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THE MECHANISM OF POLYPHENOLIC COMPOUNDS
ON PROSTATE CANCER

Abstract. Prostate cancer is the most common type of cancers and the second leading cause of cancer-related
deaths among men in the US. In Kazakhstan, prostate cancer is at the 6th place. Despite the successful development
of technology treatment of other cancers, the incidence of prostate cancer and mortality from this disease has not
decreased over the years. This is due to increased resistance of prostate cancer cells to drugs and radiotherapy. This
article presents the literature data on the mechanism of action of polyphenolic compounds on prostate cancer cells, in
combination with chemotherapy alone and polyphenols themselves. Recent studies have shown that naturally
occurring polyphenols are used against many types of cancer worldwide since they possess anti-cancer properties
and are not toxic. Polyphenol compounds act as key modulators of signaling pathways and considered as ideal
chemoprevention. Of particular interest is the ability of polyphenolic compounds to selectively inhibit the growth of
tumor cells. In this connection, the polyphenols are promising for use as not only a preventive means, but also as
adjuvants for enhancing the effectiveness of chemotherapy. Polyphenols present in vegetables and beverage
products, and antioxidants are the most common in the human diet, they have antimicrobial, anti-inflammatory,
antiviral, antitumor and immunomodulatory effects. This article also examined the mechanisms of action of
polyphenolic compounds on prostate cancer cells such as stopping the cell cycle, apoptotic activity of polyphenolic
compounds and signaling pathways involved in prostate cancer. We present a systematic review of polyphenolic
compounds in prostate cancer, focusing on the types of polyphenols, which have a great impact on the prevention
and treatment of prostate cancer.

Keywords: metabolism, biology, prostate cancer, polyphenols, carcinogenic, apoptosis, cell cycle, signaling
pathway.

Introduction. Cancer is a complex disease involving multiple changes in cell physiology, which
eventually leads to malignant tumors. The invasion of tumor cells into the surrounding tissues and distant
organs is a major cause of morbidity and mortality in most patients. A biological process, which
transforms normal cells into malignant tumor cells is the subject of much researches in the field of
biological and medical sciences for many decades. Despite numerous scientific and research papers,
treatment of metastatic cancer is difficult today as they were 40 years ago [1, 2].

Prostate cancer (PC) is the main cause of male cancer deaths at the ages of 55-74 and above 75 years,
it is the second leading cause of death in North American men after lung cancer and bronchus cancer [3,
4]. All men with advanced disease, who have gone through androgen therapy, die due to the development
of metastatic androgen-independent prostate cancer [5, 6, 7]. Thus, the highest death rate from prostate
cancer is connected with the active dissemination of prostatic adenocarcinoma, which spreads to distant
organs with a preference to the bone tissue [8]. There is a large amount of data which indicates that the
progression of both primary and metastatic prostatic tumors is determined by the potential loss of
apoptotic cells [9-10]. The incidence of prostate cancer increases steadily by 3% per year; that is why it
was named by the epidemiologists as "oncologic time bomb". Annually in the world there are revealed
more than 400 thousand new cases of prostate cancer and about 200 thousand people die of cancer every
year [3].
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According to the WHO predictions, the incidence and mortality from prostate cancer in the world will
increase by 2 times by 2030. Prostate cancer is one of the leading causes of death in older men from
malignant tumors in Kazakhstan. In the structure of morbidity among all malignant tumors, PC occupies
the second place (5%).

The causes of prostate cancer are varied and not completely understood. However, nowadays, there is
a huge amount of factual material, which explains the mechanisms of the pathogenesis of the disease [11-17].

