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Pastukhova V.A. >, Kucherenko O.V. Nature of traumatic damage to the skin, stages of its regeneration and
features in mine blast injury.

National University of Ukraine on Physical Education and Sport, Kyiv, Ukraine.

ABSTRACT. Mine blast trauma causes combined damage to many structures of the body and is often accompanied by direct
damage to the integrity of the skin. When traumatizing soft tissues of a closed nature, a skin bruise occurs in combination
with damage to many internal organs. In an emergency situation of an explosion, the main attention during the rescue of in-
jured servicemen or civilians is directed to ensuring their survival and maintaining the vital functions of the body. At the
same time, the vast majority of skin injuries are subject to the delayed attention of medical professionals. In those cases,
when the general cover does not undergo direct burns or other life-threatening wound injuries, structural and functional dis-
orders of various components of the skin may generally remain without adequate correction for a long time. Under these
circumstances, it should be remembered that the skin is the largest organ of the body and performs a number of important
systemic functions, the damage of which critically affects the condition of the victim after mine blast injury, including the
long rehabilitation period. Today, information about the nature of structural and functional skin changes in victims of mine
blast injury remains extremely limited, which does not allow adequate measures to be taken to correct them. Determining the
prominent tissue and cellular rearrangements of the skin structure depending on the nature of the mine blast damage, its in-
tensity, the age factor and gender of the victim, accompanying disorders is an urgent need today and an serious medical prob-
lem.
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Minno-BuOyxoBa TpaBMa (MBT) — enunnii Bug
TpPaBMH, BHACJTIJOK SKOI OJHOYACHO HPOTSTOM KO-
POTKOTO MPOMIXKY 4acy (IMITyJIbCHO) Ha IOCTPax-
JIaJIor0 MOXKYTh BIUIMBATH Pi3HI (akTopu BUOYXY
(MexaHiuHi, TepMiuHi, XiMiuHI Ta iHII). YpaxKeHHs
yJIapHOIO XBWJICIO Ta BUOYXOBUMH PEYOBHHAMH 3
BHCOKHM BHBIUJIbHEHHSIM €HEpTii, KOJIM TBEpJa pedo-
BUHA a00 piIMHA IIBUJIKO MEPETBOPIOIOTHCS HA Tas,
MOXYTb peaJli30oByBaThCsl TpboMa ILIIXamu: 1)
MIBUAKUM TOPIHHSM, aje MiHIMaJbHUM BHOyXOM; 2)
3HaYHUM BHOYXxoMm; 3) meroHamiero [1-3]. V cyuac-
HUX 0OHOBHX BHOYXOBHX PEYOBHHAX XBHJIS IPOXO-

JIUTh 4epe3 MaTepial i3 HaJA3BUYANHHOK NIBHIKICTIO
Ta BUKJIMKA€E HAJ3BYKOBUIl BUOYX. Y OUIBLIOCTI BU-
nagkie MBT BHKIMKaEe KOMOIHOBAHE YIIKOIKCHHS
0arathbOX CTPYKTYp OpraHi3aMy 1 CYNPOBODKYETHCS
MPSIMUM YIHIKO/DKEHHSIM IUTiCHOCTI miKipu [2, 4, 5].
Bracninok MBT ¢i3nune ymkomkeHHs BKIIIO-
Yae TepeioMH, MOPYIICHHS ANXAHHS, TIOIIKO/PKCHHS
M'SIKUX TKaHWH Ta BHYTPIIIHIX OpraHiB, BHYTPIIIHIN
Ta 30BHIMIHIA KPOBOBWJIMB 3 IIOKOM, OIIIKAMH Ta
MOPYIICHHSAMH YyTJIMBOCTI, OCOOJIMBO CIyXy Ta 30-
py. OnmcaHo I’ATh MEXaHi3MiB TpPaBMH BiJ BUOYXO-
Boi xBwii. [Ipn mepBUHHOMY TpaBMYyBaHHI HaI3BY-
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KOBa BHOyXOBa XBWJISA CTHUCKAa€ 3allOBHEHI Ta3oM
MOPO’KHUHU, SKi TOTIM MIBUAKO PO3IIAPIOIOTHCS,
BHUKJIMKAIOUM 3MIIIEHHS Ta PO3PUBH, SKi MOXYTh
MOIIKOANTH TKaHWHU Ta TepdopyBaTH OpTaHH.
KpoB BUIITOBXYETHCS 3 CYAMHHOI CITKH B HATIOBHEHI
MOBITPSIM TIOPOKHIMHH Ta HABKOJNHWIIHI TKAHUHH.
VYpakeHHsI JIeTeHb BHOYXOBOIO XBWJICIO MOXE BU-
KJIMKaTH KOHTY3iI0 JIETeHIB, CHUCTEMHY HOBITPSHY
emOoi0 (0COOMMBO B TOJOBHOMY Ta CIIMHHOMY
MO3KY) Ta IMOLIKOKESHHS MiKpOLMPKYJIALii (TpoM-
003, JIIO-OKCUI'CHAIIII0 Ta JUCEMIHOBaHE BHYTPILI-
HBbOCY/IMHHE 3TOPTaHH:); 1I€ HaHMOIIUPEHila IpH-
YHHA CIIOBUIbHEHOi cMepTHOCTi. IlepBuHHE ymIKO-
JOKEHHSI BUOYXOBOIO XBHJICIO TaKOXK BKIIOUAE B cede
0apoTpaBMy B KHIICYHHKY (OCOOIHMBO IIpH TiABOJ-
HUX BHOyXax), aKyCTHYHY OapoTpaBMy Ta TPaBMY
TOJIOBHOTO MO3KY. ICHYe 3aHETIOKO€HHS, 10 6ararto
BUTAJIKIB YPa)KCHHS BHOYXOBOIO XBHJICIO HIDKYOTO
PIBHS MOXYTh MaTH CYKYIHHH IIKIJUIMBUHA HeWpo-
KOTHITUBHHH e(eKT 1 NpU3BOMUTH IO XPOHIYHOI
TpaBMaTHYHOI eHIedanomarii [2, 6, 7].

BropunHuii MexaHi3M nependadae yIkoHKeH-
Hs TiJIa TBEPIUMH YaCTUHKAMH BiJ] BHOYXY, IO BH-
KIIMKA€ MPOHUKAIYi abo Tymi TpaBMH Pi3HHAX IiJs-
HOK Tina. Jlo TpeTHHHUX MEXaHi3MiB HaJeXaTh pi3Hi
YIIKO/PKEHHSI OpTaHi3My YacTKaMH, SKi BUKHIAIOTh-
sl BUOYXOBOIO XBIJICIO y HABKOJIMIITHE CEPEAOBHIIIE,
a0o mpsAMi IMOIIKOKEHHS OcKoJKaMu. [Ipn uerBep-
THHHOMY MEXaHi3Mi IpOILeCH He 3aexarb Bil mep-
BUHHOTO, BTOPUHHOTO 200 TPETUHHOTO YIIKOJKEH-
HS BUOYXOBOIO XBHJICIO (HAIIPUKIAJ, OIIKH, TOKCH-
YHA IHTaIAIs, 3alleMJICHHS IMiJ] 3aBajiaMd, pi3ke
MOTIPIIEHHS. TOMNEpeIHIX IKHUTTEBO HeOe3MeUHUX
posiaziB). BHaciizok 1bOro po3BUBAIOTHCS TOCTPHIA
HEKPO3 CKEJICTHUX M'A3iB i3 CHHAPOMOM TPHBAJIOrO
3/IaBJIIOBAHHS B MICBHIM aHATOMIYHINA 00NacTi, TpaB-
Ma JUXaJbHHUX LUISXIB NPU BANXAHHI TOKCHYHHUX
PEUYOBHH, IIPUCTYN OpOHXiaJbHOI acTMH, CTEHOKAp-
Iist abo iHGapKT Miokapaa. MexaHi3MH I'SITOTO THITY
POBIIISIAIOTECS K Pe3yNbTaT Aii TOKCHYHHX Marte-
piaiiB, sIKi IOTPAIUIAIOTH B OpPraHi3M BHACIIIOK BH-
OyXy, Ha IMyHHY Ta BEreTaTUBHY HEPBOBY CHCTEMY,
IO TPU3BOJMUTH JIO HEraiHOro rinep3anajbHOro
CTaHy 3 PO3BUTKOM JIMXOMaHKH, HaOpsKy, niadope-
3y, HU3BKOTO [[EHTPAJIBHOTO BEHO3HOTO THCKY [5, 8].

MexaHiuHi ()akTOpU B 130JIbOBAHOMY BHIJISII
3yMOBIUTIOTh HaWNOMIMPEHIMINH BHJ TpaBMH — 3a-
0iif, TOOTO TpaBMyBaHHA M'AKHX TKaHHH 3aKPUTOTO
XapakTepy, AK€ IHOII MOXE OXOIUTIOBAaTH TUIBKH
MIKIpHI MOKPHBH, aje 37eOUIBIIOr0 CIIOCTePIraeThes
ypakeHHs 0araTboX BHYTPIIIHIX OPTaHiB i CTPYKTYP
[2, 5-8].

OTtxe, ymkomkeHHs mKipu npu MBT MoXyTh
YTBOPIOBATHUCS 3a AEKIJIBKOMa MEXaHi3MaMH BOJHO-
yac 1 peayi3oByBaTHCA y pi3HUX KIiHIYHHX (hopmax
31 CKJIQAHUM XapaKTEpOM IMOAAIBIIOTO BiTHOBIECH-
HSl.

BuBueHHs MeXaHi3MIB 3aro€HHS OIIIKOBHX
YIIKO/PKEHb NPUBEPTAE yBary BUCHHUX Pi3HHUX KpaiH,
NPOTE 3aIMIMIAIOTHCS BIIKPUTHMHU NUTAHHS, IO CTO-
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CYIOTBCSI KOMITJIEKCHOTO BHBYEHHS MOpdodyHKITiO-
HaJbHUX 3MiH y JUISHII TpaBMH, OCOOIUBOCTEH
repebiry 3amajbHOTO TPOIECY Ta WOTO BIUIMBY HA
(yHKIIOHATTFHUN CTaH IMYHHOI CHCTEMH, 3MiH MiK-
po06ioToTiyHOI KapTHHU OIIKOBOI ITOBEPXHi B TUHA-
MiIli pO3BUTKY PaHOBOTO 3arO€HHS y BIKOBOMY ac-
mekri [9-11].

CyyacHi TPHHLUIN JIIKYBaHHS TEPMIYHUX
YIIKO/PKeHb 0a3yloThCs Ha KOMILIEKCHOMY BIUIMBI
Ha OCHOBHI €Tamy pereHepaTopHOro Mporecy B Ii-
JSHII OmiKoBOro ypaxkenHst [12-14]. Opnak 6inb-
LIICTh ICHYIOUMX Ha CHOTOJHI 3aXOJIB OJHOCIIPSIMO-
BaHO TIIOTh HA TMEBHI JIAHKK PEreHEpaTOPHOTO Ipo-
[lecy, BUKJIMKAIOTh aJepridHi peakimii Ta MpHUrHiTy-
I0Th PIiCT IpaHyJIALIHHOI TKAHWHM, HE YMHATH AHTHU-
OKCHIAHTHOI Ta iMYHOCTHMYJIOBAJBHOI Iiif, mI0
HETaTUBHO BIUIMBAE Ha MEepedir paHO3arorBabHOTO
TIPOLIECY, a IMUPOKE BUKOPUCTAHHA JIIKapChKHUX IIpe-
rapatiB 3 aHTUOAKTEepiaJbHUMH BJIACTHBOCTSIMHU
CIpHS€ BHHUKHEHHIO TOJNIPE3UCTEHTHUX INTaMiB
NAaTOreHHUX Mikpoopranizmis [15].

OcTaHHIMH JECATHPIYYSMH B MPAKTHUKY BIIPO-
BaJ/DKEHI HOBI MepeB’si3yBalibHI MaTepiaid, 3aco0u
Ta TOKPHUTTS SIK HPUPOIHOTO, TAK 1 CHHTETUYHOTO
noxokennst [16, 17]. 3pocna KinbKicTh AOCTi-
JDKEHD II0JJ0 BUKOPUCTAHHA XiTO3aHy, KU € MOoXi-
JHHAM TIPUPOAHOTO TOJIIMEPY XITHHY, ISl CTBOPEHHS
3ac00iB MEIUYHOTO TMPHU3HAYCHHS MIOAO JIKYBaHHS
yiko pkeHs mkipu [18, 19]. Ipu #ioro BukopucTaH-
HI HEOOXIJHO BiJ3HAYMUTH TaKi MO3UTUBHI MOMEHTH,
K OlOCYMICHICTB, 3[aTHICTH 1O Olozmerpanauii 3
YTBOPEHHAM HeIKiauBux Moromepis [20], Bincyr-
HICTh MicCIeBOi MOAPa3HIOBAIBHOI, alepreHHoi Ta
TOKCHYHOI Jiii, aTpaBMaTuyHicTh [21, 22]. XiTto3a-
HOBI IUTIBKH J100pe MOJIENIOIOTHCS Ha PI3HUX JUISH-
Kax Tina, 3a0e3MmeuyroTh HOpMalbHUH MapoOOMiH Y
paHi, copOyIOTh HaIIHIIOK ekcynary [23], BusiBis-
IOTh TIPOJIOHTOBaHY aHTHUMIKPOOHY Ta 3HEOOJIOBa-
JbHY Aii [24], CTBOPIOIOTH BOJIOTE CEPEOBHIIE, OM-
TUMalbHe 11 Mirparii ¢pidpobnactiB i Makpodaris,
0 TIPOAYKYIOTh (DAaKTOPH DPOCTY, CIPHSIOYH THM
caMHMM TPUCKOPEHHIO aHTioreHesy, (GpiopuHOIII3y Ta
MPOIIECY PAHOBOT'O 3aTOEHHS, a TAKOX 3aro0irarTh
yTBOpeHHIO pybIuiB [25]. Baratema mociigHUKaMu
BUBYABCS SIK CTHMYJIIOBAJbHUI BIUIMB MeMOpaH Ha
OCHOBI XiTO3aHy Ha MpOIEeC pereHepaiii in vivo, Tak
1 371aTHICTH XiTO3aHOBUX MaTepiaiiB 00yMOBIIOBATH
mpomidepamiro Ta XHUTTEIAATHICTh KIITHH in Vitro
[26].

Bucoka wactoTa TEpMIYHHX YpakeHb IIpH
MBT, TpuBanuii mepedir omikoBOi TpaBMH, BETHKHA
BIZICOTOK yCKJIaJHEHb 1 HasBHICTh KPUTHYHHX I1aTO-
JIOTIYHUX CTaHIiB MOTPeOYIOTh 3HAYHOI yBaru 0
e(eKTHBHOT KOPEeKIii YIIKOIKEHb IIKIpH Ta CBO€Ya-
CHOi CTHUMYJIAMii permapaTUBHOI pereHeparii paH.
[NocriiiHe OHOBNEHHSA emiAepMicy 3abe3meuye 3axu-
CHy (YHKIIIO IIKipH 3aBISKH BiATOPTHEHHIO 3 IIO-
BEpPXHI IIKIpH POTOBHX JIyCOUOK BimOyBaeThes ii
OYMIIEHHS BiJl 30BHINIHBOTO 3a0pYAHEHHS Ta MiK-
pooprani3zmis [27]. I3 BikOM KIITHHH WWIKipH BTpa-
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YaloTh 3MIATHICTH IIBHIKO OHOBIIIOBATHCS, 1 pereHe-
parisi YHOBUIBHIOETBCA. SIKIO Y HOBOHAPOKEHUX
KIIITUHY ITKIpA OHOBJIIOIOTHCS KOXKHI 72 TOIWHH, TO
y ocib Bix 16 mo 35 pokiB meit mporec BinOyBaeTbes
ymre pa3 Ha 28—30 mHiB.

BaktepunuaHy BIAaCTHBICTh MIKipH, IO HAJaE
if 31aTHOCTI MPOTUCTOATH MIKpOOHIiH iHBa3ii, 00y-
MOBJIEHO KHCJIOIO PEaKIi€l0 KepaTHUHY, CBOEPIIHUM
XIMIYHAM CKJIaZIOM LIKIPHOTO cajia i 1oTy, HasBHiC-
TIO Ha il TOBEpXHi 3aXMCHOI BOJHO-JIIIITHOT MaHTIi 3
BHCOKOIO KOHIICHTpaIli€r0 BogHeBux ioHiB (pH 3,5—
6,7). HuzpkoMoneKyJsipHI >KUpPHI KHCJIOTH ILKIpH,
HacamIiepe] Trikopochoinian i BUTEHI KUPHI KUC-
JIOTH, MalOTh OakTepiocTaTHIHUN e(eKT, CeNeKTHB-
HUHM A7 MaTOTeHHUX Mikpooprasi3mis. Ilpupomna
CTIMKICTD 1O iH(eKIii TpaBMOBaHOI IIKipH B OCHOB-
HOMY 3aJIC)KUTh BiJl MPUPOIKEHUX (aKTOPIiB IMyH-
HOI CHCTEMH, SIKa pearye HeTaifHO MiCIs yITKOIKCH-
HSl, CTHMYJIIOIOUM JIOKaJbHI W CHCTEMHI 3amalibHi
peaxiiii [28].

[MopymieHHss LUTICHOCTI emiiepMicy 1 JiepMH,
[0 BHHUKA€ HA MEBHIN MUISHIN MIKIPH, BiIHOBIIO-
€TBHCS 3aBJISIKM MPOLIECaM pernapaTUBHOI pereHepaitii,
AKi SBISIOTH COOOI0 TPHUPONHY 3aXWCHY PEaKIIifo,
IO TPOXOJUTh 3 METOI0 BHAAICHHS 3MEPTBUINX
TKaHWH Ta TOJAIBIIOI 3aMiHM X HOBOYTBOPCHHUMH
KIIITHHAMH, 320€3MeUyl0ur B KIiHIICBOMY IiJICYMKY
3akputTs aedexry [29]. Pereneparis BMmillye onuH
a6o o0niBa 3 IBOX MPOIIECIB: KOJH 3aIacHi KIITHHA
BUHHUKAIOTh 13 Heau(epeHIiiioBaHUX KaMOialbHUX
KIITHH 0a3aJbHOrO IIapy emifiepMicy Ta MpoIecy,
NPy SIKOMY HOBI KIITHHU BHHHKAIOTh Ha OCHOBI
JKUTTE3ATHOTO CIITENNII0 MPUAATKIB IIKipu (Tepe-
JIyCIM KJITHH BOJIOCSHHX (DOJIKYIIB) HUIIXOM KJIi-
THHHOTO AudepeHititoBants Ta/abo mirpaii [30].

CrymiHp MOIMKOMKEHHS KIITHH YHACTIJOK Te-
PMIYHOTO YITKOKCHHS IIKIPU 3MIHIOETHCS 3aJICKHO
BiJl Temreparypu i TpuBanocti ekcnosuiii [31]. V
Mipy 3pOCTaHHS TEMIepaTypH BiIOyBAaIOTHCS 3MiHU
MOJIEKYJISIPHUX CTPYKTYp 1 MOPYLIEHHS MI>KMOJIEKY-
JEPHUX 3B'A3KIB, IO TPU3BOJHUTH N0 AUCHYHKIIT
KJIITHHHUX MEeMOpaH y BUTJIsIII pyHHYBaHHS I0HHUX
KaHaJiB, Y Pe3yJIbTaTi 4OTO MOPYLIYETHCS CIIOKH-
BaHHs HATpito 1 Boau. BHacCTiIOK mogansimoro 30i-
JBLICHHSI TEMIIEpaTypy BiOyBaeThcs JAeHATypallis
OinKa, 3BITBHSIOTHCS KHCHEBI pajyKaiy i B KiHIle-
BOMY IIiJICYMKY KJITHHH THHYTH 3 YTBOPEHHSIM OIIi-
KoBoro crpyma [31].

