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Abstract: Background: The aim of this study was to analyze the influence of genetic and
hormonal factors on incidences of depressive symptoms in late-reproductive-age women.
Methods: The study was performed using the Beck Depression Inventory, the PCR,
and genetic tests of 347 healthy late-reproductive-age Polish women. Results: The relationship
between the level of anti-Müllerian hormone (AMH) and depressive symptoms was not
statistically significant (p > 0.05). Increases in age and FSH levels were accompanied by a
decrease in AMH level in a significant way (p < 0.05). There were no statistically
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significant relationships between the distribution of genotypes and the frequency of alleles
of the investigated polymorphisms and depressive symptoms according to the Beck
Depression Inventory. Conclusions: (1) The presence of the s/s genotype of the 5-HTTLPR
polymorphism in the serotonin transporter promoter region and the 3/3 genotype of the
30-bp VNTR polymorphism in the monoamine oxidase A promoter region does not
contribute to the development of depressive symptoms in late-reproductive-age women.
(2) A relationship between the level of anti-Müllerian hormone and depressive symptoms
was not confirmed in the group of healthy late-reproductive-age women. (3) AMH level
correlates negatively with FSH level and age, which confirms that AMH can be regarded
as a factor reflecting the ovarian reserve.
Keywords: polymorphism; AMH; FSH; late reproductive period; depressive symptoms;
5-HTTLPR; MAO-A

1. Introduction
In accordance with the definition proposed by the Stages of Reproductive Aging Workshop
(STRAW) in 2001, the life of an adult woman can be divided into reproductive, menopausal transition
and postmenopausal periods. The reproductive period is characterized by the occurrence of three
stages: the early (‒5), peak (‒4), and late (‒3) stages. The latter, which is analyzed in this study,
marks the time when fecundity begins to decline. At this stage, the first subtle changes in menstrual
cycles can be observed, among them endocrine changes that have effects on the woman’s fertility.
According to the STRAW + 10 recommendations, this period should be divided into ‒3b and ‒3a
subphases. In the ‒3b phase, the length of the menstrual cycle and FSH level remain unchanged,
but the level of AMH and antral follicle count decrease. The ‒3a phase is characterized by a shortening
of the duration of the menstrual cycle. The FSH level in the early follicular phase considerably
increases, whereas the levels of other ovarian markers decrease [1].
The last two decades of the twentieth century produced many studies, mostly cross-sectional, which
served as a basis for drawing often contradictory conclusions, either confirming or denying the relationship
between perimenopause and an increase in depressive symptoms in women [2,3]. Most reports support
the hypothesis that sex hormones contribute to mood and anxiety disorders. Nevertheless,
the psychopathological mechanism underlying this relationship has not yet been fully explained [4].
The levels of sex hormones, which have an impact on women’s brain function, change after
menopause, possibly contributing to the development of neurodegenerative diseases and mental
disorders, as has been confirmed by studies of the brains of perimenopausal and postmenopausal
women conducted using magnetic resonance, positron emission computed tomography, and single
photon emission tomography [5]. A review of functional magnetic resonance imaging (fMRI) studies of
the influence of sex hormones on emotional and cognitive functioning demonstrated that steroid sex
hormones play a role in cerebral cortical and subcortical regions [6]. The fMRI study carried out by
Frey et al. among 11 women aged 40–60 years revealed a more significant engagement of the
dorsolateral prefrontal cortex and less activation of the amygdala in emotional regulation in midlife
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women than in younger ones [7]. A study conducted on the macaque model showed that ovarian
steroids increase the cellular resilience of serotonin neurons and may prevent serotonin neuron death
after menopause. The survival of serotonin neurons is essential for mental health and cognitive
processes [8]. It remains unclear how decreasing levels of sex hormones during perimenopause
influence the development of depressive symptoms. Estrogen plays an important role in the system of
neurotransmitters, and so a decline in its level during perimenopause and menopause not only entails a
worsening of the cognitive function, but also contributes to a higher risk of depressive disorders.
Many longitudinal studies indicate that the risk of depressive symptoms is significantly higher in the
perimenopausal period than in the late reproductive period [9]; this may be associated with changes in
hormone levels. In Freeman’s study [10], increased odds of severe depressive symptoms were related
to the levels of follicle-stimulating hormone (FSH). FSH is a glycoprotein hormone that plays an
essential role in the development and maturation of ovarian follicles and the secretion of gonadal
hormones [11]. The increase in follicular phase FSH prior to menopause is attributed to an early
decline in the ovarian hormone inhibin B, which negatively regulates its secretion [12]. Prior et al. [13]
question the predictive value of FSH and inhibin B levels for the onset of menopause. At the same
time, they mention another marker that can be used to assess the age of ovaries, anti-Müllerian
hormone (AMH), speculating that it may be a more effective predictor. AMH, which has only been
investigated for a relatively short time, is a dimeric glycoprotein, a member of the transforming growth
factor (TGF)-β superfamily [14].
The development of depression in the perimenopausal period may be determined by psychological,
biological, and social factors, but its mechanism has not yet been clearly defined. At this stage of life,
many women experience problems caused by fluctuating levels of estrogen, including vasomotor
symptoms, vaginal dryness, poor sleep, and depressed mood [15]. Numerous studies point to the
influence of abnormalities in the functioning of the monoaminergic system on the pathogenesis of
depressive disorders [16]. According to Newport, a monoamine imbalance may contribute to the
development of depressive symptoms in women [17]. Monoamine oxidase A (MAO-A) inhibitors and
the serotonin transporter gene (SLC 6A4) are recognized as having the most profound effects on the
functioning of the monoamine neurotransmitter system. The expression of these genes depends on the
type of the polymorphism, which may determine the occurrence of specific mood disorders [16].
MAO-A causes oxidative stress, contributes to apoptosis, and metabolizes monoamines, which may
lead to mood disorders and dementia. Studies show that the total MAO-A total distribution volume in
perimenopausal women is 34% higher than in reproductive age women, especially in the prefrontal
cortex, which is positively correlated with tendency to cry [18].
5HTT is an integral membrane protein that moves the serotonin neurotransmitter from the synaptic
cleft to the presynaptic neurons. 5HTT is encoded by a single gene on the 17q12 chromosome.
A functional serotonin-transporter-linked polymorphic region (5-HTTLPR) polymorphism is
characterized by the insertion or deletion of a 44-bp fragment and, consequently, the creation of a short
or a long allele, associated with different gene transcriptional activity. A short allele has a lower ability
to uptake serotonin than a long allele [19]. MAO-A contributes to the development of depression,
because it is involved in the degradation of monoamines, such as dopamine, serotonin, and
noradrenaline [20]. The MAO-A gene may be also responsible for an inclination to depression.
Sabol et al. were the first to describe the MAO-A polymorphism, which is a variable-number tandem
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repeat (VNTR) polymorphism in the MAO-A promoter region [21]. It consists of a 30-bp repeated
sequence that may be present in 3, 3.5, 4, or 5 copies [22]. The 3R allele is associated with a lower gene
transcriptional activity, while the 3.5R, 4R, and 5R alleles are related to a higher MAO-A activity [23].
The research carried out by Sabol and Deckert revealed significant differences in enzyme activity.
It was observed that alleles with 3.5 or 4 copies of the repeated sequence are transcribed more
efficiently than the ‘3’ allele in the in vitro examination. For 5R alleles, the research results
were ambiguous [21,24].
Bearing in mind that AMH and FSH have been identified as predictors of ovarian aging [1],
we attempted in the present study to assess the influence of changes in the levels of these hormones on
the severity of depressive symptoms among late-reproductive-age women. Additionally, based on
genetic testing, we analyzed the women’s predisposition to depressive symptoms in relation to the
presence of 5HTT and MAO-A gene polymorphisms.
The aim of this study was to analyze:
1. The influence of genetic factors such as the presence of the 44-bp VNTR polymorphism in the
5HTT (SLC 6A4) promoter region, and the 30-bp VNTR polymorphism in the MAO-A promoter
region on incidences of depressive symptoms in late-reproductive-age women.
2. The relationships between hormonal factors such as AMH and FSH levels and incidences of
depressive symptoms in late-reproductive-age women.
2. Results
The average age of the women was 42.28 ± 4.54 years. Most (74.86%) had completed third-level
education; 22.83% had completed second-level education; 2.2% has completed vocational education;
and 0.29% had completed only primary education. The majority of the women lived in cities with a
population of more than 100,000 residents (72.54%); 11.85% and 2.89% of the participants lived in
rural areas and towns of up to 10,000 residents, respectively; the remainder (12.72%) lived in towns
with no more than 100,000 residents. Three quarters of the participants in the study had life partners
(74.86%). Greater than half of the respondents (95.55%) were professionally active. According to the
BDI, as many as 282 (81.74%) of the women did not show any depressive symptoms; however,
43 (12.46%) of them had minor, 12 (3.48%) had moderate, and eight (2.32%) had severe depressive
symptoms. The participants of the study were divided into two groups: one consisted of those women
lacking depressive symptoms, and the other included all other women—that is, those with minor,
moderate, and severe depressive symptoms.
Analysis of the data demonstrated that the average AMH level was equal to 2.06 ± 2.16 ng/mL, the
average FSH level was 9.29 ± 11.17 mlU/mL, and the average BDI score was 6.38 ± 6.61 (Table 1).
Analysis of AMH levels with regard to the severity of depressive symptoms, as gauged by the BDI,
demonstrated that the highest average AMH levels of 2.61 ± 3.01 ng/mL were noted in women with
moderate depressive symptoms, while the lowest (1.95 ± 2.08 ng/mL) were seen in women lacking
depressive symptoms (Table 2). There was no statistically significant relationship between AMH level
and depressive symptoms (p > 0.05) (Table 3).
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Table 1. Basic statistics of AMH and FSH levels and severity of depressive symptoms
according to the BDI.
Basic Statistics
BDI—total
AMH (ng/ml)
FSH (mIU/ml)

