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Pedepar. Bausinme ypoBHSI TeCTOCTEPOHA Y CAMIOB KPbIC HA TaCTPOTOKCHYHOCTH HECTEPOMIHBIX MPOTUBO-
pocnanureJbHbIx cpeacts (HIIBC). Boaomyk H.U. B pabome uccredosano enusHue pazuoli cmenenu HACHI-
WEHHOCTU OP2AHUBMA KPbIC MECMOCMEPOHOM HA 2ACMPOMOKCUYHOCMb OUKIODEHAKA HAMPUsl, HUMECYIUod u ye-
aexoxkcuba. Buvisigneno, umo mecmocmepon cnocobcmeosan nogvluenuto nospesicoaiowezo oeticmeusi HIIBC na oce-
AY00K. ¥V camyos nocie 20Ha0eKmomuy MHONCECMBEHHOCMb U MANCECTNb NOPAICEHUSL HCEYOKA CHUNCANUCH 6 2,5 pasa.
3amecmumenvhas mepanus mecmocmepoHOM NOBLIUALA YIbYEPOLEHHOCMb OuKIopenara 6 2,9 paza no cpasnenuio ¢
20HAOEKMOMUPOBAHHBIMU  JHCUBOMHBIMU, U30BLIMOYHOE 66e0eHUe MECMOCMEPOHA CNOCOOCMB08AN0 ewe OonbUeMy
A36000pazosanuro. Hcciedosanue buoxumuieckux nokazameneu «3auwumuusix oapveposy COJK y kpvic 6 3asucumocmu
Om YPOBHs MeCmMOCMeEPOHA NOKA3AN0, YIMO MYHCCKOU HOLOBOU 2OPMOH AGNAEHC (PAKMOPOM, CHUNCATOWUM 3AUUMHDBLL
nomeHyuan iceryoxka y camyos kpwic. Ionadekmomusi camyod cnocobcmeogana nosviutenuro cooeposcanusn AL
yeenuueHuto yposHa Humpamos u Humpumos (na 17,7%), axmusnocmu COJ] (na 16,9%), npu ooHnospemenHOM
crudrcenuu MJJA (na 17,3%). 3amecmumenvroe u uzbvimouHoe gedenue mMeCmMoOCmMepOHd 6bi3bl8al0 NPOMUBONO-
J0JICHOe Oelicmeue. 7-OHegHoe 68edeHUue OUKIOQEeHaKa HAmpus camyam KpwlC HPUBOOUTO K NOABIEHUIO MAKPO-
CKONUYECKUX UBMEHEHUll 8 JicenyOKe KpbiC, d MAKice CONPOBONCOANOCh CHudicenuem npooykyuu AL, numpamoe u
numpumos, axmuernocmu CO/l, u noeviwenuem cooepacanus MJIA. Bvisgnennvie usmeHeHust SbIAGUAU NPSMYIO
KOPPENAYUOHHYIO 3ABUCUMOCTNL C YPOBHEM HACHIUWYEHHOCMU OpeaHu3Ma Kpulc mecmocmeponom. Taxum obpazom,
VUUMBIGAHUE YDOGHS HACLIWEHHOCMU OpP2AHUSMA MECMOCMEPOHOM OdCM B803MOJICHOCHIL KOPPEKMUPOBAMb 003y
6600umvlx HIIBC u omkpuleaem HOGble Nepcnekmusvl 05 8blOOpa ONMUMAILHLIX NPEenapamos-KoppeKmopos Yib-
yepocennocmu HIIBC.

Abstract. The influence of testosterone level in male rats on gastrotoxicity of non-steroidal anti-inflammatory
drugs (NSAIDs). Voloshchuk N.I. In experiments on male rats the influence of different degree of saturation of rats
organism with testosterone on gastrotoxicity of diclophenac-sodium, nomesulide and celecoxib was investigated. It was
shown that testosterone promoted increase of damaging action of NSAIDs on the stomach. After gonadectomy the
multiplicity and severity of gastric lesion were by 2,5 less than in intact rats. Replacement therapy with testosterone
increased ulcerogenic action of diclophenac by 2,9 times in comparison with rats after gonadectomy. Excessive
introduction of testosterone promoted more intensive gastrotoxicity in comparison with intact rats. Investigation of
biochemical markers of protective barriers of gastric mucosa in male rats has shown that testosterone is the factor
which decreases stomach mucosal defense. Gonadectomy of male rats increases production of glycosaminoglycanes,
nitrite/nitrates (by 17,7%), and SOD activity (by 16,9%) and at the same time decreases MDA level (by 17,3%).
Substitutive and excessive introduction of testosterone caused opposite effect. Introduction of diclophenac sodium
during 7 days resulted in macroscopic changes in gastric mucosa and was accompanied with decreasing of
glycosaminoglycanes, nitrite/nitrates and SOD activity and increasing of MDA level. These changes directly correlated
with the level of saturation with testosterone in male organism. Thereby accounting level of androgen saturation in
organism of male rats gives possibility to correct the dose of NSAIDs and opens new perspectives for selection of
optimal drug-correctors of NSAIDs gastrotoxicity.