[opymeHHs CTPYKTYypH IIKIpH € OCHOBHOIO
03HAKOI0 TEPMIYHOTO YIONKOKeHHS. Mopdooriui
3MiHH B OIKOBIif paHi BKIIOYAOTE: | — 30HY Koary-
JAIT, IO BMIIye 3MEpPTBUTI TKAHWHH, SKi QopMmy-
IOTh OTIKOBHUH CTPYTI, JIOKANi30BaHUH y LIEHTPi paHu
Oins 30HM il mxepena Temna; |l — 300y 3acToro, 10
MICTUb TKaHWHH, TPHJIETI 10 MUISTHKA OIIKOBOTO
HEKpO3y, SIKi BCe IIe € XUTTE3IATHUMH, alie 3 PU3U-
KOM IMIEMIYHUX YIIKOJDKCHb Yepe3 3HIKEHHS Iep-
¢ysii; 11l — 30my rinepemii 3 HOpMaIBFHOIO HIKIPOIO
Ta MIHIMQIBHUMH KJIITHHHUMH YIIKOJDKEHHSMH, IO
Ma€ NepPEeBaKHO CYJMHHI MOPYIIEHHS y BUTJLI Ba-

30[WIIaTallii Ta MmABHINEHHS Mepdy3ii y BiamoBigb
Ha tpasmy [31].

BuBdenHto GioxiMigHUX, MOpdosoriyanx i di-
310JIOTIYHUX AaCIIEKTiB MPOOIEMH pemapaTHBHOI pe-
reHepamnii ImKipu TpHUCBSIYEHA Ay)KE BEIHKAa Kilb-
KIiCTh €KCIIEpUMEHTAJBHUX 1 KIIHIYHAX JOCIIIKEHb.
Li nmani yacTKOBO y3araJibHeHi B psiii MOHOrpadii
ta orsiAiB [32, 33]. 3arorThes paHH Pi3HUX ALNsA-
HOK Ta OpraHiB 3a 3arajlbHUMH 3aKOHOMIpHOCTSIMH,
ae MopdosoriuHa X XapakTepuCTHKa Bapiloe 3a-
JIeXKHO BiJI XapakTepy HOIIKOKEHHS, PO3MIpiB Jie-
¢exry, HasiBHOCTI 1H(DeKWil 1 T. 1. PanoBuii mpouec —
CKJIaTHII KOMIUIEKC OiOJIOTIYHHX peakiliii opraHiz-
My Y BiIIOBigb Ha TMOMIKOKEHHS TKAHWH 1 CIIPSMO-
BaHUX Ha iX 3aroeHHs. Buninarots Tpu ¢asu nepedi-
Ty paHoBoro mporecy: 1) ¢asy 3amameHHs, B sKii
BHIUIAIOTH TEPIOIN CyIMHHUX peakiliii Ta OYHIIeH-
HS paH BiX 3MepTBUIMX TKaHWH; 2) (a3y pereHepa-
i1, BIIPOAOBXK SIKOI BiIOyBa€Thcsi yTBOPEHHS U J10-
3piBaHHS croidy4HoOi TKaHMHU; 3) a3y peopraHiza-
mii pyous Ta emitemizamii [34]. Tepminu mpoxo-
JOKCHHS KOXKHOT (Da3u BU3HAYUTH 3a3/aJIeTiIb MMPaK-
THYHO HeMOXJIMBO. CTabiIbHOI 3aJMIIAETHCS T10C-
JIOBHICTH 3MiHU IMX (a3, KOKHA 3 SKUX XapakKTe-
pHU3y€eThCS IEBHUMH (PYHKIIOHATHPHUMH H MOpQoII0-
TIYHUME 3MiHAMH, 10 BiZOyBarOTHCSA B paHi Ta OTO-
4yyrounx TkanuHax [35].

KiacuuHy Mozenb 3aro€HHS paH MOIUIIOTh Ha
nocnizioBHi eranu: 1) a3y remocrasy (He BHIiIS-
€TbCA  JESIKUMM  aBTOpaMH); 2)  3amajibHY;
3) mpomnidepatuBhy i 4) da3y pemojenoBanHs. Bu-
JineHHs: okpeMux a3z i craniii 3amajabHOrO MPOLECY
Ma€e YMOBHHI XapakTep, TOMY LIO HEMOXKJIHBO IPO-
BECTH YITKY MEKY MiXk 3aKiHUCHHSIM OJHIET cTafii Ta
noyatkoM iHmoi. [laToreHe3 paHOBOro MpoIEeCy
BimoOpaxae Qas3HicTh Ioro mepediry, HEpO3pHB-
HICTHh OKpeMHuX (a3 i mepexig ofHiei ¢a3u B iHITY. Y
MIPOIIECi 3arOEHHS OMIKIB TAKOXK YiTKO TPOSIBISETHCS
€THICTh 3alajeHHs, pereHepanii Ta (idpo3y, sKi €
HEpO3pUBHUMH KOMIIOHEHTaMHM LTICHOT TKaHHMHHOI
peakuii Ha mourkopreHHs [36, 37].

[Mpubau3Hmit yac pizHUX (a3 3aroeHHs paH Bi-
JPI3HAETHCS 3AJICKHO BiJ PO3MIPYy paHH Ta YMOB
3aroeHHs. TpaBMa TKaHWHHM IHILIIOE KIITUHHY Ta
CYAVMHHY BIJIIIOBiJli, B pe3y/bTaTi 4YOro paHa 3BiJib-
HSETHCS B JCBITATI30BAHUX TKAHWH, YYKOPITHOTO
Marepianxy, TaKUM YMHOM TOTYIOUHM IUTalgapM Juis
3aro€HHsl Ta pereHepanii. PaHoBe 3amaneHHs, 1o
BHUHMKAE Oe3nocepeHbO IMicis MOPaHeHHs, CKiaia-
€TBCS 13 CYyIMHHOI PeaKiii y BUIJIAI pEerioHapHOI
BazoMIIATAlli] Ta 3pOCTaHHS KaIIIPHOI IPOHUKHO-
CTi, a TaKOX Mirparii JIEHKONHNTIB y BIiAMOBiNE Ha
crierudiual XeMOTaKCUYHI YWUHHHKH, SIKi TEHepy-
IOTBCS B paHi. 301IBIIEHHS CyJUHHOI IIPOHUKHOCTI B
30HI TPaBMHU € OCHOBOIO JJISl HAJXOKECHHS Pi3HUX
KIITHHHUX TOMYJAIiNA, BKIIOYAOYU TOJiMOp(hHO-
AEepHi TeHKOIMTH 1 MOHOHYKJICAPHI JICHKOIUTH, SKi
JI03piBaIOTh Y paHOBI Makpodarh, a Takox JiM¢o-
mutn [38]. Ilepenbauaerses, MO poiab HEUTPOPiTH-
HUX TPaHYJIOUMTIB y Tepui 3 roMHH IIiCNs I1opa-
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HEHHS BU3HAYa€ Tepedir paHHBOTO TEePiony KOJIOHI-
3aril paHu OaKkTepisMU 1 MONAJBIIOTO PO3BUTKY iH-
(dexmii. AKTHBOBaHI HEUTPOPIIM BUAUIAIOTh BUTbHI
KHACHEBI payKaid i TI30COMHI €H3MMH, BKIIIOYAI0UN
HEUTpaspHI MpoTeasn, KojlareHa3u Ta eJacTasd, sKi
JIOTIOMAararoTh y 60poTh0i 3 iH(eKIieo Ta OYHIICHHI
pauu [39]. YV noganbiiomMy Bce B OUIBIIIN KiJTBKOCTI
B paHi [MOYUHAIOTH 3'IBIATHCS JTiMQpOIuTH. Xo4a IX
pOJIb y pernapaTHBHOMY IPOLIECi 10 KiHIS HE BHBYE-
Ha, BBa)Ka€ThCs, 10 JIM(OINUTH AOMOMAaraloTh Mpo-
LleCy pPaHOBOTO 3arO€HHs, CEKPETYIOUHM LUTOKIHH,
SIKi € MITOTCHAMU 1 XeMOaTpaKTaHTaMu i Giopoo-
JacTiB, # OJHOYACHO CIPUSIOYM OYHLICHHIO paHU
Bij crapux Hertpodinis [40].

HeiitpodinpHi TpaHyIOIUTH MarOTh BiIHOCHO
KOPOTKHH TIepioN )KUTTS B TOCTPIiil paHi Ta 3amimy-
IOTBCSI PaHOBHMH Makpodaramu, mo IudepeHIiro-
IOTBCS 3 MUPKYMIOI0YUX MOHOIHTIB [41]. ¥V meskmx
JIOCITIJDKEHHSX BHCIJIOBIIIOETHCSI TPUITYIIEHHS, IO
HOpMaJlbHEe PaHOBE 3aTOEHHS MOJXKe BiOyBaTHCS 1 32
BIZICYTHOCTI TOJIIMOP(HOSICPHUX JIEHKOIMUTIB, OJ-
HaK MOHOLIMTH TIOBHHHI OyTH IpeACTaBieHi 000B's-
3k0BO [42].

Makpodarn — TOMiHYFOUHH THUN KIITHH y TO-
OyJSIii paHOBHX JICHKOLWTIB, BOHH BiJIrpaloTh
HEHTPAIBHY PErYIATOPHY POJIb ¥ XeMOTakcuci ¢io-
pobumacTiB, mpomidepamnii Ta MOAAIBIIOMY KoJare-
HOoBOMY cuHTe3i. IloximHi 3 Makpodarie Qakropu
pocry, Taki sik PDGF (platelet-derived growth
factor), TGF-B (transforming growth factor beta),
IHTEpJICeHKIHU 1 (akTop HEKpO3y MNYXJHH, MaloTh
BEJIMKE 3HAUYEHHS B Mirpauii Ta akTHBaIil paHOBUX
¢didpobnactie [43]. PanHiii mMaTpukc 3Ha4YHOIO Mi-
PO CKIIANA€EThes 3 (PiOPOHEKTHHY 1 TiaypoOHATIB,
Oyayun TUIaIriapMom, Ha sikuil (ibpoOmacté Mo-
KTk MirpyBaTh 1 QikcyBatucs. Ixepeno mux ¢iod-
pobuacTiB — moxiaHi 3 (GiOPOUUTIB perioHapHOI cIo-
Jy4HOT TKaHMHH 1 NMEPUBACKYJISIPHOTO aJBEHTHUIIIIO.
®ibpobmacTi MPOAYKYIOTH Pi3HOMaHITHI cyOcTaH-
Iii, HeoOXimHI IJIsI PaHOBOTO 3aro€HHs, 30KpeMa
TITIKO3aMiHOTIIIKaH! 1 KOJareH. YTPOJOBXK IIEePIIUX
2-3 ni0 micist mopaHeHHs akTHBHICTH (iOpoOiacTiB
CrpHsi€e KJIITHHHIN perutikamii Ta Mirpauii i MEHIIO
MIpOI0 — KOJareHoBoMy CHHTe3y. Uepes Tpu nobu
miclisi TOpaHeHHs 3pocTaroui Macu (HibpobsacTis
MOYHMHAIOTh CHUHTE3yBaTH W NPOJYKYBaTH 3HAuHY
KUTBKICTh EKCTpaLeNIoJIpHOro KojareHy. CHHTE3
KOJIareHy MOYMHAEThCS SIK BHYTPILIHbOKIIITHHHHUH
HPOLIEC, y PE3YNIBTATI AKOTO CHOYATKY BUPOOIAETHCS
MOHOMEp, IO aKTHBHO CEKPETYETHCS B EKCTpale-
JIOJIAPHE PaHOBE CepelOBHIIC, J¢ BigOyBaeThCs
moJriMepu3aliist B KoJlareHoBi (iOpmim. Y HUX MOTIM
KOBJIEHTHO (POPMYIOTBCSI TIONEpPEdHi 3B'SI3KM, BHA-
CITIJOK YOTO 3HAYHO 3POCTa€ MilHICTh paHu. CUrHa-
JIOM, IO aKTUBIi3y€ MPOIYKIIIO KOJareHy, € Komoi-
HAaIlisl YMHHUKIB 3pOCTAaHHS, CTUMYJIHOBAaHUX TiMOK-
ciero ¥ mpomykTamu aHaepoOHOro MeTabomi3my,
TaKMMH SIK MOJIOYHA KucyoTa [44].

Ha 1-my TwXHI micnsi MOpaHeHHS aKTHBHICTB
CHHTE3y KOJareHy Jocirae MakCUMyMy, i1 He3piii
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KOJIareHOBi (iOpUIM CTAIOTh TiCTOJOTIYHO BUIUMH-
MH B paHi. KosareHoBi BOJIOKHA, YTBOPEHi 3 TPOIIO-
KOJIareHy, OpPTaHi30BaHi y YiTKO BU3HAYCHIM MOCIIi-
noBHOCTI. Lli komareHOBi BOJIOKHA, y CBOIO Uepry,
KOMOIHYIOTH KOJIareHOBi (iOpmiu, mo 00'e THYIOTh-
cs 1 (hopMyIOTH KOJIareHOBI My4YKH. BMicT KoJareny
B paHi PeryiroeTbcs 0ajlaHCOM MDK HPOIYKIU€EIO i
J3MCOM KOJIareHy 3a JIOMOMOrolo KojareHasu [45].
3 KiHIM 1-TO THXKHS TICJIS IOPAHEHHS OYHHAETHCS
paHOBa KOHTpakmis. Y Ied yac YacTHHAa PaHOBHX
¢ibpobaacTiB TpanchopMmyeThes B MiogibpodiacTH,
IO MICTATH O-TJIaJIKOM'I30BUH aKTUH (HOpMaJIbHUN
¢ibpobmacT mictuth B- 1 y-akTiH). OCKinbKH Miodi-
OpoOmacTu PiKCYIOTHCS Mixk co00F0 1 10 KpaiB paHH,
rpaHyJAliiHA TKAaHWHA, SIKa MIPWIATAE, CKOPOTY€ETh-
csl, cTaArytoun Kpai panu. OZHOYACHO CHHTE3YETHCS
KOJIaTeH Ta YTBOPIOIOTHCS IIOTIEPEYHi 3B'SI3KH MiX
BOJIOKHAMH, (POPMYIOUH PHTiIHE paHOBe Joxe [46].
Oco0a1MBUM BHAOM TKaHWHH, 110 YTBOPIOETHCS
B paHi, € TpaHyJIsIiiHA TKaHMHA, SIKa CKJIAJAETHCS 3
YHUCIIEHHUX KaIspIiB 1 MATPUMYBAIBHOTO MaTpPHUK-
cy, Oararoro Ha (hiOpoOaacTu, 3amanbHi KIITHHH,
SHIOTEIabHI KIITHHH, NEPUIUTH 1 MiodiOpodIac-
TH. I3 TporpecyBaHH;IM paHOBOTO 3arO€HHS I'paHy-
JsMifiHa TKaHWHA TEPETBOPIOETHCSA 3 BHCOKOBACKY-
JAPU30BaHOI, 6araToi Ha KIITHHHI €ICMCHTH TKAHU-
HU Ha BITHOCHO aBACKYJSIPHUH 1 OC3KITITHHHAHN Mat-
pukc konareHy. Ilepen6adaeTses, o amonTo3 — ne
MEXaHi3M, 3a JIOTIOMOTOI0 SKOTO KIIITHHH, HasBHI B
rpaHyJIALIHHIF TKAaHUHI, BUAAIAIOTHCA 3 panu [47].
Yepes 3 THKHI micis OMIKOBOT TpaBMH BCTaHO-
BIIIOETBCSl pIBHOBara MK CHHTE30M KOJareHy Ta
HOro Ji3MCOM, MICNIS YOr0 MOYMHAETHCS PEMOJICITIO-
BaHHS TKaHHWH y pyoOui, mo GpopMyeTbesi. 301IbIIeH-
HS BMICTY KOJIareHy B paHi y (asi ¢idporiasii ko-
pentoe i3 301IBIICHASIM MIITHOCTI paHU. AHTiOTeHe3
CympoBokye a3y (idpormnasii i € Kyxke BaKIHBUM
UL Tiporiecy GopMmyBaHHS pPyOIsi, OCKITBKH 3pOC-
TaHHS HOBMX KallJISIpiB NMOBHHHO CYNPOBOIKYBaTH
mpocyBaHHs (GiOpoOIacTiB y paHy Ta 3a0e3nedyBaru
ix Metabouiuni morpedu [48, 49]. ko aHrioreHes
He3aJ0BUIbHUM, Mirpanis ¢ibpobnactiB i paHOBe
3aro€HHs MPUIUHSAIOTHCA. Jleski O0i0XiMIYHI CTUMY-
JM aHTioreHe3y BHXOZATH BiJ MakpodariB i Tpom-
6orutiB. ExpoTeniii 3pocTarounx KamuisipiB MpPOIy-
KY€ Jerpaayiodi areHTH aKTUBATOPIB TUIa3MIHOTCHA 1
KOJIare€Ha3! i, TaKUM YWHOM, HaBOJHIOE paHy €H3H-
MaMu Jerpanganii ¢iopuHoBoro 3roprka. Lled mpo-
[ec TpUBa€ OIM3BKO 2 POKIB, 1 X04a MPH I[HOMY HE
CIIOCTEPIra€ThCsl  3POCTAHHS KUIBKOCTI KOJIareHy,
BiOyBa€eTbCs (OpMyBaHHS KollareHOBHX (iOpwi y
OUTBII OpTraHi30BaHi CTPYKTYPH IIiJ] BIUINBOM JIOKa-
JBHUX MEXaHIYHUX (akTopiB. YHpoaoBx Iiei dasm
pyOlleBa TKaHWHA MPOJOBXKYE HAPOIIYBATH Mill-
HicTh. TpuBamicTs (a3m 103piBaHHS 3aIEKHUTH BiX
pi3HUX (pakTOpiB, AKi BMIIIYIOTh T€HETHYHI 0COOIH-
BOCTI TaIli€HTa, BiK, JOKAJTi3aIlii0 paHd Ha T, THII
TPaBMH 1 TPUBAIICTH 3amajbHOro nporecy [50].
Amnonro3 paHoBux (iOpoOnacTiB crocrepira-
€TBHCS TICHS TOTO, SIK MPUIHHAETHCS pAaHOBA KOHTpa-
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Kiisl. Xo4a KOHTpPAKIliSi Mae€ BEJIMKEe 3HAUYCHHS B
3MEHIIIEHHI PO3MIpIB paHH, IIEH MPoIec XapaKTepH-
3y€ThCSl OE3MAHUM XapaKTepOM 1 MOXKE MPHU3BECTH
JI0 J1e30praHizamii CTpyKTypHOI iHTerpamii, BTpatu
¢yskuii Ta kocMernaHOTO nedekry. [licns 3aroeHHs
paHH Bce OiNbINa KiTBKICTh KITITHH BUSBIIETHCA Ha
pi3HMX crazisx amonrtosy. IlopymeHHs mporo mpo-
1ecy HPU3BOJMUTH O YTBOPEHHS XPOHIYHOI paHH 3
BEJIMKOIO KUIBKICTIO KIIITHHHHUX €JIEMEHTIB 1 (hopmy-
BaHHSAM BHUpaXeHOi pyOueBoi TkaHuHHU. lloxniOHe
YacTO CIIOCTEpIraeThCsl B OMIKOBUX paHax, IIO 3a-
JUIIAIOTHCS BIAKPUTHMHU OUTBIIE HIK TPH THOKHI,
Ko popMyeThcst pyOIIeBa KOHTpaKTypa abo rimep-
Tpodiunmii pyoers [51].