The main aims of targeted anticancer drugs selectively affecting the transformed cells are key protein
molecules. This area of medicine, which underwent rapid development over the past 10-15 years, thanks
to the achievements of modern science can treat malignant tumors by therapeutic method with a
sufficiently large capacity of relevant drugs. Some of them are already widely used in the clinic, and the
majority undergoes II-III stage of clinical trials, including prostate cancer. On the other hand, it is clear
that therapy of directed action is effective only when it "hits" simultaneously several, at least three or four,
molecular targets. Because not only one, but a whole group of regulatory molecular mechanisms breaks
down in the transformed cell; this mechanisms allow getting out from intracellular reparative and
protective immune systems and give rise to a nascent tumor. This means that the doctor chemotherapist
should appoint to cancer patients at least three or four of these drugs. It is better if they act on different
links of carcinogenesis and block various biological targets, such as to inhibit proliferation, enhance the
apoptosis of tumor cells and block tumor angiogenesis. However, each of them will have its limitations in
application and range of undesirable side effects. Another possibility is to appoint a targeted therapy
(drugs) in combination with standard anti-tumor hormonal drugs or chemotherapy efficiency with
polyphenol compounds. Nevertheless, the literature described many examples of more or less successful
use of this approach (though still only in the experiment), especially when trying to reduce the metastatic
potential of tumors, including prostate cancer and breast cancer, leukemia [18-23].

Thus, the study of prostate cancer is a topical problem of modern oncology and biomedicine. In the
case of disease progression, development of metastasis in tumor cells, all the work becomes ineffective or
toxic. In this connection, further study of treatment for prostate cancer is the search for new drug targets —
polyphenolic compounds.

Naturally occurring polyphenols in prostate cancer. Naturally occurring polyphenolic compounds
become interesting as a chemoprevention because of low toxicity and high tolerability.

Polyphenols present in food and beverage products of plant origin (fruit, vegetables, cereals, herbs,
spices, beans, nuts, olives, chocolate, tea, coffee and wine) and are the most abundant antioxidants in the
human diet [24]. Epidemiological studies have shown that a diet rich for polyphenols can prevent a wide
range of human diseases. Polyphenol compounds effects human health, including antimicrobial, anti-
inflammatory, antiviral, anticancer and immunomodulatory effects [25-30].

Despite significant progress in the development of anti-cancer treatments, the incidence of cancer
continues to grow worldwide. Recently, chemoprevention using natural nutrients became as a practical
approach to reduce the increasing incidence of cancer. It was estimated that by making changes in the
diet, more than two-thirds of human cancers can be prevented [31].

A defect in the mechanism of apoptosis is recognized as an important cause of carcinogenesis.
Disregulation of proliferation is not sufficient for the development of cancer; the suppression of apoptotic
signals is also required. Cancer cells acquire resistance to apoptosis by overexpression of anti-apoptotic
proteins and/or suppression or mutations of proapoptotic proteins. A better understanding of the main
events involved in carcinogenesis will facilitate the use of food components as one of the key strategies to
prevent the development of cancer. Various studies indicate that nutritional components such as
phytochemicals, may modulate the complex multistep process of carcinogenesis [32].

Cell-cycle block. Many plant polyphenols inhibit the growth of tumor cells, causing cell cycle delay.
In this case, the mechanisms of action of polyphenol compounds in various tumor cell lines may vary [33-
35], and in A431 epidermoid carcinoma cells it caused cycle delay in G1 phase [33]. Thus, resveratrol
suspended transition from S phase into G2 phase in HL60 leukemia promyelocytic, in U937 lymphoma
cells, in CaCo-2 colorectal cancer cells, in adenocarcinoma glandula mammaria, intestinal tract, prostate
[37-40] and in A431 epidermoid carcinoma cells it caused the arrest of the cycle in the G1 phase [41].

Epigallocatechin-3-gallate (EGCG) causes cell cycle arrest in many human tumor cells [40-42]. In the
cells of pancreas carcinoma, EGCG stops the cell cycle in G1 phase, adjusting the level of D1 cyclin,

—— 4 ——
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CDK4 kinase, CDK®6, p21 and p27 CDK inhibitors [45]. p21 protein levels increase under the influence of
EGCQG in prostate cancer cells, regardless of their sensitivity to androgens and availability of functionally
active p53 gene [43]. It is known that the p53 protein, which is called as the "the main conservator of
genome", in normal cells at DNA damage activates and provides the cell cycle suspension, and the p21
gene is its transcription target. p53 gene is inactivated in many tumors, so the ability of EGCG to the p21
protein induction and cell cycle arrest, regardless of the p53 gene is particularly important.

