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Abstract

Introduction. With thirty percent of the world's population not getting enough exercise, Worldwide, physical inactivity ranks as one of the most
common cause of premature mortality. Rapid drops in physical activity, decreased mobility, and early morbidity are characteristics of aging. As
the population over 80 continues to rise, aging raises the danger of age-related illnesses and changes in hormone release.

Aim. Understanding the aging process is useful in developing pharmacological therapies and identifying therapeutic targets for age-related
testosterone deficiency. Therefore, the purpose of this study is to present a thorough evaluation of the effects of anti-aging strategies on testos-
terone levels in older, inactive men.

Methods. A literature search was completed for clinical and preclinical studies published in English between 2016 and 2024 related to age,
sedentary life, testosterone, and anti-aging strategies.

Results. Age-related diseases can be prevented and treated by anti-aging techniques including calorie restriction, a balanced diet, regular exer-
cise, weight control, diabetes management, and quitting smoking. Regular exercise raises total testosterone, free testosterone, and muscle
steroidogenesis. In older men, testosterone replacement treatment increases bone density, cholesterol, protein synthesis, strength, erectile func-
tion, sexual desire, and general cognitive performance. Dehydroepiandrosterone supplementation, however, may improve health without having
a detrimental impact, perhaps reversing arterial age and lowering the risk of cardiovascular disorders, according to certain research.
Conclusion. This article evaluates the prospects for anti-aging procedures to assist in reducing the adverse effects of aging and physical inactiv-
ity in men.
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AHHOMayun

Beedenue. [1ockobKy 30% HacesleHUsI MUPA He MOJIYYA0T J0CTATOUHOM (DU3NUECKOM HATPY3KH, OTCYTCTBYE (DU3HMUECKON aKTUBHOCTH CUUTAETCS
O/IHO¥ 13 HanboJIee pacIpoCTPAHEHHBIX IIPUYHH IIPEK/IeBPEMEHHOM CMEPTHOCTH BO BceM Mupe. CTpeMUTeIbHOE CHIKEHHE (DPU3HUECKON aKTHBHO-
CTHU, YMEeHbIIIEHNEe TIO/IBIKHOCTU U PaHHsIs 3200J1eBa€MOCTb SIBJISTIOTCS ITPU3HAKAMU cTapeHus. 110 Mepe TOro, Kak Jiro/ieil B Bo3pacte crapiie 80 Jer
CTaHOBUTCS Bee OOJIbIIE, CTApEHNE CO3/[aeT YTPO3y BO3PACTHBIX 3a00IeBAHNI 1 U3MEHEeHU IPOoIlecca BHICBOOOK/IEHsI TOPMOHOB.

IJeaw. [TonnMaHue nporiecca cTapeHus BaXKHO U1 pa3paboTku hapMaKoTepanuy U UIeHTU(DUKAIMY MUIIIEHEH JIJIs1 JIeueHNs BO3PACTHOTO Jie-
¢dunura Tecrocrepona. Takum 06pa3oM, IeJIbI0 HACTOSIIENH PAOOTHI GBLIO MPECTABUTD HOJIHYIO OLEHKY BJIMSHUSA CTpaTeruii 60ps0bI O cTape-
HIEM Ha YPOBEHb TECTOCTEPOHA Y TOXKUJIBIX MAJIOTIO/IBYKHBIX MYKUIH.