Enitenizamist moBepxHi paHH € KpUTEpieM yc-
MIITHOTO 3arO€HHS PaHHU 1 CKIaJa€ThCs 3 HU3KHU TI0C-
JMIOBHUX NOAiH, mo mependayaroTh MoOimi3alliro,
Mirpariiro, MiTo3 i KITITHHHE TU(EPEHIIFOBAHHS eIIi-
TemanbHUX KIiTUH [52]. EmiTenianeHi KIITHHY, 110
Oe3nocepeiHbO0 NPWIATAIOTh JI0 PaHU, CTHMYJIIO-
I0ThCS IO TIOYATKy Mirparii miciisi yCyHeHHsI KOHTa-
KTHOT iHri0iuii. B pesynpraTi 11p0ro ix 3pocTaHHs
BiZI0OYBAIOTBCSL B HANPSIMKY BiJ| MPHJIETTIUX IHTaKT-
HUX CITeTmadbHUX KITHH. EmiTemianbHI KIITHHA
MEepPEeHBOTO KParo, IO MPOCYBAETHCS, MOYMHAIOTH
30LIBPIIYBAaTH IIBUAKICTE MITO3IB i IPOJOBKYIOTH
MOKPUBATH MMOBEPXHIO PaHU O 3yCTpiui 3 emiTernia-
JHHUMH KIITHHAMH MPOTHJIC)KHOTO Kparo paHu. I3
IIFOTO MOMEHTY IOJalbIlIa KIITHHHA MITpamis MpH-
MUHSETHCS 3aBASKH (EHOMEHY KOHTAKTHOI 1HTi01Ii1
[53].

Kinnesuit pe3ynbTaT HeyCKJIaJHEHOTO MPOLIECY
PaHOBOTO 3arO€HHS — Lie HOKHUK pyOelb i3 HeBellu-
kuM (hiOpo3oM, MiHIMAIBHUM 32 HAasIBHOCTI pPaHOBOI
KOHTPAKIil, 1 MOBEPHEHHSI MPaKTHYHO JI0 HOPMallb-
HOI CTPYKTYpH TKaHWHH Ta QYHKIT oprana [54, 55].
Jlo mporo uwacy BCTaHOBJICHO IBa BHAW PO3JAAiB
3aroeHHs paH: 1) raabMyBaHHS IIPOILECY PaHOBOTO
3aro€HHA; 2) HaJMipHa penapariis, oo XapakTepu3y-
€THCS YTBOPEHHSM TirepTpoiqHOTO pyOIls Ta Keo-
imy [56, 57]. Haifuacrtime BUSBISIOTBCS PO3NIAIH
PaHOBOTO 3aro€HHS, sIKi CTOCYIOThCsl (pa3u 3armaieH-
Hi, a caMe (YHKIIIOHAIBHOI HECIIPOMOXKHOCTI KJIi-
THUHHOT'O TyIly, 10 3a0e3reuye HopMalnbHUl repedir
¢asu 3ananenns [58]. T'imeprpodiune pyOrOBaHHS
I KeNOINOYTBOPEHHS XapaKTepU3yIOThCs HaAMIPHUM
BIZIKJIQJICHHSAM KOJIareHy, a00 BHUPaXEHOIO MPOIYyK-
Ii€0 KOJIAaTeHY, MPOTEOTIIiKaHiB 1 (iOpOHEKTHHY, a
TaKOX MOPYIIEHHSIM Hpolecy Aerpajarii KojJareHo-
BOTO Ta CTPyKTypHOro marpukcy [59, 60]. Bcranos-
JICHO, IO y BCIX TiMepTpodiYHUX PYOISIX MICTATHCS
(hoxycu 3amaneHHs i Backyisipu3anii. KomareH Bink-
JIATa€ThCS HABKOJIO ITMX BOTHUII y BUTJISAL CITipajiei
i By3miB. CrymiHbe rinepTpo¢idHoro pyOuroBaHHS
3aJIeKUTh BiJl TPUBAIOCTI Yacy, BIPOJOBXK SKOTO B
paHi 36epiraerscs dasa 3ananenns [61]. Tnaaki kii-
TUHH, HasBHI B HAAMIpHIN KIIBKOCTI B TimepTpodiy-
HUX PYOIIX, TaKOX POOISITH BHECOK Yy Tpolec pyo-
IIOBaHHS, IHIIIIOIOYHM Ha/JMIpHE YTBOPEHHsS KoJiare-
Hy BHACJIJIOK CEKpeLii TicTaMiHy, SIKMH CIpHse Ba-

30MUIaTallii Ta HaaXOMKEHHIO TPOTEIHIB TUIa3MH B
eKcTpaneoNsapauid nmpoctip. @idbpobractu rinmept-
podiuHKUX pYOIiB MICTITh KOJareHa3u, 9K( MaroTh
3HIDKEHY €KCIIPECiio, 0 NMPHU3BOAUTH 1O 3MEHIIICH-
HS AeTpaialii KoJareHy i peMoJetoBaHHs pyOIeBoi
TKaHuHu [62, 63].

Koarymsuiiinuit Hekpo3 emizepmicy, pi3HHX
mapiB J€pMU Ta OTOYYIOYMX TKaHHH, L0 BHHUKA€E
BHACJIIOK TEPMIYHOTO YIIKOKEHHS, IIPUBOUTD 110
MacHBHOI MIKpOOHOi iHBa3ii, a eKCyJaT OIKOBOI
PaHu € ieaqbHUM CEepPEJOBHUILEM JUISl PO3BUTKY MiK-
poopranismiB [64]. loBrorpuBaiie icHyBaHHs iH(e-
KUii NPU3BOANTH IO 3aTPUMKH MPOLECY 3arO€HHSA
OIIKOBUX PaH 1 CIpHsi€ HAAMIPHOMY pPYOILFOBaHHIO
BHACIIJJOK XPOHIYHOT CTUMYJIALI] 3alalbHAX KIITHH
[65]. TuribyBamHs TIpoIleCy 3arO€HHS 3a BHCOKOTO
BMicTy OakTepiil y paHi BitOyBa€eThCs BHACIIIOK il
mpoTeas, OO0 CEeKPeTYIOThCS MIKpOOpraHi3MaMHu.
Takox 1e Moke OyTH i BHAcHiIoK (akTopiB BipyJe-
HTHOCTI, II0 BUAUISIOTBCS CHCUU(BIYHUMHU BUIAMHU
MIKpOOIiB, sIKi T€X MOXYTh OJIOKYBaTH paHOBE 3aro-
eHns [66, 67].

Yactora paHOBOi iH]eKUil y NauieHTiB 3 omi-
KaMH KOPEJTIOE 3 TIINOMHOIO, TUTOIICIO OIIKOBOI paHU
iTa 00yMOBIICHA, TOJIOBHIM YHMHOM, MOIIKOKEHHIM
Oap'epHOI 1 3axMCHOT QPYHKIIH MIKIPHUX MMOKPUBIB 1
CHCTEMHOI0 IMyHHOI0 cympecieio [68]. Xoua moBep-
XHsS OIKOBOI PaHH € CTEPIJIFHOK0 Bilpa3y TMiCIs
TETJIOBOTO YIIKO/KEHHS, MIKPOOPTaHI3MH IIBHIKO
i xosnouizytwoth [69]. Kosonizauis BigOyBaeTbes
€HJJIOTeHHUMHU MiKpoOopraHizaMamu Ikipu abo B pe-
3yJIbTaTi KOHTAKTy 13 3a0pyJHEHHMM HaBKOJMIIHIM
CEpellOBUINEM, SIK TPaBUJIO, YMPOJoBX 48 roauH
micis BUHUKHEHHs yiikospkeHHs [70]. Enmorensi
rpamMHeraTuBHi Oakrtepii 3 (¢uOpH LUTYHKOBO-
KHIIKOBOTO Ta PECIIpaTOPHOTO TPAKTIB TAaIli€HTa
TaKOX 3JaTHI IIBUAKO KOJIOHI3yBaTH ITOBEPXHIO
OITIKOBOi paHU B IEPIIi KilbKa JHIB MICIS TPaBMHU.
Kormonizamist paau qpixmKaMu i TpuOaMu 3a3BUYal
BiOYBAa€ThCS Mi3HINIE 332 PAaXyHOK BHUKOPHUCTAHHS
IIMPOKOTO CIIEKTpa aHTHOaKTepiampHOI Teparrii. He-
noctatHs nepdys3is paHu 0OMexye MIrpamioo iMyH-
HHUX KIITHH 1 JIOCTaBKY aHTUMIKPOOHHX areHTiB Y
JUISTHKY ~YIIKOJDKEHHS, OOMEXYIOUM THM CaMHM
e(eKTUBHICTh CHCTEMHOro JiiKyBaHHA. JlokanbHe
3aCTOCYBaHHSI aHTHOIOTHKAa MOXe OyTH HeJocTaT-
HIM, BIMarae 9actoi 3MiHH TOB'S3KH 1 MOXKe TIPHU3Be-
cTH 10 OakTepiambHOi pesucTeHTHOCTI [71]. OmHak
BHJIUICHUH 13 paHU MIKpoO MOKe BHSABHTHUCS HE 30Y-
THUKOM 1H(]EKIi, a MpeacTaBHUKOM MiKpodiopH,
110 KOJIOHI3Y€E paHy, a Iie MOXKe IPUBECTH 10 HeaJle-
KBaTHOTO IPU3HAYCHHS XBOPOMY aHTHOAKTepiaib-
HUX Tperaparis [72].

Mopdornoriuai nepedyIoBH y pBaHHX paHaX
MTOYUHAETHCS BiApa3y IMICIs YIIKOJKEHHS 31 3rop-
TaHHSM KPOBI Ta HOTPAIUISIHHSAM Y paHy JeHKOLUTIB.
Hefirpodinu ta makpodarn BHAANSIOTH YyKOPiAHI
pevoBUHU (Y TOMY YHUCHI HEXHUTTE3NATHI TKAHWUHM)
Ta Oakrtepii. Makpodarn Takox CTUMYIIOIOTH pel-
mikanito ¢ibpobnactiB Ta HeoBacKysspu3anito. Dio6-
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pobnacTu BiIKIAAAIOTh KOJIATeH: 3a3BUUYail HAKOTIH-
YeHHS MMOYMHAETHCS depe3 48 ToauH 1 gocsArae Mak-
CUMyMY TpUOJM3HO Yepe3 7 nHiB. HakommueHHS
KoJIareHy (DaKTUYHO 3aBepIIyeEThCS depe3 | MicAms,
ajyie MIIHICTh KOJIAr€HOBUX BOJIOKOH 3POCTA€ MOBi-
JBHINIE, ¥ XOIi MPOIeCy IOTEePEYHOr0 3IIMBAHHS
BOJIOKOH. MIIIHICTh paHH Ha PO3PUB Ha 3-My THIXKHI
ckianae yuire npuoausHo 20 % Big MaKCUMAalbHO
MOXIIHBOI, Ha 4-My Micsni — 60 %, 1 cTae Makcu-
ManbHOO 4epe3 1 pik. [Ipu npomy ciin nmam’sitaTy,
IO MIIHICTh HIKOJIX HE Oy/ie CKBIBAJICHTHOIO HEIO-
IIKOJDKeHI i TKaHuHi [2].

HeBmoB3i micist yIIKomKeHHS eriTelianbHi Kili-
THHH 3 Kparo paHU MIrpyloTs depe3 pany. [Ipu xipy-
priufiii 0OpoOIl paHM (3arO€HHS MEPBUHHAM HATS-
TOM) BOHH YTBOPIOIOTh e()eKTUBHHI 3aXUCHUH Oap'-
€p Uil Bomu Ta OaxTepiit uepe3 12-24 roxuwHum Ta
HaOyBarOTh CXOXKOCTI 3 HOPMAaJbHHM EIiJepMicoM
npotsroM 5 aHIB. Y paHi, ska He mignaBaiacs o0po-
Oui  (TOoOTO, 3arolOETHCS BTOPHMHHHUM  HATSITOM),
CTPOKHU emiTenizaiii MOJOBXKYIOTHCS HPOIMOPLIHHO
poamipy nedexry [7].

Ha mikipy Aif0Th CTaTHYHI CHJIH, 3yMOBJICHI il
MPUPOTHOIO ENACTUYHICTIO M MiUIErTUMH M'S3aMH.
Ockinpku pyOleBa TKaHWHA HE TakKa MillHA, 5K TPH-
JIeTJIa HETIOIIKO/PKeHA MIKipa, Il CHIIM 3a3BHYail po-
3IMUPIOIOTH pyOIli, IO 1HOAI MPHU3BOAMTE 10 KOCME-
THUYHO HETNPUWHATHOTO BUTILILY TMICHIA SIBHO a/IeKBa-
THOTO 3aKpuTTs pand. OcoONIHBO iIMOBIpHE pO3IIH-
peHHsI pyOIsl, KOJIM CHIIM AIOTh NEPHEHAMUKYISPHO
J0 Kkpato panu. Lls TeHneHuist (Ta oTpuMaHe B pe-
3yJIbTaTi HABAaHTA)KEHHS HA paHy) HalKpalle MmoMiT-
Ha B CBIXIH paHi — 3s51t0ui Kpai BKa3ylOTh MepreH -
KyJSIpHUH HATAT, a BITHOCHO J100pe HaOJIMKeHi Kpal
BKa3ylOTh Ha CHJIM, HAIPaBJICHI apaJiebHO.

[IpoTsarom mpubiu3HO 8 THXKHIB I pyOIIB 3a-
3BHYA XapaKTepHHH YEPBOHUHA KOINIp Ta penbed-
HIiCTh. Y TIpoleci peMOJICNIIOBaHHS KOJIareHy IMIpam
CTa€ TOHIIMM 1 BTpadae cBowoo epuremy. OnHak y
JIeSIKUX TAIieHTiB pyoOens rimeprpodyerscs. Kemoi-
TN — 11 HAJUJTAIIKOBI PYOIIi, SIKi pO3POCTAOTHCS 11032
MEKi TOYaTKOBOI PaHH.

Haii6inpi mompenumu GaxTopamu, sKi me-
PELIKOKAIOTh 3arOEHHIO PaHH, € ilIeMis TKaHWH,
iHgekiris abo ¥ Te ¥ iHme. lmemiss TKAaHUHY ITiBH-
HIy€ CHOPUSTIMBICTH 10 PO3BUTKY iHpekuii. o 06-
TSOKITUBUX (DAKTOPIB HANEKATh TAaKOXK PO3NAIH, SKi
NPUTHIYYIOTH IMYHHY cucTeMy a0 MOTipIIylooTh
MeTaboMIuHI MporecH (HAPUKIa]], XPOHIYHE 3aXBO-
PIOBaHHS HHUPOK), HENOCTATHE CIOXHMBaHHS OLIKa,
Jedinut crnenniYHUX MOKUBHUX PEYOBHH, BKIIO-
Yalo4yM BITaMiH, pO3JIaJy CHHTE3Y KOJIareHy, B TOMY
ynchi npu cuHapomi Mapdana, cuaapomi Enepca-
Hannoca [2, 6-8].

OpHi€I0 3 OCHOBHHX IPOOJIEM JTIKyBaHHS HOCT-
pakIadux BiJ OMIKiB € TOBHOTA BiAHOBIEHHS IIKip-
HUX TOKPHUBIB, YTPA4CHUX Y PE3yNbTaTi TePMidHOI
TpaBMHU, BiJ] 4OTO 3aJie)aTh XapakTep nepediry ta
pesynbTar nepiony pekonsanecueniii [73]. CBoeua-
CHE 1 MaTOreHeTHYHO OOTPYHTOBAHE JIIKyBaHHS Bi-
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Jirpae 3HAYHY pOJIb y 3a0e3MeUeHH] HeyCKIIaIHEHO-
ro mepediry omikiB. SKII0 y XBOpUX i3 TIMOOKHMH
OTIiKaMU OCHOBY MICIICBOTO JIIKyBaHHS CKJIaIaloTh
IIKipHO-TUIACTHYHI OTeparii, TO JIKyBaHHS ITOBEpPX-
HEBUX 1 TPAHUYHHX OIIIKiB IPOBOJUTHCS B OCHOBHO-
MY 3 BUKOPHUCTAHHSIM KOHCEPBATHBHUX METOIB [74,
75].

BenenHs omikiB MpoBOAATH AM(EPEHIIHOBAHO
3aJeKHO BiJ TIMOMHM Ta JIOKaNi3alii ypasKeHHS,
cTazii paHOBOro MpOILECy, BIiKYy MOCTPaXIaJoro Ta
BiJl psify iHIIKX (PaKkTOPIB i3 MOCIITOBHUM BHKOPHUC-
TaHHSAM MEIMKaMEHTO3HHMX IIpenapariB i3 pi3HUM
MeXaHI3MOM [ii. 3a CyJyacHHMHU YSABIICHHSMH, BH-
3HAYaJIbHIM TIPHHIMIIOM INaTOT€HETHYHOI CIPSIMO-
BaHOCTI JIKyBaJlbHUX 3axXOIiB € IOBEICHUH (hakT
CHITBHOCTI 010JOTIYHUX 3aKOHIB IMepediry paHOBOTO
mporecy Oyab-sIKOi eTioyorii Ta JoKamizamii. 3rigHo
3 UM PAHOBHH NPOIIEC MOXHA MOAATH Y BHIVIAAIL
Takux (a3: 3amajeHHs, perenepaii Ta peopraizarii
pyOus 3 emitenizamiero [76]. OTke, HOBI JOCSTHEHHS
B JIIKyBaHHI OIIKOBUX paH MPHUBEIX A0 TUQepeHLi-
HOBAaHOTO MigXOMy IOJ0 BUKOPHUCTAHHS JIiKYBasb-
HHX 3aC001B 3aJI€KHO BiJ] KOHKpETHOT (ha3u nepediry
pasoBoro nporecy. Came 1€, 00'€KTHBHO 00TpyHTO-
BaHE, MNpAarHeHHS OOYMOBIIOE€ CTBOPEHHS HOBHX
MpernapariB, M0 MOEHYIOTh ¥ cO01 Pi3HI BIACTHBOC-
Ti, HCOOXIIHI JJI JTIKyBaHHS paH 3 ypaxXyBaHHIM SIK
TIIMOWHU YpaXXCHHS, TakK 1 (a3u PO3BUTKY PaHOBOTO
npouecy. Tak, y Ha | cTazgii paHoBoro mpomuecy BH-
KOPHCTaHHSI 3aCO0IB MEAMYHOTO TPH3HAYEHHS I10-
BUHHO TIPUBECTH JO NPUTHIYeHHs iH(peEKUil B paHi,
HOpMauizalii MicueBoro romeocTasy (JiKBijamis
rinepemii, anua03y, HAUIUIIKOBOTO MPOTEOJI3y) Ta
aKTUBAIli BIATOPTHCHHS HEKPOTHYHUX TKAHUH, aj-
copOIIii TOKCHYHOTO SKCYAATy PaHU, TOOTO MPOIYK-
TiB MikpoOHOTO 1 TKaHWHHOTO posmaxy. Ha II i III
CTaIisX TpernapaTH MOBUHHI 3am00IiraTH BTOPUHHIN
KOHTaMiHAIli1 3 OJHOYACHHM OOMEKEHHIM 3pOCTaH-
Hi B HIll «3amUIIKOBOI» Mikpodaopu, HagaBaTu
MIPOTEKTOPHOI il IMI0JI0 peTreHepYIOYNX TKaHWH Bij
MEXaHIYHUX IOUIKO/KeHb, BHCYLIYBaHHSI 1 T. .
OO0O0B’SI3KOBUMH Ha JAaHUX CTANisAX € aKTUBAaIisA 00-
MIHHUX TPOLECIB y TKaHMHAX Ta IOJIMIICHHS peri-
OHAJILHOTO KPOBOTOKY, a TaKoX 3a0e3NeueHHs
CIPSIMOBAHOI CTUMYJISILIT perapaTMBHUX MPOLECIB Y
panax [77, 78].