Apigenin (4 ', 5, 7-trihydroxyflavone) found in celery, parsley and other vegetables, stops the
proliferation of cancer cells and enhances the expression of p21 protein and p53 by independent way [46].
In prostate cancer cells, its target is also inhibitory proteins as p27, INK4a/p16 and INK4c/p18, D1, D2, E
cyclins and cyclin-dependent kinases (CDK2,4,6) [47, 48].

At the heart of the action of curcumin, which inhibits the proliferation of many cancer cells in vitro
and has antitumor effects in vivo, lies its ability to exercise negative control of cyclins activity and cyclin-
dependent kinases, and to enhance the expression of CDKI inhibitory proteins [49-51].

Apoptotic activity of polyphenols. Many plant polyphenols, along with a cytostatic action (cell
cycle arrest) have cytotoxic effects (by inducing apoptosis) on precancerous and cancerous cells. Two
basic ways of apoptosis is well known. In the first case the apoptosis is activated at the interaction of
specific ligands with receptor proteins containing 'death domains' [52]. In particular, after connection with
ligand, the receptor Fas/APO1/CD95 undergoes trimerization and recruits FADD protein; this leads to the
formation of supramolecular complex with pro-caspase-8, which leads to its activation; caspase-8
activates caspase-3, the central "executor" caspase cells [52].

The role of mitochondria in apoptosis is complex and widely considered process. Since activation of
mitochondria is considered as a "return point" in the process of apoptosis, manipulation of mitochondrial
activation with proapoptotic intention was envisaged as a potential therapeutic approach. The
mitochondrial way of apoptosis begins with the collapse of mitochondrial membrane potential and
accompanied by the release of cytochrome C from the mitochondrial intermembrane space to the
cytoplasm of the cell. Furthermore, other mitochondrial apoptosis-inducing factors also release, e.g. Apaf-
1. Cytochrome c, Apaf-1, ATP, and procaspase-9 form a supramolecular complex (apoptosome) in which
caspase-9 is activated by autocatalysis. Caspase-9, as well as caspase-8 activates central caspase-3, which
starts the process of DNA destruction and DNA cytoskeleton and other caspases [S51]. In the process of
apoptosis, the inhibitory effects of IAPs are neutralized by the second mitochondria of caspase (Smac)
activator, a direct IAP-binding protein with low isoelectric point (DIABLO) and/or the requirement to
high temperature of protein-A2, which are released from the mitochondria [53].

Cancer cells tend to develop the resistance to apoptosis due to the overproduction of antiapoptogenic
proteins and reducing apoptogenic proteins. Plant polyphenols start apoptosis of tumor cells by affecting
various stages of the process. Importantly, causing the death of cancer cells, polyphenols (e.g., curcumin,
EGCQG, apigenin) show no cytotoxicity to normal cells, i.e. act selectively [54-56].

A huge experimental data summarized in several reviews [57-58] shows that some polyphenols have
apoptogenic action, using a variety of cellular targets. Due to such pleiotropic effects of cancer cell lines,
which apoptosis induces polyphenols, is very wide. Curcumin inhibits the delay in protein cytoplasm of
cells BRCA1, which does not directly involve in apoptosis, but is responsible for DNA repair. The
inability to repair serves as a signal for apoptosis. The ability of apoptosis to induce is found in apigenin
on the model of on prostate cancer xenografts using enzyme immunoassay and Western blot analysis [33].
There are differences in the action of polyphenols in vitro and in vivo. Thus, resveratrol, inducing
apoptosis of androgen-sensitive cells of LNCaP in vitro, inhibited the xenografts in the model and
enhanced the tumor angiogenesis [58]. In both cases, resveratrol modulated the signaling pathways
dependent on androgen receptor, and decreased expression of activated genes by androgens. Presumably,
the activation of this signaling cascade occurs at low concentrations of resveratrol, while the activation of
p53-dependent signaling pathway that induces apoptosis, requires a much higher concentration, which is
not achievable in vivo [58].

