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Abstract: Lead exposure is a common public health problem. Exposure to the metal can cause hematological, gastrointestinal, rheumatological,
endocrine, neurological and renal problems in humans. However, effects on the thyroid gland are controversial. We retrospectively
investigated thyroid function parameters in 65 adult males who had been occupationally exposed to lead. We then compared the find-
ings with those of 60 male patients who had no history of lead exposure or thyroid abnormalities, who served as the control group.
The mean ages of the lead-exposed workers and the controls were 34.3 = 7.9 and 32.9 = 6.6 years respectively. Blood lead levels
in the lead-exposed workers were significantly higher than in the control group. The lead-exposed workers were assigned to one of
three groups according to their blood lead levels, as follows: 40 - 59 ug/dl, 60 - 79 ug/dl, or 80 ug/dl and above. Thyroid Stimulating
Hormone (TSH) levels in the 80 wg/dl and above group were significantly higher than in either the 40 - 59 ug/dl group or the 60 - 79
ug/dl group. However, TSH levels in the 40 - 59 ug/dl group did not differ significantly from those in the 60 - 79 ug/dl group. These
results suggest that high levels of lead in the blood may affect thyroid physiology. Clinicians should be aware of the potential hazardous
effects of lead on the thyroid, especially in patients who have been occupationally exposed to lead.
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1_ |ntr0ducti0n and sometimes contradictory, and no consensus has
been reached regarding the effect of lead on thyroid
physiology. The purpose of this study was to investigate
the potential effects of lead on thyroid functions by
comparing thyroid parameters in lead-exposed workers
to those in healthy controls.

Lead is one of the most commonly used heavy metals
and it has had wide applications since ancient times.
However, it is also one of the most detrimental pollutants
in the industrial environment in many countries.
Occupational and environmental exposures to lead
continue to be among the most significant public health
problems [1-3]. Lead can have adverse effects on
many organ systems, and various effects of lead on
thyroid functions have been reported in the past 50
years [4-8]. However, findings have been inconsistent
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Table 1. Measured parameters of the lead-exposed and control patients.

Groups Number of Mean age Mean blood Mean lead sTSH T3 T4
patients (years) lead levels exposure time (ulU/mL) (pg/mL) (ng/dl)
(ug/dl) (months)
Lead-exposed 65 343+79 711 228 79 + 74 43=+27 29+04 14 +=11
Control 60 329 =66 02+0.2 0,0 +0,0 1607 28+06 1,103

2. Material and Methods

2.1. Participants

In this study, we retrospectively examined the records
of 65 men who had been exposed to lead while working
as automotive mechanics or in battery factories.
According to the Turkish labor rules, all workers have
to undergo a complete health examination before the
onset of their job position. Also, if they are working with
hazardous materials, they must undergo periodic health
examinations at occupational disease clinics or hospitals.
Therefore, all workers were considered generally healthy
before working as mechanics or battery workers. There
were no thyroid diseases apparent in their medical
history. Their physical examination records showed
no thyroid abnormalities. All were have normal thyroid
function test results. The study group participants
continued to work for same factory positions during the
entire course of the study. They were all exposed to
lead via inhalation of the lead vapor. As a control group,
the records of 60 age-matched male patients with no
history of lead exposure or thyroid abnormalities were
examined.

2.2. Lead measurement

For the measurement of lead levels in blood (Pb-B),
5 ml of blood was obtained from the antecubital vein
and was collected in non-heparinized lead-free tubes.
Measurements were made with a UNICAM 939
atomic absorption spectrophotometer (Unicam Atomic
Absorption, Cambridge, UK) using a UNICAM FS90
graphite lamp (Unicam). All measurements of samples
were corrected with respect to reference solution values.
Lead measurement procedures were done with the
method which Yee et al. were described [9]. The results
were obtained as ug/dl.

2.3. Serum thyroid hormone profile

Blood was obtained for the measurement of lead levels.
Blood samples of 5 ml were collected in a separate
tube for fluorescent-enzyme immunoassay (FEIA) of
serum free triiodothyronine (fT3), free thyroxine (fT4)
and sensitive thyroid stimulating hormone (sTSH). All
measurements were done with TOSOH AIA 21 analyser

(TOSOH Corporation, Tokyo, Japan) usung the TOSOH
reagents. The methods described in Tietz Textbook of
Clinical Chemistry were used for determination of fT3,
fT4 and sTSH [10]. All measurements were duplicated
to determine variations. If the variations were less than
10% between the measurements, these were accepted
as valid.

2.4. Statistical analysis

The groups were investigated for significant differences
with the use of the Mann- Whitney and Kruskal-Wallis
tests. In all comparisons, differences were considered
significant with p < 0.05. All statistical analyses were
performed with SPSS for Windows, version 11.0.

3. Results

The mean ages of the lead-exposed workers and the
control patients were 34.3 + 7.9 and 32.9 * 6.6 years,
respectively (p > 0.05).

