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Abstract

One of the major health consequences of the Chernobyl Nuclear Power Plant accident in
1986 was a dramatic increase in incidence of thyroid cancer among those who were aged
less than 18 years at the time of the accident. This increase has been directly linked in sev-
eral analytic epidemiological studies to iodine-131 (*3'l) thyroid doses received from the
accident. However, there remains limited understanding of factors that modify the '3'I-
related risk. Focusing on post-Chernobyl pediatric thyroid cancer in Belarus, we reviewed
evidence of the effects of radiation, thyroid screening, and iodine deficiency on regional dif-
ferences in incidence rates of thyroid cancer. We also reviewed current evidence on content
of nitrate in groundwater and thyroid cancer risk drawing attention to high levels of nitrates
in open well water in several contaminated regions of Belarus, i.e. Gomel and Brest, related
to the usage of nitrogen fertilizers. In this hypothesis generating study, based on ecological
data and biological plausibility, we suggest that nitrate pollution may modify the radiation-
related risk of thyroid cancer contributing to regional differences in rates of pediatric thyroid
cancer in Belarus. Analytic epidemiological studies designed to evaluate joint effect of
nitrate content in groundwater and radiation present a promising avenue of research and
may provide useful insights into etiology of thyroid cancer.
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Introduction

The most significant health consequence of the 1986 Chernobyl nuclear power plant accident
was a dramatic increase in incidence of thyroid cancer among residents of Belarus, Ukraine,
and parts of the Russian Federation affected by radioactive fallout. There is now compelling
evidence for a causative association between excess of thyroid cancer and exposure to iodine-
131 (**'I) from the accident among those exposed in childhood or adolescence [1-9]. Along
with young age at exposure, epidemiological studies have also suggested a modifying role of
iodine deficiency on *'I-related risk of thyroid cancer [2, 10]. In this article, we discuss evi-
dence for several confounding and modifying factors which may have affected the incidence of
pediatric thyroid cancer in different regions of Belarus following the Chernobyl accident and
propose a hypothesis that exposure to nitrates in drinking water due to usage of nitrogen fertil-
izers might influence the '*'I-related risk.

Materials and Methods

We performed searches in PubMed to identify studies of radiation-related risk of thyroid can-
cer, effect of thyroid screening, iodine deficiency and nitrate exposure on incidence of thyroid
cancer overall and among populations exposed to the Chernobyl fallout. We reviewed reports
prepared by major international bodies such as International Atomic Energy Agency (IAEA),
United Nations Scientific Committee on the Effects of Atomic Radiation (UNSCEAR), and
World Health Organization (WHO). We also relied on reviews of Belarusian journals and his-
torical review publications in Russian language, as well as materials in German. Given the lim-
ited number of studies of iodine deficiency, thyroid screening, and nitrate exposure and little
overlap among these and studies of radiation-related thyroid cancer, we summarized the state
of scientific evidence and existing research needs. Studies were categorized as those providing
estimates of radiation risk in the context of the Chernobyl accident, thyroid screening pro-
grams in Belarus, iodine intake and thyroid health and nitrates exposure and thyroid health.

Maps of contamination of Belarus with radioiodine and nitrate were generated with the
ArcGIS Spatial Analyst extension of ArcGIS 10.2 software (Esri, Redlands, CA, USA) using
previously published data [11] or the database of Laboratory of Hydrogeology and Hydroecol-
ogy (Institute for Nature Management of the National Academy of Sciences of Belarus, Minsk,
Belarus), respectively.

Statistical analyses were conducted using IBM SPSS Statistics Version 21 software package
(International Business Machines Corp., Armonk, NY, USA). The rates of thyroid cancer were
described using the negative binomial regression models with the logarithm as the link func-
tion as implemented in GENLIN procedure. P-values were 2-sided and considered significant
if < 0.05.

Results
Thyroid cancer and radiation exposure

External beam therapy received in childhood has been known for decades to be associated with
an elevated risk of developing thyroid cancer. The data come from a number of sources, but
particularly from the radiotherapy for tinea capitis [12], enlarged thymus [13] or tonsils [14].
In addition, thyroid cancer was the first type of solid cancer to be found in excess among the
survivors of the atomic bombings in Japan [15]. The best estimate of risk for persons exposed
under 15 years of age to external radiation is based on a pooled analysis of seven studies [16].
The overall excess relative risk (ERR) among those exposed under 15 years of age was 7.7 per
Gy, while the excess absolute risk (EAR) was 4.4 per 10* person-years per Gy (PY Gy); linearity
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best described the dose response down to 100 mGy [16]. The ERR per Gy (ERR/Gy) signifi-
cantly varied by age at exposure even within this limited age range (<15 years), with children
exposed under one year of age having ERR/Gy five times higher than children exposed at 10—
14 years. The excess risk peaked 15-19 years after radiation exposure, then declined, although
an excess was still apparent more than 40 years later. Similar age at exposure pattern of ERR
was observed in updated pooled analysis of thyroid cancer incidence following radiotherapy
for childhood cancer [17]. In a recent analysis of thyroid cancer incidence from 1958 to 2005
among the atomic bomb survivors from Japan the ERR/Gy, modelled for those exposed at age
10 and observed at age 60, was 1.28 and the EAR was 3.0 [18]. It was estimated that the ERR
decreased by 53%, while the EAR decreased by 70% per decade increase in age at exposure.
Thyroid exposure to lower doses of external radiation (average of 120-260 mGy) from treat-
ment for skin hemangioma in infancy was associated with significant increase in risk of thyroid
cancer in two Swedish [19-20] and one French cohort [21] followed up to 39 years.

Ecological studies of thyroid cancer incidence in Belarus and Ukraine after the Chernobyl
accident estimated a linear ERR/Gy of 18.9 and EAR/10* PY Gy of 2.66 [6]. Case-control stud-
ies with individual dose estimates of '*'I reported ERR/Gy between 4.2 and 7.2 among exposed
children from Belarus and Russia [2-3, 22]. Cohort studies with measurement-based individual
thyroid dose estimates reported ERR/Gy of 5.25 and 2.15 for prevalent thyroid cancer in
Ukraine [8, 23] and Belarus [9, 24], respectively; and of 1.91 for incident thyroid cancer in
Ukraine [1]. Another cohort study conducted in the Russian Federation estimated ERR/Gy of
3.22 [4]. The ERR/Gy estimates in these studies appear to be generally comparable with each
other as well as with the estimate of radiation risk from the pooled study of external exposures
[16]. In addition, similar to the pooled analysis, some but not all post-Chernobyl studies found
increasing '>'T thyroid cancer risk with decreasing age at exposure, which once again attests to
the importance of the relationship between radiation risk and age at exposure [6-7, 25].

In Belarus, the rates of pediatric thyroid cancer began increasing as soon as four years after
the Chernobyl accident [26]. The increase in incidence (Table 1) seemed to be region specific
and generally depended on estimate of mean thyroid dose of ' [27]. The highest thyroid
dose (320 mGy) and incidence of pediatric thyroid cancer (11 per 100,000 PY) were in Gomel
Oblast (an oblast is the largest administrative unit in Belarus, there are 6 oblasts in the coun-
try), while the lowest thyroid dose (3.5 mGy) and incidence were in Vitebsk Oblast (0.48 per
100,000 PY). There was one notable exception to the general dose-incidence rate pattern,

Table 1. Mean thyroid dose from '3'l, nitrate in groundwater, number of pediatric thyroid cancers, and incidence rate of pediatric thyroid cancer
among Belarusians 0-18 years old at the time of the Chernobyl accident.

