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Background. Data on the relationship between homocysteine, plasminogen activator inhibitor 1, hs-CRP, fibrinogen, and carotid
intima media thickness (CA-IMT) is plenty but contradicting and the majority of the studies investigated this issue in only
specific thyroidism groups. The aim of this paper was to investigate these relations in patients with subclinical and clinical hypo-
and hyperthyroidism. Methods. In this cross-sectional study, 16 patients from each thyroidism group and 20 healthy cases were
enrolled. Fibrinogen levels and plasminogen activator inhibitor 1 (PAI-1) activity were assessed. CA-IMT was determined by
gray-scale high-resolution color Doppler ultrasound. Results. Serum homocysteine levels were higher in hypothyroidic patients
compared to the control (P = 0.003). Fibrinogen levels were higher in patients with subclinical hypothyroidism compared to other
groups (P < 0.05). There was no difference between groups regarding PAI-1. Whereas total cholesterol, homocysteine, and LDL
were correlated with CAIMT, hs-CRP, PAI-1, and fibrinogen were not. In the clinical hypothyroidism group, the correlation of
homocysteine with CA-IMT was derived from the correlation between CA-IMT and homocysteine. Conclusions. Homocysteine
and fibrinogen levels are higher in patients with clinical and subclinical hypothyroidism, respectively. Homocysteine level is
associated with CA-IMTonly in patients with clinical hypothyroidism.

1. Introduction

Thyroid diseases are among the most common endocrino-
logical disorders. Depending on the levels of thyroid hor-
mones, it may present either as normo-, hypo-, or hyperthy-
roidism. It can also be classified as subclinical (normal Thy-
roid stimulating hormone-TSH) or clinical (abnormal TSH).
Subclinical hypothyroidism is the most common form.

Disturbances in thyroid metabolism affect various organs
such as the heart, vessels, and kidney [1–6]. With altered thy-
roid functions, changes in oxygen demand, the contractility
of the heart, cardiac output, and systemic vascular resistance
lead to a hectic environment and worsening cardiovascular
outcomes [7–9].

Cardiovascular diseases are the main causes of death
in the world. Atherosclerosis is a major contributor to
this problem. Carotid intima media thickness (CA-IMT)

measurement by Doppler USG is a validated method to
determine extent of atherosclerosis [10, 11]. Age, male
sex, smoking, diabetes, hypertension, and dyslipidemia are
among the well-known risk factors for atherosclerosis. Also,
several other risk factors such as obesity, sedentary lifestyle,
high hs-CRP, homocysteine, lipoprotein, and plasminogen
activator inhibitor 1 (PAI-1) have been linked to atheroscle-
rotic cardiovascular diseases [12]. Accelerated atherosclerosis
is well known in autoimmune rheumatic diseases compared
to other autoimmune diseases such as thyroid autoimmunity
[13, 14].

Thyroid hormones via blood vessel dilatation, produc-
tion of vasodilator molecules, inhibition of angiotensinogen
II receptor expression, and its signal transduction regulate
endothelial function and vascular homeostasis and have anti-
atherosclerosis effects [15–18]. Regarding thyroid hormones,
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both clinical and subclinical hypothyroidism has been linked
to atherosclerosis [19, 20]. Moreover, it has been shown that
thyroid hormone replacement therapy leads to regression of
subclinical hyperthyroidism [21–24]. A major contributor
to this problem is the hyperlipidemia observed in these
patients. Data on the association between hyperthyroidism
and atherosclerosis is less clear.

With this background in mind, our aim was to investigate
the extent of atherosclerosis in subclinical and clinical hypo-
and hyperthyroidism along with potential roles of homo-
cysteine and PAI-1 in an otherwise healthy population.

2. Materials and Methods

2.1. Patients. Of the first two patients who applied to the
endocrinology outpatient clinic with symptoms and/or signs
of thyroid dysfunction each day and met the inclusion
and exclusion criteria below were stratified into the cor-
responding thyroidism groups according to their thyroid
function results (subclinical and clinical hypothyroidism,
subclinical and clinical hyperthyroidism). Each group was
planned to consist of 16 patients. Group 1 included patients
with high TSH and normal fT3 and fT4 levels (subclinical
hypothyroidism), group 2 high TSH and low fT3 and fT4
levels (clinical hyperthyroidism), group 3 low TSH and
normal fT3 and fT4 levels (subclinical hyperthyroidism),
and group 4 low TSH and now fT3 and fT4 levels (clinical
hyperthyroidism). Also, 20 random people without any
thyroid hormone abnormality were used as control.

