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Abstract

Thyroid hormones are vital to a host of human physiological functions in both children and adults.
Exposures to chemicals, including chlorpyrifos, have been found to modify thyroid signaling at
environmentally relevant levels in animal studies. The aim of this study was to examine
circulating T4 and TSH levels in relation to urinary concentrations of 3, 5, 6-trichloro-2-pyridinol
(TCPY), a metabolite of the organophosphorus insecticides chlorpyrifos and chlorpyrifos-methyl,
using data from individuals 12 years and older from the U.S. National Health and Nutrition
Examination Surveys (NHANES). NHANES datasets from 1999-2000 and 2001-2002 were
combined, and individuals with thyroid disease, those taking thyroid medications, and pregnant
women were excluded (N=3249). Multivariable linear regression models for relationships between
log-transformed urinary TCPY and serum total T, or log (TSH) were constructed adjusting for
important covariates. Models were stratified by sex and a categorical age variable (12-18, 18-40,
40-60, and >60 years). In male participants, an interquartile range (IQR) increase in urinary TCPY
was associated with statistically significant increases in serum T, of 3.8% (95" C1 0.75 to
7.0)among those 12-18 years of age and 3.5% (95 C1 0.13 to 7.0) in the 18-40 year age group.,
relative to median T4 levels using unweighted models. An IQR increase in TCPY was also
associated with decreases in TSH of 10.7% (—18.7-2.05) among men 18-40 years old and 20.0%
(95t CI —28.9 to —9.86) among men >60 years old. Conversely, urinary TCPY was positively
associated with TSH in females >60 years of age. Further research to confirm these findings,
elucidate mechanisms of action, and explore the clinical and public health significance of such
alterations in thyroid hormones is needed.
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1. INTRODUCTION

Globally and domestically, chlorpyrifos is the most widely used non-persistent,
organophosphate (OP) pesticide (Ye et al., 2008; Bradman and Whyatt, 2005; Timchalk et
al., 2007) with approximately 10 million pounds agriculturally applied annually in the U.S.
(EPA, 2011). Residential use of chlorpyrifos in the U.S. was banned in 2000, but widespread
exposure remains likely in the U.S. and elsewhere (EPA, 2001). Environmental human
exposure is ubiquitous and occurs through inhalation of vapors and aerosols from spray drift
(Pang et al., 2002; Whyatt et al., 2009), ingestion of residuals on food and house dust/soil
(Pang et al., 2002; Salas et al., 2003), and dermal absorption following skin contact
(Panuwet et al., 2008) and is usually excreted within hours or days in urine (Bradman and
Whyatt, 2005; Timchalk et al., 2007). Human exposure has been quantified from various
media such as indoor air (Pang et al., 2002), carpet dust (Pang et al., 2002), breast milk
(Weldon et al., 2011), fruit (Riederer et al., 2009), and water (Carvalho et al., 2002). Human
exposure has not only been quantified in the U.S. but in other countries such as The
Netherlands (Ye et al., 2008), China (Panuwet et al., 2008), Germany (Koch et al., 2001),
and Italy (Aprea et al., 1999).

Environmental exposures to chemicals have been found to modify thyroid hormone
signaling (Blount et al., 2006; De Angelis et al., 2009), which are vital to a host of
physiological functions in both children and adults (Yen et al., 2001; Thrasher et al., 2002),
even at low-levels of exposure. Studies examining thyroid hormones in relation to non-
persistent pesticides remain limited but animal and human studies suggest that chlorpyrifos
or other organophosphate pesticides may alter thyroid hormone levels (Lacasaa et al., 2010;
Meeker et al., 2006). In animal studies, decreased T4 and cellular changes within the thyroid
and pituitary glands in response to chlorpyrifos exposure were observed (Ghisari and
Bonefeld-Jorgensen, 2005; De Angelis et al., 2009; Jeong et al., 2006).

In the present study, we assessed the relationship between urinary TCPY, a biomarker of
exposure to chlorpyrifos, chlorpyrifos-methyl, or TCPY, and altered serum thyroid hormone
levels using data from the U.S. National Health and Nutrition Examination Survey
(NHANES).

2. METHODS

2.1 Study Population

The National Health and Nutrition Examination Survey (NHANES) is a cross-sectional
study designed to be representative of the civilian, non-institutionalized population of the
United States. Sample design consists of a stratified, multistage, probability sample of
civilian, non-institutionalized adults and children (CDC, 2010). A laboratory subsample
(one-third of the total sample) in which both urinary TCPY and thyroid measurements were
taken for the 1999-2000 and 2001-2002 NHANES surveys were used for this analysis. This
subsample consisted of 3249 individuals after the exclusion of pregnant women (N=194),
participants taking thyroid (and antithyroid) medications including levothyroxine sodium
(N=103), and those who currently have or have ever had thyroid disease (N=141).