Action of polyphenols on signaling cell ways. The factors responsible for cell cycle arrest, involving
in apoptosis or promoting angiogenesis and metastasis of tumors, are controlled by signaling ways which
are included in the existing network in the cell. One of the factord that activate the expression of genes
encoding COX-2, iNOS, antiapoptotic proteins and proteins responsible for proliferation, is the nuclear
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factor of transcription activation NF-kappaB (NF-kB). Under normal conditions, it presents in the cell
cytoplasm as inactive trimeric complexes consisting of p50 and p65 subunits, and the inhibitory protein I-
kB [58]. In normal cells, the activation of NF-kB factor occurs in response to mitogenic and other stimuli,
but in many tumor cell types, its expression, and hence the expression of tumor growth factor for various
reasons become the basis. In this connection, the NF-kB factor is considered as a possible target when
searching anticancer therapeutic and prophylactic methods [59]. It has been found that many of the
polyphenolic compounds have modulating action. Resveratrol, for example, inhibits phosphorylation of
IkBa subunits and NF-kB of factor p65, and reduces its activity in myeloma cells in which NF-kB factor
is constitutively active [60]. Curcumin acts similarly [59-60]. EGCG inhibits the degradation of IkBa
subunit and thereby inhibit TNFa-induced activation of NF-kB factor [61] and silymarin flavonoids
reduce both TNFa induced, and constitutive activation of NF-kB [63]. Consequently, the effect of
polyphenols as modulators of cell proliferation, apoptosis, inflammation, angiogenesis and metastasis
could be mediated by their effects on the NF-kB factor. Polyphenols can affect the signaling way
components, especially on receptor tyrosine kinase (RTK) [63]. These include, in particular, receptors of
vascular endothelial growth factor VEGFR, which include signaling cascade leading to proliferation of
endothelial cells, their migration and differentiation with formation of capillary tubes. It is shown that tea
catechins inhibit VEGFR receptors [64]. Another RTK class includes epidermal growth factor receptor
(EGFR), which ligands are transforming growth factor a (TGF-a) and EGF, HER2 receptor (ligand is not
identified), and receptor HER3 and HER4. RTK associated with the membrane cell. In normal cells after
interaction of RTK with specific ligands, autophosphorylation occurs resulting in a corresponding
activation of protein kinase of signaling ways (Ras/MAPK and PI3K/Akt). By sequential phosphorylation
of other protein kinase cascade, the signal of activation is transmitted to transcription factors (c-jun, c-fos,
ELK, AP-1, NF-kB). The cancer cells are often observed overexpression of different RTK and activating
transcription signal becomes constant. RTK are targets of plant polyphenols. EGCG, for example, inhibits
the autophosphorylation of EGFR, HER2 and HER3 receptors [52]. As the result, there is the inhibition of
ERK, c-fos, transcription of D1 cyclin and anti-apoptotic proteins Bcl-X, which becomes the cause,
respectively, of the cell cycle arrest and induction of G1 stage of apoptosis. EGFR receptor activation
inhibitor is curcumin [37]. Modulating effect of plant polyphenols on gene expression in cancer cells is
mediated by their effect on the protein kinase of signaling ways. Thus, resveratrol causes decrease of
metalloproteinase-9 levels through inhibition of protein JNK and PKC kinases [65]. Anthocyanins reduce
the expression of VEGF factor by inhibiting of PI3K/Akt cascade [66]. Tea catechins action on
angiogenesis is also associated with inhibition of Akt protein kinase [67]. EGCG, moreover, negatively
regulates NIK, PI3K, PKC, IKK, ERK1/2, p38, JNK protein kinase [30]. Inhibition of one of the
components of signaling ways, definitely affects the other ways because they are interconnected, and the
variety of targets of polyphenols are not inferior to the existing diversity of phenotypes of tumors. Thus,
in tumor cells with abnormally activated Stat3 transcriptional factor, the resveratrol inhibits signaling
cascade, which involves Stat3 and Src protein kinase [68].

Thus, polyphenols act as generators of active oxygen species that act as second messengers in cellular
signal transduction. In prostate cancer cells, there are many targets, which may be affected by the
polyphenolic compounds. NF-kB factor, however, can be considered as central target because it controls
the expression of genes responsible for the proliferation, apoptosis, metastasis of tumors.