X ± SD

N
345
347
347

Min–Max
0.00–40.00
0.15–11.59
2.33–115.00

6.38 ± 6.61
2.06 ± 2.16
9.29 ± 11.17

Q1–Q3
1.00–9.00
0.46–2.80
5.11–8.41

Me
5.00
1.33
6.23

N—number of participants; X —arithmetic mean; SD—standard deviation; Q1—upper
quartile; Q3—lower quartile; Me—median.

Table 2. Basic statistics of AMH (ng/mL) with regard to severity of depressive symptoms
according to the BDI for N = 345.
BDI
No depressive symptoms
Mild depressive symptoms
Moderate depressive symptoms
Severe depressive symptoms
Total

X ± SD

N (%)
282 (81.74)
43 (12.46)
12 (3.48)
8 (2.32)
345 (100)

Min–Max
0.15–11.14
0.15–11.59
0.15–9.23
0.37–5.39
0.15–11.59

1.95 ± 2.08
2.59 ± 2.51
2.61 ± 3.01
2.10 ± 1.72
2.06 ± 2.17

Q1–Q3
0.42–2.63
0.73–3.69
0.21–4.46
0.82–3.07
0.46–2.76

Me
1.31
1.87
1.39
1.65
1.32

N—number of participants; X —arithmetic mean; SD—standard deviation; Q1—upper quartile; Q3—lower
quartile; Me—median.

Table 3. AMH level (ng/mL) with regard to depressive symptoms according to the BDI.
BDI
No depressive symptoms
Depressive symptoms

N
282
63

X ± SD

Min–Max
0.15–11.14
0.15–11.59

1.95 ± 2.08
2.53 ± 2.50

Q1–Q3
0.42–2.63
0.60–1.87

Me
1.31
1.87

z

p

−1.76

n.s.

z—Mann-Whitney U test statistics; p—significance level for z statistics; n.s.—non-significant.

2.1. The 44-bp VNTR Polymorphism in the 5HTT (SLC 6A4) Promoter Region and the 30-bp VNTR
Polymorphism in the MAO-A Promoter Region vs. Depressive Symptoms
There were no statistically significant differences in the distributions of genotypes or the frequency
of alleles of the 44-bp VNTR polymorphism in the 5HTT (SLC 6A4) promoter region or of the 30-bp
VNTR polymorphism in the MAO-A promoter region and depressive symptoms according to the BDI
(Tables 4 and 5).
Table 4. Distribution of genotypes and frequency of alleles of the 44-bp VNTR polymorphism
in the 5HTT (SLC 6A4) promoter region vs. depressive symptoms (no depressive symptoms
vs. mild, moderate and severe depressive symptoms) according to the BDI (N = 343).
BDI
Depressive
symptoms
No depressive
symptoms

N
63
280

Genotype
s/s n(%)

l/s n(%)

l/l n(%)

8

34

21

(12.7)

(54.0)

(33.3)

41

128

111

(14.6)

(45.7)

(39.6)
2

χ2

1.4

p

n.s.

Allele
s n/(%)

l n(%)

50

76

(39.7)

(60.3)

210

350

(37.5)

(62.5)

χ2

p

0.2

n.s.

n—number of participants in genotypic subgroup; χ —Pearson’s chi-square test statistics; p—level of
significance for χ2; n.s.—non-significant.
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Table 5. Distribution of genotypes and frequency of alleles of the 30-bp VNTR polymorphism
in the MAO-A promoter region vs. depressive symptoms (no depressive symptoms vs. mild,
moderate and severe depressive symptoms) according to the BDI (N = 343).
Genotype
BDI

N

Depressive
symptoms
No depressive
symptoms

62
281

3/3 n(%)

3/4
n(%)

7
(11.3)
38
(13.5)

29
(46.8)
124
(44.1)

Allele
2

4/4 n(%)

χ

p

26 (41.9)
119
(42.4)

0.3

n.s.