Oblast

Minsk®
Gomel
Mogilev
Brest
Grodno
Vitebsk
Belarus

Mean 3"l thyroid
dose® (mGy)

26

320

65

51

11

3.5

78

@ Adapted from [27].
® Crude incidence rates for 1986-2004 period.
¢ Including the city of Minsk.

doi:10.1371/journal.pone.0137226.t001

Nitrate in groundwater (mg/L)

Number of pediatric thyroid cancers

Incidence rate® (per 100,000 PY)

130 114 1.20
112 552 11.0
40 56 1.50
185 245 5.51
53 58 1.74
77 19 0.48
= 1,044 3.48
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i.e. substantial difference in rates of pediatric thyroid cancer in Mogilev and Brest Oblasts
(1.50 and 5.51 per 100,000 PY, respectively) given generally comparable estimates of '>'T doses
in the two regions (65 and 51 mGy, respectively). This requires better understanding.

Thyroid cancer and ultrasound screening

In addition to radiation dose, the contribution of ultrasound screening for early detection of
thyroid cancer requires consideration as it could confound comparison of rates between
regions with different levels of radiation exposure. Previous post-Chernobyl studies suggest
that, due to enhanced surveillance or screening, thyroid cancer incidence rates may increase by
a factor of 3-7 [4, 7, 25, 28].

The results of screening studies conducted in Belarus after the Chernobyl accident are sum-
marized in Table 2. The first screening in the Gomel Oblast by the International Chernobyl
Project (ICP) began in early 1990s under the supervision of the International Atomic Energy
Agency [29]. The overall prevalence of nodular goiter in the study was 1.2%; the prevalence did
not vary between children exposed and not exposed to radiation and no cases of thyroid cancer
among 323 exposed children were found [30].

In 1990-1991, a thyroid screening of children in several contaminated areas of Gomel
Oblast, conducted by the Research Institute of Radiation Medicine (Minsk, Belarus) found the
overall prevalence of thyroid nodular disease in Khoiniki raion, one of the most contaminated
raions, of 1.2% and of thyroid carcinoma—0.6%. The repeated screening of this population in
1993 showed that the proportion of thyroid nodules was 2.1% and the proportion of thyroid
carcinoma was 0.3% [31, 32, 35].

In 1990, the WHO International Program on Health Effects of the Chernobyl Accident
(IPHECA) examined about 8,000 children from Gomel, Mogilev, Vitebsk and Minsk Oblasts.
The prevalence of thyroid nodules and thyroid cancer in Gomel Oblast was 1.0% and 0.2%
respectively. In Vitebsk Oblast, the prevalence of nodular goiter was 0.2%, while no cases of
thyroid cancer were found. In Minsk Oblast, similarly, the prevalence of nodular goiter was
0.4% and no single case of thyroid cancer was found [33].

Since 1990, a thyroid screening by the Chernobyl Sasakawa Health and Medical Coopera-
tion Foundation (SMHF) Project of more than 19,000 children <18 years old at the time of the

Table 2. Results of ultrasound screening programs for thyroid nodules and thyroid cancer in Belarus after the Chernobyl accident.

Screening programs [reference]

International Chernobyl Project, IAEA [30]
Screening program of Research Institute of
Radiation Medicine [31-32]

International Program on Health Effects of the
Chernobyl Accident (IPHECA), WHO [33]
Chernobyl Sasakawa Health and Medical
Cooperation Project [34]

Study of thyroid cancer and other thyroid
diseases after the Chernobyl accident,
NCI-Belarusian Ministry of Health, Gomel Oblast,
Mogilev Oblast, Minsk city [9]

Screening project of the Red Cross®

Diseases
Region Years of screening N Thyroid nodules Thyroid cancer
N % N %
NA 1990 323 4 1.2
Khoyniki (Gomel) 1990-1991 1993 1,132 1,546 14 32 1221 75 0.6 0.3
Gomel Vitebsk Minsk ~ 1990-1994 6,946 1,429214 7031 1.00204 15-- 02--
Mogilev Gomel 1990-2000 13,868 19,790 24350 0.11.7 238 0.0080.2
Gomel Mogilev 1996—-2001 11,970 - - 85 0.4
Minsk-city
Brest 1998-2005 50,896 3,244 6.4 136 0.3

& Sivuda V., Grigorovich A., personal communication, Minsk, Belarus, 2013.

doi:10.1371/journal.pone.0137226.t002
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Chernobyl accident from Gomel Oblast and about 14,000 children from Mogilev Oblast
reported the prevalence of nodular goiter in Gomel of 1.7% and that of thyroid cancer of 0.2%.
The respective numbers in Mogilev Oblast were substantially lower, 0.1% and 0.008%, respec-
tively [34].

In 1996, a cohort study of thyroid cancer and other thyroid diseases in Belarus after the
Chernobyl accident was initiated by the Division of Cancer Epidemiology and Genetics,
National Cancer Institute (USA) [36]. Overall, about 12,000 cohort members aged 18 years or
younger at the time of the Chernobyl accident from the most contaminated regions of Gomel,
Mogilev or from Minsk city were screened. The overall prevalence of thyroid cancer in this
cohort was 0.4% [9].

The Red Cross is conducting a thyroid screening in Brest Oblast. Between 1998 and 2005, a
total of 50,896 subjects aged less than 18 years at the time of the accident were examined. The
overall prevalence of nodular goiter was 6.4% and of that of thyroid carcinoma—0.3%.

In summary, the comparison of data obtained by different investigators in 1990-2013
showed variations of thyroid cancer prevalence between 0.2%-0.6% in Gomel, 0.3% in Brest,
and only 0.008% in Mogilev Oblast. Thus, the results of ultrasound screening programs suggest
that given comparable screening, the difference in the prevalence of thyroid cancer between
Brest and Mogilev Oblasts persists.

Thyroid and iodine deficiency

Iodine is a critical element for thyroid hormone biosynthesis. The daily intake of iodine recom-
mended by WHO and other international organizations ranges from 90 ug for young children
to 150 pg for adolescents and adults [37]. Insufficient intake of dietary iodine is known to cause
goiter, hypothyroidism, and mental retardation in children [38]. While animal experiments
found that iodine deficiency may play a role in tumor promotion [39], the role of iodine defi-
ciency in etiology of spontaneous thyroid cancer in humans has not been established unequivo-
cally [40]. Normally, water and food are the main sources of iodine. Their iodine content
depends on the iodine concentration in local soil and could vary within geographic regions. In
rural areas, consumption of locally produced food is naturally higher than in urban popula-
tions. Also, consumption of water from open well sources is rather common. Therefore, rural
residents are likely to be more vulnerable to iodine deficiency.