2.2 Measurements

Sociodemographic information obtained from NHANES demographic files included sex,
race, household income, and age. Body mass index (BMI) (kg/m?) was obtained from the
body measures examination data files. Data on urinary 3, 5, 6-trichloro-2-pyridinol (TCPY),
urinary creatinine, serum total thyroxine (T4) and thyrotropin (TSH), and serum cotinine
were obtained from the NHANES laboratory data files.
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Medications were identified in the prescription drug medication and the analgesics/pain
reliever questionnaires and included: estrogens and/or progesterone, other steroid hormones
(androgens, adrenal corticosteroids, tamoxifen, raloxifene, and pituitary hormones), non-
steroidal anti-inflammatory drugs (NSAIDs), furosemide, beta-blockers, blood glucose
regulators, and other medications thought to affect thyroid hormones (amidoarone,
carbamazepine, chlorpropamide, carbidopa/levodopa, heparin, interferon, lithium,
phenytoin, phenobarbital, and sulfasalazine) (Turyk et al. 2007).

2.3 Laboratory Methods

Total thyroxine—Samples collected in 1999-2000 and 2001 were analyzed for serum T4
using the Hitachi 704 method while in 2002 T4 levels in serum samples were determined
using a paramagnetic particle, chemiluminescent, competitive binding enzyme immunoassay
on a Beckman Access2 Immunoassay System(Aoki et al., 2007; CDC, 2006). The analytical
range for T4 was 6.4 to 390 nmol/L (0.5 — 30.3 pg/dL) and the laboratory reference (i.e.,
normal) range was 69.5 to 164.7 nmol/L (5.4 to 12.8 pg/dL) (Aoki et al., 2007; CDC, 2006).

Thyrotropin—21999-2000 and 2001 samples were analyzed for TSH using the IMx
ultrasensitive hTSH Il microparticle enzyme immunoassay technique while in 2002 a two-
site, paramagnetic particle chemiluminescent immunoassay was used. Analytical sensitivity
ranged from 0.01 to 100 mIU/L (Aoki et al., 2007); (CDC, 2006). The laboratory reference
range for 1999-2000 and 2001 samples were reported as 0.47 to 5.01 mIU/L (Aoki et al.,
2007; CDC, 2006). The laboratory reference range for 2002 samples was reported as 0.24 to
5.4 mIU/L (Aoki et al., 2007; CDC, 2006).

TCPY—Urine samples (2 mL) were spiked with stable isotopically labeled TCPy and then
subjected to an enzyme hydrolysis to liberate glucuronide- and sulfate-bound TCPy.
Hydrolysates were extracted using mixed-polarity solid-phase extraction cartridges (CDC,
2006; Olsson et al., 2004). Elutes (methanol) were concentrated and analyzed using HPLC/
tandem MS (Olsson et al., 2004) with both quantification and confirmation ions monitored.
TCPY was quantified using isotope dilution calibration. The limit of detection (LOD) of
TCPY was 0.40ug/L in urine.

Creatinine—Urine samples were analyzed via the Jaffé rate reaction, in which creatinine
reacts with picrate in an alkaline solution to form a red creatinine-picrate complex, using a
Beckman CX3 Chemistry analyzer (CDC, 2006; Barr et al 2005).

2.4 Statistical Analysis

The Survey Procedures in SAS Version 9.2 was utilized for most analyses. Descriptive
statistics for demographic information were calculated along with the distribution of TCPY
and thyroid hormones. Values equal to the limit of detection (LOD) (0.40 pg/L) divided by
the square root of two were imputed for values of TCPY less than the LOD. Appropriate
statistical weights were used to adjust for study design, oversampling and non-response.
However, we constructed models both with and without including the sample weights since
the weighted method may result in an inefficient analysis due to the large variability in
assigned weights, as well as when covariates used in the creation of weights (such as age,
sex, and ethnicity) are included in the analysis (Korn and Graubard, 1991).

Because some variables were not normally distributed, we used natural log (In)-
transformations of TSH and TCPY for analysis while serum T4 was modeled
untransformed. Bivariate analyses between dependent variables serum T4 and log (TSH)
and the independent variable log (TCPY) were conducted as well. Multivariable regression
was used to construct separate models for each hormone stratified by gender and a
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categorical age variable using PROC SURVEYREG. Age was categorized as follows: 12—
<18yrs, 18-40yrs, 40-60yrs, and >60yrs. Continuous variables for age, BMI, serum
cotinine, and (log) urinary creatinine, and categorical variables for race and income, were
included in adjusted models. Race was categorized as: Mexican Americans, Whites, African
Americans, and Other. Income was categorized as: less than $19,999 per year and greater
than $20,000 per year. We also considered categories for prescribed thyroid medications:
Furosamide, Betablockers, NSAID, Steroids, Other drug, estrogen (E2), and Estrogen/
Progesterone (E2prog) medications. However, their inclusion did not impact effect estimates
and they were not included in final models. To improve interpretability, regression
coefficients were presented as a percent change in serum T4 and TSH for an interquartile
range (IQR) increase in urinary TCPY levels. Interaction terms for TCPY with sex and age
were explored in a secondary analysis. Lastly, using logistic regression models, we explored
whether TCPY was associated with being categorized as hypothyroid or hyperthyroid based
on laboratory reference ranges.