Inclusion criteria were to be aged between 18 and 65
years, to have thyroid hormone dysfunction assessed by labo-
ratory findings, to have a body mass index of 20–30 kg/m2, to
have no history of any kind of thyroid dysfunction, and not to
be on thyroid hormone replacement. Exclusion criteria were
to have history of diabetes, hypertension, coronary artery
disease, and familial hypercholesterolemia, to be on lipid
lowering drugs, and to have body mass index <20 kg/m2 or
>30 kg/m2.

Demographical, clinical, and laboratory findings were
recorded from patients’ charts. Routine biochemical param-
eters were measured at our university’s core biochemistry
laboratory. fT3, fT4, and TSH were measured by chemilu-
minescence method by an automated analyzer (Immulite
2000, Siemens, Germany). Normal ranges for fT3 were
1.8–4.2 pg/mL, for fT4 0.8–1.9 ng/dL, and for TSH 0.4–
4 mU/mL. Fibrinogen levels were measured nephelomet-
rically according to the manufacturer’s protocol by using
a commercially available kit on Behring BCS coagulation
analyzer (Dade Bering, Schwalbach, Germany). Plasminogen
activator inhibitor 1 (PAI-1) activity was measured according
to the manufacturers’ protocol with indirect chromogenic
assay by using SPECTROLYSE PAI-1 ELISA kit (American
Diagnostics, USA).

The study protocol was approved by local ethics commit-
tees and informed consent was obtained from each patient.
The study was performed according to the recommendations
of the Declaration of Helsinki.

2.2. Measurement of CA-IMT. Ultrasonographic studies on
common carotid arteries were carried out by gray-scale high-
resolution color Doppler ultrasound (Prosound SSD- 3500
SV ALOKA, Zug, Switzerland) equipped with 12 MHz linear
transducer. The same operator performed all procedures on
both sides of two longitudinal images of the each common
carotid artery on the morning in supine position. Average
of the two CA-IMT (proximal and distal) values from each
side was used to calculate mean CA-IMT on each side.
Intraobserver coefficient of variation was 2.21%.

2.3. Statistical Analysis. All results are reported as mean ±
SD. P value less than 0.05 was considered as statistically
significant. Comparisons between two groups were assessed
with the Student’s unpaired t-test or Mann-Whitney test,
as appropriate. Pearson’s and Spearman’s rank correlations
were used to assess correlations of fibrinogen, homocysteine,
hs-CRP, and PAI-1 with left and right CA-IMT. Correlation
was analyzed both in the whole population except control
and also in the subgroups. All statistical analyses were
performed using SPSS, version 15 (Chicago, IL, USA).

3. Results

3.1. Subclinical Hypothyroidism. Mean age was 40.8 ± 11.8
years and 81.3% were female. Mean fT3, fT4, and TSH
levels were 3.02 ± 0.67 pg/mL, 1.13 ± 0.24 ng/mL, and
6.91 ± 1.74 IU/mL. Mean homocysteine level was 12.76 ±
3.11 mmol/L, hs-CRP 5.98 ± 7.84 mg/L, and PAI-1 52.21 ±
31.93 ng/mL. Mean CA-IMT was 0.61± 0.11 mm.

3.2. Clinical Hypothyroidism. Mean age was 38.0 ± 10.2
years and 87.5% were female. Mean fT3, fT4, and TSH
levels were 2.52 ± 0.92 pg/mL, 0.76 ± 0.29 ng/mL, and
29.87 ± 23.65 IU/mL. Mean homocysteine level was 15.05 ±
9.87 mmol/L, hs-CRP 5.41± 3.48 mg/L, fibrinogen 283.00±
81.16 mg/dL, and PAI-1 42.78±33.65 ng/mL. Mean CA-IMT
was 0.62± 0.13 mm.