3a OCTaHHE CTOJIITTS HAIE PO3YMIHHS IIPOLECY
3aro€HHs paH 3a3Hallo 3HAYHUX 3MiH. [0 cepennnn
1900-x pokiB icHyBall0 TEPEKOHAHHS, IO PaHH 3a-
TOIOIOTHCS IIBU/LIE, SIKIIO BOHM CyXi W 3aJIMIIAI0Th-
Csl BIOKPUTUMH. TpaguiiiiHi mepeB's3yBalbHI MaTe-
piasy, 30KpeMa BaTta Ta Mapiisi, 10 BUKOPHCTOBYBA-
JIFCA IS IOTJIMHAHHS BUAICHD 13 paHH, HIATPUMY-
BaJM ii CyXiCTh Ta 3amoOiraqu BTOPTHEHHIO OakTe-
piit. ¥ 1962 pori G. D. Winter yctaHOBHB 3HaUCHHSI
MIKpOCEPEIOBHINE, IO CTBOPIOETHCS IOB'SI3KOIO,
it paHoBoro 3aroensst [79, 80]. V cBoix mocii-
JUKEHHSIX BIH 10Ka3aB, 1[0 Y BOJOTOMY CEpeIOBHIII
PaHOBOI TOBEPXHI CIIOCTEPIra€ThCs MOCHIICHHS Mir-
paiii emiTemianbHUX KIITHH, a TaKOXX OINCAaB ijea-
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JLHY paHOBY TIOB'S3KY, sika 3a0e3rnedye Tra3000MiH
MK paHOBOIO TMOBEpXHEI0 Ta aTtMmocheporo. Takum
YUHOM, 3arO€HHS PaH BiAOYBa€ThCS OUIBII MIBUIKO
i YCINIIHO, KOJH eIMiTeNianbHi KIITHHA MOXYTh
nepemimatics 6e3 MeperKoIKeHb, SKII0 paHa 30e-
piraeTbcs BOJIOTOIO, OJEPXKY€E aAEKBATHY HUPKYIIS-
I[iF0 KUCHIO, 100 MOJICTIINTU PEreHepaIlito KIITHH 1
TKaHMH, a TAKOXK 3QJIMIIAETHCS 3aXUIIEHOO BiJ Oak-
TepiaJIbHUX 1HBa3iH, Mo OyJ0 MiATBEPIKEHO iHIIU-
mu fochigaukamu [81]. Bosnore cepemoBuiie 3armo-
Oirae 10IaTKOBIH BTpaTi TKAHWHAMU BOJIOTH, CIIPHSIE
AKTHBHOCTI JITHYHUX (EPMEHTIB, IO OYHMILNAIOTH
paHy BiJ] HEKPOTHYHUX TKAaHWH Ha MOYATKY MPOIECY
3aroeHHs. Mirpariisi KepaTHHOUUTIB IMOJETIIYEThCS
y BOJIOTOMY CEpeIOBHIII, M0 3abe3redye HaaiiHui
enigepmanpHAl Oap'ep. OKITIO3isI paHH MPHUCKOPIOE
3amaipHy Ta mpoiidepaTuBHy (a3d paHOBOTO 3aro-
€HHA, 10, WMOBIPHO, MOB'A3aHO 3 MOAHU(DIKALIEIO
3amajJbHOTO MpOLECY, NPHUCKOPEHHSM PEMOJIEIIO-
BaHHs KoJlareHy ¥ KoHTpakuii panu. ToHkuil OanaHc
KHCHIO TIOBHHEH IMiATPUMYBATHCS Ul ONTUMAaJIbHO-
rO 3aro€HHsl paHH, X04a KIITHHH NOTPEOYIOTh KH-
CeHb IS TaKoi TISUTBHOCTI, SIK MIrpailis i MiTO3, Ti-
TIOKCisl HAacIpaB/i NMPHUCKOPIOE TPOIIEC aHTiOTeHE3Y.
Kpim TorO, emimepmanbHa Mirparis KIITHH iHTiOy-
€TBCS TIPHU BHCOKMX PiBHAX KUCHIO. OqHAK, HEOOXi-
JHO BiI3HAYUTH, MO (OPMYBAaHHSI POTOBOTO IIApy
3aTPUMYETBCSl Mi OKIIO3IMHUMH TIOB’S3KaMH K
pe3ysbTaT BTPATH TpaHCeIiaepManbHoi Boau. [loBe-
JICHO, 1110 CaMme HaIliBIPOHUKHI OKJIIO3iHHI MOB'A3KH
3/IaTHI CTBOPHUTH BIAINOBIJHE HAIPY>KEHHS KHCHIO,
o0 3aro€HHs paH BiaOyBasiocs mBHAKO. PiguHa 3
TOCTPUX MIKIPHUX paH MICTHTh 0araTo €HAOTCHHHX
(axTopiB, 110 MalOTh BUpILIAJTbHE 3HAYCHHS JUIS
MpOLIECY 3arO€HHs paHu. 30epesKeHHs i€l piauHu y
paHi, yTpUMaHHS aKTHBHUX CIONyK Ha MOBEpPXHI
paHH, a TaKOX BUIIAPOBYBAaHHS HA/UIMIIKOBOI BOJIS-
HOI Tapy NPHUBOAATH O NPHUIIBHIMICHHS 3arO€HHS
paH yHACIiIOK 30LIBIICHHS] KOHIIEHTPAIill MicCIIeBUX
(hakTOpiB POCTY B PAHOBOMY EKCYJaTi Ta SIKOCTI
3arO€HHA paH, YTBOPEHHS pyOLIB € MiHIMaTbHUM
3aBJISKH CIPHUAHHIO Mirpailii kepaTuHouuTis [82].
ba3yrounch Ha cydacHUX MOTIsAIaX ONTHMi3allii
MPOIIECY PAHOBOTO 3arO€HHS, MOYKHA BUAUTUTH TaKi
BUMOTH JI0 PAaHOBUX MOKPHUTTIB: CTBOPEHHS ONTHMA-
JIBHOTO MIKpOCEPEIOBHUINA JUIsl 3arO€HHSI paH; BUCO-
Ky aOcopOuifiHy CHpOMOXKHICTH IIOJO PAaHOBOTO
eKCylIaTy; 3MaTHICTh 3aM00iraTé MPOHUKHEHHIO MiK-
pOOpraHi3MiB; IOCTaTHIO TPOHUKHICTh MIJIs Ta3iB
(KUCHIO, BYTJICKUCIIOTH) IS 3a0€3Me4eHHs MPOXO-
JUKEHHSI perapaTuBHHX IIPOLIECiB; MPOHUKHICTD IS
napiB BOAM, aje BUKIIOYAIOYHM BUCYIIYBaHHS JHA
paHU; eNacTUYHICTh, MOXKIJIMBICTh MOJEIIOBATH IIO-
BEpXHi 31 CKJIATHUM penbedoM; BiICYTHICTH Mipo-
TeHHOi, aHTUTEeHHOI ¥ TOKCHYHOI Mii; BIACYTHICTBH
MICIIEBOI ITOJIPAa3HIOBAIIFHOI Ta aJepreHHol [iif; Has-
BHICTh AHTUMIKPOOHHX BJIACTHBOCTEH 1 CIIPHSHHSA
3aroennro pas [83]. Kpim Toro, mocuts OakaHi Taki
XapaKTEePUCTUKH, SIK IIPO30PICTh, IO OOYMOBIIIOE
MOXIIMBICTh CIIOCTEPE)XEHHSI 3a PaHOIO; HasBHICThH

aHEeCTEe3yI04oi, TeMOCTATUYHOI Jili Ta MOMXKIUBICThH
OyTH HOCIEM JTIKAPCHKUX PEYOBHH; 3PYIHICTh 3aCTO-
CYBaHHS IUII MEOUYHOTO IIEPCOHANY Ta XBOPOTO;
TEXHOJIOTIYHA JOCTYIHICTH — BapTICTh, CKIATHICTH
KOHCTPYKIIi ¥ TeXHOJOTil BUPOOHUITBA, CTIHKICTH
1o crepumizaii [84].

CrorozHi 3'sIBUIacss MOXKJIUBICTh CTBOPHUTH I10-
KPHUTTS, 10 NPHUJIMIIAIOTH, ajle aTpaBMaTH4Hi, cop-
Oyroui IOKPUTTSI Ha OCHOBI CHHTETHYHHX (TOJIiype-
TaH, CHJIIKOHOBUI KaydyK) i IPUPOAHKX (aJIbriHATH,
XiTO3aH, XKeNnaTHH Ta KonareH) nonimepis [85]. Taki
MOB'I3KM HE TOTpIOHO Oyne BUAANATH — MOJIMeEp
MTOBHICTIO PO3CMOKTYETBCA 3 9YacOM y pe3ylbTari
a00 MOBUTFHOTO PO3YMHEHHA B eKCynaTi, abo Oioze-
CTpyKii. B 0CHOBI 31aTHOCTI HOKPHUTTIB IO PO3CMO-
KTYBaHHS JIGKHUTH IX BOIO- 1 IDIa3MOPO3YHHHICTD.
3araqpHOIO BIIACTUBICTIO MEPENIYCHUX MaTepialiB €
iX rigpodinbHicTh. [IpyoMy BOHU HAJAOTh HE JIH-
1Ie BUPA)KCHOTO IOTJIMHANBHOTO edekTy, a H ¢ik-
CYIOTh MIKpPOOpPIraHi3MH paHH y CBOIll rejeBiil cTpy-
KTYpi, HIATPUMYIOTb BOJIOTICTH i THM CaMHM CHpH-
SI0Th 3POCTAHHIO PaHYJILIH. 3aBISKH MOPHCTOCTI
BOHU 3a0€3Me4yI0Th HEOOXIHUI Ui 3arO€HHS paH
ra3o- Ta napooOmiH. OJHAK MOKPUTTS IbOTO THITY
HE YHHATH IPSAMOi aHTUMIKpOOHOT 1Tii 1 HEAOCTaTHHO
MexaHi9HO MinHi [86].

OCTaHHIMH JIECATHPIUYYSIMH 3pOCHa KiJIBKICTh
JOCII/DKEHb IIO0 BUKOPHUCTAHHS XITO3aHY JUIS
CTBOPEHHS PI3HUX 3aC00iB MEJUIHOTO NMPHU3HAUYCHHS
JUTSL TIKYBaHHS yIIKODKeHB mKipH [87-90]. AxktuBHI
aMIHOTPYITM MOJIEKYJIH XiTO3aHY € MICISIMU B3a€MO-
Iii 3 pI3HUM OTOYEHHSIM y M’SIKMX PEaKIiHHUX yMO-
Bax 3aBJISKU KaTiOHHUM BiacTuBocTsIM. Came 1ie Jae
MOXJIMBICTh XiTO3aHY YTBOPIOBATH YHCIICHHI BOJ-
HEBI 3B’S13KM 3 OPraHIYHMMH 1 HEOPraHIYHHMH Peyo-
BrHaMH. KpiM Toro, HasBHICTh aMiHOTPYII JO3BOJISIE
3MIHIOBATH XIMIYHY MOIUQIKAII0 MOJEKYISIPHOI
OynoBu xiTo3any [91]. XiTuH i XiTO3aH MOXYTh OY-
TH JIETKO Tiepepobieni Ha rigporeni [92], memOpanu
[93, 94], HAaHOBOJIOKHA [95, 96, 97],
Mikpo/HaHouactunku [98], ckadonmu [99, 100]. V
JiTepaTypi € BIIOMOCTI MPO KyJIbTHBYBaHHs (iOpo-
OJ1acTiB JIFOJMHM 1 CCaBIIiB Ha MiIKIa(KaX i3 XiTHHY 1
XiTO3aHy, Ha XITO3aHOBHX 1 XiTO3aH-KOJareHOBHX
ckadongax, a TakoX TIOpUAHMX  XITO3aH-
HOJIJAKTUIHUX HAHOCTPYKTYPOBAaHHX MaTpUKCax
[101, 102].

OmHUMHA 3 HaWBaXXIMBIIMIUX ITOKAa3HHUKIB XiTO-
3aHOBUX IUTIBOK, 3 OIJISAAy Ha 3aCTOCYBaHHS, € iX
BOJIOTOTIOTJIMHATbHA BIIACTHBICTE Ta  BiJMOBITHO
3IaTHICTH IDTIBOK JO copOIii eKcyaary 3 paH, iX Bo-
JOTO- Ta Ta30NPOHHMKHICT, @ TAKOX TPAHCIIOPTHI
BJIACTUBOCTI IMIOJO JIIKAPChKHUX MpemnapariB. Bupua-
FOYH BIUTMB Pi3HUX (AaKTOPiB, TAKUX SIK KOHIIEHTpa-
i TOJTiMepy B PO3YMHi, TOBIIMHA IUTIBKH 1 CIIOCO0
11 Mmoaudikaiii, a TaK0XX HASBHICTH 1HIIOTO TMOJIiMe-
Py, Ha BOJIOTONOTJIMHAJIBHI BJIACTHBOCTI XITO3aHO-
BHX IUIiBOK, OyJI0 BCTAHOBJIEHO, II0 HAWOULIBII 3HA-
YymUMH (QaKTopaMu, SIKi BH3HAYAIOTh BOJIOTOIIO-
TIIMHANIBHY 3JaTHICTH IUTIBOK XiTO3aHY, € X TOBIIH-
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Ha, 00OpoOKa MOBEPXHEBO-aKTUBHUMH pPEUOBHHAMH,
TepMiuHa MOIUQIKAIIisl, a TAKOXK JOJaBaHHS 1HIIIOTO
nonimepy [103].

Pi3Hi MexaHi3Mu OynH 3allpONOHOBAHI I 00-
TPYHTYBaHHS aHTHMIKpoOHOI il XiTHHY, XiTO3aHYy
Ta ix noximaux [104]. Ilepmmit MexaHi3M — yCyHEH-
Hs OakTepil 3 MOBEPXHI OIKOBOI paHu 3a JOIOMO-
TOK0 XITO3aHOBHX IUTIBOK K MEXaHIYHOTO Oap’epa
MDK paHaMd Ta HaBKOJIMIIHIM CEpEJOBHUIIEM, IO
JIO3BOJISIE BUKJIIOYUTH MOXKJIHMBICTH MIKPOOHOT KOH-
TamiHauii # copMyBaTH ONTHMalbHE PAaHOBE MiK-
pocepenosuine [105]. AncopOyroun HAIIMIIKH €K-
cyzary, XiTo3aHOBa MeMOpaHa MO)Ke HOpMalli3yBaTh
paHOBE MiKpOCepeloBHINEe Ta 3MEHIIUTH MiKpoOHE
HaBantaxenus [105, 106]. Ha nymky meskux aBTO-
piB, HU3PKOMOJICKYJIAPHI MOJIIMEPH XiTO3aHy MarOTh
XEMOTAKCHYHI BIIACTUBOCTI JI0 JICMKOITUTIB i MaKpo-
¢aris [107]. BoHu MOXyTh CTUMYIIIOBATH iX Mirpa-
[0 70 Micus paHW W yTBOPIOBAaTM TaKMM YHHOM
ONTHMAJIbHI YMOBH IJIsl OUMILEHHs paH. KpiMm Toro,
XiTO3aH MOXKE CTHMYJIIOBATH BiATBOPEHHS KIITHH
Oe3nocepeIHbO y TKAaHMHAX 13 MOAAJIBLIOI TPaHC-
dopmariero ix y makpodaru [104].

JocmmKkyroan MeXaHi3MH aHTHOaKTepialbHOL
BJIACTHBOCTI XiTO3aHy, BCTAHOBIICHO, III0 XiTO3aH SIK
MOJIKATIOH YTBOPIOE EIEKTPOCTATHYHI 3B SI3KH 3
AHIOHHIMH MOJIEKyJIaMH Ha TIOBEPXHI KIITHHH 1 TUM
caMHM BIDIMBaE Ha X NpPOHWKHY 3xaTHicTh [108,
109]. Kpim TOrO, XiTO3aH 3B’S3Y€THCS 3 HETATHBHO
3apsupkenumu rpynamu JIHK Ta iHridye cuHres
PHK [110]. Xiro3aH Takox Ji€ SK XeJaTyHo4uid
areHT, L0 CEJICKTHBHO 3B'SI3YETHCS 3 METAIaMH 1,
OTXKe€, NIPUTHIuy€e BUPOOJICHHS TOKCHHIB 1 PICT MiK-
po6ie [111, 112]. AnTtubakTepiajbHa AKTHBHICTBH
XiTO3aHy 3aJieKHTh TakoX Bix Horo ¢isuko-
ximivaux ~ BmactuBoctedt (MW,  rigpodins-
Hi/TinIpodoOHI BIACTUBOCTI, BOJOPO3YHHHICTD, T'yC-
THUHA TTO3UTHBHOTO 3apsny, DD, pH, a Takox xoMO0i-
Halil 3 HIIUMH aHTUMIKPOOHUMH areHTamu). Binpii
JIealleTHIIbOBAHUH XiTO3aH Ma€ BHPAXCHIIIY HPOTH-
MIKpOOHY 3/1aTHICTh, HiXK XiTO3aH 13 BUCOKOIO 4acT-
KOI0 alleTHJIbOBAaHUX aMiHOTIPYII, Yepe3 IiIBUILEHY
PO3YHHHICTH Ta BUCOKY I'YCTHHY 3apsimy [113, 114].

Y cepii eKCIEpUMEHTaIbHUX JIOCIIIKCHb
B.B.KopHnieHnko Ta crmiBaBTOpiB Oyia moka3aHa 3a-
JIOKHICTh pernapaTHBHOI pereHeparii omikoBol paHu
IIKIpW BiI BIKYy TBapHWH: 3 BIKOM BiZOyBa€ThCS ITO-
PYIICHHS KIITHHHOTO CITiBBiTHOIICHHS B IUISHII
OITIKOBOI paHM Ha MOYATKOBUX CTAJisAX pereHeparii,
IO TPHU3BOAWTH OO YNOBUIbHEHHA (OpMyBaHHSA
TKaHWH Ta eniremizanii panu [115, 116]. BusBnenuit
CTHMYITIOBAJIbHAN €(EeKT XiTO3aHy Ha KIIITHHH, SKi
3a0e3MevyroTh OYMIICHHS pPaHu BiJ AETPUTY, W Ha
KITHHU (iOpOOIaCTUYHOTO PsAy, IO NPHBOAWUTH
JIO MIBHAKOTO (hOPMYBaHHS MOBHOIIIHHOI CIIOTyYHOT
TKaHWHA Ha Micili TpaBMH. J[0BeIeHO, 110 BUKOPHC-
TaHHS XiTO3aHOBUX IUTIBOK OOYMOBIIOE CHHXPOHI-
3aIil0 TPOIECiB YTBOPEHHS Ta 03pPiBaHHS I'paHyIs-
[iITHOT TKaHWHH 3 MOJAIBIIO CIITENi3alliel0 PaHu
[117-119]. Bymo BCTaHOBIEHO, L0 BHKOPHCTAHHS
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XiTO3aHy CIpHsE MOBHOI[IHHOMY BiJHOBIEHHIO Oy-
JIOBH IKipu 0e3 GopMyBaHHs pyOIeBOT TKaHUHH,
BU3HAYCHI BigMiHHOCTI MOP(HODYHKITIOHATHEHOTO
CTaHy IIKIpH Y TBApWH Pi3HUX BIKOBUX TPYII IiJ] 9ac
3aCTOCYBaHHS XiTO3aHOBOTO NOKPHTTS, IO IOJIsTa-
OTh Y 3MEHIICHHI YYTIMBOCTI e€(PEKTOPHUX KIITHH
J0 Il XiTo3aHy 3i 301IBLICHHSIM BiKy TBapHH Ta, SIK
HACJIJIOK, — B YIOBUIbHEHHI IPOLECIB pereHeparii
[120, 121]. 3aramom, mi AOCTIMKEHHS BU3HAYMIH
KOMIUIEKC BIKOBHX OcoOnuBocTedl MopdodyHKIIio-
HaJILHOTO CTaHy IIKIpH TBAapHH MICIIsi OMIKOBOI Tpa-
BMH, 110 MOKe OyTH BUKOpPHCTaHe SIK MOp(hoJIoriyHe
MATPYHTS i Yac IOCIHiIKEHHS IPOIIECIB pereHe-
pamii pan y Xipyprii, komOycrioyorii, MeTUIHHI
HEBIAK/IAIHUX CTaHIB 1 BIHCHKOBII MeIUIINHI.