CumnaroMaTH4yHi YUIKO/PKEHHS TacTpOAyoJe- BHUHHMKHEHHsS TaKMX BHUPA30K CTAaHOBUTH 22,5% [5].
HaJBHOI 30HU JIOCUTh YacTO € HACHiIKOM Hii pi3HUX Jlo mpemapariB i3 BHPA3HOIO MOMIKO/HKYIOUOK €0
(hakTOpiB, cepen AKX BaXIHMBE Micte mocimae Bxu- Ha KT 3apaxoByioTh HeCcTepOimHi MPOTH3ANAIbHI
BaHHA YJIBLEPOTCHHUX JIiKapchkuX 3aco0iB. Yacrora 3acobom (HII33). Tak, 3a pganumu Jiteparypw,
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mpuitom HII33, ocobnmBO y mMamieHTIB MOXUIOTO
BiKy, IIIBUIIYE PU3HUK PO3BUTKY BHPA3KH Ta KPOBO-
Tedi 3 ractpoayoaeHanbHoi 304 B 10 pasiB [7]. La
HeOakaHa [is HE TUTbKH oOMexye e(eKTHBHICTh
JMiKyBaHHS, aji¢ # Mae CyTTEBHA EKOHOMIYHUH Ta
couianeHuii BIuHB. Cepell PakTopiB pHU3HUKY racTpo-
IHTECTUHANBHUX yCKIagHeHbp mpu mpuitomi HII33
BHIUIAIOTH TakKi: BIK cTapimie 65 poKiB, BHPa3KOBUH
aHaMHe3, OJHOYACHUN MpPHIOM TIIIOKOKOPTHUKOIIIB
a00 aHTHKOAryJIsSHTIB, HasABHICTh CYIYTHIX 3aXBO-
pIOBaHb cepid, MEYiHKH ¥ HUPOK Ta HEOOXiAHICTh
tpuBaioi tepamii HII33 [17]. IIpoTe mutanHs mom0
BIUIMBY TaKOr0 €HAOTEHHOTO YMHHHKA SK CTaTh Ha
pu3uK po3BUTKYy NoOiuHMX edextiB HII33 3amu-
MAEThCS IO KIHI He3 sicoBaHUM. [laHi miTeparypu
IIONO CTaTeBOi JAeTepMiHallii ypaKeHb ILTYHKOBO-
KHIIKOBOTo TpakTy npu npuiiomi HII33 e cyme-
pewmBuMu [2, 3, 4]. Pi3Hi eranmn po3BHTKY opra-
Hi3My (penpoIyKTUBHUI Mepioj, CTapiHHA), CYIyTHI
3aXBOPIOBAHHS, TPUHOM TOPMOHAIBHUX Ta aHTUTOP-
MOHAJIBHUX JIIKApPCHKUX TMPENapaTiB CyNpOBOKYIO-
ThCSI JOCUTh CYTTE€BUM KOJIMBAaHHSAM PIBHS CTATEBUX
ropmoHiB. [IpoTe muTaHHA, SKUM YWHOM Wi 3MiHH
MOXYTh BIUTMBaTH Ha TOokKcuuHicth HII3IL, 1
30KpeMa, Ha TaCTPOTOKCHYHICTh, 3aJHUIIAETHCS Bill-
kputuM. ToMy MeToro Hamoi poboTH OyJo JOoCiif-
JKCHHS PI3HOTO PiBHS HACHYEHOCTI OpraHizmMy LIypiB
TECTOCTEPOHOM Ha TaCTPOTOKCHYHICTH HECTepoil-
HUX TPOTU3ANAIBHAX 3aCO01B.

MATEPIAJIM TA METOIU JOCJII)KEHb

Hocninn Bukonani Ha 160 caMmisgx mIypiB ce-
peanboro Biky (3 wicsi), siki mepeOyBanu B CTaH-
JAPTHUX YMOBaX BiBapil0 BIHHHUI[LKOTO HaIl[lOHAJb-
HOro MenuuHoro yHiBepcutery iM. M.I. [Imporosa.
Kacrpamiss TBapyH BHKOHyBallach Mix HemOyTa-
JIOBUM Hapko3oM (40 Mr/kr) 3rigHO 13 3arajabHO-
MPUAHATUMA METOIUKAMH. 3aMiCHY TOPMOHOTEpa-
mito (3I'T) mpoBoaunu yepe3 21 neHp micns KacTpa-
Iii 3a TOTTOMOTOI0 TECTOCTEPOHY TPOITIOHATY (3aBOJ
000 «®apmanon», M. Pocros-Ha-IloHy) 1 mr/kr
migmkipHo 1 pa3 Ha AeHs npotsarom 14 nHiB. Edexr
3aMiCHOI Teparmii OIliHIOBaJW 3a pIiBHEM TECTO-
CTEpPOHY B CHPOBATII KPOBi iIMyHOMEPMEHTHUM Me-
TonoMm craHgaptHuM Habopom DRG Estradiol Elisa
¢ipmu DRG (USA) 3rigHo 3 iHCTpyKUi€ro ¢ipmu-
BUpPOOHMKA. AHAJIOTIYHI KiJTBKOCTI CTaTeBHUX TOp-
MOHIB BBOJMJIM TBapuHaM Oe3 TMONepenHboi Kac-
Tpauii (TaKUM YHHOM CTBOPIOBAJIM HAJUIMILIOK CTa-
TEBHUX TOPMOHIB). KOHTpOIJIbHI TBApUHA OTPUMYBAITH
€KBIBAJICHTHI KIJTBKOCTI PO3YMHHUKIB. 3aJIeKHO Bij
PIBHS aHIIPOTCHY CaMIIiB IIypiB OyJIO PO3MOALICHO
Ha Jekinbka rpyn. KactpoBani TBapwHHM Oynu BH-
nijgeHi B okpeMy rpymy (rpyma 1). Iamn TBapuHH
(HekacTpoBaHi Ta KacTpOBaHi IicCIs 3aMiCHOI Top-
MOHOTeparii) Oynu po3moxisnieHi Ha 3 mArpymu 3a
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piBHEM CTaTeBHX TOPMOHIB 3TiIHO 3 METOAOM Iiep-
ceHTWIIB. ['pymy 2 ckimainm TBapvHHU 3 PIBHEM Trop-
MoHiB Bix 0 10 25 mepceHTHIs, HAcCTymHA rpyna (3)
— Big 25 o 75, i rpyna 4 — Big 75 mo 100 mep-
CEHTHIIA.