3. RESULTS

Descriptive statistics are shown in Table 1. In this population, 16% of TCPY measurements
were below the LOD. Table 2 shows results for crude and adjusted regression coefficients
for associations between urinary TCPY and serum T4 and TSH, stratified by sex. Results of
the crude analyses revealed a positive relationship between urinary TCPY and serum T4 that
was significant for males between the ages of 18 — 40 years for the both statistically
weighted and unweighted models. In the unweighted multivariable model for males 18 — 40
years of age, an increase of 3.54% (95t CI 0.13 to 6.96) was observed for serum T4 levels
in relation to an interquartile range (IQR) increase in TCPY levels. For males 12—-<18 years
of age, an IQR increase in TCPY was associated with a 3.85% (95t CI 0.75 to 6.95)
increase in serum T4.. In males >60 years of age an IQR increase in TCPY was associated
with a 14.5% (95 CI —27.6 to —1.11) decrease in TSH. Conversely, TCPY was positively
associated with TSH in women >60 years of age. Effect estimates in the weighted
multivariable models were overall similar to those from the unweighted models. An IQR
increase in TCPY was associated with 10.79%(95™ CI —18.7 to —2.05) 20.0% (95t CI —28.9
to —9.86) decreases in TSH, among males 18 — 40 and >60 years of age, respectively.

In our secondary analysis (results not shown) the interaction term between TCPY and age
was statistically significant (p<0.05), and the interaction term between TCPY and sex
statistically suggestive (p<0.1), in relation to serum T4 in multivariable models. Neither of
these interaction terms approached statistical significance for TSH. Finally, no relationship
was observed between urinary TCPY and hypothyroid or hyperthyroid status.

4. DISCUSSION

The results of this study suggest that there is a positive relationship between urinary TCPY
and serum total T4, and a negative relationship between TCPY and serum TSH, in
adolescent males and/or men of reproductive age. There was also evidence of decreased and
increased TSH in relation to urinary TCPY among males and females >60 years of age,
respectively. These findings add to the existing evidence that exposure to certain
organophosphate insecticides or their metabolites may disrupt the hypothalamic-pituitary-
thyroid (HPT) axis. However, the exact mechanism of action is not understood, as there are
only limited reports to date regarding the relationship between exposure to chlorpyrifos or
chlorpyrifos-methyl and thyroid function.

In a human observational study, an inverse association between urinary TCPY and free T4
was reported in 322 adult men of reproductive age recruited through an infertility clinic
(Meeker et al., 2006). This was not consistent with results from the present study, where we
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observed a positive association between urinary TCPY and total T4 in adolescent males
(<18 years) and males 18-40 years of age. However, serum levels of free T4 were not
available in NHANES 1999-2002, and the study of men from an infertility clinic did not
measure total T4. In an occupational study of 136 male floriculture workers that examined
the association between thyroid hormones (T3, T4, and TSH) and OP exposure, urinary
dialkyl phosphate (DAP) concentrations were associated with increased levels of TSH and
total T4 which supports the results of this study; however, urinary DAPs may reflect
exposure to numerous OPs and exposure to chlorpyrifos more specifically was not assessed
in the study (Lacasana et al., 2010).

Several animal studies investigating thyroid effects related to chlorpyrifos or other OPs may
support our results suggesting that TCPY alters thyroid signaling, though the specific
findings have not fully consistent between studies. Our observation of sex differences in
these relationships is supported by a couple of these studies, whereas experimental support
or explanation for the differences we found related to age is lacking. In a study involving
male Wistar albino rats subjected to acute organophosphate (methamidophos; dimethyl
phosphoramidothioate) exposure, a decrease in serum T4, T3, and TSH levels was observed
and resulted in secondary hypothyroidism and sick euthyroidism (Satar et al 2005). A
decrease in serum T4 levels was also observed in CD1 mice (both in dams and F1) after
developmental exposure to chlorpyrifos at doses low enough to not elicit inhibition of brain
acetylcholinesterase (AchE) (De Angelis et al., 2009). Both sexes of F1 CD1 mice showed
reduced serum T4 levels, and, perhaps consistent with the present study, a more significant
effect was observed in males compared to females (De Angelis et al., 2009). Jeong et al.
(2006) reported that chlorpyrifos-methyl induces hypothyroidism (decreased serumT4 and
increased serum TSH) and altered thyroid and pituitary gland weights through sexual
maturation and adulthood in rats after long-term in utero and postnatal exposure (Jeong et
al., 2006). Interestingly, dose-response relationships between exposure and thyroid
hormones appeared stronger among the male rates. Finally, the thyroid disrupting potential
of chlorpyrifos was also demonstrated in vitro by a study of rat pituitary GH3 cells, where
chlorpyrifos exposure altered T3-induced cell growth (Ghisari and Bonefeld-Jorgensen,
2005).