OTxe, MOMUTLHAM € BUKOPUCTAHHS ISl MicIie-
BOTO JIiIKyBaHHS 3ac00iB, SKi BOJIOMIIOTH KOMIUIEKC-
HUM BIUTMBOM Ha IpoLecH 3aroeHHs paH. Ilepesarn
IIPY [LOMY MAIOTh MpenapaTH, 0 BOJOAIIOThH Pery-
JIOIOYHMM BIUIMBOM Ha KJITHHHI MEXaHI3MH PaHOBO-
ro IMpOIECY, CTBOPIOIOYH ONTHUMaJbHE CEpEeJOBHIIE
JUIs. HEYCKJIaJHEHOTO Nepediry mpolecy paHOBOTO
3aro€HHsl, 3amo0irarouu MiKpoOHill KOHTaMiHAIll Ta
PO3BUTKY iH(]EKIIi1 B paHi.

He 3Bakaroun Ha BETHUKY KiJIBKICTh MPHUHITHITIB
Ta KpHUTEPiiB, 0 OyIM OCHOBOIO YSBJICHH IPO CTa-
IiifHICTH TIpOIleCy 3arO€HHS, HE3MIHHUMH 3ajIHIa-
JFCA TTAaTOTEHETHYHI 3MIiHU B PaHi Ha TKAHWHHOMY 1
KIITHHHOMY PiBHAX. X04a 3 BIKOM IIPOIIEC 3aTO€HHS
BiZI0OYBa€THCsI OLIBLI TTOBUIBHO, SKICHO BiH IPaKTHY-
HO BiJJOYBA€THCS TaK, K i B MOJIOJJOMY BiIli, TIOCITi-
JIOBHO MHHarOuM (pasu 3amajeHHs, pereHepartiii pe-
MOJICTIOBaHHsI B 30HI MOPYIICHOI TKAHUHHOI CTPYK-
TypH. Psin 3MiH y mpolieci 3aroeHHst € pe3yJibTaToM
BIKOBHX 3MiH opraHi3My. PiBeHb BIANOBiZl 3amaib-
HOI peakmii, KIITHHHA Mirpamis, mpoiideparis Ta
J03piBaHHs CIOBUTBHIOIOTECA. EmiTermizarist i KOHT-
pakuis BiIKPUTHX PaH TaKOXX MOXYTh OYTH YIIOBi-
ThHEHUMH. TakuM YWHOM, Y JIITHBOMY BiIll YacTimie
CIIOCTEPIraloThcs MOPYIIEHHS TPOIECYy PaHOBOTO
3aro€HHs, 0 00YMOBIICHO OITBIIIOI0 YYTIMBICTIO 1O
30BHILIIHIX CTPECOBHMX BIUIMBIB 1 OLUIbLI BHUCOKOIO
YaCTOTOI CYMYyTHIX 3aXBOPIOBaHb. ATpodisi ekcT-
PAIICITIOIIPHOrO MAaTPUKCY BHACIIOK BIKOBHUX 3MiH
CYIIPOBOIKYETHCS 3POCTAHHAM OLTKOBOI Jerpamariii
Ta BiOOpaXkaeThCsl 3MEHIICHHSIM KUTbKOCTI (hiOpoo-
JacTiB 1, SK HACHiJOK, MPUTHIYCHHSM O1IKOBOTO
CHHTE3Y, 30KpeMa CHHTE3y KOJIareHy Ta €JIacTHHY.
31e01TBIIIOT0 MOPYIICHHS 3aTOEHHS paH MOXe OyTH
00yMOBJIEHE 3HI)KEHHSAM CHUCTEMHOI Ta JIOKaJIBHOT
mepdy3ii opraHiB i TKaHUH, OCOONIUBOCTSIMH IMYHHOT
CUCTEMHU, 3HIKCHHSAM 3aTHOCTI OOpOTHOH 3 iH(eK-
1i€ro 1 ypasnusicTio crapedoi mkipu [122].

3HauHy YyBary JJOCHTI/DKEHHIO BIKOBHX 3MiH
OIKipH Ta IX BIDIMBY Ha pPE3YNbTaTH XipyprigHUX
BTpy4YaHb OyJI0 TIPUAIJICHO B IHKII pobiT Makapuy-
ka O.I. 3 komeramu [122-124]. V xiiHi9HUX g0CITI-
JDKEHHSX OyJ0 MpOBEAEHO KilmbKicHy Mopdosorid-
HY OLIHKY TKaHWHHHX, KJITHHHUX Ta YJIbTPacTpyK-
TYpPHUX BIKOBHX NepeOyZoB IIKIpH i3 3acTOCyBaH-
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HSM IIHPOKOTO KOMIDIEKCY CydacHUX MOpQosoriv-
HUX METO/IiB, BKJTFOYAI0YH TPUBUMIpHE
KOMIT' FoTepHe MozeoBanns [125]. Bymo mokasaxo,
IO CTPYKTYPHI OCHOBH 1HBOJIOTHBHHX 3MiH IIKipH
MOJATAIOTh B YHIKOKECHHI CHCTEMH MIKPOIHPKYJIS-
Iii, SIKe BKIIOYAE TIOPYIICHHS CTPYKTYpHU BHYTPIlI-
HbOCOCOYKOBHUX KaNJSIPHUX TETeIb 33 PaxyHOK
JIOKIBHUX PO3IIMPEHb T'€MOKANUISIPIB y BHYTPIlI-
HbOCOCOYKOBOMY IIPOCTOPi Ta 3BY)KEHHS MOYAaTKO-
BUX 1 KIHIICBHX CETMECHTIB IETElb, E30PTaHi3alliio
apTepioIAPHUX KOMIOHEHTIB MiKpPOIHPKYJIATOPHO-
ro pyclia y CKJIaJi COCOYKOBOTO i CITYACTOrO IIapiB
JEpMH, a TaKOX YIIKOMKCHHS APEHAKHOI JIAHKA
MIKPOIUPKYIALIi 32 paXyHOK 3MiH (iOpmiIsipHOTO
KapKacy MiKpOOTOYEHHS B 30HI ITiJICOCOYKOBUX Be-
HO3HUX CIUICTCHb.

ABTOpamMH 3aIlpOTIOHOBAHO Ta OOIPYHTOBAHO
JIarHOCTUYHUIN alNTOPUTM KiNBKICHOTO BH3HAYCHHS
IHBOJIIOTUBHOI'O CTaTyCy WIKIpH, SKWUH KiJIbKICHO
OLIIHIOBABCS SIK IHTErpajbHA XapaKTEPHCTHKA, PO3-
paxoBaHa Ha OCHOBI MOpP(OMETPUYHUX KPHUTEPIiB
CTaHy KEPAaTHHOIIUTIB, €JIEMCHTIB MIKPOIUPKYJIATO-
pPHOTO pycia JAepMH, AepMaibHUX (iOpPoOIACTIB,
BOJIOKOHHOTO CKJiaay aepmu. [126-128].

Takox Oyio 1oBeneHO, MO y MAIi€HTIB 3 CYITy-
THBOIO TATOJIOTIEI0 € XapaKTepHUM ICTOTHE MOpY-
IMIEHHA CTPYKTYPH MIKPOLIMPKYISTOPHOTO pycia
MIKipW Ta IHMHAX ii KOMIIOHEHTIB, 110 HAJA€ TMi/ICTa-
BU /IS BUJUICHHS IaHOTO KOHTHHICHTY XBOPHX SIK
Ipyny BHCOKOTO IHTpaomepauiifiHoro Ta micisiomne-
pariiiinoro pusuky [129-131]. Ha rpynTi aHamizy
JIAHUX KUIBKICHOTO MOP(]OJIOriYHOTO AOCIiIKESHHS,
pe3yabTaTiB JUHAMIIHOTO KJTIHIKO-
IHCTPYMEHTAJIBHOTO OOCTEKEHHS, BUBYCHHS SKOCTI
JKUTTSI OyJIM BU3HAYCHI YiTKI MOKa3aHHS JUIsl MPOBE-
JICHHSA PI3HUX BapiaHTIB ONEPATHBHUX BTPYYaHb, B
TOMY YHCII 3 IHTpAolepalifHIM 3aCTOCYBaHHSIM
IUTa3MO3aMIiHHAKAa 3 (YHKIIEI0 IEPEHOCY KHCHIO
nepdTopaHy Ui TIONEPEIKEHHS YCKIAIHEHb Y
HAOMIKIOMY Ta BiATAICHOMY MICIIOTEPAiitHOMY
nepiozi [132-134].

Otxe, BU3HAYCHHS YMOB YCIIIIHOT pereHeparii
TKQHUH € MOXJIMBUM 3aBJISIKH JI€TaJIbHIIIOMY BH-
BYEHHIO TICTOTeHe3y, OCKUIBKH ONTHMI3allisl MOCTT-
paBMaTH4HOI pereHepailii NOBUHHA MPOBOJMUTHCS 3
ypaxyBaHHIM OCOOJIMBOCTEH pereHepariii KOHKpeET-
HOI TKaHWHHW, B TOMY YHCIi ¥ T BIKOBUX acIICKTiB.
Came BUBYEHHS IIMX TPOLECIB 3aBISKH PO3IMINPEH-
HIO MOXJIMBOCTEH JIOCII/KEHb Ha PI3HUX CTPYKTYp-

HUX PIBHSAX — BiJI OPTaHHOTO 10 MOJICKYJSIPHOTO —
JIO3BOJISIE HA CHOTOJIHI 3pO3yMITH TIepeOir paHOBOTO
MpOIIeCy Ta TPOIECY perapaTHuBHOI pereHeparlii B
LUTOMY IS OTITHMi3alii BiTHOBJICHHS 3arO€HHS Pi3-
HOMAHITHUX YIIKO/DKEHb INKIpH Ta 3armobiraHHs
BUHUKHEHHIO YCKJIQIHEHb, NPHUYOMY TIIOB'A3aHI 3
BIKOM OCOOJIMBOCTI MalOTh CYTTEBE 3HAUCHHS IS
O3HaYEHHX ITPOIIECIB.

Hincymox

LlinkoM 3po3yMijio, O B HaA3BHYAHHO CKIIA-
HUX yMOBax camol cuTyalii BUOyXy roJOoBHa yBara
IiJT 4ac TMOPATYHKY HMOCTPAaXIAIUX BiHCHKOBOCITYX-
00BIIiB 200 IUBUTFHUX 0Ci0 CKepoBaHa Ha 3a0e3rme-
YeHHsI iX BIWDKMBAHHS Ta 30€peXEHHS JKUTTEBO BaXK-
nuBUX (YHKLIA opradizMy. [Ipu mpomy mepeBaxxHa
OUTBIIICTP YIIKOKCHD IIKIPH MiUISATae BiATEpMiHO-
BaHI{ yBa3l MEIWYHHUX MPAI[iBHUKIB. Y THX BHIIAJ-
Kax, KOJH 3aralbHUH IOKPHUB HE 3a3Hae Oe3mocepe-
JIHIX OMIKOBUX a00 IHIINX PaHOBUX YHIKOIKEHB, 1[0
3arpoOXKyIOTh JKUTTIO, CTPYKTYPHO-(YHKIIOHaJbHI
NOPYIICHHS] PI3HUX KOMIIOHEHTIB IIKIpH B3araini
MOXYTh 3QJIAIIATUCS 0€3 aJeKBAaTHOT KOPEKIl mpo-
TATOM TPHUBAJIOrO dYacy. 3a IMX OOCTaBUH CJIij
mmam’ATaTH, IO MIKipa € HaiOUIBIIIM OpPTraHOM Op-
TaHi3My Ta BHKOHYE€ HHM3KY BAXIJIHBHX CHCTEMHHX
(YHKIIH, TOIIKOMKEHHS SIKMX KPUTUYHO BIUTUBAE
Ha cTaH moctpaxpamoro micisi MBT, Bkirodaroun
TpUBaHid peadiTiTamiiHu mepio.

Ha croromni BizoMoCTi Ipo XapakTep CTPYKTY-
PpHO-(QDYHKLIOHAIBHUX 3MiH IIKIPH Y MOCTPaXKAAINX
BHacHiqok MBT 3anumiaioTbes BKpaii 00MeKeHUMH,
IO HE JIO3BOJISIE BXXUTH aJIeKBATHUX 3aXOJIB IX KO-
pekuii. BusHaueHHs NpOBIAHMX TKAHWHHUX 1 KIIi-
THHHUX NEpeOyN0B CTPYKTYPH HIKIPH B 3aJIe)KHOCTI
BiJI XapakTepy MiHHO-BHOYXOBOT'O YypakK€HHs, HOTo
IHTEHCUBHOCTI, BIKOBOTO (paKTOpa Ta CTaTi IOCTpa-
KJIAJIOTO, CYMYTHIX PO3JIaJliB BUCTYIA€ SK HaraiHa
motrpeba CHOTOIEHHS 1 aKTyalbHA MEJUYHa MpooIe-
Ma.

[epcnexkTHBY MOJANBLIIMX PO3POOOK

BusnaueHHsT MOP(]OIIOTIYHAX 3MiH 3arajabHOTO
nokpuBy npu MBT 103BonuTh OOTpyHTYBAaTH Bax-
JMBI JIIKYBaJIbHO-peaOUTiTALliHI 3aX0AM NPHU JIIKY-
BaHHI MOCTPAKTAIHX.

Indopmanis npo kKoHQJIIKT iHTepeciB

[MorteHuiiinnx abo sBHUX KOHQJIIKTIB IHTEpECIB,
10 TIOB’sI3aHi 3 MM PYKOITUCOM, Ha MOMEHT ITyOi-
Kallii He iCHy€ Ta He mepeq0a4aeThCs.
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IHactyxoBa B.A., Kyuepenko O.B. XapakTep TpaBMaTHYHOI'0 YIIKO/KeHHSI IIKipH, eTanu ii perene-
pauii Ta oco6aMBoOCTi NpU MiHHO-BUOYXOBIii TpaBMi.

PE®EPAT. MinHo-BHOYXOBa TpaBMa BUKIHKAE KOMOIHOBAHE YIIKO/KCHHS 0araTb0X CTPYKTYp OpraHizmy
1 9aCTO CYNPOBOIKYETHCS MPSIMUM YIIKOJKCHHSAM HITICHOCTI mKipu. [Ipyu TpaBMyBaHHI M'SKUX TKaHHH 3aKpH-
TOTO XapaKTepy BHHHUKAE 3201l MIKIpH B MOETHAHHI 3 YPaXXCHHAM 0araTboX BHYTPIIIHIX OpraHiB. Y Haa3BHUaii-
Hill cuTyarii BUOyXy TOJOBHA yBara IIiJf 4ac MOPATYHKY ITOCTPaKJANX BiHCHKOBOCITYKOOBIIB a00 ITMBUTBHIX
oci0 ckepoBaHa Ha 3a0€3IEUYCHHS 1X BIKMBAHHS Ta MIATPHIMAHHS XUTTEBO BAXIMBUX QYHKILIN opraHiamy. [lpn
IFOMY TIepeBa’KHA OUIBIIICTh YITKOIKCHb IIKIPH MiUIATaE BiATEpMiHOBaHINH yBa3i MEAWYHHUX MPAIliBHUKIB. Y
THX BHIAJKaX, KOJH 3araJbHUM MOKPHUB HE 3a3HAE OE3MMOCEpeHIX OMIKOBHX a0 iHIINX PaHOBHX YIIKOKCHb,
110 3arPOXKYIOTh KHUTTIO, CTPYKTYPHO-(YHKIIOHAJIbHI MOPYIIEHHS Pi3HUX KOMIIOHEHTIB IIKIpH B3arajli MOXYTb
3aUIIATHCS 03 aJIeKBaTHOI KOPEKIIii MPOTArOM TPUBAJIOTO Yacy. 3a IUX 0OCTABUH CIIiJI I1aM’sSITaTH, IO HIKIpa €
HaWOUIBIIMM OPraHOM OpPraHi3My Ta BUKOHYE HHM3KY BRXKJIMBHUX CUCTEMHHX (YHKI[H, TTOIIKO/PKEHHS IKUX KPHU-
THUYHO BIUIMBAE HA CTaH IMOCTPAXIAJIOTO MICJIs MiHHO-BHOYXOBOI TpaBMH, BKJIIOYAIOUYM TPUBAIMI pealdiiiTarii-
HUi niepion. Ha choroHi BioMOCTI PO XapakTep CTPYKTYPHO-(QYHKIIOHAIBHHUX 3MIH IIKIPH Y HOCTPaXKAaInX
BHACJIIZIOK MiHHO-BUOYXOBOI TpaBMH 3QJIMIIAIOTHCS BKpail 0OMEKEHHMMH, 110 HE JO3BOJISE BXKUTH aJCKBATHUX
3ax0[iB iX KOopeKiii. BusHaueHHS MPOBIAHUX TKAHWHHUX 1 KIITHHHUX Mepe0yI0B CTPYKTYPHU HIKIPH B 3AJICHKHO-
CTi BiJl XapaKTepy MiHHO-BHOYXOBOTO ypa)keHHs, HOTO IHTEHCUBHOCTI, BIKOBOro (hakTopa Ta CTaTi MOCTpaXKia-
JIOTO, CYIYTHIX PO3JajiB BUCTYTIAE K HaraifHa MoTpeda CbOTOJICHHS 1 aKTyallbHa MEMYHA IIpodiemMa.

Kurouosi ciioBa: MiHHO-BHOYXOBa TpaBMa, MIKipa, OMiK, paHa, 3a0iif, MOPQOIIOTis, pereHeparis.
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Zavadska M.B. Changes in the structure of lymphatic nodes under the effect of monosodium glutamat and
correction.
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ABSTRACT. Background. The use of food additives in the food industry is widespread, but their effect on the organs of the
lymphoid system has not been studied enough. The purpose of the study was to study the changes in the structure of the
parenchyma of the lymph nodes of rats under the conditions of the action of monosodium glutamate and correction with
melatonin. Methods. The study was conducted on 42 white male and female rats of reproductive age. Experimental animals
were on a high-calorie diet for six weeks (first group), followed by two weeks of melatonin correction (second group). A
high-calorie diet was achieved by adding monosodium glutamate to the diet of animals at a dose of 0.07 g/kg of rat body
weight. The dose of melatonin was 10 mg/kg of rat body weight. Results. It was investigated that after six weeks of exposure
to monosodium glutamate, destructive and degenerative changes occur, in particular, in the parenchyma of the nodes, there
are many lymphocytes at various stages of apoptosis, many macrophages, the cytoplasm of which contains numerous
phagosomes, primary and secondary lysosomes, fragments of damaged lymphocytes, and other osmiophilic inclusions. It was
found that after six weeks of exposure to monosodium glutamate followed by two weeks of melatonin, the relative area of the
cortical substance of the node, lymphoid nodules, and mantle zone increases, but remains significantly smaller than that of
the intact group of animals. The number of secondary lymphoid follicles decreases, the intercellular space is expanded, there
are signs of perivascular edema, a large number of osmiophilic inclusions. Conclusion. After six weeks of exposure to
monosodium glutamate followed by two weeks of melatonin, structural changes in mesenteric lymph nodes were less
pronounced than in the group of animals that received monosodium glutamate for six weeks.
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Beryn € TIIyTamMaT HaTpiro, 10 HAJICKHUTh JI0 TPYNH IIiICH-
BukopucranHst XapyoBuUX 100aBOK B XapyoBid moBauiB cmaky [2]. e oguuM edextom maaHOT 10-
MPOMUCIIOBOCTI B TENEPIMIHIN Yac € MIMPOKO PO3IIO0- 0aBKM € MacKyBaHHS CMaKy, IOKpAIIeHHS OpraHo-
BCIOJDKCHUM Ta 3arajbpHoBimoMuM [1]. OxHiero 3 HUX JICNTUYHHUX BJIACTUBOCTEH Xap4oBHX MPOAYKTiB [3].
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AKTyaJqbHUM 3aBIaHHAM IJi1 MOP(OJIOTIB € BH-
BUCHHSI MOXJIMBOCTEH HOTO BIUJIMBY Ha OpraHU Ta
TKaHUHHU.