The territories affected by the Chernobyl accident had historically been an area of mild to
moderate iodine deficiency [41]. Although there were several attempts to correct this situation
in the decades preceding the accident, in the late 1980s before the breakup of the former Soviet
Union, there were no systematic, large-scale iodination programs in place [41-42]. There are
two ways in which iodine nutrition might affect the tumorigenic or oncogenic risk from expo-
sure to radioactive iodine: by influencing the radiation dose received by the gland and by alter-
ing the response to the irradiation. This is due to the fact that iodine deficiency increases iodine
uptake by the thyroid (including radioiodines, if present in the environment) and stimulates
thyroid cell activity through increased production of thyroid stimulating hormone [42]. Con-
sistent with this idea, two epidemiological studies, one conducted in Belarus and another one
in the Russian Federation, found that the risk of radiation-related thyroid cancer was two-three
times higher in iodine-deficient areas than in areas with normal iodine intake [2, 10]. In gen-
eral, it is challenging to study the role of iodine deficiency in radiation-related thyroid cancer
because data on iodine intake around the time of exposure, the most relevant time period, is
often unavailable.

For evaluation of iodine status in Belarus before and immediately after the Chernobyl acci-
dent, the only source of data is measurements of iodine content in soil made in the 1960s [43].
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Fig 1. Content of iodine in soil of Belarus (mg/kg). I: 0.56—0.64; 11: 0.87-0.94; lll: 1.3—-1.39; IV: 1.6—4.2; V:
5.0-18.2. The original map is derived from ref. [43] and is presented with minor modifications.

doi:10.1371/journal.pone.0137226.g001

Given that a substantial proportion of diet in Belarus in 1986 came from locally produced food
and that governmental iodination programs in the 1980s were no longer active, the content of
iodine in soil may provide useful insight on geographical differences in rates of pediatric thyroid
cancer. According to level of iodine content, the territory of Belarus can be sub-divided into

the following categories (Fig 1): 0.56-0.64, 0.87-0.94, 1.3-1.39, 1.6-4.2, and 5.0-18.2 mg/kg.
Although high variation in soil iodine was observed in Gomel and Mogilev Oblasts, the majority
of territory in these oblasts was characterized by low iodine content ranging between 0.56 mg/kg
and 1.39 mg/kg. Soil iodine distribution in Brest Oblast was very uneven and patchy: areas with
relatively high content of iodine (5.0-18.2 mg/kg) coexisted with low content areas (0.56-0.64
mg/kg), however higher iodine content in soil was observed generally in larger areas of Brest
Oblast than in Gomel or Mogilev Oblasts (Fig 1).

Several population-based studies of urinary iodine concentration were conducted in Belarus
in the 1990s. Iodine nutrition in a pediatric population is considered adequate if median iodine
concentration is more than 100 pg/L, mildly iodine deficient if it is 50 to 99 ug/L, moderately
deficient if 20 to 49 pg/L, and severely deficiency if less than 20 pg/L [44]. Five years after the
accident, the SMHF project measured urinary iodine concentration in 5,710 children [45] from
Chernobyl contaminated territories and reported that median iodine concentrations in chil-
dren from Gomel and Mogilev Oblasts were high and comparable to each other (169 and
177 pg/L, respectively). Another study, a 1995-1998 survey of 11,562 children, reported
median urinary iodine concentrations of 79.8, 49.0 and 27.3 ug/L in Gomel, Mogilev and Brest
Oblasts, respectively [46]. Measurements of urinary iodine concentration in the Belarusian-
American cohort conducted in 1997-2001 are consistent with those reported by Arinchin et al.
The median iodine concentration in Gomel (69 pg/L) was higher than in Mogilev (39 pug/L)
[47]. No children from Brest Oblast were examined either by the SMHF or Belarusian-Ameri-
can study. In interpretation of urinary iodine data, however, one should keep in mind that
measurements of urinary iodine concentrations performed in the 1990s may not necessarily
reflect the situation with iodine intake at the time of the Chernobyl accident, as some stable
iodine supplementation programs were implemented in contaminated areas of Belarus, espe-
cially in Gomel Oblast.
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In summary, using soil content of iodine as a surrogate indicator of regional iodine status
around the time of the Chernobyl accident, Brest Oblast does not appear to be more iodine
deficient than either Gomel or Mogilev Oblast. This coupled with slightly lower mean thyroid
doses from "*'I cannot explain higher incidence rates of pediatric thyroid cancer in Brest com-
pared to Mogilev Oblast (Table 1), although the role of individual iodine intake cannot be
ruled out.

Thyroid diseases and nitrate pollution

Nitrate is a common contaminant of drinking water, particularly in agricultural areas, due to
the usage of nitrogen-containing fertilizers introduced in the 1950s, contamination from refuse
dumps, oxidation of ammonia from human and animal waste, and treatment of drinking water
with chloramines. High amounts of nitrate might also be present in some fruits and vegetables
as a result of cultivation in greenhouses, and in cured and processed meats due to their addition
as preservatives or color enhancers. Medications, including antidiarrheals, diuretics, and vaso-
dilators, also contribute to nitrate exposure in humans [48].

Nitrate is known to affect the metabolism of iodine in the thyroid. Ingested nitrate may act
as an endocrine disruptor by binding to the sodium-iodide symporter on the apical surface of
thyroid follicular cells and thus interfering with thyroidal uptake of iodide. As a result, the lev-
els of triiodothyronine (T3) and thyroxin (T4) decrease, while the levels of thyroid stimulating
hormone (TSH), through a negative feedback loop, increases. Chronic stimulation of the thy-
roid by TSH can lead to proliferative changes, including hypertrophy and hyperplasia as well
as neoplasia [49-50]. Consistent with this idea, an experimental study by Eskiocak et al.
showed that, following a 30-week period of oversupply of nitrate to rats, uptake of iodine by
rats’ thyroid increased in the 250 mg/L and 500 mg/L nitrate groups while it was decreased in
the 50 mg/L group as compared to controls [51]. The corresponding thyroid gland weight
increased in all nitrate-fed animal groups. These results suggest that chronic exposure to high
levels of nitrate, similarly to the effect of iodine deficiency, might result in the development of
goiter through TSH stimulation. There are other mechanisms by which ingested nitrate may
produce detrimental effects on health [52]. One is through formation of methemoglobin that
inhibits the oxygen-carrying capacity of blood, and another is through endogenous formation
of N-nitroso compounds that may act as the carcinogens [53].