3.3. Subclinical Hyperthyroidism. Mean age was 41.6± 16.43
years and 81.3% were female. Mean fT3, fT4, and TSH
levels were 3.46 ± 0.53 pg/mL, 1.33 ± 0.18 ng/mL, and
0.12 ± 0.09 IU/mL. Mean homocysteine level was 11.93 ±
3.72 mmol/L, hs-CRP 3.80± 1.72 mg/L, fibrinogen 275.37±
68.42 mg/dL, and PAI-1 53.83±37.21 ng/mL. Mean CA-IMT
was 0.58± 0.17 mm.

3.4. Clinical Hyperthyroidism. Mean age was 41.6±11.8 years
and 68.8% were female. Mean fT3, fT4, and TSH levels were
6.7± 3.33 pg/mL, 2.90± 1.70 ng/mL, and 0.01± 0.02 IU/mL.
Mean homocysteine level was 10.23 ± 3.13 mmol/L, hs-CRP
3.93±1.91 mg/L, fibrinogen 275.37 ± 68.42 mg/dL, and PAI-
1 53.83± 37.21 ng/mL. Mean CA-IMT was 0.59± 0.15 mm.

3.5. Comparison of Groups and Correlations. As would be
expected, patients with subclinical hypothyroidism had
higher BMI compared to the control (P = 0.035). This was
more pronounced in patients with clinical hypothyroidism
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Table 1: Clinical and demographical characteristics of the patient population.

Subclinical
hypothyroidism

Clinical
hypothyroidism

Subclinical
hyperthyroidism

Clinical
hyperthyroidism

Control

Gender (F/M) 13/3 14/2 13/3 11/5 9/11

Age (years) 40, 8± 11, 8 38, 0± 10, 2 41, 6± 16, 4 41, 6± 11, 8 32, 8± 5, 7

BMI (kg/m2) 26, 72± 2, 32∗ 27, 14± 2, 25∗ 24, 65± 3, 07 24, 48± 1, 84 24, 34± 2, 43

MAP (mmHg) 88, 8± 12, 0 86, 4± 9, 6 84, 9± 9, 7 88, 2± 10, 6 80, 0± 11, 7

TSH (ı̀IU/mL) 6, 91± 1, 74∗ 29, 87± 23, 65∗ 0, 12± 0, 09∗ 0, 01± 0, 02∗ 1, 39± 0, 68∗

sT3 (pg/mL) 3, 02± 0, 67 2, 52± 0, 92 3, 46± 0, 53 6, 7± 3, 33 3, 22± 0, 97

sT4 (ng/dL) 1, 13± 0, 24 0, 76± 0, 29 1, 33± 0, 18 2, 90± 1, 70 1, 4± 0, 19

T.cholestrol (mg/dL) 204± 41∗ 207± 69∗ 181± 28 147± 40 164± 27

Triglyceride (mg/dL) 186± 127 141± 28 158± 76 105± 57 104± 44

HDL (mg/dL) 41± 8 43± 7 41± 6 41± 10 42± 11

LDL (mg/dL) 126± 34∗ 135± 63∗ 110± 28 85± 31 111± 41

CA-IMT (mm) 0, 61± 0, 11 0, 62± 0, 13 0, 58± 0, 17 0, 59± 0, 15 0, 53± 0, 08
∗P < 0.05.
F: female; M: male; BMI: body mass index; MAP: mean arterial pressure; TSH: thyroid stimulating hormone; HDL: high-density lipoprotein; LDL: low-density
lipoprotein; CA-IMT: carotid intima media thickness.

Table 2: Homocysteine, hs-CRP, Fibrinogen, and PAI-1 levels in Thyroidism groups.

SCHypo CHypo SCHyper CHyper Control

Homocysteine (mmol/L) 12, 76± 3, 11 15, 05± 9, 87 11, 93± 3, 72 10, 23± 3, 13 8, 41± 3, 86

Hs-CRP (mg/L) 5, 98± 7, 84 5, 41± 3, 48∗ 3, 80± 1, 72 3, 93± 1, 91 3, 48± 0, 64

Fibrinogen (mg/dL) 327, 56± 100, 84∗ 283, 00± 81, 16 275, 37± 68, 42 273, 56± 76, 08 271, 50± 52, 47

PAI-1 (ng/mL) 52, 21± 31, 93 42, 78± 33, 65 53, 83± 37, 21 64, 19± 34, 38 54, 06± 33, 78
∗P < 0.05.
PAI-1: plasminogen activator inhibitor-1; SCHypo: subclinical hypothyroidism; CHypo: clinical hypothyroidism; SCHyper: subclinical hyperthyroidism;
CHyper: clinical hyperthyroidism.