Jlimparnuni By3/mH HajekaThb IO BTOPHUHHHX
nmimopoinaux (iMmyHHHX) oprauiB [4]. TomoBHOMO iX
(yHKIi€I0 € 3a0e3TeUeHHs aHTUTCH3AJIekKHOI TIPO-
midepanii ta audepenuianii T- ta B-mimdonuris.
CranoBnsath npubnm3Ho 1 % macu Tina JIOIUHH 1 €
«OlonorivHUMH  (UIBTpaMW», B SIKMX OCIAIOTH 4Yy-
xopiaHi anturenu [5]. Bix dyHKIiOHATBHOTO CTaHy
JIAaHUX OPTaHiB MPSIMO 3aJIC)KUTh 3aXHUCHA CHPOMOXK-
HICTb OpraHi3My B LJIOMY.

He MeHII akTyalbHUM 3aBIAaHHSM € BUBYCHHS
MOJKJIMBOCTEH KOPEKIil BUKINKaHUX 3MiH. Memaro-
HiH € GioreHHMM amiHOM, TopMoHOM emidizy [6].
Bin Oepe ygactp B MeTa0OIi3Mi KHPOBOI TKAaHUHH
IUITXOM B3a€MOJIi 3 JIENTHHOM («TOPMOHOM TOJIO-
nIy»). OcTaHHIA CHHTE3ye€ThCS B aIWIIONNTaX, Oepe
Oe3rocepeHI0 y4acTb B PeryJisinii eHepreTH4Horo
00MiHYy Oprasi3my, a TaKOX MacH Tijia. MenaToHiH
CTpHs€e 3MEHILICHHIO CIOXHMBaHHA T1XKi, 30LIblIye
BUTpPATH €HEprii, 3amobirae HaaMIpHOMY HaO0Opy
Macu Tina [7]. Jyke BaXIUBUM € Te, IO IMYHHI
OpraHy Ta IMyHOKOMITETEHTHI KJIITHHU MICTATh CIIe-
mUQIYHI PelenTopr MEJIaTOHIHY, a I 03Hadae, 1o
foro mist Ha OCTaHHI € mpAMoro [8].

MeTta nociniKeHHS: BUBYNTH 3MiHH CTPYKTYPH
mapeHXiMu JTiM(GaTHIHIX BY3JIiB IIYPiB 32 YMOBH Iii
TIIyTaMaTy HAaTPiio Ta KOPEKIIil MeTaTOHIHOM.

Marepiaau Ta MmeToan

JocnixkeHHs npoBelneHo Ha 42 OiMX IIypax-
caMIisiX 1 caMKax pemnpoaykTuBHoro Biky (3,0-5,0-
MicsiyHHX) Macoro 125-230 r.

BynoBy CTpYKTYpHHX KOMIIOHEHTIB OpHIKOBHX
TiM(aTHYHUX BY3JIiB OUIMX ILIypiB-CaMI(iB 1 caMoOK
32 YMOB HOpPMH JOCHiKyBaimu Ha 10 iHTakTHHX
TBapuHaX. EkcnepyMeHTaNnbHUX TBapHH MOMIJICHO
Ha 2 rpymu: mepma rpymna (10 ocobun) — TBapuHH,
SKi YIPOIIOBXK IIECTH TH)KHIB MepeOyBain Ha BHCO-
kokanopiitHiit mieri (BK/); mpyra (10 ocobmn) —
TBapHHY, sIKi nepedysamu Ha BK]] BuponoBx mectn
THKHIB, MICJIsI YOTO J[BA TYDKHI KOPEKIlii MeIaToHi-
HOM Ta CTaHJAPTHUH XapyoBUil palioH BiBapilo.
KoxHa rpyma BKiIrOUYasia 5 HIypiB-caMIliB Ta 5 Iy-
piB-camok. BKJl mocsirasiv HuisixoMm J0AaBaHHS B
XapuoBHil pallioOH TBapHH TiyTaMary HaTpiro B J03i
0,07 r/kr Macu Tina mrypa. Horo BBOJMIIN 3a JIOIO-
MOTOI0 TINEeTKH oauH pa3 Ha 100y (10 roauHa pan-
KY) 3 MOJANBIINM BUTBHUM JOCTYIIOM JIO 1K1 TPOTSI-
roM nobu. Jo3a MenaToHIHy 3 METOIO KOPEKIIil 3MiH
craHoBmwia 10 Mr/kr Macu Tina niypa, sIKy BBOIMIIH
MIOAHS TIepOpaNbHO B ApyTiii momoswHi qHA (17 ro-
nmuHa). KonTposns Brutoyas 12 6inux mrypis, sKi me-
peOyBami Ha CTaHAAPTHOMY XapdoBOMY paIlioHi
BiBapiro BIPOJOBXK IIECTH Ta BOCHBMH THIKHIB.

YciX miagocHiIHUX TBapuH YTPUMYBaiH B
yMoBax BiBapifo JIbBIBCBKOTO  HAI[iOHAJBHOTO
MEINYHOTO yHiBepcuTeTy imeHi [anmna [anumpko-
ro. [lepex 3a6opomM Marepiary TBapHH 3HEUYITIOBAIN
edpipauM Hapko3oMm. bpwxosi miMmdaTuyHi By3nn
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oMitmanyu y Gikcyrouy piiuHy, 3aIUaid IpH TeM-
neparypi 19-20° npotsirom 12-24 roaun. Burortos-
JIEHHS TICTOJIOTIYHUX TIperapaTiB Big0yBaJloch 3a
3araJbHONIPUHHATOI0 METOJUKOIO.

MopdoMeTprudHi AOCHIIKEHHS TPOBOIWINA Yy
BH3HAYCHI TEPMIiHU JOCIHIAY Ha TiCTOJOTIYHUX IIpe-
naparax, 3a0apBJIeHHX IeMaTOKCHIIIHOM 1 €03HMHOM
Ta a3aHOM 3a JomoMoror mporpam BumeoTect-5.0,
KAAPA Image Base, Stepanizer ta Microsoft Excel
Ha TepCOHANBHOMY KoMl toTepi. [ist BCiX Moka3Hu-
KiB BHPaxoOBYBaJM 3HaYCHH:S cepelHbol apupMeTu-
yroi (M) i moxubku cepeanboi apudpmMeTHaHoi (M).
JoCTOBipHICTE Pi3HUII 3HAYEHb MK HE3AICKHUMHU
KITbKICHUMH BEIMYMHAMH BHU3HAYaId IIPH HOpMa-
JTBHOMY po3moaiti 3a t-kpurtepiem CrteiomenTa. Jloc-
TOBIpHIUMH BBaXXaroThCs BiamiaHOCTI ipu P<0,05.

Jns  e’IeKTpOHHO-MIKPOCKOIIYHOTO  JIOCIi-
JOKeHHS (piKcallifo IMaTOYKIB OprKOBUX JIiM(paTH-
YHUX BY31iB npoBoawid 1,5 % po34rMHOM YOTHPHO-
keuny ocmis B 0,2 M po3dmHi Kakoguiaty HaTpito
npu pH 7,2 nporsirom 2-2,5 roaun Ha xonoxi. Jns
JeriapaTailii Ta miArOTOBKU J0 MPOCSIKHEHHS BOJIO-
HEPO3YMHHHMH CMOJIAMH, BIIMUTI BiJl 3aJIHIIKIB
¢ikcaTopiB TKaHWHHI OJIOKM TIPOBOAWMIHM dYepe3
CHHPTH BHUCXITHOI KOHIEHTpAIil Ta aOCOMFOTHHI
areToH. 3pi3d BUTOTOBJLSUTH HA YIBTPAMIKPOTOMI
LKB 2188 Ultrotome NOVA (IlIsewist) 3 a0momo-
roto ammasHoro Hoxka (DIATOM) ta mpoBoammu
moIBilfHe KOHTpacTyBaHHsA 3a PelfHoIbICOM Ta ypa-
HinaueratoM. JlocnipkyBaiu 3pi3u OpHKOBUX JIIM-
(aTu4HUX BY3JIB 32 JOINOMOTOI E€JIEKTPOHHOI'O
TpaHcMiciitHoro mikpockona Tesla BS-500 (Uexis).
@DoTOIOKYMEHTYBAIM JOCIIKYBAaHUH Marepian 3a
noromororo nupposoi kamepu SONY H9.

JlocmiKeHHsT TPOBOMWIM 3TiJHO IOJIOKEHb
€BpomneichKOl KOHBEHIIIT MO0 3aXHCTy XpeOeTHHX
TBapyH, SIKUX BUKOPHUCTOBYIOTh B EKCIIEPUMEHTAIIb-
HUX Ta iHMHUX HaykoBuX Iisx (CtpacOypr, 1986),
HupextuBam Pamu €pomm 86/609/EEC (1986),
3akony Ykpainu Ne3447—IV «IIpo 3axuct TBapwH
BiJl )KOPCTOKOTO ITOBOJPKEHHS», 3arajlbHUX €THYHUX
NPUHLMUITB €KCIIEPUMEHTIB Ha TBApUHAX, YXBAJCHUX
[epmmm  HalioHaJbHUM KOHIpecoM YKpaiHu 3
6ioetuxu (2001).

Pe3ysabTaTH Ta iX 00roBopeHHs

OTtpuMaHi pe3ysibTaTH IOCITIHKCHHS Y TBapHH
IHTAKTHOI Ta KOHTPOJILHOI TPYNH CBiX4aTh MO TE,
mo OymoBa OpIDKOBHX JTIM(ATHIHUX BY3JIB BiAIO-
Biflae BUIOBii HOopMi. 30BHI JiM(AaTHIHI BY3TIH OTO-
YeHi CIOJTYYHOTKAaHWHHOIO KallCyJIolo, BiJl SKOI BCe-
peavHy TapeHXIMH By3Ja BiIXOIATH YHCIICHHI Kip-
KOBI Ta MO3KOBI TepekiIanku (Tpadexymnm). Y tpabe-
KyJnax TPOXOIATh CyIuHH i HepBH. Ha BBIirmytiit
YacTWHI By3Ja po3ramoBaHi BopoTa. Ilapenxima
CKJIQJIAEThCSl 3 KIPKOBOI PEYOBHMHHM BY3Ja, MIO
po3TamoBaHa OnvpKde 0 Karcyindw 1 3aiiMae Horo
nepudepiiiHy YacTHHY, Ta 3 MO3KOBOI PEYOBHHH,
sIKa 3HAXOJUTHCS OJIMXKYe IO BOPIT 1 3aiiMae OimbIi
LEHTpalbHy YacTuHy By3ia (Puc. 1).
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Puc. 1. BpuxoBuii nimcaTnyHUiA By30n iHTakTHOro 6inoro wypa-camus. 1 — kancyna, 2 — tpabekyna, 3 — kipkoBa pevoBu-
Ha, 4 — MO3KOBa peyvoBuMHa, 5 — BopoTa By3na, 6 — MO3KOBUI TSK, 7 — MO3KOBa MPOMiKHA nimcbaTnyHa nasyxa, 8 — kpanosa

nasyxa. 3aGapBneHHsi azaHom. x50.

KipkoBa pedoBHMHa MICTHTH IEPBHHHI Ta BTO-
puHHI TiM(OITHI BY3THKH, IO BiAIICH] Bix Kamcy-
JM KpadoBOIO Ma3yXo, Ta KIPKOBI MPOMIiXHI JIiM-
(arnuni nmazyxu. /linsHKa nepexoay KipkoBoi pedo-
BUHH B MO3KOBY — MPHKIPKOBA JIJITHKA — YTBOpEHA
MepeBaXHO MaMMu cyononymsauissmu T-mimdoru-
TiB TOOTO € T-3aJeXHO0I0 30HOI0. MiCTHTh 3aKamisIs-
PHI BEHYJIH 3 BUCOKUM C€HJOTEIIIEM, JIC BiI0OYBa€THCS
Mirpanist 1iM(OIHTIB 3 KPOBI B TKAHUHY OpraHa.

JlimpoinHa TkaHWHA By3ja NpeCTaBICHA Ma-
JIMMU, CEPEHIMH Ta BEIUKUMH JTIMPOLUTH, a TAKOX
Makpodaramu, IrazMonuramu. Kapkac oprana
YTBOPEHHH PETHKYJSIPHUMH KIITHHAMH Ta TKaHH-
HOI0. EJIeKTpOHHO-MIKPOCKOIIYHO BCTAHOBJIEHO, 1[0
MaJli, cepe/iHi Ta BEJIUKi JiM(OLUTH MArOTh Xapak-
TepHy 0ynoBy (Puc. 2).

UYepes 1IicTh THXKHIB Jii TIyTamMaTy HaTpilo K B
HIypiB-CaMIiB TaK i B ILI[YPiB-CAMOK 3POCTAa€ Kilib-
KICTh BTOPHHHHUX JIM(OIIHUX BY3JHKIB y KipKOBil
peUOBHHI, 1X 3apOIKOBHII LEHTP NMPOCBITIECHUH, Ti-
reprpodoBannii. HaBkoo By3miB 3pocTae KUIBKICTh
JKMPOBOI TKaHUHH, apTepil 3 HOTOBILEHOIO CTIHKOIO,
TTOBHOKPOBHI, BEHHW Je(QOpPMOBaHi, PO3MIMpEHi Ta
MOBHOKPOBHI. [lepexnanxu, mo BiAXOAATH BiJ Kam-
CYJIM, YiTKO BHpPaXKeHi, MMOTOBIIEHI, MO3KOBI MPOMi-
KHI JiMdaTHyHi Ma3yxu po3UIMpeHi, 3BUBHCTI. B
KarcyJii BeJMKa KiJIbKICTh BaKyOJICMOAIOHUX CTPYK-
Typ. BisHOCHa muIOla MPUKIPKOBOT IUISHKH 3MEH-
HIyeThes, KpaiioBa nasyxa aedopmyerbes. Lle cBin-
YUTh MPO 301LIBIICHHS BiAHOCHOT turomnti B-3amexHol

30HU. [lonmiOHI 3MiHM MOXYTh TMPU3BECTH N0 TIEpe-
pO3MOAITy aKTUBHOCTI B OiK T'yMOpambHOI IMYHHOL
BianoBigi. CrocTepiraeTbcs 3MEHINCHHS MIUTLHOCTI
po3sramryBaHHsl B-1iM(pOLUTIB Y MO3KOBHX TsDKax Ta
30UIBIIEHHST KIJBKOCTI PETHKYJIAPHOI CHOJIY4HOT
TKaHMHH Y MO3KOBUX HPOMDKHUX JTiM(aTHYHUX
naszyxax (Puc. 3).

MopdomeTpuyHIM METOJIOM BCTAHOBJICHO, 110
BIZJHOCHA IUIONIA KipKOBOi PEYOBMHHU BYy3Ja 4epe3
LICTh THKHIB €KCIIEpUMEHTY 3MeHIyeThest (p<0,05)
Ha 11,95 % y mypiB-camuis Ta Ha 9,31 % y mypis-
CaMOK y TODPIBHSHHI 3 IOKa3HUKAMH IHTAKTHOI Ipy-
I TBapHH. BigHOCHa TuIONIa MO3KOBOI PEYOBHHHU
30uIbImyeThest Ha 18,76 % ta 14,7 % BimnoBigHO
(p<0,001). KipkoBo-mo3K0BHii iHAEKC Ha 26,11 % Ta
20,89 % noctoBipro Mmenimre (p<0,001) mokasHuka
iHTaKTHOI Tpynu TBapuH. BinHocHa ruromia jiM¢oi-
JHUX BY3JIMKIB 3MeHIIyeThcs Ha 16,5 % y mrypis-
camuiB Ta Ha 13,05 % y mypiB-caMok, BiIHOCHa
IUIONIa  3apOJKOBOIO  LEHTPY  3MEHIIYETHCS
(p<0,001) Ha 26,88 % Ta 29,45 %, miamoBa 30Ha
3MmeHmyerscst (p<0,001) wa 25,96 % Ta 22,35 %.
BigHocHa 1uroma kpaiioBoi miM¢aTndHOI Mazyxw,
KipKOBUX HNPOMDKHUX JIIM(pAaTHUHUX MAa3yX, MPUKIp-
KOBOI TUISHKH JAOCTOBIPHO HE 3MIHIOETHCS. BimHOC-
Ha IUIOIIA MO3KOBHMX MPOMDKHHUX JiM(paTHIHHUX Ta-
3yx 30utbmiyerses (p<0,05) y wmypiB-cammiB Ha
11,95 % rta y miypis-camok Ha 8,15 %, BijmHOCHA
ILIOIA MO3KOBHX TsDKIB 301nbinyeThes (p<0,001) Ha
24,91 % raHa 21,77 % (Tabmx. 1, 2).
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Puc. 2. YnbTpacTpykTypHa opraHisaLisi NpukipkoBoi AinsiHku 6puxoBoro nimgaTtnyHoro Bysna 6inoro Lypa-camusi iHTakT-
HOI rpynu. 1 — agpo eHAoTeniouMTa B CTiHUi BeHynu, 2 — umMTonnasma, 3 — nioMeHarnbHa noBepxHsi uutonnasmaTtuyHoi membpa-
HW YTBOPIOE MOOAMHOKI MIKDOBOPCUHKM, SIK CMPSIMOBaHi B NPOCBIT BEHYNU, 4 — NPOCBIT BeHynu, 5 — 6a3anbHa Mmemb6paHa, 6 —
s4po nimcpoumTa, Nepeq mirpadieto Yepes CTiHKy BeHynu, 7 — agpo nimdouuTta, 8 — umtonnasma nimcgoumnta, 9 — sapo nnasmo-
uuta, 10 —umMTonnasma nnasmoumta, 11 — rpaHynsipHa eHgonnasMaTuyHa citka, 12 — mitoxoHapii. EnekrpoHHa mikpodpoTorpa-
oisa. x6000.