Drinking water is likely to be a primary source of nitrate exposure when nitrate concentra-
tions are > 50 mg/L [53]. Several studies from Slovakia, Bulgaria, Germany and the USA
reported associations between nitrate exposure and thyroid function as well as thyroid cancer
in humans [54-59]. The risk of goiter in Bulgarian schoolchildren [54] and pregnant women
[55] exposed to a high level of nitrate in drinking water (75 mg/L) was significantly higher than
in schoolchildren and pregnant women exposed to low levels of nitrate (8 mg/L). In addition,
the risk of thyroid disorders in pregnant women living in the village with high nitrate levels in
drinking water was five times higher than that of ‘non-exposed’ women [55]. Studies of Slovak
schoolchildren [57-58] similarly found that thyroid volume estimated by ultrasound was sig-
nificantly higher in children from high nitrate area (51-274 mg/L) than in children of compa-
rable age from low nitrate area (< 2 mg/L). While no differences in the levels of T4 or T3 were
found, the frequency of TSH level in the range of subclinical hypothyroidism (> 4.0 mIU/L)
and that of positive antibodies to thyroid peroxidase was higher in children from high nitrate
area [57]. Based on a random sample of adults between 18 and 70 years old from all over Ger-
many, Hampel at al. found a weak, but significant correlation between nitrate content in urine
and thyroid size among persons with a nitraturia of > 60 mg NO; /g of creatinine [56].
Together, the results of these studies confirm the role of high-nitrate level in drinking water as
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a risk factor for thyroid dysfunction in vulnerable population groups. Long-term exposure to
nitrate in drinking water has been also evaluated in relation to multiple cancer sites and posi-
tive associations were reported for cancers of the esophagus, stomach, bladder, and colon [53].
With regard to thyroid cancer, Ward et al. found an increased risk for higher average nitrate
levels in public water supplies and for longer consumption of water exceeding 5 mg/L nitrate
(for >5 years at >5 mg/L), OR = 2.6 (95% CI, 1.1-6.2) [59]. The authors observed no associa-
tion with the prevalence of hypothyroidism or hyperthyroidism. Higher intake of dietary
nitrate was also associated with an increased risk of thyroid cancer (P-value for trend = 0.046)
and with the prevalence of hypothyroidism (P-value for trend = 0.001), but not of hyperthy-
roidism [59].

In Belarus, between 1960 and 1990, the use of nitrogen fertilizers increased 20-25 times
from 4 to 92 kg/hectare, while the average level of nitrate in ground water increased from 1.1 to
41.6 mg/L [60]. According to the Belarusian Ministry of Health, the proportion of pipeline
water samples with nitrate concentration exceeding the WHO-recommended Maximum Con-
taminant Level (MCL) of 45 mg/L is about 1% [61]. In contrast, about 40% of water samples
from open wells have nitrate concentration exceeding the MCL. In Brest and Gomel Oblasts,
the proportion of such samples reaches 40-60%, while in Mogilev Oblast it is about 20% [61].
Concentration of nitrate in groundwater in the early 1990’s was 112 mg/L in Gomel, 40 mg/L
in Mogilev, and 185 mg/L in Brest Oblast (Table 1) exceeding the MCL by 2.5 and 4.0 times in
Gomel and Brest, respectively. Groundwater from open wells is the main source of drinking
water in rural areas in Belarus.

The comparison of two maps, i.e. "°'I deposition density (Fig 2) and nitrate concentration
in groundwater well water (Fig 3), with estimates of incidence of pediatric thyroid cancer
(Table 1) suggests that the differences in incidence rates among Gomel, Brest and Mogilev
Oblasts may be related not only to exposure to '*'I but also to the nitrate levels in groundwater.

We assessed the individual and joint effect of mean thyroid dose due to '*'
nitrate concentration in groundwater for all oblasts of Belarus using negative binomial regres-
sion models (Table 3). Our analyses indicated that, in univariate models, radiation dose was

I and mean
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Fig 2. '3'I deposition density (kBg/m?) in the soil of Belarus as of May 10, 1986 [11]. Borders and
administrative centers of oblasts are highlighted in violet.

doi:10.1371/journal.pone.0137226.9002
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Fig 3. Nitrate concentration (mg/L) in groundwater from open wells in different areas of Belarus in
1988-1990. Borders and oblast administrative centers are highlighted in violet.

doi:10.1371/journal.pone.0137226.9003

significantly associated with thyroid cancer incidence (P = 0.029), while nitrate concentration
was not (P = 0.301). When radiation dose and nitrate concentration were included in the
model simultaneously, neither the magnitude of the effects nor their statistical significance
changed meaningfully compared to univariate models. This implies radiation dose and nitrate
pollution do not counfound each other. At the same time, we found that the effect of radiation
significantly varied according to nitrate concentration (P = 0.004). A plausible interpretation is
that, at a regional level, radiation effect might be modified by or depend upon the level of
nitrates in drinking water (recapitulated in Fig 4). This finding must be considered preliminary,
however, because of intrinsic limitations of ecological studies and the usage of aggregate rather
than individual data. Further analytic epidemiological studies are required to quantify the effect
of nitrate pollution on risk of developing thyroid cancer after radiation exposure.

Table 3. Relationship between childhood thyroid cancer incidence, radiation thyroid dose and nitrate in groundwater in Belarus.

Predictor

None?

Dose

Nitrate

Dose + Nitrate

(Dose)

(Nitrate)

Nitrate + Dose*Nitrate®
(Nitrate)
(Dose*Nitrate)

& Intercept-only model.

Deviance Degrees of freedom P-value

6.190 5

2.539 4 0.029°

4.761 4 0.301°

1.355 3 0.002°
0.007°
0.125°

1.321 3 0.001°
0.305°
0.004°

b |ikelihood-ratio chi-square test of the current model fit comparing to an empty model.
¢ Significance of the regression coefficient associated with a given predictor in the current model, Wald chi-square test.
9 A multiplicative interaction term between radiation dose and nitrate concentration.

doi:10.1371/journal.pone.0137226.1003
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Fig 4. Recapitulation of the combination effect of radiation and nitrates on thyroid cancer risk.
Exposure to both radiation and high levels of nitrates is proposed to increase risk for developing thyroid
cancer.

doi:10.1371/journal.pone.0137226.g004

Conclusion and Research Needs

The worldwide incidence of thyroid cancer steadily increased during the last 30-40 years [62-
63], mainly attributed to the growing incidence of papillary thyroid carcinoma (PTC). PTC is
the most common histological type of thyroid cancer, for which rates in the USA changed
from 4.3 per 100,000 PY in 1973-1974 to 11.4 per 100,000 PY in 2005-2006 [64]. The main
factors contributing to this increase continue to be debated. One of these is related to the exten-
sive use of ultrasound (first introduced in 1980s) for diagnosis of structural thyroid diseases.
Consistent with this idea, incidence of small thyroid cancers best discovered with new technol-
ogies such as ultrasound and fine-needle aspiration biopsy, have risen particularly sharply.
However, increased medical surveillance and more sensitive diagnostic procedures do not
completely explain the increase in rates of PTC since a significant increase is also observed for
larger tumors (>10 mm) [65]. Thus, further investigation is required to determine additional
factors contributing to the growing incidence of PTC as well as whether these might be associ-
ated with specific types of somatic mutations (e.g., BRAF or RAS point mutations, chromo-
somal rearrangements, CLIP2 amplification).