(P = 0.008). A similar trend was true for total cholesterol and
LDL levels. Comparison of the clinical and demographical
parameters of the groups is shown in Table 1.

Serum homocysteine levels were significantly higher in
hypothyroidic patients compared to the control (P = 0.003).
There was no difference between hypo- and hyperthyroidic
patients. Fibrinogen levels were higher in patients with
subclinical hypothyroidism compared to other groups (P <
0.05). There was no difference between groups regard-
ing PAI-1. Comparison of the clinical and demographical
parameters of the groups is presented in Table 2.

Whereas total cholesterol, LDL, and homocysteine were
correlated with CA-IMT, hs-CRP, PAI-1, and fibrinogen were
not (Figure 1). The correlation of homocysteine with CA-
IMT was derived from the strong correlation in the clinical
hypothyroidism group (Figure 1).

4. Discussion

In this study, we provide, for the first time, data on the
association between several novel surrogate cardiovascular
markers (hs-CRP, fibrinogen, homocysteine, and PAI-1)
and CA-IMT in patients with clinical/subclinical hypo- and
hyperthyroidism. Only homocysteine level was associated
with CA-IMT and this was derived from the strong associ-
ation between homocysteine and CA-IMT in patients with
clinical hypothyroidism.

Data on PAI-1 in thyroid diseases is controversial. Erem
et al. reported higher levels patients with hypothyroidism
compared to the controls [25, 26]. This was indeed linked to
higher risk of peripheral thrombosis [25]. Contrary, another
study found lower levels in patients with subclinical hypothy-
roidism [27]. In other studies, there was no difference in
PAI-1 levels in patients with subclinical hypothyroidism
compared to the control [28, 29]. In hyperthyroidic patients,
higher levels in patients with hyperthyroidism were reported
[30, 31]. Our results confirm no difference between hypo-
and hyperthyroidism groups and also with control. Also,
we report that in these patients PAI-1 levels are not related
to CA-IMT, a marker of atherosclerosis. We also did not
find any association between BMI and PAI-1 levels, which is
proposed as a production site for PAI-1 in any of the groups
[32].

Hyperhomocysteinemia is proposed as a contributor
to atherosclerosis by stimulating oxidation of LDL and
causing endothelial dysfunction [33–35]. Both hypothy-
roidism and hyperthyroidism are associated with alterations
in homocysteine levels [36–38]. It is suggested that levels
are increased in hypothyroidic patients and are decreased
in hyperthyroidic patients [39]. Hypothyroidism has been
proposed to decrease hepatic levels of enzymes involved
in homocysteine metabolism. Also alteration of LDL in
hypothyroidism makes it plausible. In the New Mexico Elder



4 International Journal of Endocrinology

Homocysteine Hs-CRP Fibrinogen PAI-I

0.0490.0920.076CA-IMT

SCHypo CHypo SCHyper CHyper Control

0.3380.375−0.132 0.569∗ −0.376

0.342∗

∗P < 0.01

Figure 1: Correlations between homocysteine, hs-CRP, fibrinogen, PAI-1, and CA-IMT and correlations of homocysteine and CA-IMT
between thyroidism groups. PAI-I: plasminogen activator inhibitor-1; CA-IMT: carotid intima media thickness; SCHypo: subclinical
hypothyroidism; CHypo: clinical hypothyrodism; SCHypo: subcilinical hyperthyroidism; CHyper: clinical hyperthyroidism.

Health survey, no difference in patients with subclinical
hypothyroidism (n = 112) compared to patients with
TSH ≤ 4.6 mcu/mL (643) was observed [40]. Our study
confirms the finding that levels are higher in clinically
hypothyroidic patients compared to control and not different
from the control in patients with subclinical hypothyroidism.
In line with the previous literature, levels are lower in
hyperthyroidic patients compared to hypothyroidic patients
but are not statistically different than the control.

The association between homocysteine levels and CA-
IMT is not clear [41–43]. Data on this topic is almost
nonexistent in patients with thyroid disease. Our results
show a positive correlation between homocysteine levels and
CA-IMT derived from the strong correlation between these 2
parameters in patients with clinical hypothyroidism.