Our analysis had several limitations. The analysis was based on a single measure of urinary
TCPY and serum thyroid hormone levels. Despite the short half-life of chlorpyrifos
(approximately 27 hours in the body) and substantial temporal variability in exposure levels
over time (CDC, 2010; Meeker et al. 2005), urinary TCPY is still considered to be the best
and most specific biomarker of chlorpyrifos and chlorpyrifos-methyl exposure (Barr et al.,
2006). Thyroid hormone levels, especially TSH, may also have significant intraindividual
variability over time (Hollowell et al., 2002; Surks et al., 2005). Another limitation is that
pregnant women, infants, and young children were not included in this analysis. Human and
experimental studies have shown that fetuses and infants were more sensitive than adults to
many environmental toxicants, including chlorpyrifos (Timchalk et al., 2007). Also, there is
growing evidence of the adverse impact of exposure to chlorpyrifos on fetal growth and
early childhood neurodevelopment (Perera et al., 2005; Eskenazi et al., 2007; Rauh et al.,
2006, 2011; Engel et al., 2011). Nevertheless, our findings of a relationship between urinary
TCPY and markers of thyroid function may help inform potential mechanisms involved in
adverse childhood neurodevelopment associated with OP exposure but should be explored in
developmental cohort studies.

Despite the above limitations, this is the largest study to date examining the relationship
between thyroid hormones and a biomarker of chlorpyrifos exposure in a human population.
This will add to the body of knowledge assessing how environmental exposures impact
thyroid signaling, which is vital to numerous human physiologic functions.

Sci Total Environ. Author manuscript; available in PMC 2013 May 01.



1duasnuey Joyiny vd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Fortenberry et al. Page 6

Acknowledgments
Work supported in part by RO1ES007821, RO1ES018872, P42ES017198, P20ES018171, and P30ES017885 from

the National Institute of Environmental Health Sciences (NIEHS), and RD83480001 from the US Environmental
Protection Agency (USEPA).

Abbreviations

TH Thyroid Hormone
TCPY 3, 5, 6-trichloro-2-pyridinol
NHANES National Health and Nutrition Examination Surveys
Ta Thyroxine
TSH Thyrotropin or Thyroid Stimulating Hormone
LOD Limit of Detection
References

Aoki Y, Belin R, Clickner R, Jeffries R, Phillips L, Mahaffey K. Serum TSH and total T4 in the
United States population and their association with participant characteristics: National Health and
Nutrition Examination Survey (NHANES 1999-2002). Thyroid. 2007; 17(12):1211. [PubMed:
18177256]

Aprea C, Betta A, Catenacci G, Lotti A, Magnaghi S, Barisano A, Minoia C. Reference values of
urinary 3,5,6-trichloro-2-pyridinol in the italian population--validation of analytical method and
preliminary results (multicentric study). Journal of AOAC International. 1999; 82(2):305-312.
[PubMed: 10191536]

Blount B, Pirkle J, Osterloh J, Valentin-Blasini L, Caldwell K. Urinary perchlorate and thyroid
hormone levels in adolescent and adult men and women living in the united states. Environmental
Health Perspectives. 2006; 114(12):1865. [PubMed: 17185277]

Bradman A, Whyatt R. Characterizing exposures to nonpersistent pesticides during pregnancy and
early childhood in the national children’s study: A review of monitoring and measurement
methodologies. Environmental Health Perspectives. 2005; 113(8):1092-1099. [PubMed: 16079084]

Brent GA. Environmental Exposures and Autoimmune Disease. Thyroid. 2010; 20(7):755-761.
[PubMed: 20578899]

Carvalho FP, Gonzalez-Farias F, Villeneuve JP, Cattini C, Hernandez-Garza M, Mee LD, Fowler SW.
Distribution, fate and effects of pesticide residues in tropical coastal lagoons of northwestern
mexico. Environmental Technology. 2002; 23(11):1257-1270. [PubMed: 12472156]

Centers for Disease Control and Prevention. [Accessed May 1, 2011] National Report on Human
Exposure to Environmental Chemicals. Chemical Information.
<http://www.cdc.gov/exposurereport/data_tables/Chlorpyrifos_Chemicallnformation.html>