Our hypothesis generating work focused on evaluation of incidence rates of pediatric thy-
roid cancer in Belarus in relation to levels of radiation exposure, thyroid cancer screening,
iodine deficiency and nitrates in groundwater. The Belarusian data at a regional level suggest
that nitrate content in drinking water may affect the rates of thyroid cancer in irradiated popu-
lations. We realize that, similar to other ecological studies, which combine demographic and
geographic information, the lack of individual data is a major limitation of this evaluation.
Other endocrine disruptors and carcinogens such as heavy metals, pesticides, perchlorate, thio-
cyanate and solvents may also occur in drinking water as a consequence of human activities
and natural hydrogeochemical processes, but could not be evaluated in our study. We focused
on nitrate contamination of drinking water because for Belarus it is a more important problem,
particularly in rural areas where majority of population exposed to radioiodines from the Cher-
nobyl accident continues to reside.
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In conclusion, due to the increasing rates of thyroid cancer and growing use of medical radi-
ation for diagnostic and therapeutic purposes, coupled with biological plausibility of the effects
of nitrates on the thyroid, there is a need for analytic epidemiological studies designed to evalu-
ate a joint effect of nitrate exposure and radiation on risk of thyroid cancer at an individual
level. Ideally, the epidemiology, pathology, genetic and molecular data should be combined.
Such integrative studies may provide useful insights into the etiology and molecular mecha-
nisms of thyroid cancer.

Acknowledgments

We greatly appreciate helpful suggestions and technical assistance in preparing maps of con-
tamination of Belarus with radioiodine and nitrate from A.V. Baklanov, LLC "Curator-soft".
We also thank D. Williams (University of Cambridge, UK) for useful discussion, and A.V.
Nikitski (Nagasaki University, Japan) for assist with graphical objects.

Author Contributions

Conceived and designed the experiments: VMD VAS SY CR. Analyzed the data: VMD VAS
AVB VD VIP AVK. Contributed reagents/materials/analysis tools: VMD AVB VD VIP AVK
YED IB NS TIR JB. Wrote the paper: VMD VAS AVB VD TIR SY CR. Provided expertise and
editing: VMD VAS AVB VD VIP AVK YED IB NS TIR SY JB CR.

References

1. Brenner AV, Tronko MD, Hatch M, Bogdanova TI, Oliynik VA, Lubin JH, et al. I-131 dose response for
incident thyroid cancers in Ukraine related to the Chornobyl accident. Environ Health Perspect. 2011;
119(7):933-9. doi: 10.1289/ehp.1002674 PMID: 21406336; PubMed Central PMCID: PMC3222994.

2. Cardis E, Kesminiene A, lvanov V, Malakhova I, Shibata Y, Khrouch V, et al. Risk of thyroid cancer
after exposure to 1311 in childhood. J Natl Cancer Inst. 2005; 97(10):724-32. doi: 10.1093/jnci/dji129
PMID: 15900042.

3. Davis S, Stepanenko V, Rivkind N, Kopecky KJ, Voilleque P, Shakhtarin V, et al. Risk of thyroid cancer
in the Bryansk Oblast of the Russian Federation after the Chernobyl Power Station accident. Radiat
Res. 2004; 162(3):241-8. doi: 10.1667/RR3233 PMID: 15332999.

4. Ivanov VK, Kashcheev VV, Chekin SY, Maksioutov MA, Tumanov KA, Vlasov OK, et al. Radiation-epi-
demiological studies of thyroid cancer incidence in Russia after the Chernobyl accident (estimation of
radiation risks, 1991-2008 follow-up period). Radiat Prot Dosimetry. 2012; 151(3):489-99. doi: 10.
1093/rpd/ncs019 PMID: 22416255.

5. Jacob P, Kenigsberg Y, Zvonova |, Goulko G, Buglova E, Heidenreich WF, et al. Childhood exposure
due to the Chernobyl accident and thyroid cancer risk in contaminated areas of Belarus and Russia. Br
J Cancer. 1999; 80(9):1461-9. doi: 10.1038/s].bjc.6690545 PMID: 10424752; PubMed Central PMCID:
PMC2363070.

6. Jacob P, Bogdanova Tl, Buglova E, Chepurniy M, Demidchik Y, Gavrilin Y, et al. Thyroid cancer risk in
areas of Ukraine and Belarus affected by the Chernobyl accident. Radiat Res. 2006; 165(1):1-8. pii:
RR3479. PMID: 16392956.

7. Likhtarov |, Kovgan L, Vavilov S, Chepurny M, Ron E, Lubin J, et al. Post-Chernobyl thyroid cancers in
Ukraine. Report 2: risk analysis. Radiat Res. 2006; 166(2):375-86. doi: 10.1667/RR3593.1 PMID:
16881739.

8. Tronko MD, Howe GR, Bogdanova TI, Bouville AC, Epstein OV, Brill AB, et al. A cohort study of thyroid
cancer and other thyroid diseases after the chornobyl accident: thyroid cancer in Ukraine detected dur-
ing first screening. J Natl Cancer Inst. 2006; 98(13):897-903. doi: 10.1093/jnci/djj244 PMID: 16818853.

9. Zablotska LB, Ron E, Rozhko AV, Hatch M, Polyanskaya ON, Brenner AV, et al. Thyroid cancer risk in
Belarus among children and adolescents exposed to radioiodine after the Chornobyl accident. Br J
Cancer. 2011; 104(1):181-7. doi: 10.1038/s).bjc.6605967 PMID: 21102590; PubMed Central PMCID:
PMC3039791.

10. Shakhtarin VV, Tsyb AF, Stepanenko VF, Orlov MY, Kopecky KJ, Davis S. lodine deficiency, radiation
dose, and the risk of thyroid cancer among children and adolescents in the Bryansk region of Russia
following the Chernobyl power station accident. Int J Epidemiol. 2003; 32(4):584—91. PMID: 12913034.

PLOS ONE | DOI:10.1371/journal.pone.0137226 September 23,2015 11/14


http://dx.doi.org/10.1289/ehp.1002674
http://www.ncbi.nlm.nih.gov/pubmed/21406336
http://dx.doi.org/10.1093/jnci/dji129
http://www.ncbi.nlm.nih.gov/pubmed/15900042
http://dx.doi.org/10.1667/RR3233
http://www.ncbi.nlm.nih.gov/pubmed/15332999
http://dx.doi.org/10.1093/rpd/ncs019
http://dx.doi.org/10.1093/rpd/ncs019
http://www.ncbi.nlm.nih.gov/pubmed/22416255
http://dx.doi.org/10.1038/sj.bjc.6690545
http://www.ncbi.nlm.nih.gov/pubmed/10424752
http://www.ncbi.nlm.nih.gov/pubmed/16392956
http://dx.doi.org/10.1667/RR3593.1
http://www.ncbi.nlm.nih.gov/pubmed/16881739
http://dx.doi.org/10.1093/jnci/djj244
http://www.ncbi.nlm.nih.gov/pubmed/16818853
http://dx.doi.org/10.1038/sj.bjc.6605967
http://www.ncbi.nlm.nih.gov/pubmed/21102590
http://www.ncbi.nlm.nih.gov/pubmed/12913034

@’PLOS ‘ ONE

Nitrate Influence on Childhood Thyroid Cancer Risk after Chernobyl

11.

12

13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

23.

24,

25.

26.

27.

28.

29.

30.

Shevchuk VE, Gurachevsky VL. Twenty Years after the Chernobyl Catastrophe: the consequences in
the Republic of Belarus and their overcoming. National report. Minsk: Committee on the Problems of
the Consequences of the Catastrophe at the Chernobyl NPP under the Belarusian Council of Ministers;
2006.