Conclusion. On the basis of literature data on the mechanisms of action of polyphenolic compounds
on cancer cells it can be concluded that naturally occurring polyphenols have great potential to prevent the
risk of prostate cancer, as well as the use of a combination with chemotherapy. Suitable polyphenols
combination with existing chemotherapeutic agents will reduce side effects without reducing effects of
chemotherapy. Further, polyphenol compounds are promising molecules for the chemoprevention of
prostate cancer because they are safe and inexpensive.

The development of prostate cancer generally occurs due to signaling ways; therefore, there should
be used multi-targeted approaches to avoid and prevent the development of drug resistance. In addition,
numerous studies are necessary to find the specific purpose of each polyphenol in order to develop a
combination therapy. Thus, the association of dietary polyphenols of natural origin and their influence on
the risk of prostate cancer and treatment in combination with chemotherapy are very promising agents for
the prevention and treatment of prostate cancer.
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C.0. OcikbaeBa'?, 3.C. Opbinbaena’, C.T. Toneyxanos'

'On-®apabu atsinaars: Kasak yiTTeik yHHBepenTeti, KazakcraH, AMarsr;
?JIpexcen yunsepenreri, AKI, ®umanensus

KATEPJII KYBIK ACTBI ICI'THE TABUT'H ITIOJIN®EHOJIJAP KOCBIJIBICTAPBIHBIH
9CEP ETY MEXAHU3M/EPI

Annoranusi. KybIk actel 0e3i - onem OoiibIHIIA ep aJaMaap/a )ui Ke3JeCeTiH ChIPKATThIH KeH TapaifaH TYpi.
AKIII-ta aTamraH ChIpKAT KaTepii iCik ceOenTepiHeH eKiHiH OipiH eyiMre oKeJeTiH jkarmaiiap OOMbIHIIA EKIHIII
opbIH/Ia Ooica, 3 elniMi3ze KybIK acThl Oe3i 0oiibIHIIAa eMip/ieH oTy Kayiri 6-1bl opbiaaa. Karepni icikTiH Kail Typi
0oJIMaChIH aJJIbIH ajly )KOHE eMJICY JKOJIIaphl JKaFbIHAH FHUIBIMHU TEXHOJIOTMSUIAP/IbIH KEHIHEH JJaMybIHa KapaMacTaH
aTajJFaH ChIPKATTaH KaWThIC 0OJy cajjapbl azaiimail oTeip. bys kaTepii icik KieTKalapblHbIH €MIIK IpernapaTrap
MEH COoyJieNl TepamusFa Te3IMIUIri epekulenikTepiHne e OaitmanbicThl. Makanana nonudeHosnapabiH Oeexk,
COHBIMEH KaTap XHMHOTEpAIUsIMEH YHJIECKEeH KOCBUIBICTAPIbIH KYBIK acThl Oe3iHe ocep eTyiHe oaebu Jepexrepi
ycbiabUTFaH. COHFBI JKbUIIAPAAFbl 3ePTTEY KYMBICTAPBIHBIH KOPCETKIMITEP] TAOUFU TeKTeC MOau(eHoIIap TOKCHHII
eMeC JKOHE ICIKTIH ajIblH ajaThlH KAacHeTi OOJIFaHIBIKTAH aHTHKAHIIEPOICHIIK ocep kepceremi. IloamdeHommapIK
KOCBUIBICTAp CHTHAJIBIK KOJIIAPBIHBIH HETI3rT MOIYJSATOPbI PETiHAE OPEKeT eTeTiH OOJFaHIBIKTAH KaKChI
XUMHOMPOdHIakTHKa OOJIBIN caHaNabl. Ocipece KbI3bIFYUIBUIBIK TYIBIPBIN OTHIPFaHAAPIbIH Oipi MONHU(pEHOIIBIK
KOCBUIBICTAp KaTepJli KybIK acThl O€3iHIH ecyiHiH OasysiaybiHa apHaiibl ocep eTyi.