Sk HecrepoimHi TpoTH3anaibHI 3acO0M BHKO-
pUCTOBYBallM HeceneKTUBHUM iHriOiTop L[OI'-1 Ta
HOI'-2 muknodenak Hatpito («BombpTapeny,
Novartis) y 1031 5 MI/Kr, CEJICKTUBHUH 1HTIOITOp
HOI'-2 wimecymin («Himecinm», Menarini Group)
(15 mr/kr), a Takoxk cneuudiunuii iHriditop LLOI'-2
nenexokcn6 («Llenedpekcy, Pfizer) (20 mr/kr). Jns
OLIHKKA TacTPOTOKCHYHOrO edeKTy mpenapaTtu
BBOJIMJIM BHYTPIIIHBOIIUTYHKOBO | pa3 Ha JeHb, 7-
10 maiB. CtaH CIM30BOi NUTyHKA OIHIOBATIH Bi3y-
anpHO B Oaynax. BupaxoByBainy MHOXUHHICTB, TSXK-
KiCTh BHPa3KOYTBOPEHHs, @ TAKOX BHPA3KOBHH iH-
nmekc [8]. Y romoreHaTi cim30BOi NUIYHKA BH3HA-
yanu piBeHb Tiiko3aMinoriikaHiB (AT') 3a BMicToM
y HHUX TeKco3aMiHiB. BMicT HITpHUTIB Ta HiTpaTiB
BH3HAYalll 3a PeaKIlier 3 peakTuBoM [ pica. PiBeHs
MajoHoBoro mianpaeriny (MJIA) Bu3Hawamu 3a
peaxiiiero 3 Tio0apOITYpPOBOIO KHCIOTOK, a aKTHB-
HicTh cynepokcugaucmytazu (COJl) - 3a crynenem
IPUTHIYEHHS! OKUCHEHHS KBepIUTHHY. CTaTHCTHYHY
00poOKy OTpHMaHMX PE3yJbTaTiB MPOBOAWIH 3a JI0-
MIOMOTO0 KOMIT T0TepHHX mporpam «Excel» 3 Buko-
pucTaHHAM t-KpHuTepito CThIOAEHTa, KOPEISALIHHOTO
Ta MEPCEHTHIHHOTO aHAII3Y.

PE3YJBTATHU TA IX OBIOBOPEHHS

Ha mouatky nmocmigkeHHS MU BUSIBUIIH, LIO CaM-
i IIypiB BUPI3HSAIOTHCS OIIBIIOI CXWJIBHICTIO JO
ractpotokcuunoi mii HII33, wixk camku. [Ipu mo-
CIII/PKEHHI TaCTPOTOKCUYHOCTI JHUKIOo(eHaKy, HiMe-
cyniny i nenexokcuOy (tadm. 1) Oyio BCTaHOBIEHO,
10 MHOXMHHICTb Ta TSXKKICTh YPa)XCHHS LUTyHKa
miJi BIUIMBOM [UX TIperapariB y camiliB MIypiB
MOPIBHSHO 13 camkamu Oyna Ounbiiowo B 1,6, 2,3 Ta
2,5 pazy BimmoBigHO (p<0,05). Haiibimenry ractpo-
TOKCHYHICTh BUSIBIISIB TUKIO(PEHAK, SKHH BHUKIHKAB
nep¢dopaTuBHi Ta MEHETPYIOYi BUPa3Ku y OLIbIIOCTI
TBapyWH, OCOOJIMBO YOJIOBIYOi cCTaTi, Ta 3arudens
YacTUHM TBapHH. LlenekokcnO BUABUBCS MEHII TOK-
CHYHHMM, HDXK AUKIO(QEHAK, MPOTe BiH TAKOX BHK-
nuKaB 3aru0ens | mrypa 3 rpynu caMmuiB. 3a mokas-
HUKOM MHOXHHHOCTI Ta TSDKKOCTI BHPa3KOBOTO
YpaKEHHsI LIEIEKOKCHO TIepeBaskaB HIMECYJIil, SIKUiA
HE CIpPUYMHAB 3aru0esi TBapWH NPOTATOM 7 AHIB
eKCIIEpUMEHTY, 1 OyB HalMEHII TOKCHYHUM. Y ca-
MOK IIyPiB HIMECYJIiJl HE BUKIIMKAB TSDKKAX BHPa30K
(II, IIT ta IV cryneHiB) i nume y 3 caMOK — HOOIH-
HOKi BUpasku | crynens. Y To# ke 4ac y BCixX caM-
11iB OyJI¥ BUSBIICHI BUPA3KH | CTymeHs TSKKOCTI, a y
neakux — I ctynens.