De Angelis S, Tassinari R, Maranghi F, Eusepi A, Di Virgilio A, Chiarotti F, Mantovani A.
Developmental exposure to chlorpyrifos induces alterations in thyroid and thyroid hormone levels
without other toxicity signs in CD-1 mice. Toxicological Sciences. 2009; 108(2):311-319.
[PubMed: 19190125]

Engel SM, Wetmur J, Chen J, Zhu C, Barr DB, Canfield RL, Wolff MS. Prenatal exposure to
organophosphates, paraoxonase 1, and cognitive development in childhood. Environ Health
Perspect. 2011; 119(8)

Eskenazi B, Marks A, Bradman A, Harley K, Barr D, Johnson C, Jewell N. Organophosphate pesticide
exposure and neurodevelopment in young mexican-american children. Environmental Health
Perspectives. 2007; 115(5):792-798. [PubMed: 17520070]

Ghisari M, Bonefeld-Jorgensen E. Impact of environmental chemicals on the thyroid hormone function
in pituitary rat GH3 cells. Molecular and Cellular Endocrinology. 2005; 244(1-2):31-41.
[PubMed: 16221524]

Sci Total Environ. Author manuscript; available in PMC 2013 May 01.


http://www.cdc.gov/exposurereport/data_tables/Chlorpyrifos_ChemicalInformation.html

1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Fortenberry et al.

Page 7

Hollowell J, Staehling N, Flanders WD, Hannon WH, Gunter E, Spencer C, Braverman L. Serum
TSH, T(4), and thyroid antibodies in the united states population (1988 to 1994): National health
and nutrition examination survey (NHANES I11). The Journal of Clinical Endocrinology and
Metabolism. 2002; 87(2):489-499. [PubMed: 11836274]

Jeong S, Kim B, Kang H, Ku H, Cho J. Effect of chlorpyrifos-methyl on steroid and thyroid hormones
in rat FO- and F1-generations. Toxicology. 2006; 220(2—3):189-202. [PubMed: 16472551]

Koch HM, Hardt J, Angerer J. Biological monitoring of exposure of the general population to the
organophosphorus pesticides chlorpyrifos and chlorpyrifos-methyl by determination of their
specific metabolite 3,5,6-trichloro-2-pyridinol. International Journal of Hygiene and
Environmental Health. 2001; 204(2-3):175-180. [PubMed: 11759161]

Korn EL, Graubard BI. Epidemiologic studies utilizing surveys: accounting for the sampling design.
Am J Public Health. 1991; 81(9):1166-1173. [PubMed: 1951829]

Lacasana M, Lpez-Flores I, Rodrguez-Barranco M, Aguilar-Garduo C, Blanco-Muoz J, Prez-Mndez
O, Cebrian M. Association between organophosphate pesticides exposure and thyroid hormones in
floriculture workers. Toxicology and Applied Pharmacology. 2010; 243(1):19-26. [PubMed:
19914268]

Meeker JD, Barr D, Bennett D, Ryan L, Herrick R, Hauser R. Temporal variability of urinary levels of
nonpersistent insecticides in adult men. J Expo Anal Environ Epidemiol. 2005; 15(3):271-81.
[PubMed: 15340359]

Meeker JD, Barr D, Hauser R. Thyroid hormones in relation to urinary metabolites of non-persistent
insecticides in men of reproductive age. Reproductive Toxicology. 2006; 22(3):437-442.
[PubMed: 16584866]

National Center for Health Statistics. [Accessed December 1 2010] 1 NHANES 1999-2000
Laboratory procedure manuals. 2006.
http://www.cdc/gov/nchs/about/major/nhanes/lab_methods99 00

National Center for Health Statistics. [Accessed December 1, 2010] 2 NHANES 2001-2002
Laboratory procedure manuals. 2006.
http://www.cdc/gov/nchs/about/major/nhanes/lab_methods01_02

National Center for Health Statistics. [Accessed December 1, 2010] 2 NHANES 1999-2002
Laboratory procedure manuals. 2006. http://www.cdc.gov/nchs/data/nhanes/blood.pdf

Pang Y, Maclintosh D, Camann D, Ryan PB. Analysis of aggregate exposure to chlorpyrifos in the
NHEXAS-maryland investigation. Environmental Health Perspectives. 2002; 110(3):235-240.
[PubMed: 11882473]

Panuwet P, Prapamontol T, Chantara S, Thavornyuthikarn P, Montesano MA, Whitehead R, Barr D.
Concentrations of urinary pesticide metabolites in small-scale farmers in chiang mai province,
thailand. The Science of the Total Environment. 2008; 407(1):655-668. [PubMed: 18954893]