Ron E, Modan B, Preston D, Alfandary E, Stovall M, Boice JD Jr. Thyroid neoplasia following low-dose
radiation in childhood. Radiat Res. 1989; 120(3):516-31. PMID: 2594972.

Shore RE, Woodard E, Hildreth N, Dvoretsky P, Hempelmann L, Pasternack B. Thyroid tumors follow-
ing thymus irradiation. J Natl Cancer Inst. 1985; 74(6):1177-84. PMID: 3858590.

Favus MJ, Schneider AB, Stachura ME, Arnold JE, Ryo UY, Pinsky SM, et al. Thyroid cancer occurring
as a late consequence of head-and-neck irradiation. Evaluation of 1056 patients. N Engl J Med. 1976;
294(19):1019-25. doi: 10.1056/NEJM197605062941901 PMID: 1256510.

Socolow EL, Hashizume A, Neriishi S, Niitani R. Thyroid carcinoma in man after exposure to ionizing
radiation. A summary of the findings in Hiroshima and Nagasaki. N Engl J Med. 1963; 268:406—10. doi:
10.1056/NEJM196302212680803 PMID: 13989805.

Ron E, Lubin JH, Shore RE, Mabuchi K, Modan B, Pottern LM, et al. Thyroid cancer after exposure to
external radiation: a pooled analysis of seven studies. Radiat Res. 1995; 141(3):259—77. Epub 1995/
03/01. PMID: 7871153.

Veiga LH, Lubin JH, Anderson H, de Vathaire F, Tucker M, Bhatti P, et al. A pooled analysis of thyroid
cancer incidence following radiotherapy for childhood cancer. Radiat Res. 2012; 178(4):365-76. doi:
10.1667/RR2889.1 PMID: 22857014; PubMed Central PMCID: PMC3488851.

Furukawa K, Preston D, Funamoto S, Yonehara S, lto M, Tokuoka S, et al. Long-term trend of thyroid
cancer risk among Japanese atomic-bomb survivors: 60 years after exposure. Int J Cancer. 2013; 132
(5):1222—6. Epub 2012/08/01. doi: 10.1002/ijc.27749 PMID: 22847218; PubMed Central PMCID:
PMC3910094.

Lindberg S, Karlsson P, Arvidsson B, Holmberg E, Lunberg LM, Wallgren A. Cancer incidence after
radiotherapy for skin haemangioma during infancy. Acta Oncol. 1995; 34(6):735—40. PMID: 7576739.

Lundell M, Hakulinen T, Holm LE. Thyroid cancer after radiotherapy for skin hemangioma in infancy.
Radiat Res. 1994; 140(3):334-9. PMID: 7972685.

Haddy N, Andriamboavonjy T, Paoletti C, Dondon MG, Mousannif A, Shamsaldin A, et al. Thyroid ade-
nomas and carcinomas following radiotherapy for a hemangioma during infancy. Radiother Oncol.
2009; 93(2):377-82. doi: S0167-8140(09)00239-4. PMID: 19515442. doi: 10.1016/j.radonc.2009.05.
011

Astakhova LN, Anspaugh LR, Beebe GW, Bouville A, Drozdovitch VV, Garber V, et al. Chernobyl-
related thyroid cancer in children of Belarus: a case-control study. Radiat Res. 1998; 150(3):349-56.
PMID: 9728663.

Little MP, Kukush AG, Masiuk SV, Shklyar S, Carroll RJ, Lubin JH, et al. Impact of uncertainties in expo-
sure assessment on estimates of thyroid cancer risk among Ukrainian children and adolescents
exposed from the Chernobyl accident. PLoS One. 2014; 9(1):e85723. doi: 10.1371/journal.pone.
0085723 PMID: 24489667; PubMed Central PMCID: PMC3906013.

Zablotska LB, Nadyrov EA, Rozhko AV, Gong Z, Polyanskaya ON, McConnell RJ, et al. Analysis of thy-
roid malignant pathologic findings identified during 3 rounds of screening (1997—-2008) of a cohort of
children and adolescents from belarus exposed to radioiodines after the Chernobyl accident. Cancer.
2015; 121(3):457-66. doi: 10.1002/cncr.29073 PMID: 25351557.

Jacob P, Bogdanova Tl, Buglova E, Chepurniy M, Demidchik Y, Gavrilin Y, et al. Thyroid cancer among
Ukrainians and Belarusians who were children or adolescents at the time of the Chernobyl accident. J
Radiol Prot. 2006; 26(1):51-67. S0952-4746(06)12967-5. PMID: 16522944.

Kazakov VS, Demidchik EP, Astakhova LN. Thyroid cancer after Chernobyl. Nature. 1992; 359
(6390):21. doi: 10.1038/359021a0 PMID: 1522879.

United Nations Scientific Committee on the Effects of Atomic Radiation. Sources and Effects of lonizing
Radiation, UNSCEAR 2008 Report to the General Assembly with Scientific Annexes. Annex D: Health
effects due to radiation from the Chernobyl accident. New York: United Nations; 2011.219 p.

Jacob P, Kaiser JC, Ulanovsky A. Ultrasonography survey and thyroid cancer in the Fukushima Prefec-
ture. Radiat Environ Biophys. 2014; 53(2):391-401. doi: 10.1007/s00411-013-0508-3 PMID:
24398917; PubMed Central PMCID: PMC3996282.

International Atomic Energy Agency. International Chernobyl Project: Technical Report. Vienna, Aus-
tria: IAEA; 1991.

Mettler FA Jr., Williamson MR, Royal HD, Hurley JR, Khafagi F, Sheppard MC, et al. Thyroid nodules in
the population living around Chernobyl. JAMA. 1992; 268(5):616—9. PMID: 1629989.

PLOS ONE | DOI:10.1371/journal.pone.0137226 September 23,2015 12/14


http://www.ncbi.nlm.nih.gov/pubmed/2594972
http://www.ncbi.nlm.nih.gov/pubmed/3858590
http://dx.doi.org/10.1056/NEJM197605062941901
http://www.ncbi.nlm.nih.gov/pubmed/1256510
http://dx.doi.org/10.1056/NEJM196302212680803
http://www.ncbi.nlm.nih.gov/pubmed/13989805
http://www.ncbi.nlm.nih.gov/pubmed/7871153
http://dx.doi.org/10.1667/RR2889.1
http://www.ncbi.nlm.nih.gov/pubmed/22857014
http://dx.doi.org/10.1002/ijc.27749
http://www.ncbi.nlm.nih.gov/pubmed/22847218
http://www.ncbi.nlm.nih.gov/pubmed/7576739
http://www.ncbi.nlm.nih.gov/pubmed/7972685
http://www.ncbi.nlm.nih.gov/pubmed/19515442
http://dx.doi.org/10.1016/j.radonc.2009.05.011
http://dx.doi.org/10.1016/j.radonc.2009.05.011
http://www.ncbi.nlm.nih.gov/pubmed/9728663
http://dx.doi.org/10.1371/journal.pone.0085723
http://dx.doi.org/10.1371/journal.pone.0085723
http://www.ncbi.nlm.nih.gov/pubmed/24489667
http://dx.doi.org/10.1002/cncr.29073
http://www.ncbi.nlm.nih.gov/pubmed/25351557
http://www.ncbi.nlm.nih.gov/pubmed/16522944
http://dx.doi.org/10.1038/359021a0
http://www.ncbi.nlm.nih.gov/pubmed/1522879
http://dx.doi.org/10.1007/s00411-013-0508-3
http://www.ncbi.nlm.nih.gov/pubmed/24398917
http://www.ncbi.nlm.nih.gov/pubmed/1629989

@’PLOS ‘ ONE

Nitrate Influence on Childhood Thyroid Cancer Risk after Chernobyl

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

Drozd VM, Astakhova LN, Polyanskaya ON, Kobzev VF, Nalivko AS, Tolkachev YuV, et al. Ultrasonic
diagnostics of thyroid pathology in children and adolescents effected by radionuclides. Proceedings of
the 6th International Congress on Interventional Ultrasound; 1993 Sep 7—10; Copenhagen, Denmark.