MemoOwut. BpinosHeH MOUCK OIyOIHKOBAHHBIX ¢ 2016 [0 2024 I'. AHIVIOS3BIYHBIX JINTEPATYPHBIX UCTOUHUKOB O KJIHHUYECKUX U JTOKIMHUYE-
CKUX HCCIJIEIOBAHUSX, IOCBSIIEHHBIX U3YYEHHIO BO3PACTa, CH/ISTUEro 00pasa KU3HHU, TECTOCTEPOHA U CTPATEruii 60PHOBI CO CTapeHUEM.
Pe3yavmamut. Bo3pactHble 3a00/1€BaHNS MOXKHO IPEAYIPEKIATh U JIEUNTh, UCIOJIb3YsI METO/IbI 3aMeJIJIEHIs CTapeHMsI, TaKIe KaK COKpailie-
HUe KaJIOPUHHOCTHU paIioHa, cOIaHCUPOBAHHASA /IUETA, PEryyspHble (PU3NUECKHe YIIPa)KHEHNs, KOHTPOJIb MacChl Tejla, KOHTPOJIb uabeTa u
OTKa3 OT KypeHus1. PeryssipHble Hpusndeckue ynpakHeHUs: 00eCIeynBaIOT MOBBIIIIEHE YPOBHS 00IETr0 TECTOCTEPOHA, CBOOOITHOTO TECTOCTEPO-
Ha, CTEPOU/IoTeHe3a BO BPeMsI MBIIIEUHON PabOoThl. Y My:KUMH CTapIIIEro BO3pacTa 3aMeCTUTeIbHAsL TEPAIIHS TECTOCTEDOHOM 00eCcIeunBaerT mo-
BBIIIEHNE IUIOTHOCTU KOCTHOW TKaHU, YJIydIllaeT YPOBEHb XOJIECTEPHHA, CUHTE3 OeJIKOB, (GU3NUECKYIO CHILy, SPEKTUILHYI0 (QYHKIIUIO, II0JIOBOE
BJIEUEHUE U KOTHUTUBHBIE CIIOCOOHOCTH. [Tpu 5TOM 610/100aBKH € JIETHAPOIMUAH/IPOCTEPOHOM MOTYT YJIy4IlaTh 3/[0POBbE, HE OKa3bIBasI Maryo-
HOTO Bo37ieiicTBus. [0 TaHHBIM psi/ia UCCIIE0BAHUM, OHU MOTYT OOPATHTh BCIISTH IIPOLIECC CTAPEHUS COCYZIOB M CHU3UTH PUCK CEP/IEYHO-COCY-
JIACTBIX 3a00JIEBAHUH.

3ax.arouenue. B cratbe mpezicTaBieHa OIlEHKA MEPCIEKTUB IPUMEHEHUs] OMOJIAYKUBAIONUX MTPOIEYD /1JIsi YMEHbIIeHNs HebIarompusaTHBIX
TIOCJIE/ICTBUAN CTAPEHUSI U OTCYTCTBHUSA (DU3NUECKON aKTUBHOCTH Y MY»KUHH.

Karoueswte caosa: cuzssunii 06pas JKU3HH, TECTOCTEPOH, 3aMECTUTEIbHAS TEPAIUA TECTOCTEPOHOM, ITOXKIJIbIE MY KUUHBI.

Jlast yumuposanus: X.A. Abesnb-1latep. TecTroCTepOH MPU CTaPEHUH, CBI3aHHOM C CH/ISTYMM 00pa3oM 3KU3HU, U CTpaTeruu 60pbObI co crape-
aueMm. Kaunuueckuil pazbop 8 obwell meduyuHe. 2024; 5 (11): 101—-105. DOI: 10.47407/kr2024.5.11.00522

Introduction ally) [1]. According to World Health Organization's esti-
Worldwide, physical inactivity ranks as one of the most mates, 31% of people worldwide do not engage in regular
common cause of premature mortality (6% of deaths glob- exercise to maintain their health [2]. According to data,
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women are generally less active than males, and there are
notable regional and national variations in physical activity
levels. It is greatest in nations with high incomes. Owing to
shifting mobility patterns, rising technological use, and ur-
banization, inactivity rates in some nations can reach 70%
[3]. There is a negative correlation between physical inac-
tivity and chronic illnesses, non-communicable diseases,
and early death [4]. According to estimates, physical inac-
tivity contributes between 6% and 10% of premature deaths
worldwide, 30% of instances of coronary heart disease, 27%
of type 2 diabetes, and obesity, and between 21% and 25%
of cases of breast and colon cancer [5].

Aging is characterized by abrupt declines in physical ac-
tivity, a reduction in mobility and functional independence,
and an early onset of morbidity. The proportion of people
60 years of age and older is increasing. By 2030, there will
1.4 billion people in the world who are 60 years of age or
older, by 2050, that number will rise to 2.1 billion [6].