Perera FP, Rauh V, Whyatt RM, Tang D, Tsai WY, Bernert JT, Kinney PL. A summary of recent
findings on birth outcomes and developmental effects of prenatal ETS, PAH, and pesticide
exposures. Neurotoxicology. 2005; 26(4):573-587. [PubMed: 16112323]

Rauh V, Arunajadai S, Horton M, Perera F, Hoepner L, Barr DB, Whyatt R. Seven-year
neurodevelopmental scores and prenatal exposure to chlorpyrifos, a common agricultural
pesticide. Environ Health Perspect. 2011; 119(8)

Rauh V, Garfinkel R, Perera F, Andrews H, Hoepner L, Barr D, Whyatt R. Impact of prenatal
chlorpyrifos exposure on neurodevelopment in the first 3 years of life among inner-city children.
Pediatrics. 2006; 118(6):e1845-e1859. [PubMed: 17116700]

Riederer AM, Hunter RE Jr, Hayden SW, Ryan PB. Pyrethroid and organophosphorus pesticides in
composite diet samples from atlanta, USA adults. Environmental Science & Technology. 2009;
44(1):483-490. [PubMed: 19994894]

Salas J, Gonzlez M, Noa M, Prez N, Daz G, Gutirrez R, Osuna I. Organophosphorus pesticide residues
in mexican commercial pasteurized milk. Journal of Agricultural and Food Chemistry. 2003;
51(15):4468-4471. [PubMed: 12848527]

Satar S, Satar D, Kirim S, Leventerler H. Effects of acute organophosphate poisoning on thyroid
hormones in rats. American Journal of Therapeutics. 2005; 12(3):238-242. [PubMed: 15891268]

Sci Total Environ. Author manuscript; available in PMC 2013 May 01.


http://www.cdc/gov/nchs/about/major/nhanes/lab_methods99_00
http://www.cdc/gov/nchs/about/major/nhanes/lab_methods01_02
http://www.cdc.gov/nchs/data/nhanes/blood.pdf

1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Fortenberry et al.

Page 8

Surks M, Goswami G, Daniels G. The thyrotropin reference range should remain unchanged. The
Journal of Clinical Endocrinology and Metabolism. 2005; 90(9):5489-5496. [PubMed: 16148346]

Thrasher J, Heuser G, Broughton A. Immunological abnormalities in humans chronically exposed to
chlorpyrifos. Archives of Environmental Health. 2002; 57(3):181-187. [PubMed: 12507170]

Timchalk C, Busby A, Campbell J, Needham L, Barr D. Comparative pharmacokinetics of the
organophosphorus insecticide chlorpyrifos and its major metabolites diethylphosphate,
diethylthiophosphate and 3,5,6-trichloro-2-pyridinol in the rat. Toxicology. 2007; 237(1-3):145.
[PubMed: 17590257]

Turyk M, Anderson H, Persky V. Relationships of thyroid hormones with polychlorinated biphenyls,
dioxins, furans, and DDE in adults. Environmental Health Perspectives. 2007; 115(8):1197.
[PubMed: 17687447]

U.S. Environmental Protection Agency. [Accessed August 18, 2011] Chlorpyrifos Facts. 2011.
http://www.epa.gov/oppsrrd1l/REDs/factsheets/chlorpyrifos_fs.htm

U.S. Environmental Protection Agency. [Accessed February 6, 2012] NRDC Consent Decree-15t
Annual Report. 2001. http://www.epa.gov/oppsrrd1/reregistration/nrdc-reportl.htm#chlorpyrifos

Weldon RH, Barr DB, Trujillo C, Bradman A, Holland N, Eskenazi B. A pilot study of pesticides and
PCB:s in the breast milk of women residing in urban and agricultural communities of california.
Journal of Environmental Monitoring. 2011

Whyatt R, Garfinkel R, Hoepner L, Andrews H, Holmes D, Williams M, Barr D. A biomarker
validation study of prenatal chlorpyrifos exposure within an inner-city cohort during pregnancy.
Environmental Health Perspectives. 2009; 117(4):559-567. [PubMed: 19440494]

Ye X, Pierik F, Hauser R, Duty S, Angerer J, Park M, Longnecker M. Urinary metabolite
concentrations of organophosphorous pesticides, bisphenol A, and phthalates among pregnant
women in rotterdam, the netherlands: The generation R study. Environmental Research. 2008;
108(2):260-267. [PubMed: 18774129]

Yen PM. Physiological and molecular basis of thyroid hormone action. Physiological Reviews. 2001;
81(3):1097-1142. [PubMed: 11427693]

Sci Total Environ. Author manuscript; available in PMC 2013 May 01.


http://www.epa.gov/oppsrrd1/REDs/factsheets/chlorpyrifos_fs.htm
http://www.epa.gov/oppsrrd1/reregistration/nrdc-report1.htm#chlorpyrifos

Fortenberry et al. Page 9

Sci Total Environ. Author manuscript; available in PMC 2013 May 01.



