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Arterial hypertension is characterized by development of late-onset hypogonadism and
clinically relevant decrease of total and free testosterone levels in older male patients.

To investigate signs and symptoms of late-onset hypogonadism, a health assessment
questionnaire was used in two patient groups; also serum bound and free testosterone
levels were measured by immunofluorescence method. Results: Fall of total and free serum
testosterone levels below the level of late-onset hypogonadism diagnostic criteria was observed
in male patients over 40 years of age with arterial hypertension. In males of similar age group
and free of arterial hypertension there was normal testosterone level or a borderline decrease
of serum testosterone level and no clinical presentations of hypogonadism. Conclusions: The
study data prove the importance of the diagnosis of late-onset hypogonadism in adult male
over 40 years of age with arterial hypertension.
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INTRODUCTION

Arterial hypertension is a common disease
in the general population, and it has different
socially significant complications: myocardial
infarction, stroke, chronic heart failure. In
addition, arterial hypertension may be associated
with poorly studied symptoms, such as male
late-onset hypogonadism (LOH) (Swerdloff &
Wang 1992). LOH is an age-related clinical and
biochemical syndrome, which is characterized
by typical symptoms and reduced level of serum
testosterone. Neurovisceral, psychological and
sexual disorders underlie the development of
hypogonadism, impairing the quality of life

(Isidori et al. 2005). Data on the correlation
of the testosterone deficiency with the
development of the cardiovascular diseases are
available. Testosterone affects vasoconstriction
and vasodilatation, as well as the synthesis of
and nitric oxide (NO). Generally, there are
data showing that testosterone reduces the
endothelial dysfunction and aids to decrease
vasospasm of coronary blood vessels, rupture
of atherosclerotic plaque, and thrombosis
(Manolakou et al. 2009). Various research
studies show negative correlation between
the level of endogenous androgen and the
development of atherosclerosis (Heinemann et
al. 1999).
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Table 1. Baseline characteristics of the study population

Patients with
Parameter o underment | Normotensive patents
antihypertensive (n=402)
treatment, (n=320)

Average age, years 56.24+0.7 54.14+0.8
Hypertrophy of left ventricle, % 98.0 11.4
Cholesterol, mmol/L 49+13 49+1.6
HHigh-density lipoprotein, mmol/L 1.12+0.5 1.14+04
Triglycerides, mmol/L 1.4+0.2 1.5+0.1
Glucose, mmol/L 49+04 50+0.3
Systolic blood pressure, mm Hg 149.8 + 1.2 120.1 + 0.9
Diastolic blood pressure, mm Hg 96.6 + 1.5 86.4+0.9

T'Metabolic parameters determined on the background of appropriate therapy, blood pressure values measured on the back-

ground of appropriate antihypertensive therapy.

Table 2. Levels of testosterone in male patients with arterial hypertension and in normotensive males

Patients with arterial hypertension
who underwent antihypertensive Normotensive patients (n=402)
Parameter treatment (n=320)
40-49 50-59 > 59 years 40-49 50-59 > 59 years
(n=102) (n=86) (n=132) (n=99) (n=103) | (n=200)
Total 2.46+0.2*% | 2.45+0.1* | 2.09+0.3* | 3.56+0.3" | 3.49+0.1* | 3.14+0.1*
testosterone
level, ng/ml
Free 58.23+3.5% | 59.2143.*% | 54.01+2.4* | 73.34+3.0* | 74.15+2.7* | 70.05+1.8*
testosterone
level, pg/ml
F5<0.05

Data on correlation and reciprocal influence
of hypogonadism and arterial hypertension
are available in the literature (Boyanov et al.
2003)8). The goal of our study is comparing
the testosterone levels in males over 40 years of
age suffering from arterial hypertension and the
testosterone levels in normotensive males in the
same age group

MARTERIAL AND METHODS

An open prospective study was conducted in
two groups of men. The first group included 320
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patients with diagnosed arterial hypertension
who underwent antihypertensive treatment (1 or
2 medical products). The second group involved
402 patients with no physical pathologies,
including arterial hypertension, found during
clinical assessment. The patients from the both
groups were divided into three age subgroups:
40-49 years old, 50-59 years old, 60 years old
and older.