Aging increases the risks of many illness, such as dia-
betes, heart diseases, cataracts, arthritis, osteoporosis, be-
nign prostatic hyperplasia, stroke, chronic obstructive pul-
monary disease, cancer, and neurodegenerative diseases.
Also, it is related to alterations in the secretion of certain
hormones for example growth hormone, thyroid hormone,
dehydroepiandrosterone, and insulin-like growth factor [7].

Elder man is at risk of sedentary lifestyles. Since Also ag-
ing causes majority of chronic illnesses, understanding the
aging process is expected to help discover therapeutic tar-
gets for age-related testosterone insufficiency and create
pharmacological treatments appropriate for authorized
clinical use in the future [8]. Therefore, this review aims to
provide a systematic overview of the effect of antiaging
strategies on testosterone in sedentary older males.

The decline of testosterone with age

Testosterone levels in men begin to decline at around 30
to 40 years of age and continue until death [9]. Annually the
level of testosterone decreases at a rate of around 2.8% [10].
Twenty percent of men in their 60s and over fifty percent of
men in their 80s had serum testosterone levels consider-
ably subnormal [9].

Local and systemic illness, prescription medications, lung
tumors, excessive smoking or alcohol, obesity, and un-
treated diabetes were correlated with a decrease in testos-
terone [11]. Testosterone levels have been reported in un-
treated elderly diabetic males approximately 15% lower
compared to their non-diabetic counterparts [12]. Opiates
and anticonvulsants, can negatively impact testosterone
production by altering hormonal signaling or enzyme activ-
ity. Opiates change the luteinizing hormone (LH) pulsatility
while anticonvulsants decrease the hepatic enzyme induc-
tion [15]. Regardless of age, both smoking and lung tumors
lower testosterone levels [16]. According to J. Okwara et al.
[17], chronic alcohol users had testosterone levels that were
12% lower than those of non-drinkers. Low testosterone
levels are strongly linked to male obesity and diabetes. Re-
duced levels of testosterone are closely associated with a
number of variables, including visceral obesity, insulin re-

sistance, poor glycemic control, and longer duration of dia-
betes [18].

There are many factors involved in the reduction of
testosterone levels with aging. These factors include a re-
duction in the pituitary LH and gonadotropin-releasing
hormone releases and Leydig cell number and Leydig cell
responsiveness (Leydig cell aging). Aging is associated with
a dampening of the diurnal rhythm of testosterone secre-
tion with a rise in the levels of sex hormone-binding globu-
lins. This rise in sex hormone-binding globulin levels is
caused by a rise in manufacture [19].

The reduction of testosterone level is associated with de-
pression, fatigue, decreased energy level, deteriorated mus-
cle and bone mass, difficulty concentrating, hot flashes, sex-
ual dysfunction, such as impotence, erectile dysfunction,
and decreased libido, sarcopenia, as well as a rise in mortal-
ity from heart disease, hypertension, dyslipidemia, obesity,
diabetes, and insulin resistance [20].

The decline of testosterone with an inactive
lifestyle

Men's normal decrease in testosterone with age is greatly
accelerated by a sedentary lifestyle. A sedentary lifestyle can
significantly contribute to decline testosterone levels. The
mechanisms of subnormal levels of testosterone include re-
duced blood flow, high body fat, loss of muscle mass, in-
crease of stress, and disrupted sleep [21].

A decrease in blood flow leads to impairment of testosterone
production [22]. Inactivity is associated with weight gain and
an increase in body fat (specifically visceral fat) that can con-
vert testosterone into estrogen, further lowering your hor-
mone levels. Visceral fat secretes hormones and inflammatory
agents. Chronic inflammation triggered by excess fat disrupts
the signaling processes involved in testosterone synthesis, di-
rectly suppressing its production [21].

Without regular exercise, there is a loss of muscle mass.
This can decrease testosterone production, as muscle mass
plays a vital role in hormone synthesis [23]. Higher stress
levels and disrupted sleep can disrupt hormone balance and
lower testosterone. Cortisol, your primary stress hormone,
directly antagonizes testosterone production. deep sleep is
necessary for the synthesis of the most testosterone [24].