3
n(%)

4 n(%)

43
(34.7)
200
(35.6)

81
(65.3)
362
(64.4)

χ2

p

0.04

n.s.

n—number of participants in genotypic subgroup; χ2—Pearson’s chi-square test statistics; p—level of
significance for χ2; n.s.—non-significant.

2.2. An Attempt to Define the Model
AMH levels negatively correlated with age and FSH levels; this was a statistically significant but
weak correlation (in both cases p < 0.05). Increases in age and FSH levels were accompanied by
decreases in AMH level. The severity of depressive symptoms according to the BDI did not
statistically significantly correlate with AMH levels (p > 0.05) (Table 6). Regression analysis of the
AMH level was performed. It was assumed that the AMH level depends on age and FSH level,
but the adjustment of this model to the variables (FSH and age) was very low (Table 7).
Table 6. Pearson’s linear correlation between AMH level and severity of depressive
symptoms according to the BDI, FSH level and age of the women.
Parameters
AMH level and depressive symptoms according to
the BDI-total
AMH level vs. FSH level
AMH level vs. age
AMH level vs. BDI-groups

N

r/R *

p

345

0.05

n.s.

345
345
345

−0.2168
−0.2492
0.092 *

0.000
0.000
n.s.

r—Pearson’s rank correlation coefficient; R—Spearman’s rank correlation coefficient;
p—level of significance for r; n.s.—non-significant; *—the use of R.

Table 7. Results of regression analysis of AMH level.
Regression Analysis
B
Standard Error t (342)
p
Absolute term
6.459
1.070
6.039 0.000000
FSH
−0.031
0.010
−2.947 0.003433
age
−0.097
0.026
−3.786 0.000181