Patient inclusion criteria. Stage 1-2 arterial
hypertension and high risk of cardiovascular
complications for the study group.
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Table 3. Results of health assessment questionnaire in hypogonadal men with arterial hypertension

and normotensive male patients

Score
Hypogonadal male Normotensive patients
Item of questionnaire patients with arterial with borderline
hypertension testosterone level
(n=320) (n=402)
General performance 1.1+0.01* 2.5+0.02*
Joint anq muscle pain accompanied by low 2.4+0.01* 1.140.02%
back pain
Hydr9p01651s accompanied by occasional 3.040.01* 1.054+0.03*
sweating
Insomnia 3.3+0.02* 1.4+0.01*
Somnolence, fatigue 2.1+0.002* 1.3+0.02*
Irritability 4.2+0.004* 1.44+0.03*
Restlessness, hypersensitivity 2.2+0.002 1.3+0.001*
Panic attacks 3.6+0.01%* 1.5+0.02*
Exhaustion signs 2.1+0.001%* 1.4+0.003*
Muscle weakness 2.1+0.002 1.2+0.002*
Depression signs 3.340.01* 1.2+0.02*
Feeling that “everything has gone” 2.240.01* 1.4+0.02*
Aching void 2.140.002* 1.9+0.001*
Decrease of facial hair growth 3.3+0.02* 1.2+0.01*
Decrease of sexual satisfaction and frequency 3.4+0.02% 1.6+0.01*
of sexual acts
Decreas§ of number and intensity of morn- 3.4+0.01* 1.4+0.02%
1ng erection
Decreased libido 3.54+0.02* 1.3+0.01"
* p<0.05
Patient exclusion criteria. Decompensated clinical practice by the International Society
diseases, oncological pathology, diseases for the Study of the Aging Male (see Table 3).
characterized by  significant  cognitive  The patients have evaluated their symptoms and

deterioration and impeding contact with patient,
history of stroke or myocardial infarction, other
stages of hypertension, or risk of cardiovascular
complications of hypertension.

Confirmation of diagnosis. Diagnosis of arterial
hypertension was confirmed according to the
WHO recommendations. For the diagnostics of
the symptoms of late-onset hypogonadism in the
both patient groups, an Aging Males’ Symptom
Questionnaire recommended for the use in the

indicated the total score that corresponded to the
extent of the symptoms, where “1” represented
for the absence of a symptom, and “5” — a very
significant symptom. If the total score did not
exceed 26, the symptoms and signs of LOH was
evaluated as “insignificant”; if the total score
was 27-36, the symptoms and signs of LOH was
evaluated as “of minor significance”; at the total
score of 37- 49 — as “of medium significance”;
whereas, at the total score of 50 — as “very
significant”(Wang et al. 2009).
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Total and free testosterone serum levels were
measured by immunofluorescence method
with “Immulite 2000” analyser, manufactured
by Siemens Healthcare Diagnostics, method
identification — TESTOSG. The results
of the health assessment questionnaire
and measurements of free and total serum
testosterone levels were compared between
the study group and the control group by
nonparametric  statistics. Total testosterone
levels exceeding 3.46 ng/ml were considered
normal, the norm for free testosterone levels was
set at 72.0 pg/ml (Wang et al. 2009). Statistical
data processing was performed using the SPSS
(Statistical Package for the Social Sciences)
20.0 software.

RESULTS

See Table 1 for baseline characterization of
study population. In male with hypertension
aged 40-49 years, 50-59 years and over 60
years of age, the total and free testosterone
serum levels were below the level of late-
onset hypogonadism diagnostic criterion. The
levels were significantly lower in comparison
to healthy patients aged 40-49 and 50-59
years, whose total and free testosterone levels
were within the age limits, but the testosterone
levels in healthy males over 60 years of age has
decreased to the borderline level, p<0.05 (Table
2). In comparison to healthy male patients
of similar age group, the sexual symptoms,
physical and psychological state subscores
of clinical presentation in hypogonadal male
patients over 40 years of age were decreased
accordingly (Table 3).