Several studies have reported a positive association
between CRP levels and cardiovascular events and
atherosclerosis [44–47]. However causality of CRP on
atherosclerosis remains unclear. It is suggested that CRP
may be a reflection of the inflammation caused by smoking,
obesity, metabolic syndrome, and other classical cardiovas-
cular risk factors [48, 49]. Various studies have reported
contradicting results on association between CRP levels and
severity and progression of atherosclerosis [50–53].

In patients with hypothyroidism data on the level of CRP
is contradictory [54–58]. In a study by Christ-Crain et al.,
despite no association between thyroid hormone levels and
CRP, levels were found higher in hypothyroidic patients, but
thyroid hormone replacement did not have any effect on
CRP levels in patients with subclinical hypothyroidism [59].
A similar finding was observed in the study by Lee et al. In
our study, levels were higher in patients with subclinical and
clinical hypothyroidism compared to other groups, but yet
not statistically significant. Also, no relation with CA-IMT
was present. Possible explanation for these results may be the
differences in the study population, as well as the sample size.
Our results also confirm the previous data that CRP levels
are not different from controls in hyperthyroidic patients
[60, 61].

The strongest side of our study is comparison between
thyroidism subgroups along with a comparison with a con-
trol. The major limitation of our study is its cross-sectional

nature and measurement at one time-point. Despite most of
the studies in the literature have enrolled less than 30 patients
in comparison studies, the number of patients in each group
in our study may still be considered relatively small. A further
study enrolling higher number of patients and analyzing the
value of these parameters in a time-dependent manner may
yield more data on this issue.

As a conclusion, our results show that homocysteine
and fibrinogen levels are higher in patients with clinical
and subclinical hypothyroidism, respectively. Homocysteine
level was associated with CA-IMT in patients with thy-
roidism, and this was derived from the strong association
between homocysteine and CA-IMT in patients with clinical
hypothyroidism. Determination of homocysteine in clinical
hypothyroidic patients may provide information on the
cardiovascular burden. Also, therapy to reduce homocysteine
levels may be an important approach in these patients to
decrease the cardiovascular burden.

Conflict of Interest

The authors declare no conflict of interest. No grant support
was received.

References

[1] N. Rodondi, A. B. Newman, E. Vittinghoff et al., “Subclinical
hypothyroidism and the risk of heart failure, other cardiovas-
cular events, and death,” Archives of Internal Medicine, vol. 165,
no. 21, pp. 2460–2466, 2005.

[2] L. Vanhaelst, P. Neve, P. Chailly, and P. A. Bastenie, “Coronary-
artery disease in hypothyroidism. Observations in clinical
myxoedema,” The Lancet, vol. 2, no. 7520, pp. 800–802, 1967.

[3] G. Cini, A. Carpi, J. Mechanick et al., “Thyroid hormones
and the cardiovascular system: pathophysiology and interven-
tions,” Biomedicine and Pharmacotherapy, vol. 63, no. 10, pp.
742–753, 2009.

[4] T. Ichiki, “Thyroid hormone and atherosclerosis,” Vascular
Pharmacology, vol. 52, no. 3-4, pp. 151–156, 2010.

[5] V. S. Lim, “Thyroid function in patients with chronic renal
failure,” American Journal of Kidney Diseases, vol. 38, no. 4, pp.
S80–S84, 2001.

[6] I. van Hoek and S. Daminet, “Interactions between thyroid
and kidney function in pathological conditions of these organ



International Journal of Endocrinology 5

systems: a review,” General and Comparative Endocrinology,
vol. 160, no. 3, pp. 205–215, 2009.

[7] I. Klein and K. Ojamaa, “Thyroid hormone and the cardiovas-
cular system,” The New England Journal of Medicine, vol. 344,
no. 7, pp. 501–509, 2001.

[8] K. W. Park, H. B. Dai, K. Ojamaa, E. Lowenstein, I. Klein, and
F. W. Sellke, “The direct vasomotor effect of thyroid hormones
on rat muscle resistance arteries,” Anesthesia and Analgesia,
vol. 85, no. 4, pp. 734–738, 1997.

[9] K. Ojamaa, J. D. Klemperer, and I. Klein, “Acute effects of
thyroid hormone on vascular smooth muscle,” Thyroid, vol.
6, no. 5, pp. 505–512, 1996.