Glostrup: K.Larsen & Son A/S; 1993. p.110-1.

Drozd V, Polyanskaya O, Ostapenko V, Demidchik Y, Biko |, Reiners C. Systematic ultrasound screen-
ing as a significant tool for early detection of thyroid carcinoma in Belarus. J Pediatr Endocrinol Metab.
2002; 15(7):979-84. PMID: 12199342.

World Health Organization. Health consequences of the Chernobyl accident: results of the IPHECA
pilot projects and related national programmes: scientific report. Geneva: WHO Press; 1996. 519 p.

Yamashita S, Ito M, Ashizawa K, Shibata Y, Nagataki S, Kiikuni K. Monitoring and prevention of the
development of thyroid carcinoma in a population exposed to radiation. In: Thomas G, Karaoglu A, Wil-
liams ED, editors. Radiation and Thyroid Cancer. Singapore: World Scientific; 1999. pp. 369-76.

Drozd V, Astachova L, Polyanskaya O. Prevalence and peculiarities of nodular thyroid pathology in
children and adolescents effected by radionuclides according to ultrasonic screening findings. Pro-
ceedings of the 25th Annual Meeting of the European Society for Radiation Biology; 1993 June10-14;
Stockholm, Sweden. p.123-4.

Stezhko VA, Buglova EE, Danilova LI, Drozd VM, Krysenko NA, Lesnikova NR, et al. A cohort study of
thyroid cancer and other thyroid diseases after the Chornobyl accident: objectives, design and meth-
ods. Radiat Res. 2004; 161(4):481-92. doi: 3148. PMID: 15038762.

World Health Organization. Assessment of iodine deficiency disorders and monitoring their elimination.
A guide for program managers. 3rd ed. Geneva: WHO Press; 2007. 97 p.

Zimmermann MB. lodine deficiency and endemic cretinism. In: Braverman LE, Cooper DS, editors.
Werner & Ingbar’s The thyroid: a fundamental and clinical text. 10th ed. Philadelphia: Lippincott Wil-
liams &Wilkins, a Wolters Kluwer; 2013. pp. 217—41.

Kanno J, Matsuoka C, Furuta K, Onodera H, Miyajima H, Maekawa A, et al. Tumor promoting effect of
goitrogens on the rat thyroid. Toxicol Pathol. 1990; 18(2):239-46. PMID: 1697977.

Schneider AB, Brenner AV. Carcinomas of follicular epithelium: Epidemiology and pathogenesis. In:
Braverman LE, Cooper DS, editors. Werner & Ingbar’s The thyroid: a fundamental and clinical text.
10th ed. Philadelphia: Lippincott Williams &Wilkins, a Wolters Kluwer; 2013. pp. 665-81.

VanMiddlesworth L. lodine nutrition in the Chernobyl area before and after the accident. In: Yamashita
S, Shibata Y, Hoshi M, Fujimura K, editors. Chernobyl: Message for the 21st Century. Proceedings of
the Sixth Chernobyl Sasakawa Medical Cooperation Symposium. Amsterdam: Elsevier;

2002. pp. 163-8.

Robbins J, Dunn JT, Bouville A, Kravchenko VI, Lubin J, Petrenko S, et al. lodine nutrition and the risk
from radioactive iodine: a workshop report in the chernobyl long-term follow-up study. Thyroid. 2001;
11(5):487-91. doi: 10.1089/105072501300176444 PMID: 11396707.

Lozovsky LI. Stable iodine in soils in Belarus in 1960s. In: Lupinovitch IS, Dubikovsky GP, editors.
Microelements in the soils of BSSR and effectiveness of fertilizers. Minsk: BGU; 1971. p. 224.

Zimmermann MB, Andersson M. Assessment of iodine nutrition in populations: past, present, and
future. Nutr Rev. 2012; 70(10):553-70. Epub 2012/10/06. doi: 10.1111/j.1753-4887.2012.00528.x
PMID: 23035804.

Ashizawa K, Shibata Y, Yamashita S, Namba H, Hoshi M, Yokoyama N, et al. Prevalence of goiter and
urinary iodine excretion levels in children around Chernobyl. J Clin Endocrinol Metab. 1997; 82
(10):3430-3. doi: 10.1210/jcem.82.10.4285 PMID: 9329381.

Arinchin A, Gembicki M, Moschik K, Skalyzhenko A, Khmara |, Korytko N, et al. Goiter prevalence and
urinary excretion in Belarus children born before and after the Chernobyl accident. International Council
for Control of lodine Deficiency Disorders. IDD Newsletter. 2000; 16(1):7-9.

Hatch M, Polyanskaya O, McConnell R, Gong Z, Drozdovitch V, Rozhko A, et al. Urinary lodine and
Goiter Prevalence in Belarus: experience of the Belarus-American cohort study of thyroid cancer and
other thyroid diseases following the Chornobyl nuclear accident. Thyroid. 2011; 21(4):429-37. doi: 10.
1089/thy.2010.0143 PMID: 21323597; PubMed Central PMCID: PMC3070334.

World Health Organization. Evaluation of certain food additives and contaminants. Forty-fourth report
of the Joint FAO/WHO Expert Committee on Food Additives. WHO Technical Report Series, No. 859,
Geneva: WHO Press; 1995. 54 p.

Capen CC. Mechanistic data and risk assessment of selected toxic end points of the thyroid gland. Tox-
icol Pathol. 1997; 25(1):39-48. PMID: 9061850.

van Maanen JM, van Dijk A, Mulder K, de Baets MH, Menheere PC, van der Heide D, et al. Consump-
tion of drinking water with high nitrate levels causes hypertrophy of the thyroid. Toxicol Lett. 1994; 72
(1-3):365—74. PMID: 8202954.