ConbiMeH KaTtap nojudeHongap ocepl NpoQriIakTHKAIBIK KaHAa eMec XHMHATEpalUsUIbIK MpenapaTTapibiH
THIMAUIITIH apTTHIPAThIH aAbIOBAHTTApP OOJbIN TaObuTafbl. Ilommdenonmap TaraMIblK 3aTTapAbIH, ©CIMIIKTEKTEC
CYCBIH/IapbIH KypaMbIH/a OOJIAThIH aHTHOKCHIAHTTAp peTiHie keH TapanraH. COHbIMEH Oipre ajaMHbIH ar3achbiHa
MHUKpPOOKa, KaObIHYyFa, BUPYCKA, KATePJIi ICIKKE KapChl )KOHE UMMYHOMOTYJISITOPIIBIK dcepi 6ap.

IonudeHongapapl Kocna TYpiHIE KOHE KaTepii iCiKKe Kapchl IpernaparrapMeH Oipre KojimaHy, Kaprepii
ICIKTep/Ii TOKTATY, KO0 OapbIChIHA THIMII dcep Oepei.

Temenzeri maxanaga noiueHONAap KOCHIHABUIAPBIHBIH HeMmece nonupeHonaap MeH ICIKKe Kapchl
npenaparTap/iblH KybIK acTbl 0e3i iciriHe: KIeTKalxapblH OCYIHIH TeXelyl, CUTHAJJIBIK JKOJIJapra dcepl jKoHe
arnonTo3 MexaHu3mjepi Typaiibl aiiteuiran. KybIK acTbl iCIriHIH aJIbIH allaThIH KOHE eMACHTIH NONU(pEeHOIIbIH
KocTanap TypliepiHe Hazap aynapa OTBIPBII, KybIK acThl KaTepii iciri OoWbIHIIA MOMH(EHON KOCBUIBICTAPbIHA HIOJTY
KACAIIbIH/IBI.

Tyiiin ce3nep: KyblK acTbl 0e3i, TaOuru mnoiudeHongap, Texeny, dHEPreTHKAIBbIK MeTaboIi3M, arornTo3,
KJIETKAJIBIK [IUKJI, KIIETKAJIBIK CUTHAIIBIK YKOJI1ap.
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C.0.Ocuxbaesa'?, 3.C. Opbinbaesa 2, C.T. Tyaeyxanos '

'Kasaxckuit HanmoHabHblil YHEBepcuTeT MMenHn anb-Papadu Kazaxcran, AnMaTh;
*Yuugepcurer pexcens, CILIA, Ounagenbhus