ME/TUY9HI IIEPCIIEKTHBH



Tabrnuysa 1

MHOXKHMHHICTH Ta THAXKKICTh YPAKeHHS HIUTYHKA NPHU BBeeHHI TUKJI0(eHaKy HATpilo,
HiMecyJriny Ta nejnekokcuOy y camuisb i camok mypiB (M £ m, n =10 - 15)

Camui

‘YMoBH pociiny

Camku

MHOKUHHICTH

TSKKICTH MHOKHHHICTH TSKKICTh

Juxiaodenak Harpiwo (5 Mr/kr) 20,43+1,94
Himecyain (15 mr/kr) 7,29+1,84
Henexokcnd (20 mr/kr) 6,50+1,60

2,05+0,06 12,29+1,70* 1,570,06*
1,10£0,12 3,140,77* 0,88+0,14
1,310,17 2,64+0,87* 0,85+0,25

IIpumiTku: * —MO3HAYEHO CTATUCTUYHO BiporiguHa pizHuL (p<0,05) MiXx caMIsIMU Ta CAaMKaMH

Y mopmanplioMy Ha TPUKIAAI THIIOBOTO TIPE.-
CTaBHUKA HECTECTEPOINHMX MPOTHU3ANAIBHHX 3aC0-
0iB — qUKIO(QEHAKY HATPIO - MU JOCHIJHIIH, SIKOIO
MIpOI0 3MiHH BHPa3KOYTBOPEHHS, CIPUYMHCHI MM
HII33, 3amexaTh Big piBHA YOJOBIYOTO CTATEBOTO
ropMOHy. Pe3ympTatu mokasanu, IO TECTOCTEPOH
MPOSIBIISIB ce0e K YMHHHK, IO 30UTBIIYBaB IOII-
komkytouy aito HII33 Ha mmmyHok (tabm. 2). Tak, y
CaMIlB IiCJs TOHAIEKTOMII MHOXXHHHICTH Ta TSK-
KIiCTh ypaXeHHS IUTyHKa 3MEHIIYBAINCH B 2,5 pazy
(p<0,05). Ha TI1i 3aMiCHOTO BBEIIEHHS TECTOCTEPOHY

KacTPOBaHUM CaMISIM CIIOCTEPIrajoch IMiJBUILCHHS
NOKa3HWKAa  MHOXHHHOCTI  BUPa3KOYTBOPEHHS
mukioderHaky B 2,9 pasy MOpIBHSHO 3 TOHAJEKTO-
MOBaHMMHU TBapUHAMH, 1 MPAKTHYHO BiIOBIIAIO
NIOKAa3HUKY IHTaKTHUX TBapuH. Haanumikose BBe-
JECHHS aHIPOTEHY IHTAKTHUM CaMISIM CHPHUSUIO Ie
OLIBIIIOMY 3pOCTaHHIO ITOKa3HWKIB MHOXKHHHOCTI
BUPA3KOyTBOPEHHS, sike cTaHoBWwIO 18,3% (p<0,05),
MOPIBHSIHO 3 TBapHMHAMM 0€3 3MiH TOPMOHAJIBHOTO
cTarycy.

Tabruys 2

Yabueporennuii egpext nukiaodeHaky y caMuiB HIypiB 32 yMOB rOHAeKTOMIl,
3aMiCHOI TOPMOHAJILHOI Tepanii Ta HAJJMIIKOBOI0 BBe/IeHHsI TecTocTepony (M+m)

. InrakTHi . T'onagexTomisi+
IMoka3Huk InTakTHI T'onagexkToMmist
+TecTocTepon TECTOCTEPOH
MHOKHHHICTH 21,2+1,12 25,1+1,23* 9,00+1,40* 26,8+1,94%#
TsKKiCTH 1,99+0,04 1,99+0,04 1,30+0,08* 1,98+0,11#
Bupaskosuii inaekc 4,67 4,8 2,67 4,2

Opumitku: 1.
BigMiHHOCTI (p<0,05) NOpiBHSIHO 3 TBApUHAMH MICIS TOHAACKTOMIT

TakuM dYMHOM, MM TIOKa3ajiH, IO TacTPOTOK-
CUYHICTh NUKIO(PEHAKY HATPIlO0 Y CaMIlB CYTTEBO
3MIHIOETBCS 3aJICKHO BiJl BMICTY YOJIOBIYOIO CTa-
TEBOTO TOPMOHY .
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— CTaTMCTHYHO BIpOrigHi BiJIMiHHOCTI , MOPiBHSIH IHTAaKTHAMH TBapuHaMU; 2. —CTATUCTUYHO BiApOrigHi
* CTaTUC o 0 1HHOC <0,05) mo 0 3 aj apHrHal 2. # —craruc (] OTiTH1

Bimomo, mo racrporokcuuna mgis HII33 wmae
MYJIbTUMOJAJIbHUN XapakTep 1 MOB’s3aHa 3 Hera-
TUBHUM BIUIMBOM Ha 3axucHuii noreHuian COIII
[12], stkuit IpOSBIAETHCS TMPUTHIYCHHSIM BCiX PiBHIB
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3axucty COIII (mepenenitenianbHuX, eMiTENiaTbHIX
Ta mocreritemanbaux). OHY 3 TOJIOBHUX poyied y
MeXxaHi3Max MpoTHU3analbHOI, aHAIBIe3yI04ol Ta iH-
mmx edekrie HII3I1 Bimirpae aHTHIpOCTariaHu-
HOBa mis. [IpoTe came 1 1ist BiAirpae KIIFO40OBY pOib
1 B MEXaHI3Mi TaCTPOSHTEPOTOKCUIHOCTI ITUX 3aCO-
6iB (ocobmuBo BB Ha III'T Ta III'E2). He mMeHm
BaxxmmBuM € BrumB HII3II wa cynamHHI MexaHizMu
3axucty COLL, siki mMiATPUMYIOTBCS HAJEKHOIO MPO-
IOYKIIEI OKCHUAY a30Ty Ta IHIINX Ba30aKTHBHUX
MoJIeKy [6, 17].