DISCUSION

At present arterial hypertension is considered
to be a general pathology characterized by
a complex of neurohormonal changes and
polypathogenic effects, notable hypertrophy of
resistance vessels, endothelial dysfunction, ion
membrane homeostasis disorder, water retention
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etc (Boyanov et al. 2003, Kula & Slowikowska-
Hilczer 2000, Mills et al. 1998). These changes
increase the risk of cardiovascular complications
of hypertension. Recently, a considerable
number of publications confirming the relation
of decreased testosterone level to cardiovascular
complications in arterial hypertension have
been published (Isidori et al. 2005). It has been
found that age-dependent decrease of serum
testosterone levels is associated not only with
the risk of sudden cardiovascular death, but also
with the risk of cerebral and cardiac disorders
(Schill 2001, Tenover 1999, Mitchell et al.
1995). The comparison of different age groups
has allowed to demonstrate that total and free
serum testosterone levels are low in hypertensive
male patients over 40 years of age, and that the
levels of total and free testosterone in healthy
patients is normal or reach borderline values.
In hypertensive patients in this age group,
psychological and sexual LOH symptoms are
more significant.

CONCLUSIONS

Arterial hypertension in older male patients
is characterized by development of late-onset
hypogonadism and clinically relevant decrease
of total and free testosterone levels. In healthy
male patients of similar age group, there is
normal testosterone serum level or a borderline
decrease of testosterone serum levels without
clinical presentations of hypogonadism.
The study data prove the importance of the
diagnosing the late-onset hypogonadism in
male patients over 40 years of age with arterial
hypertension.

REFERENCES

Bhasin S., Swerdloff RS., Steiner B., Peterson
MA., Metidores T., Galmirini M., Pandian
MR., Goldberg R., Beiman N. 1992. A
biodegradable testosterone microcapsule
formula provides uniform eugonadal
levels of testosterone for 10-11 weeks in
hypogonadal men. J. Clin. Endocrinol.



Late — onset hypogonadism and arterial hypertension

Metab., 74: 78-83.

Bonithon-Kopp C., Scarabin PY., Bara L.,
Castanier M., Jacqueson A., Roger M.
1988. Relationship between sex hormones
and haemostatic factors in healthy middle-
aged men. Atherosclerosis, 71:71-76.

Boyanov MA., Boneva Z., Christov VG.. 2003.
Testosterone supplementation in men with
type 2 diabetes, visceral obesity and parlial
androgen deficiency. Aging Male, 10:1-7.

Heinemann LAJ., Zimmerman T., Vermeulen
A., Thiel C. 1999. A New “Aging Mal,s
Symptom,s” (AMS) Rating Scale. The
Aging Male, 2:105-114.

Isidori AM., Giannetta E., Pozza C.,
Bonifacio V., Isidori A. 2005.Androgens,
cardiovascular disease and osteoporosis. J
Endocrinol Invest., 28(10),73-79.

Kula K., Slowikowska-Hilczer J. 2000. Sexual
differentiation of the human brain. Przegl
Lek. 57:41-44.

Manolakou P., Angelopoulou R., Bakoyiannis
C., Bastounis E. (2009) The effects of
endogenous and exogenous androgens
on cardiovascular disease risk factors and
progression. Reprod Biol Endocrinol., 7,
44,

Mills TM., Lewis RW., Stopper VS. 1998.
Androgenic maintenance of inflow and
veno-occlusion during erection in the rat.
Biol. Reprod., 59:1413-1418.

Mitchell R., Hollis S., Rothwell C., Robertson
WR. 1995. Age related changes in the
pituitary-testicular axis in normal men;
lower serum testosterone results from
decreased bioactive LH drive. Clin.
Endocrinol. (Oxf), 42:501-507.

Schill WB. 2001. Fertili¢y and sexual life of men
after their forties and in older age. Asian J.
Androl., 3:1-7.

Swerdloff RS., Wang C. 1993. Androgen
deficiency and aging in men. West. J. Med.,
159:579-585.

Tenover JS. 1992. Effects of testosterone
supplementation in the ageing male. J Clin
Endocrinol. Metab., 75:1092-1098.

Wang C., Nieschlag E., Swerdloff R., Behre
HM., Hellstrom WJ., Gooren LJ., Kaufman
IJM., Legros JJ., Lunenfeld B., Morales A.,
Morley JE., Schulman C., Thompson IM.,
Weidner W., Wu FC. 2009. ISA, ISSAM,
EAU, EAA and ASA recommendation:
investigation, treatment and monitoring
of late — onset hypogonadism in males. J
Androl., 30(1), 1-9.

www.egl.lv/faili/veidlapas/1-imunkimija-

VD-10.pdf, webpage of E.Gulbis
Laboratory, seen 14.04.2015

Received: 10.11.2018.
Accepted: 01.12.2018.

215