MEXAHU3MBbI JTEMCTBUS NOJUPEHOJIBbHBIX COEJIAHEHUIA
HA PAKOBBIE KJIETKH ITPOCTATbBI

AnHoTanua: Pax mpencrarenbHON jkene3sbl — paclpOCTpaHEHHAs 310KAYeCTBEHHAs OMYXOldb y MYXKUYMH B
mupe. B CIIIA pax mpeacraTtesnbHON JKenessl sIBISETCSl BTOPOW MPUYUHOW CMEPTH OT 310KAYECTBEHHBIX OITyXOJIEH.
B Kazaxcrane omyxonb MpocTaThl 3aHMMaeT 6-¢ MecTo. HecMoTps Ha ycrnemrHoe pa3BUTHE TE€XHOJIOTUH JedeHus
psina apyrux GopM paka, paclpoCTPaHEHHOCTh Paka MPOCTaThl U CMEPTHOCTh OT 3TOH 00JIE3HN HE YMEHBIIAIOTCS B
TEYEHUE MHOTUX JIeT. OTO CBS3aHO C MOBBIIIEHHON YCTOMYMBOCTBIO PAKOBBIX KJIETOK MPOCTATHI K JEKAPCTBEHHBIM
mpenaparaM M Jy4deBOM Tepamuu. B craTee mpencTaBieHbl AMTEpaTypHbIE JaHHBIE O MeXaHM3Max JeicTBUsA
NOJIM(EHOIPHBIX COCJUHEHWH Ha pAaKOBBIE KJIETKH IIPOCTAaThl, KaKk B KOMOWHAIMK C XWUMHOTEpamued W B
OTIEIBHOCTH CcaMuX MoiudeHonoB. MccnenoBanust MOCHEIHUX JIET MOKA3aJlM, YTO IMOJM(EHONBl IPHUPOIHOTO
MIPOMCXOKACHHS aKTyaJIbHO HCIIOJB3YIOTCSI MPOTUB MHOTHX BHJIOB paka BO BceM MHpe. Tak kKak oHHM 00janaror
MIPOTUBOPAKOBBIMHM CBOMCTBAMM M HE TOKCHYHBI. [lonmudeHoabpHbIe COeqMHEHHs ASHCTBYIOT B KaueCcTBE KIIFOUEBBIX
MOJIYJIITOPOB CUTHAIIBHBIX IIyTE€H M IMO3TOMY CUHMTAIOTCS HJCaIbHBIMU XUMHoONpoduiakTukamu. OcoOblii HHTEpeC
BBI3BIBAET CHOCOOHOCTh MONM(EHONBHBIX COEAMHEHHH K M30MpaTeIbHOMY WHIMOMPOBAHHMIO POCTA OIyXOJIEBBIX
KJIETOK. B cBs3M ¢ 3THM monuQeHosbl MepCHeKTUBHBI ISl MCIOJIB30BaHUS HE TOJBKO B KadecTBE MpPOQHIaKkTH-
YECKUX CPEJICTB, HO M B KQU€CTBE aJbIOBAHTOB ISl YCHIICHUS 3 (EKTHBHOCTH XUMHOTEPANIEBTUYECKHX MPETIapaToB.
[MonudeHonsl NPUCYTCTBYIOT B NMPOAYKTAaX HHWTAaHMS M HAIUTKOB PACTHTENILHOTO MPOWUCXOXKACHHS M SIBIISIOTCS
Hanboiiee pacHpOCTPAaHEHHBIMH AHTHOKCHIAHTAMH B palMOHE YeJOBeKa, 00JaNaroT NPOTHBOMUKPOOHBIMHU,
MIPOTUBOBOCIIAIUTEIEHBIMHE, ITPOTHBOBHPYCHBIMH, IIPOTHBOOILYXOJIEBBIMH 1 HMMYHOMOAYIHPYIOMNAME 3 deKTamu.
Taxke B cTarbe pacCMaTPUBAIMCH JACHCTBHS MOJM(EHONBHBIX COSTMHEHHH Ha PAaKOBBIE KJIETKH IPOCTATHI TaKHe
KaK: OCTAaHOBKa KJIETOYHOTO LIUKJIA, alTONTOr€HHAasl aKTUBHOCTh MOIN(EHOJIBHBIX COSANHEHNH M CUTHAJIBHBIX ITyTeH
Y4YacTBYIOIIMX B pake mpoctatsl. [IpuBoauTcst cucremMaTHyeckuii 0030p MONU(EHOIBHBIX COSAMHEHUI MpU pake
NPOCTaThl, OPUEHTUPYSICh HA BHUIBI IOJU(EHOJIOB, KOTOPhIE OKA3bIBAIOT OOJBIIOE BIMSHHE HAa MPOQUIAKTHKY U
JICUEHHE paKa MPOCTAaTHL.

Ki1roueBble ¢j10Ba: pak MpocTaThl, HOIU(EHOIIBI TPUPOJHOTO MPOUCXOKAECHHS, HHTMONPOBaHUE, YHEPreTHIeC-
KU MeTa0oNIn3M, alloNTo3, KJIETOYHbIH UK, KJIETOYHbIE CHTHAIBHBIE ITyTH

Caeenus 06 aBTopax:

OcuxbaeBa Cannsa OmupxanoBHa — PhD crynent. Kazaxckuit HannonansHbsiii YHEBEpcHuTeT UMEeHN Anb-Dapadm;

Opsiabaesa 3ymnedus Cetipymraesaa — PhD npodeccop, Yrusepcurer Ipekcens, CIIA;

Tyneyxanos Cynran TyneyxaHoBHY — JOKTOp OMOJIOTHYIECKHX HayK, podeccop. Kasaxcknuit HanmonansHeli YHUBEpCUTET
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