3. Discussion
There is abundant scientific evidence that the risk of depressive symptoms in women significantly
increases with age and change in menopausal status. The influence of a decline in sex hormone levels
during perimenopause on the development of depressive symptoms has so far not been fully elucidated.
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Perimenopausal depressive disorders may also be determined by genetic factors, which cause
abnormalities in the functioning of the monoaminergic system. It is believed that the functioning of the
monoamine neurotransmitter system is mainly associated with the MAO-A inhibitors and the 5HTT
gene. The occurrence of depressive disorders depends on the type of these gene polymorphisms.
In two longitudinal studies, the severity of depressive symptoms during the late reproductive period,
the early perimenopause, the late perimenopause, and the postmenopause was analyzed. The study
carried out by Bromberg et al. on a group of 2885 women showed that the risk of depressive
symptoms during early and late perimenopause, as well as during postmenopause, was higher than in
the late reproductive period [25]. Identical observations were made by Freeman et al., who studied a
group of 436 women. These authors also noted that the risk of depressive symptoms was higher in the
late perimenopausal period than in the early perimenopause [3]. Their later research on a group of
perimenopausal women showed that the number of women with CES-D scores ≥ 16 (Center for
Epidemiologic Studies Depression Scale, CES-D) increased by a factor of 4.3 in the perimenopausal
period, as compared to the late reproductive period [10]. A study of 630 postmenopausal Polish
women demonstrated depressive symptoms according to the BDI in 29.2% of the participants;
mild symptoms in 18.6%; moderate symptoms in 7.1%; and severe symptoms in 3.5% [26]. In the present
study, the percentage of late-reproductive-age women with depressive symptoms was lower at 18.26%,
which included 12.46% with mild symptoms, 3.48% with moderate symptoms, and 2.32% with
severe symptoms.
Two other large-scale longitudinal studies compared individuals with a clinical diagnosis of
depression based on a structured clinical interview. The research conducted within the SWAN project,
which involved a multiracial and multiethnic group, revealed that depression was more often
diagnosed in perimenopause and postmenopausal periods than before menopause [27]. These results
were confirmed by the study of Cohen et al. on a group of 460 women [28]. These two studies
demonstrated that the rate of major depressive episodes doubled in the perimenopausal period in
comparison with the late reproductive period. In the SWAN study, the rate of incidence of depression
in the postmenopausal period was four times higher than in the late reproductive period.
Our results indicate that depressive symptoms were noted in 63 (18.26%) late-reproductive-age
women (with an average age of 42 years). Potentially, this number may considerably increase with
a change in menopausal status.
Morphometric research on human ovaries suggest that the diminished stock of resting primordial
follicles and a decline in the number of small growing follicles are related to age [29]. AMH is only
produced by these small growing follicles; the aging process may therefore lead to a drop in the level
of this hormone in the body. It is produced by granular cells located in preantral and small antral
ovarian follicles. Ovarian AMH production is probably modulated by the degree of gonad
development, and increases from a barely detectable level immediately after birth to a higher, though
still subtle, level after puberty [30]. AMH production begins around week 36 of female fetal life and
ends during menopause [31]. The precise role that AMH plays in the physiology of adult women is not
yet fully understood. Nevertheless, it is believed that it may be crucial to determine the level of this
hormone as a marker of fertility and ovarian reserve and as a prognostic factor of the premature
cessation of ovarian function [30].
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Recent studies unanimously suggest that AMH may be a more sensitive predictor of ovarian status
than other, more commonly used, markers. Some authors report that the levels of serum AMH on the
third day of the menstrual cycle progressively decrease with age, becoming undetectable in the
postmenopausal period [32,33]. Thus, AMH concentration in peripheral blood may serve as a valuable
means of monitoring the relative degree of follicular depletion that results from aging [30].
In their study carried out among normally ovulating women, de Vet et al. obtained results pointing
to a significant decline in serum AMH concentrations over time. During their first visit, women at the
average age of 29 ± 4 years had a median AMH level of 2.1 ng/mL (0.1–7.4). The second part of the
study was carried out about 2.6 years after the first visit. The average age of the women was 32 years.
The average AMH concentrations decreased, with a new median value of 1.3 ng/mL (0.0–5.0) in this
period (p < 0.001). At the same time, significant changes were not observed in the levels of other
markers of ovarian aging, such as serum FSH (6.0 mIU/mL vs. 5.8 IU/L), inhibin B (112 pg/L vs. 110
pg/L), and E2 (151 pmol/L vs. 161 pmol/L), as well as the number of antral follicles (invariably 14)
[33]. A study conducted in Turkey demonstrated that the average serum AMH level in healthy 30year-old women was 4.2 ng/mL [34].
In their research on regularly menstruating late-reproductive-age women with an average age of
41.47 years, Freeman et al. demonstrated that the median AMH level was 0.68 ng/mL (0.10–7.80 ng/mL).
It was observed that 49% of patients reached natural menopause during the next 14 years. The average
time between menopause and the first determination of AMH level was 9.81 years. Interesting results
were obtained when the whole study group was divided into quartile subgroups in relation to serum
AMH levels. The authors emphasized the relationship between AMH levels and the age of menopause.
In the group with the lowest levels of this hormone (<0.20 ng/mL), menopause occurred within an
average of 6.09 years and affected 61% of women. In the group with the highest AMH levels
(>1.50 ng/mL), menopause occurred within 12.88 years and affected only 25% of the group;
the remainder had not reached menopause by the end of the study. Over the 14 years of the study, in
73% of the women, AMH levels became undetectable. The average duration between this moment and
menopause was 5.97 years. These findings clearly show that AMH and age are strong, independent
predictors of the age of onset of menopause [35]. More recent studies also place emphasis on the role
of AMH as a predictive factor in the age of menopause [36,37] and the time to menopause from the
moment when AMH concentrations drop below a detectable level [38]. In this study, conducted on a
group of 347 regularly menstruating women not reporting any health problems, the median AMH
concentration was 1.33 ng/mL, despite the fact that the group was significantly older (42 years on
average) than in the study of de Vet et al. [32]. Freeman [35], who analyzed a group of women of
similar age (41.47 years), also noted that the average AMH level was lower than that obtained in the
study described in this article. Freeman et al. carried out a cohort study with six assessment periods
over 4 years, noting changes in sex hormones in the late reproductive and transitional periods; they
demonstrated that the likelihood of depressive symptoms decreased for women with a rapidly
increasing follicle-stimulating hormone profile. What is more, they noticed that increasing estradiol
levels were significantly associated with depressive symptoms [3]. In the study presented here,
special attention has been paid to the relationship between AMH levels and the severity of depressive
symptoms. The authors did not observe any significant connection between these two elements,
although this finding may be connected with the relatively small number of women with depressive
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symptoms in the study. Nevertheless, given the results of the study of Freeman et al. [3,35], it may be
an interesting area for further research.
It has been documented that a decreased level of serotonin may be responsible for mood disorders,
and the 5HTT (SLC6A4) gene that encodes the serotonin transporter is one of the most frequently
studied genes in depressive disorders [39,40]. Many authors suggest that the presence of the “s” allele
of the 5HTT polymorphism (the 5-HTT “s” variant), combined with adverse effects of environmental
factors, increases the probability of depression or mood disorders as a result of stressful life events [41–48].
The research conducted by Hauser et al. demonstrated that the presence of the “s” allele may
predispose to affective disorders. They showed that the s/s genotype is more common in patients with
unipolar (p = 0.001) and bipolar (p = 0.003) affective disorders than in healthy individuals.
This genotype was mostly found in men with unipolar affective disorder [49]. On the other hand,
Grochans et al., in their study of postmenopausal women, did not observe any significant associations
between the genotype distribution and the allele frequency of the 44-bp polymorphism in the
5HTTLPR promoter region and depressive symptoms. They did find, however, a relationship between
the severity of climacteric symptoms and the allele frequency of the polymorphism in the 5-HTT “s”
variant [26].
MAO-A plays a key role in the degradation of monoamines, such as serotonin and noradrenalin,
which contributes to the development of depression [20]. However, there are no clear conclusions from
the analysis of the relationship between MAO-A polymorphism and the tendency to affective disorders.
Some authors claim that being a carrier of the high-activity MAO-A polymorphism can increase the
risk of developing depression [50,51]. A similar relationship has been demonstrated between the
presence of this genotype and the frequency of suicidal attempts [52,53].
Our study, conducted on healthy late-reproductive-age women, did not reveal any statistically
significant differences in the genotype distribution or the allele frequency of the 44-bp VNTR