Antiaging strategies. These strategies can encompass a
range of lifestyle modifications, medical therapies and stem
Leydig cell transplantation.

Lifestyle modifications

They include physical activity, a balanced diet, and
healthy sleep It has been demonstrated that maintaining a
normal weight and exercise level can safely raise testos-
terone secretion. A normal body weight reduces the risk of
low testosterone levels associated with obesity [25].

A. Physical activity

All physical activities, however, have the capacity to en-
hance well-being if they are performed regularly, for an ad-
equate amount of time, and with sufficient intensity. In or-
der to benefit from many of these advantages, the World
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Health Organization's physical activity guidelines advise
people to exercise for at least 150—300 minutes a week at a
moderate to intense level or 75—-150 minutes a week at a vig-
orous level, or an equivalent combination [26]. It could be
necessary to engage in greater activity if one wants to main-
tain or lose weight [27].

Physical activity improves the following health outcomes:
decreased anxiety and depressive symptoms, better sleep, in-
creased mortality from cardiovascular disease and other
causes, incident hypertension, incident cancers specific to
specific sites, incident type-2 diabetes, and improved mea-
sures of adiposity. Engaging in physical activity assists elderly
individuals in preventing falls, the harm they cause, and the
decline in their bone density and functional capacity [26].

The most effective non-pharmacological method for raising
testosterone production is regular exercise. The level of
testosterone depends upon type (i.e., resistance or en-
durance), frequency, volume, intensity (high, moderate, and
low), and duration of exercise [1]. Acute endurance exercise
(such as running, cycling, or swimming) increases the testos-
terone level while chronic high-volume endurance exercise
may lead to lower testosterone levels. Strength training or
weightlifting is generally associated with increases in testos-
terone levels. Compound movements (like squats or dead-
lifts) that engage multiple muscle groups are particularly ef-
fective. Regular, consistent training (as opposed to sporadic
sessions) tends to lead to better hormonal responses [26].
However, overtraining or inadequate recovery can suppress
testosterone levels. The amount of muscle involved in resis-
tance exercises affects testosterone response. Larger muscle
groups (e.g., legs and back) tend to elicit a greater hormonal
response than smaller muscle groups. Higher volume (more
sets and repetitions) often results in greater acute increases
in testosterone [27]. Increases in testosterone are often ob-
served after high-intensity resistance training sessions.
Short-duration, high-intensity workouts typically lead to
acute increases in testosterone. However, prolonged exercise
(especially at high volumes in endurance sports) can result in
a decrease in testosterone levels due to increased cortisol pro-
duction and energy deficit [22].

B. Sleep

Prioritizing sleep is essential for physical and mental
restoration. Chronic sleep deprivation can accelerate aging
and is associated with decline testosterone levels. The
symptoms of testosterone insufficiency and self-reported
sleep quality are correlated linearly [28].

C. Stress management

Chronic stress is likely to lower your testosterone levels due
to the direct inhibition of cortisol on Leydig cells and the hy-
pothalamic-pituitary-gonadal axis. Reducing stress through
techniques like mindfulness, yoga, or meditation can lower
cortisol levels and elevate testosterone levels [29].

D. Nutrition
Consuming a balanced diet composed of an abundance of
healthful grains, fruits, veggies, lean meats, and healthy fats

can help supply essential nutrients essential for testos-
terone production and combat oxidative stress and inflam-
mation [24]. Total testosterone levels significantly in-
creased in response to a weight-loss diet, both with and
without frequent exercise [28]. When honey is taken orally,
it raises men's blood testosterone levels via stimulating the
synthesis of LH. It is packed with antioxidants, minerals
(such zinc), and many vitamins (including B vitamins). Par-
ticularly zinc is recognized to be essential for the synthesis
of testosterone [29].

Caloric restriction

Caloric restriction (CR) is the reducing caloric intake by
20—-60% without malnutrition. It delays age-related disor-
ders and can increase the lifespan of mice by as much as
40% or more. Its effects on testosterone levels by different
factors, such as the degree of CR, the duration of the diet,
the individual's age, sex, and overall health status. Some
studies suggest that short-term CR can lead to a decline in
testosterone levels. This is because the body's adaptive re-
sponse to reduced energy availability, where it conserves
energy and minimizes reproductive functions, including
testosterone production [30].