s Toro, mo6 3'scyBaTH TPUYUHHA OiIBIION
BPAa3JIMBOCTI CIM30BOI LUIyHKAa TBApHH YOJIOBIUOL
CTaTi, y HACTYIMHIA YaCTHHI pOOOTH MH JOCIIiIHIIH,
SIK 3MIHIOIOTHCSI O10XIMiYHI TIOKa3HHKH CTaHy 3a-
XHCHUX CHUCTEM CJIM30BOi OOOJIOHKHM IIUTYHKa Y
CaMIliB IHTAaKTHHX WIypiB i3 PI3HHUM BMIiCTOM aHJ-
poreHiB. My HOCHIDKyBadl BMICT TITIKO3aMiHOTJIi-
kaniB (I'ATl"), HITpaTIB 1 HITPUTIB, CTaH OKCUIAHTHO-
aHTHOKCUAAHTHOI cucteMu (aktuBHiCTH COJl Ta
koHIeHTpallito MJIA). BusBuioch, 10 roHaIEKTO-
Misf caMUiB BUKJIMKAJIA TEHICHIUIO O IIiJBUIIECHHS
Bmicty AT Ta BipOTiHOTO 3pOCTaHHS PiBHS HiT-
patiB i HiTpiTiB 1 akTBHOCTI COJl Ha 17,7 Ta 16,9%
BimnmosimHO (p<0,05), Mpu omHOYACHOMY CIaJaHHI
pias MJJA na 17,3% (p<0,05). BBenenns
TECTOCTEPOHY KAaCTPOBAHWUM CaMILSM BHKIHKAIIO
3HmkeHHs BMicTy ['AlT mpakTu4HO 10 piBHS iH-
TaKkTHUX TBapuH. Bmict MJIA 3a nux yMoB miJBU-
nryBaBcs, BimmoBigHO Ha 23,4 Ta 23,1% (p<0,05), a
piBEHB HITpaTiB Ta HITPITiB, K i akTuBHICTH CO/,
3HWKyBaJHCh HA 16,1 Ta 13,4% BimnosigHo (p<0,05).
[oniObuuit edexT TecToCcTepoHY BHSIBISABCS 1 MpH
Horo BBEACHHI caMisiM 0Oe3 3MiH TOPMOHAIBHOIO
crarycy. [TopiBHSIHO 31 IIypamMu, sIKi HE OTPUMYBaIH
tectoctepor, BMmict ['AI', MJIA OyB BiporimHo
BumM, a akTuBHicTE COJl Ta BMICT HITpatiB i
HITPHUTIB — HIKYUMH. TOOTO TECTOCTEPOH CIIpHsE
3MEHIIEHHI0 3axucHoro noreHuiany COLL, poOmsaun
HITYHOK OCOOHMH YOJIOBIYOT CTaTi OLIbII Bpa3IMBHM
710 /1ii IOMIKOKYI0UHX (hakTopis, 30kpema i HII33.

Jnst miaTBepHKeHHS i€l yMKH Ha HACTYITHOMY
eTam MU JOCHIAWIN YIBIEPOTeHHY M0 TUKIO-
(heHaky HaTpilo y camIliB HIypiB 3 pi3HUM piBHEM
annporeny (tabn. 3). Byno BcraHOBIEHO, IO BUSB-
JIeHI HaMW MaKpOCKOIIYHI O3HAKU MOIIKOKEHHS
COII y tBapun micns BBeaenHs HII33 cymposon-
JKYIOTBCS TaKOXK 1 BHUPA3HUMHU OiOXIMIYHUMH 3Mi-
HaMH, a caMe 3MEHIICHHIM MIPOAYKLIl cIu3y, BMICTY
Ba30AMIATYIOUMX MOJIEKYJl Ta aKTHBHOCTI (epmeH-
TiB @aHTHOKCHJIAHTHOTO 3aXUCTY, HA TJ1 MiIBUILECHHS
racTpoayOACHAIFHOI TTPOHUKHOCTI Ta BMICTY IpO-
IOyKTiB mepokcunanii. Lls mis nukiaodeHaky 3meH-
IIyBaJlaCh y KacTpOBaHUX CaMIiB Ta 3HA4HO
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MOCUJIIOBAIACh B YMOBaxX 3aMiCHOTO 1 HaJTUIIKO-
BOTO BBEJICHHSI TECTOCTEPOHY. Tak, SIKIIO y caMIliB
0e3 3MiH TOPMOHAJIEHOTO CTAaTyCy 7-J€HHE BBEJICHHS
IUKIO(QEeHaKy HaTpil0 BUKIHMKAJIO BipoOTigHE 3HH-
xenns piBas [Al Ha 29,8%, To y KacTpoBaHUX TBa-
PUH 1€ 3HIKEHHs cTaHoBwio numre 21,7%, a y TBa-
PHH, SKi OTPUMYBaJH 3aMiCHE Ta HA/JTUIIKOBE BBE-
JICHHSI aHJ[POTeHY, I1el TOKa3HUK 3MiHIOBABCSI O1JIbIII
moMiTHO - Ha 27,1 Ta 38,0%. Bomgnouac, micis
BBEICHHS NUKIOPEHAKY 3apeecTPOBAHO ITiJ[BUILCH-
Hs BMicTy MJIA Ta 3HmkenHs aktiuBHocTi CO/l, sike
y iHTaKTHUX camiiB cranoBmwio 114,6 i 38,5%, Tomi
K y kactpoBanux cammiB - 71,0 1 31,0% Bixmo-
BiTHO. Y KacTpOBaHMX TBapWH 3aMiCHE BBEIEHHS
TECTOCTEPOHY MiABHINYBaso piBeHb MJIA i 3HHKY-
Bano aktuBHicTe COJl Ha 110,2 ta 37,6%, Biamosii-
HO, a BBEIEHHS I[bOrO TOPMOHY IHTAaKTHHM Iypam
CYIPOBOKYBAJIOCh OUTBIT MAacIITaOHUMH 3MiHAME
JOCTI/DKYBaHUX TIOKa3HUKIB: MBUIICHHSM pPiBHS
MJA Ha 136,1% 1 3amkenasM aktuBHocTi COJl Ha
52,7%. 3MeHIIEHHA PiBHA HITpaTiB 1 HITPHUTIB Yy
COLl, sike BUKJIMKaB IUKIOPEHAK y CaMIIiB, TEX
Oyno HaiOIIBII BHUpa3sHUM y TPyMmi HIypiB 3 Hau-
JTUIIKOM TectocTepony (57,5% mpotu 47,2% y TBa-
puH 0e3 3MiH TOpPMOHAIBHOTO CTAaTyCy), y TOW Yac
aK HaiMeHIHX 3MiH (34,4%) el moka3HHK 3a3HaB
y KacTpOBaHMUX CaMLiB. 3aMmiCHa TOPMOHOTEpais
MOCUIIIOBAJIa HETaTHBHUI BIUIMB JTUKIO(PECHAKY Ha
npoxaykiiro HitpatiB Ta HiTputie COLL: 3a ux ymoB
3MEHIIEHHS BMICTY IIMX MOJIEKYJ CTaHOBMIIO 34,4%.