polymorphism in the 5HTT (SLC 6A4) promoter region, the 30-bp VNTR polymorphism in the MAO-A
promoter region, and the severity of depressive symptoms. It should be emphasized, however, that the
study involved only healthy women without a clinical diagnosis of depression.
The studies on women performed by Schulze [50] and Rivera et al. [54] show that only the presence
of high-activity MAO-A alleles contributes to the development of symptoms of severe depression [50].
Another study on 332 postmenopausal women with climacteric symptoms demonstrates the
relationship between the c.1460C > T polymorphism of MAO-A gene polymorphism and the occurrence
of depressive symptoms [55]. Completely different results were reported by Brummett et al.,
who suggested a relationship between the development of depression and low-activity alleles [56].
Both in our study carried out among late reproductive-age women, and in the study of 630 postmenopausal
Polish women, the Beck Depression Inventory was used. The analysis did not confirm any differences in
the frequency of genotypes and alleles of the 30-bp VNTR polymorphism in the MAO-A promoter region
and the occurrence of depressive symptoms between the two analyzed groups [26].
The ability to precisely determine the age of menopause may be very useful in clinical practice,
and especially in counseling women on their reproductive plans. It may also contribute to early
prophylaxis of and treatment for the adverse effects of menopause, including depressive disorders.
An examination of the literature shows that AMH and FSH are good indicators of ovarian function.
We have therefore made an attempt to assess the influence of changes in the levels of these hormones
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on the severity of depressive symptoms experienced by late-reproductive-age women, with regard to
their predisposition to depressive disorders due to the presence of certain 5HTT and MAO-A gene
polymorphisms. The study did not confirm the relationship between the investigated variables.
4. Limitations
In our research, the serum AMH levels in late-reproductive-age women were determined only once.
It would be useful to repeat the tests in order to observe the decline in AMH level. The authors intend
to continue the research 5, 10, and 15 years after this first study in order to determine the age of natural
menopause in the study group.
This study did not demonstrate the relationship between serum AMH level and depressive
symptoms. Understanding of these issues could be extended by the studies on selected women with a
clinical diagnosis of depressive disorders.
The study group consisted of late-reproductive-age women who were at a significantly lower risk of
depressive symptoms than perimenopausal and postmenopausal women. It might be interesting to
continue the analysis with women whose menopausal status puts them at a high risk of developing
depressive symptoms.
Although the limitations of the present study do not allow us to extend our conclusions to the
general population, it has the potential to provide interesting findings in the field requiring further
research. It is necessary to conduct further research to confirm or reject the hypothesis proposed here.
5. Conclusions
1. The presence of the s/s genotype of the 44-bp VNTR polymorphism in the 5HTT (SLC 6A4)
promoter region and the 3/3 genotype of the 30-bp VNTR polymorphism in the
MAO-A promoter region does not contribute to the development of depressive symptoms in
late-reproductive-age women.
2. A relationship was not confirmed between AMH level and depressive symptoms in a group of
healthy late-reproductive-age women.
3. AMH levels correlate negatively with FSH levels and age, which confirms that AMH can be
regarded as a good indicator of ovarian reserve.
6. Material and Methods
6.1. Subjects
The study involved 347 healthy late-reproductive-age women from northwest Poland. Subjects were
recruited through community advertisements. The criteria for inclusion in the study were regular
menstruation, normal smear test results, normal mammogram or breast ultrasound results, normal blood
pressure, no alcohol abuse, no cigarette smoking, no current or past history of endocrine disorders
(such as diabetes or thyroid diseases), no current or past history of neoplastic diseases, and no current
or past history of psychiatric treatment.
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The criteria for exclusion from the study were abnormal smear test results, abnormal mammogram
or breast ultrasound results, diagnosis of thyroid diseases or diabetes, diagnosis of neoplastic disease,
diagnosis of mental disease, and addictions.
According to the STRAW + 10 staging system, the patients included in the study were at the
‒3b stage of STRAW + 10—that is in the late reproductive stage. The ‒3b stage represents the period in
which menstrual cycles remain regular without change in length or early follicular phase FSH levels,
but AMH and antral follicle counts are low [1].
All subjects gave their informed consent for inclusion in the study. The study was conducted in
accordance with the Declaration of Helsinki, and the protocol was approved by the Bioethical
Commission of the Pomeranian Medical University in Szczecin (permission number KB-0012/12/12).
6.2. Assessments
The first stage of the study was based on a diagnostic survey performed using a standard research
instrument, namely the Beck Depression Inventory (BDI), for the assessment of depressive symptoms [57].
A statistical analysis was performed on women lacking depressive symptoms (0–11 points in the BDI)
and women with minor (12–19 points), moderate (20–25 points), or severe depressive symptoms
(over 26 points). Women with Axis I mental disorders, according to the ICD-10 classification,
were excluded from the analysis by means of a PRIME-MD questionnaire and a psychiatric
examination [58].
The second stage of the study was based on genetic tests. DNA was isolated from whole blood by
the salting-out method of Miller [59]. Polymerase chain reaction (PCR) was used to identify DNA
polymorphisms. The aim of the analysis was to amplify the fragment consisting of 2–5 repetitions of
the 30-bp VNTR polymorphism in the MAO-A promoter region. The following primer sequences were
used: MAO-A-F, 5’-CCC-AGG-CTG-CTC-CAG-AAA-3’, and MAO-A-R, 5’-GGA-CCT-GGG-CAGTTG-TGC-3’. The PCR consisted of an initial denaturing step at 95 °C for 3 min, followed 8 by
34 cycles of denaturing at 94 °C for 40 s, annealing at 57 °C for 35 s, and polymerization at 72 °C for
50s, with a final elongation step at 72 °C for 10 min.
The sizes of the amplified fragments were as follows: 239, 209, 226, and 269 bp. In the 5HTT
polymorphism analysis, the fragment—including the 44-bp ins/del in the regulatory sequence
(the presence or lack of 44-bp)—was amplified. The following primer sequences were used: HTT-F,
5’-GGC-GTT-GCC-GCT-CTG-AAT-GC-3’, and HTT-R, 5’-GAG-GGA-CTG-AGC-TGG-ACA-ACC
AC-3’. The PCR consisted of an initial denaturing step at 94 °C for 5 min, followed by 30 cycles of
denaturing at 94 °C for 55 s, annealing at 55 °C for 50 s, and polymerization at 72 °C for 60s, with a
final elongation step at 72 °C for 10 min. The sizes of the amplified fragments were 484 and 528 bp.
The PCR products were electrophoresed on 3% agarose gel, which was followed by ethidium bromide
staining to detect the alleles [60,61].
FSH and AMH levels were determined as the third stage of the study. Venous blood samples were
collected from women in the follicular phase of the menstrual cycle using a closed system
(Vacutainer), after the women gave their consent to this procedure. The blood was drawn in the
treatment room and delivered to the laboratory in accordance with the relevant rules and procedures.
The levels of FSH and AMH were determined in a laboratory accredited with ISO 9001:2008 quality
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certification. The FSH ranges accepted in the study as normal were FSH follicular levels—that is,
3.5–12.5 mIU/ml.
6.3. Statistical Analyses
Statistical analysis was performed using Statistica 7.1 PL. Pearson’s chi-squared independence test
was applied to verify the null hypothesis regarding the independence of the variables. Spearman’s rank
R correlation coefficient was used to identify and to test the strength of a relationship between the
ordinal variables. The significance level was set at α = 0.05. The Mann–Whitney U-test was used to
assess the relationship between AMH levels and depressive symptoms according to the BDI. The power
calculated for all of the genetic tests exceeded 0.95.
A stepwise regression method with a process of elimination was applied to find elements having the
strongest influence on the AMH level. During the analysis, explanatory variables unrelated to the
response variables were rejected. The model with the corrected R2, explaining the variance in the
independent variable, was presented. Explanatory variables are selected a priori by means of
stepwise regression, in the following way:
1. We estimated econometric models with one explanatory variable. From among potential
explanatory variables, we chose the one corresponding to the highest absolute value of
Student’s t-statistic. If this variable parameter is statistically significant, we pass to the second
stage. Otherwise, none of the candidate variables explains the dependent variable.
2. We estimate m-1 models with two explanatory variables, one of which was selected in the
preceding step. Again, from among the candidate variables, we choose the one with the highest
absolute value of Student’s t-statistic. From the created model, we remove the variables that
have no significant impact on the phenomenon analyzed.
3. If none of the remaining candidate variables can be added to the model, the estimated equation
has the optimal combination of explanatory variables [62].
Acknowledgments
Financial resources for the project and funds for covering the costs to publish in open access come
from the Pomeranian Medical University of Szczecin.
Author Contributions
Anna Jurczak and Elżbieta Grochans conceived and designed the experiments; Anna Jurczak,
Małgorzata Szkup and Agnieszka Samochowiec performed the experiments; Barbara Dołęgowska and
Anna Grzywacz analyzed the data; Jerzy Samochowiec and Beata Karakiewicz contributed materials
and analysis tools; Anna Jurczak, Elżbieta Grochans and Małgorzata Szkup wrote the paper.