[10] D. H. O’Leary and J. F. Polak, “Intima-media thickness: a tool
for atherosclerosis imaging and event prediction,” American
Journal of Cardiology, vol. 90, no. 10, pp. 18L–21L, 2002.

[11] D. Baldassarre, E. Tremoli, M. Amato, F. Veglia, A. Bondioli,
and C. R. Sirtori, “Reproducibility validation study comparing
analog and digital imaging technologies for the measurement
of intima-media thickness,” Stroke, vol. 31, no. 5, pp. 1104–
1110, 2000.

[12] P. M. Ridker, M. J. Stampfer, and N. Rifai, “Novel risk
factors for systemic atherosclerosis: a comparison of C-
reactive protein, fibrinogen, homocysteine, lipoprotein(a),
and standard cholesterol screening as predictors of peripheral
arterial disease,” JAMA, vol. 285, no. 19, pp. 2481–2485, 2001.

[13] E. Gremese and G. Ferraccioli, “The metabolic syndrome: the
crossroads between rheumatoid arthritis and cardiovascular
risk,” Autoimmunity Reviews, vol. 10, no. 10, pp. 582–589,
2011.

[14] P. Sarzi-Puttini, F. Atzeni, R. Gerli et al., “Cardiac involvement
in systemic rheumatic diseases: an update,” Autoimmunity
Reviews, vol. 9, no. 12, pp. 849–852, 2010.

[15] I. Klein and K. Ojamaa, “Thyroid hormone: targeting the
vascular smooth muscle cell,” Circulation Research, vol. 88, no.
3, pp. 260–261, 2001.

[16] R. Napoli, B. Biondi, V. Guardasole et al., “Impact of
hyperthyroidism and its correction on vascular reactivity in
humans,” Circulation, vol. 104, no. 25, pp. 3076–3080, 2001.

[17] S. Taddei, N. Caraccio, A. Virdis et al., “Impaired endotheli-
um-dependent vasodilatation in subclinical hypothyroidism:
beneficial effect of levothyroxine therapy,” The Journal of
Clinical Endocrinology and Metabolism, vol. 88, no. 8, pp.
3731–3737, 2003.

[18] K. Fukuyama, T. Ichiki, K. Takeda et al., “Downregulation of
vascular angiotensin II type 1 receptor by thyroid hormone,”
Hypertension, vol. 41, no. 3, pp. 598–603, 2003.

[19] A. R. Cappola and P. W. Ladenson, “Hypothyroidism and
atherosclerosis,” The Journal of Clinical Endocrinology and
Metabolism, vol. 88, no. 6, pp. 2438–2444, 2003.

[20] A. E. Hak, H. A. P. Pols, T. J. Visser, H. A. Drexhage, A. Hof-
man, and J. C. M. Witteman, “Subclinical hypothyroidism is
an independent risk factor for atherosclerosis and myocardial
infarction in elderly women: the Rotterdam study,” Annals of
Internal Medicine, vol. 132, no. 4, pp. 270–278, 2000.

[21] S. K. Kim, S. H. Kim, K. S. Park, S. W. Park, and Y. W. Cho,
“Regression of the increased common carotid artery-intima
media thickness in subclinical hypothyroidism after thyroid
hormone replacement,” Endocrine Journal, vol. 56, no. 6, pp.
753–758, 2009.

[22] L. Kebapcilar, A. Comlekci, P. Tuncel et al., “Effect of levothy-
roxine replacement therapy on paraoxonase-1 and carotid
intima-media thickness in subclinical hypothyroidism,” Med-
ical Science Monitor, vol. 16, no. 1, pp. CR41–CR47, 2010.

[23] M. Adrees, J. Gibney, N. El-Saeity, and G. Boran, “Effects of
18 months of l-T4 replacement in women with subclinical
hypothyroidism,” Clinical Endocrinology, vol. 71, no. 2, pp.
298–303, 2009.

[24] V. V. Fadeyev, J. Sytch, V. Kalashnikov, A. Rojtman, A. Syrkin,
and G. Melnichenko, “Levothyroxine replacement therapy in
patients with subclinical hypothyroidism and coronary artery
disease,” Endocrine Practice, vol. 12, no. 1, pp. 5–17, 2006.

[25] C. Erem, H. Kavgaci, H. Ersöz et al., “Blood coagulation and
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