Puc. 3. flebopmoBaHi MO3KOBi MPOMidXKHI NiMcpaTUyHI nasyxm GpuxoBoro nimgaTuyHoro Bysna 6inoro Lwypa-camkm Yyepes
LWiCTb TWKHIB Ail rmyTamaTty HaTpilo. 1 — nonepeYvHnin nepepia apTepiony B MO3KOBOMY TsXi, 2 — kancyna, 3 — MO3KOBUN TaX, 4 —
po3wwnpeHa, AedopmoBaHa MO3KoBa NMpoMixHa nimdatnyHa nasyxa. 3abapsneHHsa azaHom. x400.
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Tabmmms 1

MopdomeTprdHi TapaMeTpH CTPYKTYPHUX KOMITOHEHTIB JTIM(paTHYHUX BY3JIiB TOCIIHPKYBaHUX IIypPiB-CaMIIiB

(M +m)
[MapameTp, OOMHUII BUMipIOBAaHHS JocnipkyBaHa rpymna TBapuH
IHTaKTHA [lepma Hpyra
BinxocHa myomnia KipkoBOi pe4oBHHE OpH- 61,08 +1,56 53,78 +1,38* 56,05+ 1,21*
JKOBOTO JIIM(ATHIHOTO By31a, Yo:
- MiMQOiTHAN BY3ITHK: 45,28 £ 1,19 37,81 £1,22** 40,16 £ 1,02*
- 3apOJIKOBHH IICHTP 8,11+0,13 10,29 £ 0,24** 9,04 +£0,33*
- IIJIAII[0Ba 30Ha 37,17 £ 0,97 27,52 £0,87** 31,12 £0,74**
- KpaiioBa miM¢paTHIHA Mazyxa 4,39+ 0,22 436+0,14 4,37+ 0,09
- KipKOBa MPOMIXKHA JTiM(paTH4Ha Ma3yxa 4,03+0,16 3,92+0,13 3,95+0,11
- IPUKIPKOBA JTIISTHKA 7,38+ 0,29 7,69+ 0,28 7,57 +0,35
BinHocHa mioma MO3KOBOT peYOBHUHU 38,92 +0,78 46,22 +£0,7*%* 43,95 +0,76*
OpIKOBOTO JIIM(ATHYHOTO By311a, %!
- MO3KOBHH TSDK 18,71 £ 1,01 23,37 £ 0,69** 21,81 +0,49**
- MO3KOBA MPOMiXHA JiM(aTHYHA Ma3yxa 20,41 £ 1,15 22,85+0,73* 22,14 £ 0,65*
KipkoBo-M03KOBHH THIEKC 1,57+0,11 1,16 + 0,13** 1,28 +0,12**

[IpumiTkn: * — BeNWYIHUHY, SKi CTATUCTHIHO JOCTOBIPHO BiAPI3HAIOTHCS Bill HOKA3HHUKIB IHTAKTHOI TPYIH TBApUH
(p<0,05), ** — BeMUMHM, SAKi CTATHCTUIHO JOCTOBIPHO BiAPI3HAIOTHCS BiJ MOKA3HUKIB iIHTAKTHOI TPYITH TBApUH

(p<0,001).
Tabmuus 2
MopdomeTpuuHi napaMeTpy CTPYKTYPHHUX KOMIIOHEHTIB JIIM(pAaTHYHHUX BY3JIiB AOCIIKYBaHUX IypiB-CAMOK
(M +m)
[MapameTp, OOMHUII BUMipPIOBAaHHS JocnipkyBaHa rpymna TBapuH
IHTaKTHA [lepma Apyra
BinHocHa momnia KipkoBOi pe4oBHUHE OpH- 61,23 +1,7 55,563 +1,29* 57,75 £ 1,45*
JKOBOTO JIiIM(ATHYHOTO BY3Ja, %!
- MMQOITHUN BY3ITHK: 4537+ 1,22 39,45 £ 1,16** 41,73 £ 1,11*
- 3aPOJIKOBHH LIEHTP 8,15+ 0,11 10,55+ 0,31** 9,23 +£0,32*
- MJIAII0Ba 30Ha 37,22 £0,89 28,9+ 0,91** 32,5+0,71*
- KpaiioBa yjiM(paTHYHA Ma3yxa 4,41+0,19 4,39+0,12 44+0,11
- KipKOBa MpOMiXxHa JTiM(aTHYHA MMa3yxa 4,04 +£0,13 3,98+0,14 4,01+0,1
- MPUKIPKOBA JTUISTHKA 7,41 +0,27 7,71 £0,25 7,61 +£0,34
BinHocHa miomna MO3KOBOT peYOBHHH 38,77+ 0,76 44 47 £ 0,71** 42,25 +0,71*
OpIKOBOTO JIIM(ATHIHOTO BYy311a, Y0!
- MO3KOBHH TsK 18,65+ 1,05 22,71 £0,74** 20,93 £0,61**
- MO3KOBa IMPOMDKHA JTiM(paTHIHA MMazyxa 20,12+ 1,04 21,76 £0,81* 21,32 £0,58*
KipkoBo-M03KOBHH iHIEKC 1,58 +0,11 1,25 £ 0,2** 1,37 £0,15**

[pumiTkn: * — BeNWYHUHY, SKi CTATUCTHIHO JOCTOBIPHO BiIPI3HAIOTHCS Bill HOKA3HHUKIB IHTAKTHOI TPYIH TBAPUH
(p<0,05), ** — BeTMYMHM, SKi CTATHCTUYHO TOCTOBIPHO BiIPI3HIIOTHCS BiJl MOKA3HHUKIB IHTAKTHOI TPYIH TBAPHH

(p<0,001).

CyOMIKpPOCKOMIYHO Yepe3 IIiCTh THXXHIB i
riIyTaMaTy HaTpilo B MapeHXiMmi By3IiB 0arato mak-
podaris, ruUTOMIA3Ma SIKUX MICTHUTh YMCIICHHI (haro-
COMHU, NEPBHHHI Ta BTOPHHHI Jli30cOMH, (pparMeHTH
MOMIKO/DKEHUX JIIMGOIUTIB Ta iHII ocMiodiibHI
BKJIIOUCHHS. S1pa peTHKYIOCHAOTETIOHTIB 301h-
IIeHi, epopMOBaHi, NUTOILIa3Ma MICTHTh IOIIKO-
JokeHi opranemn (Puc. 4). Bararo mimdonuriB Ha
pi3HMX cranisx amorto3y. Yacrtuna mimM¢pouuris, B
SIKUX HEMa€ O3HaK alonTo3y, MaloTh TIHOOKI iHBa-
riHamii saepHOi 000JOHKH, B SAP1 BIACYTHI AAepI,

[UTOIUIa3Ma IIPOCBITIICHA, OPraHell MaloTh O3HAKU
noUIKO/pKeHHs. KaHanblli TpaHyJsspHOI €HIOIUIa3-
MaTUYHOI CITKM B KJIITHHAaX 3 O3HaKaMH HaOpsKy,
po3mmpeHi. MitoxoHapianeHi TpebeHi HaOpsKii,
TIOLIKO/KEHI, 3 TPOCBITIEHNM MaTpHKCOM. B mpo-
CBITI Ta y CTiHII 3aKamUIIPHUX BEHYJ 3 BHCOKHM
SHJIOTEIEM BENUKAa KiBKICTh JNIMQOIUTIB, IO MO-
K€ CBIAYMTH TPO IIOCWJIEHHS NpOLEeciB Mirpamii
TM(POUUTIB y HapeHXiMy JiM(paTHYHOTO BYy3ia i3
kpoBi. bazanpHa MemOpaHa KPOBOHOCHHX KaIliIApiB
HaOpsKIIa, MOTOBIIEHA, SApa €HAOTETIONUTIB aedo-
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pMOBaHi, JIFOMEHAJbHA IIOBEPXHS IUIa3MaTHYHOT
MeMOpaHH MICTUTh YHCIICHHI MIKpDOBOPCHHKH, SIKi
3MCHIIYIOTh MPOCBIT CYAWHH. 301IbIIyeThCS YacTKa
KOJIATCHOBUX BOJIOKOH Ta MiKpo(iOpui B mapeHximi
By3na. CTiHKa apTepiif Ta apTepios CKIepO30BaHa,

MOTOBICHA, POCBIT 3alOBHEHUI (GopMEHHMH ere-
MEHTaMH KpOBI, S/Ipa eHAOTENaTbHUX KIITHH BEJH-
KuX po3mipiB. CHoCTepiraloThCsi HACKPI3Hi AeheKTr
B CTIiHII KamijspiB, BEHO3HE NMOBHOKpIB’s. Benymn
Ta BEHHU 3 PO3IIMPEHUM ITOBHOKPOBHHIM IIPOCBITOM.

Puc. 4. 36inblleHHs KiNbKOCTi anonTUYHO 3MIHEHWX KMiTUH B KIPKOBI pe4yoBMHI GpuxoBoro niMdgartuyHoro Bysna binoro
Lypa-caMKky Yepes LWiCTb TWXHIB Aji rmyTamaTty HaTpito. 1 — kapioniavc nimdgoumnTa, 2 — AecTpyKTUBHA finsHka, 3 — 94po Manoro
B-nimdouunta, 4 — yutonnasma manoro B-nimcpounta, 5 — aapo cepeaHboro B-nimcounTa, 6 — unTonnasma cepenHboro B-
nimdouuTa, 7 — sgpo nimgpobnacta, 8 — BakyonisoBaHa uutonnasma; 9 — gegopmoBaHe S4po peTukynoeHgoteniouuta, 10 —
CTOHLLIEHI BiAPOCTKM peTuKkynoeHgoTeniouuta. EnekrpoHHa mikpodoTorpadisi. x6000.

Icronoriuno y mapeHximi OpwxoBHX JiMa-
THUYHHUX BY3JIiB OLIMX I[ypiB-CaMIliB i caMOK 4epe3
nricte TwKHIB BK]I 3 HacTynmHHUM [IBOTHXXHEBUM
3aCTOCYBaHHSAM MEJATOHIHY BUSBICHO, IO KiJlb-
KiCTh BTOPMHHUX JIM(OiTHUX BY3JIHKIB 3MEHIITY€ETh-
Csl TIOPIBHSHO 3 TPYIOI0 TBApWH, IO mepeOyBann
micth TIXHIB Ha BK/, 3MeHIIyeThest 9acTka XKupo-
BOI TKQaHWHHM HaBKOJO OpraHy. ¥ MO3KOBHX TSDKax
HIUTBHO PO3TaIioBaHi B-miMpouuTH, MIa3MOIUTH Ta
makpodaru. Ilepexnankun Ta Karcyja IOTOBILEHI,
KpalioBa nasyxa Ta KipKOBI NpOMDXHI JiMpaTuyHi
na3yxu He posumpeHi. Mo3koBi IpoMikHi JiMba-
THUYHI Ta3yXd TOMIPHO pO3IIMPEHi, 3BMBHUCTI. SIK
KIpKOBa, TaK i MO3KOBa PEUYOBUHH MICTATh OCMiodi-
JbHI BKMOYeHHS. KidbKicTh amoONTHYHO 3MIHEHHX
KITHH 3 OCMIOQUIPHUMH BKIIOYEHHSIMH BHCOKA.
SAnpa niM¢pouUTIB 3 HEPIBHOIO SIEPHOIO O0OOJIOH-
KOO, SIIEpUs YiTKO TU(EPEHINIOThCI. € O3HaKH
HaOpsKy TKaHWHM By3Jia. [IpoCBIT CynH ITOBHOKpO-
BHUI, KpiM remMokanisapis (Puc. 5).

MopdomMeTpruyHIM METOAOM BCTaHOBJICHO, IO
BIZIHOCHA IUIONIA KipKOBOI PEYOBHHM By3Ja 4epes
wicth THKHIB BKJl 3 HacTynmHUM JBOTH)KHEBHM
3aCTOCYBAHHSIM MEJATOHIHY 30UIbIIYEThCS TTOPIBHSI-
24

HO 3 TPYIIOK0 TBApHH, M0 MepedyBaiu NIiCTh THXHIB
Ha BK]/I, Ha 4,22 % y mypiB-camii ta Ha 4,0 % y
1rypiB-caMok, 1o Ha 8,24 % Ta 5,68 % 10cTOBIpHO
mernte (p<0,05) Moka3HMKIB IHTAKTHOI I'PYIH TBa-
puH. BigHocHa mIioma MO3KOBOI PEYOBHHU OpHIKO-
BOT'O BY3JIa 3MEHIIYEThCS TOPIBHIHO 3 TPYIOIO TBa-
puH, mo mnepeOyBanu micTh TKHIB Ha BK/I, Ha
491 % y mypiB-camuiB Ta Ha 4,99 % y mypis-
caMoK, 1o Ha 12,92 % Ta 8,98 % mocToBipHO Oijb-
e (p<0,05) mapameTpiB iHTaKTHOI TPy TBapHH.
KipxoBO-MO3KOBUH 1HIEKC CTaHOBHUTH BiIIOBITHO
Ha 18,47 % Ta 13,29 % mOCTOBIpHO MeEHIIE
(p<0,001) noka3zHuka iHTaKTHOI TPYHH TBAapPHH
(Tabumn. 1, 2).

BinHocHa 1wroma miMQOiTHUX BY3JIHKIB 3017b-
LIYeThCS MOPIBHAHO 3 TPYIOIO TBAapHWH, IO nepedy-
Banu micte TwxHIB Ha BK/I, Ha 6,22 % y mypis-
caMuiB Ta Ha 5,78 % y ImIypiB-caMOK Ta CTaHOBHUTH
Ha 11,31 % Ta 8,02 % menme (p<0,05) mapamerpis
IHTaKTHOI TPymM TBAapWH. BigmoBinIHO BigHOCHA
IUIOIIA 3aPOJKOBOTO LIEHTPY 3MEHIIYETHCS IOPiBHSA-
HO 3 IPYIO0 TBapHH, IO MepedyBai MICTh THKHIB
na BKJI, na 12,15 % Tta 12,51 % i craHoBuTh Ha
11,47 % Ta 13,25 % BiAMOBiAHO JOCTOBIPHO OijbIe
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(p<0,05) moxa3HMKa iHTaKTHOI Tpymu TBapuH. [lma-
1I0Ba 30Ha 30UIBIIYETHCS TOPIBHIHO 3 TPYIOI0 TBa-
puH, mo nepedyBanu wwicTh TKHIB Ha BKJ, Ha
13,08 % y urypiB-camiiiB ta Ha 12,46 % y urypis-

camoK, mo Ha 16,28 % Tta 12,68 % BiamoBigHO mOC-
TOBIpPHO MEHIIIE TOKA3HWKA IHTAKTHOI TPYIH TBAPHH
(Tabm. 1, 2).

Puc. 5. [NoBHOKpIB’'Sl BEHYN Yy NPUKIPKOBIN AinsHUi 6GpvpkoBoro nimcatnuyHoro Byana 6inoro Luypa-camku Yepes WiCTb TUX-
HiB Aii rmyTamary HaTpito 3 HaCTyNHUM ABOTWXHEBMM 3aCTOCYBaHHSM MenaToHiHy. 1 — KipkoBa peyoBuHa, 2 — NpukipkoBa Ains-
HKa, 3 — NO3J0BXHIN 3pi3 reMokaninspa, 4 — MOBHOKPOBHA BEHyMa, 5 — MO3KOBUI TSX, 6 — MO3KOBa NMPOMiXHa nMiMdaTnyHa na-
3yxa, 7 — «MOPOXHi» reMokaninspy B MO3KOBMX Tshkax. 3abapBrneHHs reMaToKCMniHOM i eo3anHoM. x100.

BimHOocHa moma kpaioBoi miMQaTnaHOI mazy-
XM, KIPKOBHX INPOMDKHHX JIM(pATHYHUX TMazyx Ta
MIPUKIPKOBOi MIJSTHKA JIOCTOBIPHO HE 3MIHIOETBCS.
BinmHocHa TuTOIAa MO3KOBHX MPOMIDKHHUX JTiM(aTHd-
HUX Ma3yX 3MEHINYEThCS MOPIBHSHO 3 TPYIOK TBa-
puH, mo nepeOyBamu wicTh TKHIB Ha BKJI, Ha
3,11 % y mypiB-camuiB Ta Ha 2,02 % y 1mypis-
CaMOK Ta CTaHOBHMTHL BiamosigHo Ha 8,48 % Ta
5,96 % Oinbure (p<0,05) mapameTpiB iHTaKTHOI rpy-
Y TBapuH. BigHOCHA MJIOIa MO3KOBUX TSDKIB 3Me-
HINYETBCS TOPIBHAHO 3 TPYNOK TBapHH, MO Hepe-
OyBamu micte TkHIB Ha BKJ], Ha 6,68 % Ta Ha
7,84 % Ta cTraHOBUTH BiAMOBiAHO Ha 16,57 % Ta Ha
12,23 % nocroBipro Ounbmre (p<0,001) mapamerpis
iHTaKkTHOI rpynu TBapuH (Tabm. 1, 2).

EnexTpoHHO-MIKpPOCKOIIIUHA YacTKa KIITHHHO-
ro CKJaay NHapeHXiMU JiM(aTHIHOTO By3la, SKY
3aiiMalOTh AMONTUYHO 3MiHEHI JiM(OIMTH, MaKpO-
(aru Ta MIA3MOLUTH 3MEHIIYETHCSI B TMOPIBHSIHHI 3
TPYIOI0 TBapuH, 1O NepedyBajiy MICTh THXKHIB Ha
BKJI. MbKKIITHHHAR TPOCTIP PO3IIMPEHUH, € 03Ha-
KM HaBKOJOCY/AMHHOTO HAOpsKY, BEJMKa KUIBKICTh
ocMiO(UIBHUX (KMPOBUX) BKIIIOYEHb 3HAXOAUTHCS
SIK Yy MDKKIIITHHHOMY ITPOCTOpI, Tak i B IIMTOILIA3Mi

Makpodaris i miaazmouutis (Puc. 6). Mo3koBi mpo-
MDKHI JIIM(ATHYHI Ta3yXH Je10 pO3MIMPEHi, BEIHKa
KiJIBKICTh KOJIAr€HOBHX BOJIOKOH Ta MikpodiOpwmi B
MapeHxiMi By3J1a y MOPIBHSAHHI 3 IHTAKTHOIO I'PYIIOI0
TBapuH. Yepes3 YHCIICHHI BUIMHHM LUTOJIEMH CHO-
TEJIIOLMUTIB  MPOCBIT TIeMOKaNIsIPiB  3BY)KEHHH.
O3HaKd HABKOJOCYJHHHOTO HAOPSIKy MEHII BHpPa-
KeHl. Slapa emiTenopeTHKYNISIpHUX KINTHH BUIOB-
JKCHI, TUIa3MaTHYHI BiIPOCTKH HE CTOHIIICHI.

CXo0Xi JI0 OTpUMaHUX HaMHU 3MiH OIMCAHO aB-
TOpaMu B JTiM(aTHYHUX By3JlaxX IpH Aii HA OpraHizM
omioiny HanOydiny. OCOOIUBO IO CTOCYETHCS 3MIH
B CyIMHAX TeMOMIKPOLMPKYJITOPHOTO pycia, ILI0
MATBEPAXKYE AYMKY PO Te€, IO 3MiHM B CyJIUHAX
nmiMpaTHYHUX By3JiB NpH Ail pi3HUX MATOTEHIB €
HectieupiaHUMH [9].

BceranoBieHo, mo 30iIbIIEHHS MacH Tijla Mac
JIHIHY HEraTUBHY KOPEILifo 3 QyHKIi€e 1imMpoi-
OHUX opradiB. TakoX OXKHPIHHSI MPHU3BOIUTH 0
SHIDKCHHS IMIJIPHOCTI JTiM(AaTHYHUX CyIUH Ta 3Me-
HIICHHS HAMOBHEHHs CyauH. KpiMm Toro, 30iibieH-
HSI MaCH TiJIa Ta CTYIEHIO OKMPIHHS MPU3BOIATE 10
MPOrpeCyBaHHs HABKOIOIIM(pATHYHOTO HAKOMHUYCH-
Hsl KJTiTHH 3ananeHss [10].

25
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Puc. 6. Anonto3 nimdouunTa B KipKOBii pe4oBUHI BpuxxoBOro nimdaTnyHoro By3na 6inoro Lypa-camus Yepes LWiCTb TUX-
HiB BMNMBY rryTamaTty HaTpito 3 HACTYMHMM OBOTMXHEBUM 3aCTOCYBaHHAM MeENaToHiHy. 1 — a4po nnasmouuTa, 2 — uMtonnasma
nrnasmouuTa, 3 — NepBUHHI nisocomu, 4 — HabpsKNI MITOXOHAPIT, 5 — po3LWwmMpeHa rpaHynsipHa eHaonnasmaTuyHa citka, 6 — kapi-
onisuc sapa, 7 — uMtonnasmMa anonTu4HO 3MiHeHoro nimdouuTa, 8 — SApo Manoro nimdouuTa 3 HEPIBHUM KOHTYPOM Kapione-
mu, 9 — umTonnasma manoro nimcoumta, 10 — BakyonenoAiGHi CTPYKTYpU B MiKKNITUHHOMY npocTopi, 11 — ocMiodinbHi (xunpo-

Bi) BKMtoveHHs. EnekTpoHHa mikpodoTtorpadid. x6000.

OmnwcaHo, 10 MEJIATOHIH Ma€ 3[JaTHICTh MAT-
pUMyBaTH ONTHMANbHUN MITOXOHIpIATEHUH MeM-
OpaHHHMI TIOTEeHIIan Ta 30epiraTé MiTOXOHApiaTbHI
¢ynkuii. Lle no’si3aHo 3 THM, L0 MENATOHIH pery-
JIFOE MITOXOHApiaibHMIT OioreHe3 Ta HOro ANHAMIKY.
KonuBanbHuil XapakTep AWHAMIKH MITOXOHApiajb-
HUX (QYHKUIA BIANOBIAAa€ MLipKaJiaHHOMY PHUTMY
CeKpelii MEeJIaTOHIHY MiHeaIOIUTAMK IIHIIKOIOi0-
HOI 3aJ1034, a MOJIMBO HABITH IHIIUMHU KIITHHAMH
[11].