Int. J. Environ. Res. Public Health 2015, 12

3559

Conflicts of Interest
The authors declare no conflict of interest. The founding sponsors had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, and in the
decision to publish the results.
References
1.

Harlow, S.D.; Gass, M.; Hall, J.E.; Lobo, R.; Maki, P.; Rebar, R.W.; Sherman, S.; Sluss, P.M.;
de Villiers, T.J. The STRAW + 10 Collaborative Group. Executive summary of the stages of
reproductive aging workshop + 10: Addressing the unfinished agenda of staging reproductive
aging. J. Clin. Endocrinol. Metab. 2012, 97, doi:10.1097/gme.0b013e31824d8f40.
2. Maarten, L.W.; Knottnerus, J.A.; Pop, V.J. Menopausal transition and increased depressive
symptomatology: A community based prospective study. Maturitas 2002, 42, 195–200.
3. Freeman, E.W.; Sammel, M.D.; Lui, L.; Gracia, C.R.; Nelson, D.B.; Hollander, L. Hormones and
menopausal status as predictors of depression in women in transition to menopause.
Arch. Gen. Psychiatr. 2004, 61, doi:10.1001/archpsyc.61.1.62.
4. Mueller, S.C.; Grissom, E.M.; Dohanich, G.P. Assessing gonadal hormone contributions to
affective psychopathologies across humans and animal models. Psychoneuroendocrinology 2014,
46, doi:10.1016/j.psyneuen.2014.04.015.
5. Comasco, E.; Frokjaer, V.G.; Sundström-Poromaa, I. Functional and molecular neuroimaging of
menopause and hormone replacement therapy. Front. Neurosci. 2014, 8, doi:10.3389/fnins.2014.
00388.
6. Toffoletto, S.; Lanzenberger, R.; Gingnell, M.; Sundström-Poromaa, I.; Comasco, E.
Emotional and cognitive functional imaging of estrogen and progesterone effects in the female
human brain: A systematic review. PNEC 2014, 50, doi:10.1016/j.psyneuen.2014.07.025.
7. Frey, B.N.; Hall, G.B.; Attard, S.; Yucel, K.; Skelin, I.; Steiner, M.; Soares, C.N. Shift in the brain
network of emotional regulation in midlife women: Is the menopausal transition the turning point?
Menopause 2010, 17, doi:10.1097/gme.0b013e3181df840f.
8. Bethea, C.L.; Reddy, A.P.; Tokuyama, Y.; Henderson, J.A.; Lima, F.B. Protective actions of
ovarian hormones in the serotonin system of macaques. Front. Neuroendocrinol. 2009, 30,
doi:10.1016/j.yfrne.2009.04.003.
9. Weber, M.T.; Maki, P.M.; McDermott, M.P. Cognition and mood in perimenopause:
A systematic review and meta-analysis. J. Steroid Biochem. Mol. Biol. 2014, 142, 90–98.
10. Freeman, E.W.; Sammel, M.D.; Lin, H.; Nelson, D.B. Associations of hormones and menopausal
status with depressed mood in women with no history of depression. Arch. Gen. Psychiatr. 2006,
63, doi:10.1001/archpsyc.63.4.375.
11. Kim, B.; Kang, E.S.; Fava, M.; Mischoulon, D.; Soskin, D.; Yu, B.H.; Lee, D.; Lee, D.Y.;
Park, H.D.; Jeon, H.J. Follicle-stimulating hormone (FSH), current suicidal ideation and
attempt in female patients with major depressive disorder. Psychiatr. Res. 2013, 210,
doi:10.1016/j.psychres.2013.08.057.
12. Robertson, D.M.; Burger, H.G. Reproductive hormones: Ageing and the perimenopause. Acta Obstet.
Gynecol. Scand. 2002, 81, doi:10.1034/j.1600-0412.2002.810706.x.

Int. J. Environ. Res. Public Health 2015, 12

3560

13. Prior, J.C.; Hitchcock, C.L. The endocrinology of perimenopause: Need for a paradigm shift.
Front. Biosci. 2011, 3, 474–486.
14. Pepinsky, R.B.; Sinclair, L.K.; Chow, E.P. Proteolytic processing of Mullerian inhibiting
substance produces a transforming growth factor—Like fragment. J. Biol. Chem. 1988, 88,
5957–5962.
15. Al-Safi, Z.A.; Santoro, N. Menopausal hormone therapy and menopausal symptoms. Fertil. Steril.
2014, 101, doi:10.1016/j.fertnstert.2014.02.032.
16. Jabbi, M.; Korf, J.; Kema, I.P.; Hartman, C.; van der Pompe, G.; Minderaa, R.B.; Ormel, J.;
den Boer, J.A. Convergent genetic modulation of the endocrine stress response involves
polymorphic variations of 5-HTT, COMT and MAOA. Mol. Psychiatr. 2007, 12, 483–490.
17. Newport, D.J.; Owens, M.J.; Knight, D.L.; Ragan, K.; Morgan, N.; Nemeroff, C.B.; Stowe, Z.N.
Alterations in platelet serotonin transporter binding in women with postpartum onset major
depression. J. Psychiatr. Res. 2004, 38, doi:10.1016/j.jpsychires.2004.01.011.
18. Rekkas, P.V.; Wilson, A.A.; Han Lee, V.W.; Yogalingam, P.; Sacher, J.; Rusjan, P.; Houle, S.;
Stewart, D.E.; Kolla, N.J.; Kish, S.; et al. Greater monoamine oxidase A binding in
perimenopausal age as measured with carbon 11–labeled harmine positron emission tomography.
JAMA Psychiatr. 2014, 71, doi:10.1001/jamapsychiatry.2014.250.
19. Heils, A.; Teufel, A.; Petri, S.; Stöber, G.; Riederer, P.; Bengel, D.; Lesch, K.P. Allelic variation
of human serotonin transporter gene expression. J. Neurochem. 1996, 66, 2621–2624.
20. Berry, M.D.; Juorio, A.V.; Paterson, I.A. The functional role of monoamine oxidases
A and B in the mammalian central nervous system. Prog. Neurobiol. 1994, 42, 375–391.
21. Sabol, S.Z.; Hu, S.; Hamer, D. A functional polymorphism in the monoamine oxidase A gene
promoter. Hum. Genet. 1998, 103, 273–279.
22. Black, G.C.; Chen, Z.Y.; Craig, I.W.; Powell, J.F. Dinucleotide repeat polymorphism at the
MAOA locus. Nucleic Acids Res. 1991, 19, 689. Available online: http://www.ncbi.nlm.
nih.gov/pmc/articles/PMC333688/pdf/nar00239-0260b.pdf (accessed on 24 March).
23. Denney, R.M.; Koch, H.; Craig, I.W. Association between monoamine oxidase A activity in
human male skin fibroblasts and genotype of the MAOA promoter-associated variable number
tandem repeat. Hum. Genet. 1999, 105, 542–551.
24. Deckert, J.; Catalano, M.; Syagailo, Y.V.; Bosi, M.; Okladnova, O.; Di Bella, D.; Nöthen, M.M.;
Maffei, P.; Franke, P.; Fritze, J.; et al. Excess of high activity monoamine oxidase A gene
promoter alleles in female patients with panic disorder. Hum. Mol. Genet. 1999, 8, 621–624.
25. Bromberger, J.T.; Matthews, K.A.; Schott, L.L.; Brockwell, S.; Avis, N.E.; Kravitz, H.M.;
Everson-Rose, S.A.; Gold, E.B.; Sowers, M.; Randolph, J.F., Jr. Depressive symptoms during the
menopausal transition: The Study of Women’s Health across the Nation (SWAN). J. Affect. Disord.
2007, 103, doi:10.1016/j.jad.2007.01.034.
26. Grochans, E.; Grzywacz, A.; Jurczak, A.; Samochowiec, A.; Karakiewicz, B.; Brodowska, A.;
Starczewski, A.; Samochowiec, J. The 5HTT and MAO-A polymorphisms associate with depressive
mood and climacteric symptoms in postmenopausal women. Prog. Neuropsychopharmacol. Biol.
Psychiatr. 2013, 45, doi:10.1016/j.pnpbp.2013.05.007.