[lepcenTnnbHU aHami3 JaB JOJATKOBI JOKa3H
TICHOTO 3B’SI3KYy MK (PYHKII€IO MTUTYHKOBO-KHIII-
KOBOT'O TPakKTy Ta PiBHEM aHIPOTEHIB 1 MiITBEpAUB
HasIBHICTh HETATHBHOTO BIUTUBY TECTOCTEPOHY Ha
COIII 3a ymoB mii aukiodenaky Harpito (Tadm. 4).
Bucokuii piBeHb TECTOCTEPOHY y TBapHH acCOIIif0-
BaBCSA 3 HaWBUIIUM BMmicToM MJIA Ta BUSBHUB Bi-
pPOTiTHUN HEraTWBHUN KOpEJAIINHUNA 3B’SI30K 3
aktuBHicTio COJl, Bmicrom I['AI' Ta HiTpaTiB i
HiTputiB B COL inTakTHUX camiliB. [ani Tabnuii 4
JEMOHCTPYIOTb, IO BBEJICHHS TUKJIOPECHAKY HATPIIO
y caMIliB IIypiB y Tpymi 1, e piBEHb TECTOCTEPOHY
OyB HaWHMKYMM, BHKIMKAIO HAaWMEHIIE YIIKOJ-
sxkernst COLLL TlopiBusiHO 3 KOHTpONEM BMicT MJIA
3poctaB y 1,6 pa3y, a HiTpariB Ta HiTpuTiB, [ Al Ta
aktuBHicTh COJl - 3MeHIIyBaJIMCh BIANOBITHO Ha
25,9, 17,0 ta 29,4%. HaromicTs y Tpymi 4, iec piBeHb
TECTOCTepOHY OyB Maibke B 28 pa3iB BHIIUM, BMICT
MJA 3poctaB y 1,8 pa3y, mOpiBHSHO 3 TBapHHAMHU
JI0 BBEJICHHS TUKIO(EHaKy, [0 CYIPOBOIKYBAJIOCh
3HAYHO OUTBIIMMU, HIXK Y TpyHax 3 HIKYUM piBHEM
aHaporeHy, cmnaganHsMm Bmicty ['Al, HiTpariB Ta
HiTputiB Ta aktuBHOCTi COJI, sKi CcTaHOBWIN B
rpymi 4 - 48,6, 50,9 Ta 46,8% BinmosimHO.
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Tabruysa 3

Bnuue nuknogenaxky Harpiro Ha smict I'AI', CO/l, MJIA, HiTpaTiB Ta HiTpHUTIB
IIJIYHKa caMIiB HIypiB 32 YMOB rOHaJeKTOMii, 3aMiCHOT0
Ta HAJJIMIIKOBOI0 BBeJIeHHS TecTocTepoHy (M+m)

Konrtpoan q
Hicist 7-1eHHOr0 BBeIEHHSI
No I'pynu TBapuH (mepen BBeJleHHSIM TMKJIO(eHaKy .
HaTpilo) JHKI0(eHaky HATpiI0

Iaiko3amiHoriikanu, Mr/r cupoi TKAaHMHU

1 InTakTHi, n=15 4,03+0,16 2,83+0,17#
2 TectocTepon, n=10 3,68+0,17 2,28+0,14%#
3 T'onanexTomisi, n=15 4,37+0,18 3,42+0,18*#
4 T'onagekToMmisi +TecTocTepoH, n=10 3,98+0,19 2,90+0,21#

ManonoBuii aiajbaerii, HMOJIb/MTI 0iika

1 IurakTHi, n=15 6,71+0,38 14,4+1,05#
2 TectocTepon, n=10 8,64+0,50* 20,4+1,49*#
3 T'onanekromisi, n=15 5,55+0,25* 9,49+0,68*#
4 I'onagexkTomis + TectocTepoH, n=10 6,85+0,22 14,4+1,07#

HiTpuTH Ta HITPaTH B ILIYHKY, HMOJb/T TKAHUHH

1 InTakTHi, n=15 299,4+17,2 158,2+10,2#
2 TecTocTepoH, n=10 240,4+16,4* 102,0+8,29*#
3 T'onapexkTomis, n=15 347,9+13,8* 228,3+13,3%#
4 I'onagekTomis + TectocTepoH, n=10 291,9+7,44* 163,5+8,73#

CynepokcuiucmMyTasa, HMOJIb/XB Ha 1 mMr fisika

1 InTakTHi, n=15 16,0+0,79 9,84+0,63#
2 TectocTepon, n=10 13,2+0,58* 6,24+0,49%#
3 T'onaaexrTomisi, n=15 18,7+0,70* 12,9+0,65*%#
4 T'onagekToMis + TectocTepoH, n=10 16,2+0,69 10,1+£0,63#

HOpumitku: 1. #— craructuyHo BiporiaHi BigminHocTi (p<0,05) BimHOCHO KOHTpOMIO, 2. * — BiporiaHi BigMiHHOCTI (p<0,05) 11070 IHTAKTHUX
camIliB
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Tabruys 4.