Findings for the lead-exposed and control patients
are summarized in Table 1. As expected, blood lead
levels in the lead-exposed workers were significantly
higher than in the control group (p < 0.05). As a function
of lead exposure time, blood lead levels did not differ
significantly within the lead-exposed group when
participants were grouped according to exposure times
of 0-11 months, 12-59 months or 60 months and above
(p > 0.05). Levels of fT4 differed significantly between
the lead-exposed workers and the control group (p <
0.05). Levels of sTSH in the lead-exposed group were
significantly higher than in the control group (p < 0.05).

The lead-exposed workers were assigned to one
of three groups according to their blood lead levels, as
follows: 40 - 59 pg/dl, 60 - 79 pg/dl, or 80 pg/dl and
above (Table 2). TSH levels in the 80 pg/dl and above
group were significantly higher than in either the 40 - 59
pg/dl group or the 60 - 79 pg/dl group. However, TSH
levels in the 40 - 59 pg/dl group did not differ significantly
from those in the 60 - 79 ug/dl group.

Differences in fT4 levels were significant in all
pairwise comparisons of the 40 - 59 ug/dl, 60 - 79 pg/dl,
and 80 pg/dl and above groups (Table 2).
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Table 2. Mean values of sTSH, fT3 and fT4 levels according to blood lead subgroups.

sTSH level (ulU/mL)*

T3 level (pg/mL)t T4 level (ng/mL)$

Blood lead level (ug/dl) Number of subjects (n)

40,01-60 (Group 1) 23 3,6+1,9
60,01-80 (Group 2) 26 3,722
80,01+ (Group 3) 16 6,2+3,7

2,81+0,37 1,13=0,17
2,96+0,22 1,56+0,72
3,12+0,46 1,43=0,18

(*): Difference between group 1 and 2 was not significant (p > 0.05) whereas differences either between group 2 and group 3 or between group

1 and group 3 were significant (p < 0.05)

(1): Differences between group 1 and group 2, and group 1 and group 3 were significant (o < 0.05), whereas difference between group 2 and

group 3 was not significant (p > 0.05)

4. Discussion

Lead, both in organic and inorganic forms, is a serious
environmental and health problem. In adults, about 10%
of ingested lead is absorbed from the gastrointestinal
tract [5]. Once absorbed, lead accumulates in three
compartments: blood, soft tissues and especially in
bones, where it can be stored for years [11]. Factors that
affect calcium distribution also affect lead distribution
[6]. The lead circulating in the bloodstream is mobile,
in contrast to that stored in bones and it is this lead that
exerts adverse effects on the body [7]. For this reason,
the concentration of lead in the blood is an important
parameter in the characterization of a person’s
exposure to lead [7]. Lead can cause hematological,
gastrointestinal, rheumatological, endocrine,
neurological and renal problems in humans [6-8,11].

Lead can cause damage to cell membranes and
can adversely affect oxido-reductive processes in cells.
Effects can be seen at the sub cellular level range
from inhibition of enzymes to the production of marked
morphological changes [7].

Effects of lead on thyroid functions have been under
investigation for more than 50 years. Slingerland’s study
in 1955 first provided evidence that the thyroid glands
had diminished iodine uptake in lead-exposed individuals
[12]. Sandstead’s study in 1969 [14] confirmed the results
of that early study. Tuppurainen et al. [15] suggested
that lead has effects on both peripheral thyroid hormone
levels and on thyroid stimulating hormone (TSH) levels.
More recently, Singh et al. [7] showed adverse effects of
lead on the pituitary-thyroid axis.

In lead-exposed workers, we observed a significant
rise in serum sTSH levels despite normal fT3 and T4
levels. This is consistent with the findings of Gustafson
et al. [16] who observed a dose-related depression
of thyroid functions during occupational exposure
to inorganic lead despite normal fT3 and fT4 levels.
Also, sTSH levels in our lead-exposed workers were
higher than in the control group. The sTSH rise was
independent of lead exposure time but was related to

blood lead levels. These results suggest that higher
levels of lead can cause more marked changes in
thyroid physiology. On the other hand, sTSH levels
were high in all three groups having different blood lead
levels, and this indicates that lead exposure may alter
thyroid physiology even at low doses. Differences of
fT3 and fT4 levels according to the blood lead levels
were also significant. sTSH and fT3, fT4 levels were
observed high with high blood lead levels. This results
indicates that lead in high levels alters thyroid functions
more excessively. Therefore, in cases of lead exposed
situations, having high blood lead levels should be
evaluated more attentively.

Tuppurainen et al. [15] and Refowitz [17] reported
no relationship between blood lead levels and T4 or
fT4, as well as no thyroid abnormalities in subjects who
were exposed to lead. Our fT3 and fT4 results are in
agreement with these studies.

Liang et al. [18] reported that high levels of lead in
the blood caused inhibition of deiodinization of T4 and
disruption of thyroid physiology, but found no correlation
with lead exposure times [18]. Similarly, we did not find
any correlation between sTSH levels and lead exposure
time.