Int. J. Environ. Res. Public Health 2015, 12

3561

27. Bromberger, J.T.; Kravitz, H.M.; Chang, Y.-F.; Cyranowski, J.M.; Brown, C.; Matthews, K.A.
Major depression during and after the menopausal transition: Study of Women’s Health across the
Nation (SWAN). Psychol. Med. 2011, 41, doi:10.1017/S003329171100016X.
28. Cohen, L.S.; Soares, C.N.; Vitonis, A.F.; Otto, M.W.; Harlow, B.L. Risk for new onset of
depression during the menopausal transition. The Harvard study of moods and cycles.
Arch. Gen. Psychiatr. 2006, 63, doi:10.1001/archpsyc.63.4.385.
29. Gougeon, A.; Echochard, R.; Thalabard, J.C. Age-related changes of the population of human
ovarian follicles (increase in the disappearance rate of non-growing and early-growing follicles in
aging women). Biol. Reprod. 1994, 50, doi:10.1095/biolreprod50.3.653.
30. Foyereisen, E.; Mendez Lozano, D.H.; Taieb, J.; Hesters, L.; Frydman, R.; Fanchin, R.
Anti-Mullerian hormone: Clinical insights into a promising biomarker of ovarian follicular status.
Reprod. Biomed. 2006, 12, 695–703.
31. Rajpert-De Meyts, E.; Jorgensen, N.; Graem, N.; Muller, J.; Cate, R.L.; Skakkebaek, N.E.
Expression of anti-Müllerian hormone during normal and pathological gonadal development:
Association with differentiation of Sertoli and granulosa cells. J. Clin. Endocrinol. Metab. 1999,
84, 3836–3844.
32. De Vet, A.; Laven, J.S.; de Jong, F.H.; Themmen, A.P.; Fauser, B.C. Anti-Mullerian hormone
serum concentrations: A putative marker for overiam ageing. Fertil. Steril. 2002, 77,
doi:10.1016/S0015-0282(01)02993-4.
33. Van Rooij, I.A.; Broekmana, F.J.; Scheffer, G.J.; Looman, C.W.; Habbema, J.D.; de Jong, F.H.;
Fauser, B.J.; Themmen, A.P.; te Velde, E.R. Serum anty-Mullerian hormone concentrations best
reflect the reproductive decline with age in normal women with proven fertility: A longitudinal
study. Fertil. Steril. 2005, 83, doi:10.1016/j.fertnstert.2004.11.029.
34. Uncu, G.; Kasapoglu, I.; Ozerkan, K.; Seyhan, A.; Oral Yilmaztepe, A.; Ata, B. Prospective
assessment of the impact of endometriomas and their removal on ovarian reserve and
determinants of the rate of decline in ovarian reserve. Hum. Reprod. 2013, 28, 2140–2145.
35. Freeman, E.W.; Sammel, M.D.; Lin, H.; Gracia, C.R. Anti-mullerian hormone as a predictor of
time to menopause in late reproductive age women. J. Clin. Endocrinol. Metab. 2012, 97,
doi:10.1210/jc.2011-3032.
36. Tehrani, F.R.; Shakeri, N.; Solaymani-Dodaran, M.; Azizi, F. Predicting age at menopause from
serum antimüllerian hormone concentration. Menopause 2011, 18, 766–770.
37. Broer, S.L.; Eijkemans, M.J.; Scheffer, G.J.; van Rooij, I.A.; de Vet, A.; Themmen, A.P.;
Laven, J.S.; de Jong, F.H.; Te Velde, E.R.; Fauser, B.C.; et al. Anti-mullerian hormone predicts
menopause: A long-term follow-up study in normoovulatory women. J. Clin. Endocrinol. Metab.
2011, 96, doi:10.1210/jc.2010-2776.
38. Sowers, M.R.; Eyvazzadeh, A.D.; McConnell, D.; Yosef, M.; Jannausch, M.L.; Zhang, D.;
Harlow, S.; Randolph, J.F., Jr. Anti-mullerian hormone and inhibin B in the definition of ovarian
aging and the menopause transition. J. Clin. Endocrinol. Metab. 2008, 93, 3478–3483.
39. Caspi, A.; Sugden, K.; Moffitt, T.E.; Taylor, A.; Craig, I.W.; Harrington, H.; McClay, J.; Mill, J.;
Martin, J.; Braithwaite, A.; et al. Influence of life stress on depression: Moderation by a
polymorphism in the 5-HTT Gene. Science 2003, 301, doi:10.1126/science.1083968.