3B’A30K PyHKIIOHATBHOIO cTaHy ¢1u30B0I 00010HKH IIIKT camuis mypis Ta
racTPOTOKCUYHOCTI IMKJI0(eHaKy HaTpilo 3 piBHeM TecTocTepoHy (M+m)

PiBeHb cTaTeBHX FOPMOHIB
HekacTpoBaHi TBApUHH Kop.emmi'l'
L (T — YMmoBu . 3 piBHEM
AocIiay Kacrpauisi, n=13 TecTocTe-
0-25 nepcenTHiib | 25-75 nepcentniib | 75-100 nepcenTniIb pony
n=27 n=48 n=23
1 2 3 4
PiBenn TecTocTepony KonTtpoas 7,12+0,62 74,2+1,86 117,7+2,21 198,6+10,6 1,0
HI/ 10 P1,2<0,05 P1,3<0,05 P1,4<0,05
p2,3<0,05 p2,4<0,05
p3+>0,05
MHOKHHHICTD JMuxiaodenak 8,50+1,48 24,6+1,46 20,6+1,55 23,8+1,40 0,43*
BHUPA3KOYTBOPEHHS, P1,2<0,05 P1,3<0,05 P1,4<0,05
YHCI0 P25>0,05 P2,4>0,05
p3,4>0,05
TskKicTh Juknodenax 1,25+0,13 2,00+0,08 1,73+0,08 1,82+0,09 0,41%
BHPA3KOYTBOPEHHS, P1,2<0,05 P1,3<0,05 P1,4<0,05
0aau p2,3<0,05 p2’4>0,05
p34+>0,05
HitpaTn Ta HiTpuTn KonTtpoas 348+13,8 324+17,5 280+9,62 232+15,4 -0,45*
CJIN30BOi 000JIOHKH, P1,2>0,05 P1,3<0,05 P1,4<0,05
HMOJIB/T p2,3>0,05 P2,4<0,05
P3,4<0,05
Juxio- 258+21,1 159+10,1 159+13,0 114+11,6 -0,36*
(l)eHaK p1,2<0,05 p1,3<0,05 p1’4<0,05
p235>0,05 P2,4<0,05
p3,4<0,05
MaJsionoBuii KonTtpoas 5,55+0,25 7,79+0,71 8,46+0,75 10,6+1,35 0,35*
IiaJIbJaerii cJa1u30Boi P1,2>0,05 P1,3<0,05 P1,4<0,05
000JI0HKH, HMOJIL/MT p2,3>0,05 P2,4>0,05
oiJika p;34>0,05
JuxJio- 9,07+1,03 14,8+1,09 15,3+1,21 19,1+1,51 0,43*
(enak P1,2<0,05 P1,3<0,05 P1,4<0,05
p235>0,05 P2,4<0,05
p34+>0,05
Cynepoxkcuyiucmy- Kourpoas 18,7+0,70 17,5+0,84 15,7+0,59 13,6+0,48 -0,29*
Ta3a CJIM30BOI p1,2>0,05 P1,3<0,05 P1,4<0,05
000JI0HKH, HMOJIb/XB P25>0,05 P2,4<0,05
Ha 1 mr 6ijika) P3,4<0,05
JuxJio- 13,2+0,89 10,5+0,81 9,82+0,72 7,24+0,80 -0,37*
(penak P1,2>0,05 P1,3<0,05 P1,4<0,05
p25>0,05 P24<0,05
P3,4<0,05
Iiiko3amMiHoriKaHu Kourpoas 4,46+0,17 4,37+0,15 3,92+0,12 3,72+0,13 -0,33*
CJIM30BOI 000JI0HKH, p1,2>0,05 P1,3<0,05 P1,4<0,05
mr/r P2,3<0,05 P2,4<0,05
p3,4>0,05
JuxJio- 3,70+0,20 3,08+0,20 2,83+0,16 2,41+0,18 -0,37*
q)eualc p1,2<0,05 p1,3<0,05 p1,4<0,05
p235>0,05 P2,4<0,05
P3,4<0,05

Hpumirtka: LHudpu O p 03Ha4al0T HOMEPH TPYIL, 3 SKUMH HPOBOIUIOCH TOPIBHSIHHS
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[IpuBeprae yBary, 1m0 MHOXXHHHICTb 1 TSDKKICTB
BUPa3KOYTBOPEHHS, SKE€ BHUKIMKAB IUKIOPEHAK Y
CaMIiB, TaKOX IMO3UTHBHO KOPEIIOBAIM 3 piBHEM
TECTOCTEPOHY. Y TPYyIli 3 HAWBUIIKUM PIBHEM TECTO-
cTepony (rpyma 4) 11i mokasHuku oyiau B 2,8 1 1,5 pa-
3y summMu (p<0,05), HiX y TpyIi KacTpOBaHUX
IIypiB, Jie piBe€Hb TOPMOHY OYB HAWHIKYHIM.