Page 10

Fortenberry et al.

(Te9 | (L )6y
(99)seT | (6°€)eET

(9e)oe | (v'1)6S
(g¥)ss | (0v)8s
(zn)zzt | (2 DL

(Le)8TZ | WN
0lvN

(Teletl (216
(ev)sel(ca)Le
(09)ger | (T9)zeT
(z2)ee | (sT)ze

(zm)o9 | (t1)59
(9m)ezz | (6T)EL2

(z1)e9 | (ze)ear
(Tarerl D)ttt
(re)ozt | (8T)88

(58)29T | N
(9m)T0T | WN

(smze | (€1l
(sm)oL | (¥T)9L
(9m)est | (0m)68T
(om)6L | (21)58

(82)zet | (02)L6
(6T)zee | (e2)z6e

(s1)291 (€€)29T
(62)99T | (52)esT
(#2)sot | (ST)Iv9

(62)8T | WN
(09)65¥ | ¥N

(r2)es | (92)8s
(wavtT | (€2)8TT
(6T)6LT | (T2)902
(s2)sot | (t€)2LT

(L'8)evT | (€'8)8ET
(0°2)8s¢ | (€9)0TE

VN
(6€°0)e | VN
(r2)LvS | wN

(6'8)sv | (0°'8)6E
(T'6)v9T | (Z'8)TST
(99)sv1 | (679)1ET
(z'6)96T | (€'8)58T

+000°02$
666'6T-0$

“awou|

Jeal e ueyy aIoN
Jeak e uey ssa

Joyode oN

285 104091y

SOA

ON

:asnedous|n

aoey Jaylo
oe|g o1uedsiH-uoN
a1y d1uedsiH-uoN

uedlisWy UedIXs|n

alewsad | afeN _ alewsaH | e\ _ alewa | ajeN _ alewsa | ajeN _ 1900y
| | | o]
(8z'v'szo)ve Tl (€SY 'v6'0)2Le | (882 '820)02'T (€S '68'0)60° | (TL°€ '¥v20)SL'T 1 (6T Y 001002 | (L€S VT T)ive|(19°S ‘Tv'1)66'C q(1/6n) AdoL

(Se'2'sTT6STI(V6'T 2T T)6S'T
(06'6 ‘0g"2)0v'8 | (06'8 'S5'9)0L'L
(sT°0 ‘T0'0)¥0°0 | (68°0 ‘T0°0)TYO'0
(stT'0ev)oeL | (29T '56L)S'STT

FT'2'00T)LrT | (V6T '86°0)VE'T
(0g'6 ‘00'2)00°8 | (08'8 ‘09°9)0L L
(88T 'v0°0)20°0 | (2T '¥0°0)22°0
(TvT ‘'0°ev)0°06 | (S0Z '0°90T)0'€ST

(¥8'T'98'0)22'T | (68T ‘26'0)9€'T
(0’6 ‘00°2)01°8 | (058 '05'9)5G'L
(62T 'v0'0)eT’0 | (00T ‘90°0)26°0

(68T '0'92)52T | (2€2 '9TT)OLT

(62'7'88'0)92'T | (66T ‘'66°0)61'T
(08'8'0£'9)06'L | (0T°8 '0v'9)02'L
(#9'0 '¥0'0)60°0 | (620 ‘¥0°0)2T°0

(voz ‘0'e8)6eT | (0€T ‘+TTI89T

qCuNIW) HSL

(Tp/Bn) 1.

(Jw/Bu) surunod

(Tp/Bu) suruneai

(zTe'9v2)oLzl(Tie‘ova)eLe | (0ee'8€)6 el (S0€ 'Sv)9Le | (90g Tza)Tse | (v6z ‘€2e)sse | (092 ‘'s6T)6° T2 | (192 ‘T'6T)8'1C (zw/bx) 1Ing

(022'0€9)0'69 | (082 ‘0'99)0'z2 | (0°€S ‘0'v¥)06r | (0°€S ‘0vw)06r | (0'7E ‘06T)0°92 | (0°€€ ‘0'6T)0'Ge | (0°9T ‘0°€T)O+T | (0°9T ‘0°ET)O'ST (s14) 8bv
alewsa | aje\ _ alewsad | ajeN _ alewsa | ajeN _ alewsa | afe\

(pSL ‘pG2) ueIpaN s|qeLIA

(8Tz=U ‘002=U) s1eak 09< _

(egg=u :22€=u) s1eak 09-0r _

(TTG=U '90G=U) s1eak Oy—8T _ (05G=U ‘90G=U) s1eak gT>— 2T

NIH-PA Author Manuscript

(672€=N) uone|ndod z00Z-T00Z PUe 0002—666T STANVHN 30 sonsHalvereyD aARdLISad

I 31qel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Sci Total Environ. Author manuscript; available in PMC 2013 May 01.