Int. J. Environ. Res. Public Health 2015, 12

3562

40. Serretti, A.; Calati, R.; Mandelli, L.; de Ronchi, D. Serotonin transporter gene variants and behavior:
A comprehensive review. Curr. Drug Targets 2006, 12, doi:10.2174/138945006779025419.
41. Caspi, A.; Moffitt, T.E. Gene-environment interactions in psychiatry: Joining forces with
neuroscience. Nat. Rev. Neurosci. 2006, 7, doi:10.1038/nrn1925.
42. Grabe, H.J.; Lange, M.; Wolff, B.; Volzke, H.; Lucht, M.; Freyberger, H.J.; John, U.; Cascorbi, I.
Mental and physical distress is modulated by a polymorphism in the 5-HT transporter gene
interacting with social stressors and chronic disease burden. Mol. Psychiatr. 2005, 10, 220–224.
43. Zalsman, G.; Huang, Y.Y.; Oquendo, M.A.; Burke, A.K.; Hu, X.Z.; Brent, D.A.; Ellis, S.P.;
Goldman, D.; Mann, J.J. Association of a triallelic serotonin transporter gene promoter region
(5-HTTLPR) polymorphism with stressful life events and severity of depression. Amer. J. Psychiatr.
2006, 163, 1588–1593.
44. Jacobs, N.; Kenis, G.; Peeters, F.; Derom, C.; Vlietinck, R.; van Os, J. Stress-related negative
affectivity and genetically altered serotonin transporter function: Evidence of synergism in shaping
risk of depression. Arch. Gen. Psychiatr. 2006, 63, doi:10.1001/archpsyc.63.9.989.
45. Paaver, M.; Kurrikoff, T.; Nordquist, N.; Oreland, L.; Harro, J. The effect of 5-HTT gene promoter
polymorphism on impulsivity depends on family relations in girls. Prog. Neuropsychopharmacol.
Biol. Psychiatr. 2008, 32, doi:10.1016/j.pnpbp.2008.03.021.
46. Kirov, G.; Owen, M.J.; Jones, I.; McCandlesss, F. Tryptophan hydroxylase gene and
manic-depressive illness. Arch. Gen. Psychiatr. 1999, 56, doi:10.1001/archpsyc.56.1.98.
47. Hauser, J.; Leszczyńska-Rodziewicz, A.; Czerski, P.; Samochowiec, J.; Rybakowski, J. Genetyka
molekularna chorób afektywnych—Badania własne genów układów monoaminergicznych (MAO-A,
5-HTT i NET). In Genetyka Molekularna Zaburzeń Psychicznych; Rybakowski, J., Hauser, J., Eds.;
Polskie Towarzystwo Psychiatryczne: Kraków, Poland, 2002. (In Polish)
48. Ebstein, R.P. The molecular genetics architecture of human personality: Beyond self-report
questionnaires. Mol. Psychiatr. 2006, 11, doi:10.1038/sj.mp.4001814.
49. Hauser, J.; Leszczyńska, A.; Samochowiec, J.; Czerski, P.M.; Ostapowicz, A.; Chlopocka, M.;
Horodnicki, J.; Rybakowski, J.K. Association analysis of the insertion/deletion polymorphism in
serotonin transporter gene in patients with affective disorder. Eur. Psychiatr. 2003, 18, 129–132.
50. Schulze, T.G.; Muller, D.J.; Krauss, H.; Scherk, H.; Ohlraun, S.; Syagailo, Y.V.; Windemuth, C.;
Neidt, H.; Grässle, M.; Papassotiropoulos, A.; et al. Association between a functional polymorphism
in the monoamine oxidase A gene promoter and major depressive disorder. Amer. J. Med. Genet.
2000, 96, doi:10.1002/1096-8628.
51. Yu, Y.W.Y.; Tsai, S.J.; Hong, C.J.; Chen, T.J.; Chen, M.C.; Yang, C.W. Association study of a
Monoamine oxidase A gene promoter polymorphism with major depressive disorder and
antidepressant response. Neuropsychopharmacology 2005, 30, doi:10.1038/sj.npp.1300785.
52. Jollant, F.; Buresi, C.; Guillaume, S.; Jaussent, I.; Bellivier, F.; Leboyer, M.; Castelnau, D.;
Malafosse, A.; Courtet, P. The influence of four serotonin-related genes on decision-making in
suicide attempters. Amer. J. Med. Genet. Pt. B 2007, 144, doi:10.1002/ajmg.b.30467.
53. Ho, L.W.; Furlong, R.A.; Rubinsztein, J.S.; Walsh, C.; Paykel, E.S.; Rubinsztein, D.C.
Genetic associations with clinical characteristics in bipolar affective disorder and recurrent
unipolar depressive disorder. Amer. J. Med. Genet. 2000, 96, doi:10.1002/(SICI)1096-8628.

Int. J. Environ. Res. Public Health 2015, 12

3563

54. Rivera, M.; Gutierrez, B.; Molina, E.; Torres-Gonzalez, F.; Bellon, J.A.; Moreno-Kustner, B.;
King, M.; Nazareth, I.; Martínez-González, L.J.; Martínez-Espín, E.; et al. High-activity variants
of the uMAOA polymorphism increase the risk for depression in a large primary care sample.
Amer. J. Med. Genet. Pt. B 2009, 150, doi:10.1002/ajmg.b.30829.
55. Słopień, R.; Słopień, A.; Różycka, A.; Warenik-Szymankiewicz, A.; Lianeri, M.; Jagodziński, P.P.
The c.1460C > T polymorphism of MAO-A is associated with the risk of depression in
postmenopausal women. Sci. World J. 2012, doi:10.1100/2012/194845.
56. Brummett, B.H.; Krystal, A.D.; Siegler, I.C.; Kuhn, C.; Surwit, R.S.; Zuchner, S.; Ashley-Koch, A.;
Barefoot, J.C.; Williams, R.B. Associations of a regulatory polymorphism of Monoamine Oxidase-A
gene promoter (MAOAuVNTR) with symptoms of depression and sleep quality. Psychosom. Med.
2007, 69, doi:10.1097/PSY.0b013e31806d040b.
57. Beck, A.T.; Ward, C.; Mendelson, M. Beck Depression Inventory (BDI). Arch. Gen. Psychiatr.
1961, 4, doi:0.1001/archpsyc.1961.01710120031004.
58. Spitzer, R.; Kroenke, K.; Wiliams, J.B. Validation and utility of a self-report version of
PRIME-MD: The PHQ primary care study. Primary care evaluation of mental disorders. JAMA
1999, 282, doi:10.1001/jama.282.18.1737.
59. Miller, S.; Dykes, D.; Plesky, H. A simple salting out procedure for extracting DNA from human
nucleated cells. Nucl. Acids Res. 1998, 16, doi:10.1093/nar/16.3.1215.
60. Nilsson, K.W.; Comasco, E.; Åslund, C.; Nordquist, N.; Leppert, J.; Oreland, L. MAOA genotype,
family relations and sexual abuse in relation to adolescent alcohol consumption. Addict. Biol.
2011, 16, doi:10.1111/j.1369-1600.2010.00238.x.
61. Oreland, L.; Nilsson, K.; Damberg, M.; Hallman, J. Monoamine oxidases: Activities, genotypes and
the shaping of behaviour. J. Neural Transm. 2007, 114, doi:10.1007/s00702-007-0694-8.
62. Borkowski, B.; Dudek, H.; Szczesny, W. Ekonometria. Wybrane Zagadnienia. Wydawnictwo
Naukowe; PWN: Warsaw, Poland, 2003; pp. 67–68.
© 2015 by the authors; licensee MDPI, Basel, Switzerland. This article is an open access article
distributed under the terms and conditions of the Creative Commons Attribution license
(http://creativecommons.org/licenses/by/4.0/).