In the current literature, there is no consensus
regarding the effects of lead on thyroid physiology. A
possible source for the diversity of findings might be
differences in the intensity of exposure to lead in different
individuals, apart from differences in exposure time.

In our lead-exposed patients, sTSH levels were
significantly higher than in the control group, but we
observed no other systematic differences. This suggests
that lead might cause subclinical alterations in thyroid
physiology which cannot be measured by fT3 and fT4
levels but which manifest as alterations in TSH levels.
This possibility could be analyzed further with detailed
morphological, biochemical and molecular studies.

As a result, not only specialists who are interested
in the thyroid gland but other clinicians as well should
be aware of the potential hazardous effects of lead
on the gland, especially in patients who have been
occupationally exposed to lead.

217




Effects of lead on thyroid functions
in lead-exposed workers

218

References

[1] Lolin Y, O'Gorman P. delta-Aminolaevulinic acid
dehydratase as an index of the presence and
severity of lead poisoning in acute and chronic lead
exposure. Ann Clin Biochem. 1986, 23, 521-8

[2] Levin SM, Goldberg M. Clinical evaluation and
management of lead-exposed construction workers.
Am J Ind Med. 2000, 37, 23-43

[3] Gurer-Orhan H, Sabir HU, Ozgunes H. Correlation
between clinical indicators of lead poisoning and
oxidative stress parameters in controls and lead-
exposed workers.Toxicology. 2004, 195, 147-54

[4] Dundar B, Oktem F, Arslan MK, Delibas N, Baykal
B, Arslan C, Gultepe M, llhan IE. The effect of long-
term low-dose lead exposure on thyroid function in
adolescents. Environ Res. 2006, 101, 140-5

[5] Rabinowitz MB, Wetherill GW, Kopple JD. Kinetic
analysis of lead metabolism in healthy humans. J
Clin Invest. 1976, 58, 260-70

[6] Klein M, Barbé F, Pascal V, Weryha G, Leclére J.
Lead poisoning secondary to hyperthyroidism: report
of two cases. Eur J Endocrinol. 1998, 138, 185-8

[7] Singh B, Chandran V, Bandhu HK, Mittal BR,
Bhattacharya A, Jindal SK, Varma S. Impact of
lead exposure on pituitary-thyroid axis in humans.
Biometals. 2000, 13, 187-92

[8] Pagliuca A, Mufti GJ, Baldwin D, Lestas AN, Wallis
RM, Bellingham AJ. Lead poisoning: clinical,
biochemical, and haematological aspects of a recent
outbreak. J Clin Pathol. 1990, 43, 277-81

[9] Yee HY, Nelson JD, Jackson B. Measurement of
lead in blood by graphite furnace atomic absorption
spectrometry. J Anal Toxicol. 1994, 18, 415-8

[10] Demers LM, Spencer C. The Thyroid:

Pathophysiology and Thyroid Function Testing. In:
Burtis CA, Ashwood ER, Bruns DE, editors. Tietz
Textbook of Clinical and molecular Diagnostics.
4th ed. St. Louis: Elsevier Saunders; 2006. p.
2053-2096

[11] Cullen MR, Robins JM, Eskenazi B.Adult inorganic
lead intoxication: presentation of 31 new cases
and a review of recent advances in the literature.
Medicine (Baltimore). 1983, 62, 221-47

[12] Slingerland DW. The influence of various factors on
the uptake of iodine by the thyroid. J Clin Endocrinol
Metab. 1955, 15, 131-41

[13] Rabinowitz MB Toxicokinetics of bone lead.Environ
Health Perspect. 1991, 91, 33-7

[14] Sandstead HH, Stant EG, Brill AB, Arias LI, Terry
RT. Lead intoxication and the thyroid. Arch Intern
Med. 1969, 123, 632-5

[15] Tuppurainen M, Wagar G, Kurppa K, Sakari W,
Wambugu A, Froseth B, Alho J, Nykyri E. Thyroid
function as assessed by routine laboratory tests
of workers with long-term lead exposure. Scand J
Work Environ Health. 1988, 14, 175-80

[16] Gustafson A, Hedner P, Schitz A, Skerfving S.
Occupational lead exposure and pituitary function.
Int Arch Occup Environ Health. 1989, 61, 277-81

[17] Refowitz RM. Thyroid function and lead: no clear
relationship. J Occup Med. 1984 , 26, 579-83

[18] Liang QR, Liao RQ, Su SH, Huang SH, Pan RH,
Huang JL. Effects of lead on thyroid function of
occupationally exposed workers. Zhonghua Lao
Dong Wei Sheng Zhi Ye Bing Za Zhi. 2003, 21,
111-3



	1. Introduction
	2. Material and Methods
	2.1. Participants
	2.2. Lead measurement
	2.3. Serum thyroid hormone profile
	2.4. Statistical analysis

	3. Results
	4. Discussion
	References