Long-term calorie restriction frequently results in weight
loss, and in overweight or obese people in particular, a de-
crease in body fat may have a favorable impact on testos-
terone levels. Excess visceral fat is associated with lower
testosterone levels, so losing fat can help restore or improve
hormonal balance. This happens through two different
mechanisms: enhanced testicular function and decreased
testosterone conversion to (-estradiol via adipose tissue's
aromatase activity [31].

CR mimetics

CR mimetics are compounds that aim to mimic the phys-
iological effects of calorie restriction without actually reduc-
ing caloric intake. The CR mimetics include natural com-
pounds (such as resveratrol, curcumin, and quercetin), and
pharmacological drugs (such as metformin and rapamycin)
[32].

A significant natural polyphenolic chemical, resveratrol
may be found in several fruits and vegetables, including
peanuts, grapes, and peanut sprouts. It is a sirtuin-activat-
ing compound that has been shown to extend lifespan and
modulate insulin secretion and action [33]. Resveratrol ef-
fectively inhibits a number of processes, including angio-
genesis, oxidative stress, apoptosis, inflammation, and mi-
tochondrial malfunction. Furthermore, it inhibits platelet
aggregation to further exhibit its cardioprotective effects
[34]. It has been demonstrated that resveratrol supplemen-
tation causes a penile erection, reduces germ cell apoptosis,
increases blood testosterone concentration, and enhances
sperm quality and epididymal sperm count [35]. The hypo-
thalamic-pituitary-gonadal axis is directly stimulated by
resveratrol while, the testes are unaffected [36].

Curcumin, derived from turmeric, curcumin has antioxi-
dant, anti-inflammatory, and antiapoptotic properties. It
enhanced testicular hemodynamics, follicle-stimulating
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hormone, testosterone, and nitric oxide levels while
markedly suppressing the lipid profile [37].

Quercetin, present in vegetables and fruits may mimic
some effects of CR and promote health span [38]. It has
been shown that quercetin inhibits the enzyme that con-
verts testosterone into testosterone glucuronide, enhancing
testicular functioning and testosterone levels [39].

Medical therapies

Testosterone replacement therapy in old man led to ad-
vancements in physical function, strength, protein synthesis,
cholesterol, and bone density. It may increase total sexual
satisfaction, strengthen erectile function, and increase sexual
desire. It is widely recognized to support erythropoiesis,
mood, muscle mass, bone density, body composition, and
cognitive performance, including working memory, verbal,
spatial, and visual. Administering testosterone elevates the
expression of genes and glucose transporter type 4 and en-
hances the activity of glycolytic enzymes (hexokinase, phos-
phofructokinase, and glycogen synthase) [40].

However, not every elderly man will benefit from this re-
placement. According to some studies, testosterone re-
placement therapy for older men does not significantly im-
prove strength or cognitive function, but it does cause coro-
nary artery plaque to build and is consistently found to have
no effect on insulin sensitivity. Regular monitoring of
testosterone levels, as well as screenings for prostate health
and blood counts, is crucial during replacement [41]. While
the effectiveness of testosterone replacement therapy is still
debatable, some have hypothesized that administering the
testosterone precursor dehydroepiandrosterone might en-
hance health without having adverse consequences [42].

Male hypogonadism can be effectively treated using go-
nadotropins, such as human chorionic gonadotropin (ap-
proved by U.S. Food and Drug Administration for this pur-
pose). However, gonadotropins are expensive and must be
administered by intramuscular or subcutaneous injection.
Human chorionic gonadotropin has the same structure and
function as the LH [27]. It is both safer and more efficient
treatment and can be used in patients with pituitary dys-
function. It stimulates the testes to produce more testos-
terone and is particularly useful for men desiring to pre-
serve spermatogenesis and fertility [43].

Long-term usage of selective estrogen receptor modula-
tors, seems to be safe and well-tolerated, and it appears to
be quite successful at generating physiologic testosterone
levels. Selective estrogen receptor modulators enhance the
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