PLOS ONE | DOI:10.1371/journal.pone.0137226 September 23,2015 13/14


http://www.ncbi.nlm.nih.gov/pubmed/12199342
http://www.ncbi.nlm.nih.gov/pubmed/15038762
http://www.ncbi.nlm.nih.gov/pubmed/1697977
http://dx.doi.org/10.1089/105072501300176444
http://www.ncbi.nlm.nih.gov/pubmed/11396707
http://dx.doi.org/10.1111/j.1753-4887.2012.00528.x
http://www.ncbi.nlm.nih.gov/pubmed/23035804
http://dx.doi.org/10.1210/jcem.82.10.4285
http://www.ncbi.nlm.nih.gov/pubmed/9329381
http://dx.doi.org/10.1089/thy.2010.0143
http://dx.doi.org/10.1089/thy.2010.0143
http://www.ncbi.nlm.nih.gov/pubmed/21323597
http://www.ncbi.nlm.nih.gov/pubmed/9061850
http://www.ncbi.nlm.nih.gov/pubmed/8202954

@’PLOS ‘ ONE

Nitrate Influence on Childhood Thyroid Cancer Risk after Chernobyl

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

Eskiocak S, Dundar C, Basoglu T, Altaner S. The effects of taking chronic nitrate by drinking water on
thyroid functions and morphology. Clin Exp Med. 2005; 5(2):66—71. doi: 10.1007/s10238-005-0068-1
PMID: 16096856.

Ward MH. Too much of a good thing? Nitrate from nitrogen fertilizers and cancer. Rev Environ Health.
2009; 24(4):357-63. PMID: 20384045; PubMed Central PMCID: PMC3068045.

World Health Organization. International Agency for Research on Cancer. IARC Monographs on the
Evaluation of Carcinogenic Risks to Humans,V. 94, Lyon: IARC; 2010. 450 p. PMID: 21141240

Gatseva P, Dimitrov |. Population morbidity in a community with nitrate contamination of drinking water.
Folia Med (Plovdiv). 1997; 39(4):65-71. PMID: 9575652.

Gatseva PD, Argirova MD. High-nitrate levels in drinking water may be a risk factor for thyroid dysfunc-
tion in children and pregnant women living in rural Bulgarian areas. Int J Hyg Environ Health. 2008; 211
(5-6):555-9. doi: S1438-4639(07)00181-2. PMID: 18164247. doi: 10.1016/j.ijheh.2007.10.002

Hampel R, Zollner H, Glass A, Schonebeck R. [No influence of urinary nitrate excretion on the goitre
prevalence in Germany]. Med Klin (Munich). 2003; 98(10):547-51. doi: 10.1007/s00063-003-1303-8
PMID: 14586508. German.

Tajtakova M, Semanova Z, Tomkova Z, Szokeova E, Majoros J, Radikova Z, et al. Increased thyroid
volume and frequency of thyroid disorders signs in schoolchildren from nitrate polluted area. Chemo-
sphere. 2006; 62(4):559—-64. doi: S0045-6535(05)00853-2. PMID: 16095667.

Radikova Z, Tajtakova M, Kocan A, Trnovec T, Sebokova E, Klimes |, et al. Possible effects of environ-
mental nitrates and toxic organochlorines on human thyroid in highly polluted areas in Slovakia. Thy-
roid. 2008; 18(3):353-62. doi: 10.1089/thy.2007.0182 PMID: 18298316.

Ward MH, Kilfoy BA, Weyer PJ, Anderson KE, Folsom AR, Cerhan JR. Nitrate intake and the risk of thy-
roid cancer and thyroid disease. Epidemiology. 2010; 21(3):389-95. doi: 10.1097/EDE.
0b013e3181d6201d PMID: 20335813; PubMed Central PMCID: PMC2879161.

Kudelsky AV, Pashkevich VI, Kapora MS, Kavalenka MK. Quality of drinking groundwater of Belarus.
Natural Resources 2009; 1:53—-61. Russian.

Drozdova EV. Buraya VV, Rudik VA. Nitrate pollution of drinking water in Belarus: the analysis of the
problem and arguments for further studies. Health and Environment. 2010; 15:56—61. Russian.

Merlo DF, Filiberti R, Kobernus M, Bartonova A, Gamulin M, Ferencic Z, et al. Cancer risk and the com-
plexity of the interactions between environmental and host factors: HENVINET interactive diagrams as
simple tools for exploring and understanding the scientific evidence. Environ Health. 2012; 11 Suppl 1:
S9. doi: 1476-069X-11-S1-S9. PMID: 22759509; PubMed Central PMCID: PMC3388474. doi: 10.1186/
1476-069X-11-S1-S9

Reiners C. Thyroid cancer in 2013: Advances in our understanding of differentiated thyroid cancer. Nat
Rev Endocrinol. 2014; 10(2):69-70.doi: nrendo.2013.247. PMID: 24296516. doi: 10.1038/nrendo.
2013.247

Cramer JD, Fu P, Harth KC, Margevicius S, Wilhelm SM. Analysis of the rising incidence of thyroid can-
cer using the Surveillance, Epidemiology and End Results national cancer data registry. Surgery. 2010;
148(6):1147-52; discussion 52-3. doi: S0039-6060(10)00580-5. PMID: 21134545. doi: 10.1016/j.surg.
2010.10.016

Enewold L, Zhu K, Ron E, Marrogi AJ, Stojadinovic A, Peoples GE, et al. Rising thyroid cancer inci-
dence in the United States by demographic and tumor characteristics, 1980—-2005. Cancer Epidemiol
Biomarkers Prev. 2009; 18(3):784—-91. doi: 1055-9965.EPI-08-0960. PMID: 19240234; PubMed Cen-
tral PMCID: PMC2676561. doi: 10.1158/1055-9965.EPI-08-0960

PLOS ONE | DOI:10.1371/journal.pone.0137226 September 23,2015 14/14


http://dx.doi.org/10.1007/s10238-005-0068-1
http://www.ncbi.nlm.nih.gov/pubmed/16096856
http://www.ncbi.nlm.nih.gov/pubmed/20384045
http://www.ncbi.nlm.nih.gov/pubmed/21141240
http://www.ncbi.nlm.nih.gov/pubmed/9575652
http://www.ncbi.nlm.nih.gov/pubmed/18164247
http://dx.doi.org/10.1016/j.ijheh.2007.10.002
http://dx.doi.org/10.1007/s00063-003-1303-8
http://www.ncbi.nlm.nih.gov/pubmed/14586508
http://www.ncbi.nlm.nih.gov/pubmed/16095667
http://dx.doi.org/10.1089/thy.2007.0182
http://www.ncbi.nlm.nih.gov/pubmed/18298316
http://dx.doi.org/10.1097/EDE.0b013e3181d6201d
http://dx.doi.org/10.1097/EDE.0b013e3181d6201d
http://www.ncbi.nlm.nih.gov/pubmed/20335813
http://www.ncbi.nlm.nih.gov/pubmed/22759509
http://dx.doi.org/10.1186/1476-069X-11-S1-S9
http://dx.doi.org/10.1186/1476-069X-11-S1-S9
http://www.ncbi.nlm.nih.gov/pubmed/24296516
http://dx.doi.org/10.1038/nrendo.2013.247
http://dx.doi.org/10.1038/nrendo.2013.247
http://www.ncbi.nlm.nih.gov/pubmed/21134545
http://dx.doi.org/10.1016/j.surg.2010.10.016
http://dx.doi.org/10.1016/j.surg.2010.10.016
http://www.ncbi.nlm.nih.gov/pubmed/19240234
http://dx.doi.org/10.1158/1055-9965.EPI-08-0960