Ille omHEe MiATBEPIKEHHS 3B SI3KY MK aKTHB-
HICTIO MIPO- Ta aHTHOKCUAAaHTHUX mporneciB y [IIKT

Ta piBHEM TMPOAYKINI TIIKO3aMiHOTJIKaHIB Ta
racTPOTOKCHYHICTIO TUKIO(PEHAaKy HATpilo JaB KO-
pensiniiiauit ananmiz (tabn. 5). BusBuioces, mo y
CaMIliB IIypiB YJBLEPOTeHHICTh IpernapaTy IO3H-
THUBHO KOpEJIOBala 3 PiBHEM MPOAYKTY II€POKCHU-
JIAIlil JTiMiiB 1 HeraTUBHO KOPETIOBANIA 3 POIYKIIIE0
OKCHIly a30Ty, aKTHBHICTIO aHTHOKCHUAAHTHOTO (ep-
MEHTY Ta BMiCTOM TJIIKO3aMiHOTJIIKaHiB.

Tabruysa 5

Kopeasiuiitnnii 38’A30K Mi’K raCTPOTOKCHYHOIO Ji€I0 TUKJI0(eHaKy HATPIIO
Ta 0i0XiMIYHHUM CKJIA/IOM CJIM30BOI HIJIYHKA caMUiB

Yabsueporenna ais AMKJI0(peHaKky HaTpio

IMoxa3HuKH
MHO’KMHHICTb BUPa30K THKKICTh BHPA30K
Hitputu Ta HiTpaTH -0,50% -0,50%*
MaJioHoBHi1 xiajabaeria 0,51* 0,49*
CynepocuyincmyTrasa -0,47* -0,48*
T'niko3amiHorTiKAaHK -0,49* -0,39*

IMpumirka: *— Biporigui BigmirHocTi (p<0,05)

OTprMaHi HaMu pe3ylbTaTH IOKa3yloTh, IO
piBEHb HACHYEHOCTI OpraHi3My CTaTe€BUMHU TOPMO-
HaMHM, 30KpeMa aHIpOTeHaMH, CYTTEBO BIUIMBA€E HA
(hakTOpH  PE3WCTEHTHOCTI IITYHKOBO-KHIIIKOBOTO
TpakTy uypiB. Husbky pesuctentricts COILL y cam-
LiB MOKHA MOB’SI3aTH 3 HAsBHICTIO y TECTOCTEPOHY
Ba30KOHCTPUKTOPHOI Ta TpoiH(IaMaToOpHOI .
30KpemMa, TEeCTOCTEpOH 30UIBIIY€E MPOIYKIIIO, CTH-
MYJIIO€ YTBOPEHHS TIpO3amalbHUX IHTEpMeiaTiB
nurixoM aktuBarlii NFkB, [{OI'-2 Ta inmxyruoensHol
NO synthase (iNOS) ta npurniuye cunares 112 [11,
14, 15]. TectocTepoH Mae MPOOKCHAAHTHI BIAacTH-
BocTi, 3MeHmye aktuBHicTe CO/l, mo Oyno moka-
3aHO, IO POOUTH CAMIIIB 3HAYHO OUTBIT BPa3TMBUMH
no racrporokcuunoi nii HII33 [9]. OxcuparuBHuii
CTpEC € OJHUM 3 YHMHHHUKIB PO3BUTKY ILTyHKOBO-
KUIKoBOi matojorii, 3okpema HII33-ractponarii
[10, 13]. ToMy IiIKOM 3pO3YMiJIO, IIO CTaH OKCH-
JaHTHO-aHTUOKCUAAHTHOI CHCTEMU MOXe OyTH Ol
HUM 3 THX YMHHHKIB, II0 BU3HAYAIOTh YYTJIUBICTH
KT mo momkomkyrouoi mii HII33, a Bukopwuc-

TaHHA MOJYJATOPIB IIHX CHUCTEM MOXE CYTTEBO
3MIHIOBATH TOKCHYHICTD IIi€i TpymH JiKapChKUX
3aco0iB.

MIJICYMOK

Orxe ractporokcmunicth HII33 'y mypis
CYTTEBO 3MIHIOETHCS 3aJIGKHO BiJl BMICTY CTaTE€BUX
FOPMOHIB. 3a LHMX YMOB TECTOCTEPOH YHHUTb
HETaTWBHY JMdif0 Ha 3axucHmi mnoreHmian COIL.
OtpuMaHi HaMu JaHi CBig4aTh, II0 BpaxyBaHHS
BUXiJHOTO piBHS CTareBUX TOPMOHIB Ta 3MiHH
HAaCHYCHOCTI OpraHi3My TECTOCTEPOHOM  JacTb
3MOTy BHOpaTH ONTHMAJbHI MT0O3W HECTEPOIMHHUX
NpoTH3aNalbHUX MpenapariB y 0coOMH YOJIOBiYOi
cTari JUid TIOKpamleHHS pe3yJbTariB (apmakore-
pamii, Ta, 3a HEOOXITHOCTI, MOIYJIAIS PIBHSA Bill-
MOBIJTHUX TOPMOHIB (BHKOPUCTAaHHS MpenapariB 3
€CTPOTreHOMONIOHOI0 Ji€l0 Ta (ITOECTPOTeHIiB) €
OJTHUM 3 NEPCIEKTUBHUX HANPSIMKIB [UI1 CTBOPEHHS
HOBHMX areHTIB JJI1 TONEPEIKCHHS HeOakaHoi il
HII33 na nutyHOK.
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