. Lei, T.
Xia, Z. Wang, L. Yang, Y. Chen, X. Wu, Y. Cui, L. Yu, and A. Wang. 2015. "Modifying
effect of COMT gene polymorphism and a predictive role for proteomics analysisin
children'sintelligence in endemic fluorosis areain Tianjin, China" Toxicol Sci 144 (2):
238-45. https.//doi.org/10.1093/toxsci/kfu31l.
https://www.nchi.nlm.nih.gov/pubmed/25556215.



https://doi.org/10.1101/2020.10.31.20221374
http://creativecommons.org/licenses/by-nc-nd/4.0/