Page 11

Fortenberry et al.

papIACId UOIRIASP piepuRlS OLI1BWO08B pue %wEowog

abe Aq uone|ndod sjewsay 03 uosLiedwod ul uoirejndod ajew Joy abejusdiad sjuasaidal pue Japusb.ebe Ag parejnojes >ocm:_ue“_m

JoulpuAd-z-010]ydL-9‘G'e=AdD L ‘Xapu] sse|N Apog=]Ng:a|qealjddy J0N=¥N

NIH-PA Author Manuscript NIH-PA Author Manuscript

NIH-PA Author Manuscript

Sci Total Environ. Author manuscript; available in PMC 2013 May 01.



Page 12

Fortenberry et al.

uoneuaduod (71/6n) AdDL Aseurin ul asealoul O| Ue Yl pare1dosses sjans] (7/N1w) HSL pue (p/Bn) v1 wnuas ul zabueyd jusdiad

NIH-PA Author Manuscript

(69°€ '66'9-)G9T—  (69°€ '66'9-)8€2—  (02'F ‘6£°G-)SI T- (s 'STY-)0T0 apnio
pajybrapn
vl
o(82r ‘LEE)STE (78T '6L7-)LT'9 (7’81 '6Lv—)609 (661 '2r9)Tre gy
(622 '6T'2-)€6°0 (£°0T '9¥'6-)TT0 (€21 '€9'5-)v6'C (70T '12'5-)60C apnID
HSL
= pabramun
(62°€ $9'8-)0L2— (122 ‘60 L-)¥h2—  (6€2 ‘69669 T—  (11°€ ‘92°e-)L00— P3NPV
(Tr'8 ‘9z’ T-)LG°E (2¥'2 "$2°6-)99'T— (60 'vE'2-)L8°0 (#6'T ‘02'€-)€9°0— apnio
(10 %se)d (10 %s6)d (12 %se)d (10 %s6)d vl
S9lelaH
A966- 692002~ (gogz'ges-)i66  IEOT— LEOIILO0I- (gprarv)igy  qPRMIPY
(L'LV '6'61-)162— 70z '8v'-)08'L (86’7 'S'IT-)86F— (0L '9'21-)8T'€— apnID
HSL
paiybiam
(6S°G ‘82'9-)S€°0~ (1'% '6S'G-)¥L O~ (28'9 '18'0-)00°E (rg'oz1-)se  qPIsnipY
(#67 ‘28°€-)¥60—  (10°C ‘99'%-)E8°0— 5(05°G '7T°0)e8C (92°5's5T-)S8'T apnIo
vl
SITT=9229)GH ~  (z6z'15€-)E0'6 (8%'G ‘0 LI-)GH 9— a1 16e)eLy  qPasnipY
(€21 'v'e€T-)SL°0 (521 '68'2-)18'9 (LS ‘G2I-)hEF— (828'9g'21-)8€°0 apnID
HSL
€CF LLIZ9 - (25T ‘0G-)6T - 5(96'9 ‘€TO)PS'E 5(§69'5,°0)58'E  gpawnfpy | PawBeMUN
(€%'2 '509-)08'1— (62 ‘0¥'€-)IG 0~ o(6v's "LT0)E8'C (85'v '85'0-)00'C apnio
(10 %se)d (10 %s6)d (10 %se)d (10 %s6)d Al
safelN
sieak 09< s1eak 09 — OF s1eak op— 8T sieak 81> - 2T

dnoub by

¢?olqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Sci Total Environ. Author manuscript; available in PMC 2013 May 01.



Page 13

Fortenberry et al.

G500 > Qo

awooul ‘aoel ‘abe ‘J|AIg ‘BUILN0D WINIBS ‘BuluNeald Areutin 1oy paisnipy

q

‘[ans9] uelpaw uonendod o} aAne|al abueyd Jusdlad ‘y1 _o“_m

(1'9Z ‘25°€-)€°0T (852 '12'2-)6°0T (521 '90'8-)v6°€
(€92 '96'2-)L°0T (8'9T 'T0'7—)06'S (zeT'v6'5-)8TE

(G9°€ ‘e1'8-)¥ee— (G9°€ ‘12'8-)10°€~ (9€°T ‘9'11-)ET G~

(€62 'so9-)ogL  gPawsnipy
(L'2z'98'2-)6T'6 apniD
HSL

@11 ‘Fr9-)p9z— qPISNIPY

SJ1eak 09< s1eak 09 — OF sa1eah oy— 8T

s1eahk 81> - 2T

dnoub sby

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Sci Total Environ. Author manuscript; available in PMC 2013 May 01.