VY HayKOBHX JOCHIIKEHHSX OCTaHHIX ITSITH
POKiB BCe YacTille ie MOBa PO HEHPOIPOTEKTUB-
Hy Zif0 MesaToHiHy. Lle 00yMOBIIeHO THM, 1110 Mela-
TOHIH BIUIMBA€ Ha mpomidepario Ta IudepeHLiro-
BaHHSI HEPBOBUX CTOBOYPOBHX KIIITHH, YUM B CBOIO
yepry 301IbIIye BMICT MI€JTiHY Ta OJIITOACHPOIIUTIB
[12].

TeparneBTHYHHUN MOTEHINIA] MEJIATOHIHY 3aB/si-
KA XPOHOOIOTUYHOMY ITUTO3aXUCHOMY e(deKTy €
BarOMUM TIpH NOPOTHAIl  HaciigkaMm  iHQeKii
COVID-19. Yepes cBiii edekT Sk aHTHOKCHIAHTHOI,
MPOTH3aNaIbHOl Ta IMYHOMOAYIIOIOUOi CIIOJNYKH
MEJIATOHIH MOXe OyTH YHIKaJIbHUM IIpenapaToM JUis
3MeHIeHHi HachiakiB iHdekuii SARS-CoV-2. Onu-
caHi HeNpsMi JOKa3W, SKi BKa3ylOTh Ha MOXIIHBY
MIPOTUBIPYCHY JIil0 MENATOHIHY, BIUINBAIOYH Ha B3a-
€MO3B’SI30K SARS-CoV-2/anrioTeH3uH-
nepeTBoprorounii hepmeHT 2. MenaToHIH TaKoX €
e(EKTHBHIM XPOHOOIOTHYHMM 3aCO00M UIS ITOJI0-
JIaHHSI IMPKaJHUX MOPYILIEHb COLiaIbHOT 1301411 Ta
26

00poTHOH 3 AeTipieM y BaXKO Ypa)KCHHUX MAIli€HTIB.
SIK UTOIPOTEKTOP, METATOHIH CIYXXHUThH IS O0po-
TEOM 3 KiJIbKOMa CYNYTHIMH 3aXBOPIOBaHHSMH, Ta-
KHUMH SIK IIyKPOBHH 1iabeT, MeTa0ONiIYHNI CHHAPOM,
a TaKOX IMIEMIYHI Ta HEIIIEMIiYHi CepIEeBO-CYIMHHI
3aXBOPIOBaHHA, SIKI  YCKIAJHIOIOTH  mepediru
COVID-19 [13].

BucHoBku

B pesynbTari MOCIIIKEHHS, MPOBEICHOIO Ha
IIypax caMIsIX Ta CaMKax, BUSIBJICHO, IO dYepes
IIiCTh THXKHIB BIUIMBY TJIyTamMaTy HaTpil0 BHHHUKa-
I0Th JIECTPYKTHBHO-ICTEHEPATHBHI 3MiHM, 30KpeMa
B MapeHxiMi By3niB OaraTo JIMQOIMTIB Ha Pi3HUX
CTafifgX amoTto3y, Oararo Makpodaris, IUTOIIIA3Ma
SIKMX MICTUTh YHCJIEHHI (arocomu, NEpBHHHI Ta
BTOPHMHHI J1130COMH, ()parMEeHTH MOIIKOJDKEHHX JIi-
MGOLUTIB Ta iHIII OCMiO(DINBHI BKIIOYESHHS, BiJHO-
CHa IUJIOIIA KipKOBOI PEYOBMHHU OPHIKOBOTO JiMda-
THYHOT'O By3Jia JOCTOBIPHO MEHIIE TOKa3HHUKa 1HTa-
KTHHUX TBapHH.

Uepes mricTe THXKHIB BIUIMBY TJIyTamMaTy Ha-
Tpif0 3 HACTYMHUM JBOTI)KHEBHM 3aCTOCYBaHHIM
MEJIATOHIHY BHSBJICHO, IO BCi CTPYKTYpHI 3MiHH
OprKOBUX JTIM(MATHYHUX BY3JIIB MEHII BHPaXKeHi,
HDK B IpYI TBapHH, SKi OTPUMYBAJIU TIIyTyMaT Ha-
TPil0 BIPOJIOBXK IIECTH THXKHIB — BiJJHOCHA ILIONIA
KIpKOBOI pE4OBHHHM BY3Ja, JTIM(OITHUX BY3JIHKIB,
IUIAIOBOT 30HHU 301JBIIYETHCS, NMPOTE 3aIUIIAETHCS
JIOCTOBIPHO MEHILIOI0 MOKa3HHKA IHTAKTHOI TpyMu
TBapHH, 3apOJKOBOTO IEHTPY, MO3KOBHX IPOMIiX-
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HUX JIMAaTHIHUX Ta3yX Ta MO3KOBHX TSXIiB 3MEH-
IIYETHCS, POTE 3ATUIIAETHCS TOCTOBIPHO OiIBIIIOIO.
3MEHIIYEThCA KUTBKICTh BTOPHUHHHX JIIM(OiTHUX
BY3JIMKIB, MDKKIITHHHUHA TIPOCTIp PO3IIUPEHUH, €
O3HAKM HABKOJIOCYIMHHOTO HaOPSKY, BENHMKa KiJlb-
KicTh 0cMio(iTbHUX (KUPOBUX) BKITFOUCHB.
IlepcnexkTuBn MOJAJBIINX PO3podok
MOB’sI3aHi 3 BUBUYCHHSIM MIKPOCKOIIIYHUX Ta CyOMiK-
POCKOIIIYHMX 3MIH CTPYKTYpHHX KOMIIOHEHTIB
iHIIMX JTIMQOITHUX OpraHiB IIypiB 3a yMOB il
TIIyTamMaTy HaTPilo Ta KOPEKLii MeTaTOHIHOM.

Indopmaniss npo koHPIIKT iHTEpeciB

[MoTenmiitHUX a060 ABHUX KOHQIIIKTIB iHTEpECiB,
0 TMOB’S3aHI 3 IIUM PYKOIKUCOM, Ha MOMEHT
myOmikamii He iCHye Ta He mepen0avaeThes.

Ixepesia ¢pinaHcyBaHHSA

JlocmipKkeHHsT BHKOHAaHO B PaMKax HayKOBO-
nociigHoi Temu «MopdosoriuHa XapakTepHCTHKa
BHYTPIMIHIX OpraHiB Ta CyJUHHOTO pyclia B OHTOTe-
He3l y HOpMi Ta 3aKOHOMIpPHOCTI X mepeOynoBu mpu
OXKMpIHHI Ta Aii Ha opraHi3M (PI3MYHUX YMHHHKIB»
(nomep mepxaBroi peectpanii 0119U102059).
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PENPOAYKTUBHOTO BiKy. EKCIieprMeHTaNbHI TBApUHYU MepeOyBain Ha BUCOKOKAIOPIMHIN JTI€TI BIPOIOBXK IIECTH
THXKHIB (TIepIa rpymna), Mmcis 90To JBa THKHI KOPEKIIil MeJlaToHiHOM (Jpyra Tpyma). BucokokaopiHy mieTy
JTOCSITaJTH TIUITXOM JOJaBaHHs B Xap4OBUU paIlioH TBAPHWH TIIyTaMary HaTpito B 7031 0,07 r/kr Macu Tina nrypa.
Jo3a menatoHiny cranoBmina 10 mr/kr macu Tina mypa. PesyasTaTn. bymo mocmimkeHo, mo depes3 mIiCTb THX-
HiB BIUIMBY TJIyTamMaTy HATPil0 BUHHUKAIOTH NECTPYKTHBHO-JETEHEPATHBHI 3MiHM, 30KpeMa B MapeHXiMi BY3JiB
Oarato TiM(OIMTIB Ha PI3HUX CTAJisAX aloTO3y, Oarato Makpodaris, MUTOIIA3Ma SKUX MICTHUTh YHCIICHHI (aro-
COMH, NIEPBUHHI Ta BTOPUHHI J1130COMH, (hparMeHTH MOIIKO/KEHHUX JIM(OIUTIB Ta HII 0CMiO(iIbHI BKIIIOUYEH-
Hi. Byno BusIBiI€HO, 110 Yepe3 INICTh THXKHIB BIUIMBY IIyTaMaTy HaTPilO 3 HACTYITHUM JABOTHXKHEBUM 3aCTOCY-
BaHHSM MEJIATOHIHY BiJJHOCHA IUTOIIA KIPKOBOi PEUYOBHMHH By3Ja, JIIM(OITHUX BY3JIHKIB, IUIAIIOBOI 30HH 301JIb-
HIYETHCS, MPOTE 3AININAETHCS JTOCTOBIPHO MEHIIOIO MOKa3HUKA IHTAKTHOI IPYyNM TBapUH. 3MEHINYETHCS Killb-
KICTh BTOPMHHHX JIM(OITHUX BY3JIUKIB, MDKKJIITHHHHN MPOCTIp PO3LIMPEHHH, € O3HaKH HaBKOJOCYAMHHOTO
HaOpsIKy, BEJIMKa KUIbKICTh ocMiodinbHuX BKIrodeHb. Ilimcymok. Uepes mricTh THXKHIB BIUIMBY TIyTaMaTy Ha-
TPif0 3 HACTYITHUM ABOTIDKHEBUM 3aCTOCYBAaHHSIM MENATOHIHY CTPYKTYPHI 3MiHH OpMKOBUX JiM(paTHIHIX BY3-
JIiB MEHIII BUPaXKEHi, HIK B TPYII TBApHH, SKi OTPUMYBAIIN TIIYyTyMaT HATPIiO BIIPOJOBK IIECTH TH)KHIB.
Kurouosi ciioBa: niMpaTaaHmIA By3071, TTyTaMaT HATPil0, MEJATOHIH, JiIM(MOIHUTH, KPOBOHOCHHH KaIIiJIsp.
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ABSTRACT. Background. At present morphological diagnostics with immunohistochemistry (IHC) examination offers to
objectively establish the histological type of malignant solitary pulmonary nodules (SPN). The aim is to present our own
experience and evaluate the possibilities of immunohistochemisty in diagnostics of solitary malignant focal lung lesions in
clinical practice. Methods. A retrospective cohort study was conducted, which included 56 cases of primary malignant SPNs
that were surgically removed. Conventional histological examination was performed in all cases followed by IHC study ac-
cording to a standard protocol. The antigen reaction was assessed as diffuse (> 60 % of stained tumors cells), focal (10-59 %
of stained tumors cells) and negative (less than 10 % of stained tumors cells). Results. Lung adenocarcinomas of various
histological subtypes were diagnosed by conventional morphological examination in 34 (60,7 %) cases. Squamous cell carci-
noma, large cell carcinoma and neuroendocrine tumour were diagnosed (6 cases, 10,7 %, respectively) less frequently. In 3
(5,4 %) cases salivary gland-type lung tumors were diagnosed, and in 1 (1,8 %) case, the need for differential diagnosis of a
precancerous process and a true tumor arose. The IHC study made it possible to identify lung adenocarcinomas of various
histological structure in 36 cases. A positive reaction with TTF-1, Napsin A and CK7 was detected in all cases of their use. In
2 cases mucinous adenocarcinoma (positive reaction with CK20) and in 2 cases fetal adenocarcinoma (positive reaction with
Synaptophysin and/or Chromogranin A) were confirmed. In the case of squamous cell lung carcinoma, diffuse expression of
p40 and/or p63 was observed, with diffuse and focal expression of CK5/6 in all cases of their use. In adenosquamous carci-
noma, diffuse and focal positive reaction with CK7, TTF-1, Napsin A, p63 and CK5/6 was detected. In the case of large cell
carcinoma, a diffuse positive reaction with CK7, CK8 and TTF-1 was observed, with a negative reaction with Napsin A,
CK5/6, p40, p63, Synaptophysin and CD56. In cases of previously diagnosed lung carcinoids, staining with Synaptophysin
and CD56 showed a diffuse positive reaction, with a focal reaction with Chromogranin A, TTF-1, CK7, CK8 and CK18 in all
cases of their use. The proliferation index (Ki-67) was in the range of 5-20 %. In the case of large cell neuroendocrine carci-
noma, a diffuse positive reaction was observed with Synaptophysin, TTF-1 and CD56 when use, and in one case with Chro-
mogranin A and CK7. The proliferation index (Ki-67) was 40-80 %. In cases of salivary gland-type lung tumors, the panel of
IHC markers was selected individually, and included a relatively large number of antibodies. Comparison of conventional
histological examination and the results of the IHC study confirmed the previously determined histological type/subtype of
lung tumor in 47 (83,9 %) cases. In 9 (16,1 %) cases, the determined immunoprofile led to a change in the histological type
of lung tumor, which is crucial important for the further medical management of such patients. Conclusion. Today morpho-
logical diagnostics using immunohistochemistry has leading value for the most accurate determination of the histological
type and clarification of malignancy degree of malignant solitary pulmonary nodules. The marker panels that are appropriate
for use in IHC study in cases of the most common primary lung tumors have been proposed.
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Beryn

ComitapHi BOTHUIIEBI JIeTeHEeBI yTBOpH abo
yrBopeHHs (CJIY) € TOCUTh pO3MOBCIOIKEHOIO KJTi-
HIYHOIO TPOOJIEMOI0, OCKITBKH BOHH MOXYTh BHHH-
KaTH HE TUTBKHA IpU 0araTboX 3aXBOPIOBAHHAX JIE-
TeHb, aJie ¥ NP CHUCTEMHIiH maTouorii, iHeKIiiHIX
XxBopoOax. 3arajbHONPUIHATE HACTYIHE BH3HAUCH-
Hs1 CJIY — e yTBOpeHHs He Oubiie 3a 3 cM, BifHO-
CHO OKpyrJIoi opMH, 3 TOCUTH YITKUMH MEKaMu, Ta
sKe He MOEJHAaHE 3 aTeJIeKTa30M, JiM(aJeHONaTie0
MEKHCTIHHS Ta IUIEBpaIbHUM BHIOTOM [1, 2].

VIMOBipHi NMpHYMHM PO3BHTKY JEreHEBHX BY3-
JIiB OXOIDTIOIOTH 0ararto sk JOOPOAKICHUX, TaK i 3I710-
AKICHUX TporeciB. [I[pHHIAIIOBEM Ta MepIIOYepro-
BUM 3aBHaHHAM npu BusiBieHHi CJIY e mudepenmia-
JhHA [iaTHOCTHKA caMme HOro JoOposKicHOro abo
3IIOSIKICHOTO XapakTepy. 3JIOSIKICHI YyTBOPU MOXXYTh
MaTH MEePBUHHY a00 BTOPHHHY MPUPOLY, TOOTO Oy-
TH OJMHOYHUMH METacTa3aMH IyXJHH IOo3ajlereHe-
BOT yokamizanii. TouHa imeHTH(IKALiA Ta XapakKTe-
PHCTHKA 3JIOSKICHUX BY3JIIB 3 BU3HAYCHHSM iX Tic-
TOJIOTIYHOTO THITY, PO3POOKa YITKOI'O Ta aJCKBaTHO-
r0 aJrOPUTMY MEIAMYHOTO BEJCHHS TAKHX MAI[IEHTIB
JIO3BOJISIE TOCATHYTH YCHILITHOTO JIIKyBaHHS PaHHBOI
cTanii paKy JereHb, OCKITBKH BEIMKI PO3MIpH IyX-
JUHA Ta Mi3HS CTadis XBOPOOW IIOB’s3aHi 3 BKpai
HECHPUATIUBUM IPOTHO30M KUTTA [1].

Bimomo, mo cepen pisHUX OpraHiB i CHCTEM Op-
TaHi3My 32 4aCTOTOI0 METAaCTaTHYHOTO YpPa)KeHHS Y
pasi 3J0SKICHHX HOBOYTBOPEHB PI3HOI Mo3ajercHe-
BOi JioKaii3auii JereHi 3aliMaroTh OJHE 3 MEepIINX
Mmicup. [IpuuoMy naneko He 3aBXKAM 332 JAaHUMH aHa-
MHE3y XBOpPOOM JIarHOCTOBAHO NEPBUHHY ITyXJIUHY
[3], mepmuM MpPOSIBOM MPOCYHYTOTO ITyXJIHHHOTO
npoLecy MOXYTh OyTH came BUSIBIICHI BY3JIU B Jie-
TEHSX.

3a maHuMH nitepatypu [2, 4], Xipypridda pese-
kit CJIY 3anumaeTsest «30JI0THM CTaHIAPTOM» SK
JIarHOCTUYHUX, TaK 1 JIKYBaJIBHUX 3aXOJiB, 30Kpe-
Ma, Y BHUIAJKaX KIIHIKO-PEHTTCHOJOTIYHAX O3HAK
BHCOKOTO PU3UKY 3JOSAKICHOCTI By3na. JucKyciitHIM
MUTAaHHSAM 3aJMIIAETHCS THUIl XIPYpridyHOro JIKY-
BaHHS TAaKUX MAI[IEHTIB, OCKUIBKA MEPBUHHI MTyXJIH-
HH JereHb 3 xapaktepuctukamu CJIY BBaxaroThCs
MOYaTKOBOK BIJIIKOBHOIO CTAII€I0 PO3BUTKY 3JIOsI-
KiCHOro mporiecy. B pkepenax JiTeparypu HaBoO-
JATBCS Pi3HI MOTISIN 100 MTPOBEICHHS JIOOEKTOMIT
abo pe3eKIii JereHi, ane, sIK IpaBuIIo, mepeBara Bij-
JaeTbest JIoOekToMii. 3a JaHMMH HU3KH CYYacHHX
JIOCJIIJKEHb 3°sICOBAHO, 110 BY)KUBAHICTD MU pe3e-
KIIISIX JICTCHb 3a3BUYall HIDKYA, HIK TPHU J0OEKTOMIT
[5-71].

BpaxoByroun cyyacHUM MEIWYHMM MEHEIK-
MEHT paKy JIereHb, NPHUHIMIIOBE 3HAYCHHS Mae
Mop¢oJoriyHa XapaKTePHUCTHKA IyXJIMHU 32 TPaaH-
IMHAM JOCIIUKEHHSIM 3 T€MAaTOKCUJIIHOM 1 €03H-
HOoM. HacTymHnM KpokoMm 00’ €KTHBIi3alii ricToiori-
YHOTO THUMY Ta/ab0 MiATHIY IyXJIHHHW BBAXKAETHCS
imyHorictoximiuae (II'X) mocimxeHHs.

IMyHoOricTOXiMiSI — IIe METOJ BHSBJICHHS HasB-

30

HOCTI Ta JIOKadi3allii aHTUTeHiB (O1IKIB) y MEBHUX
TKaHWHHUX KOMIIOHEHTAaX, KIITHHAX DPIi3HOTO THILY
Ta KITHHHUX CTpyKTypax [8]. B octanni poxu II'X
MeTo]] HaOyB MIMPOKOTO BIPOBAKECHHS B MEIUIHIN
MPAKTHIll Ta TepecTaB OyTH METOJOM CYTO HayKo-
BuX mociikenb. [I'X mocmimkeHHs Hapasi MIMPOKO
3aCTOCOBYIOTh HE TUIBKM B JIIATHOCTHUIN J0OpOSKic-
HHUX Ta 3JI0SKICHUX HOBOYTBOpeHb siereHb [9, 10],
ayie ¥ mpH pi3HUX HE HEOIUIAaCTUYHUX mHpouecax. Y
BUINaJKax myxiauHHoro npouecy II'X Merox nosso-
JIsie BU3HAYATH TICTOTEHE3, CTYIIHb 3JI0SKICHOCTI Ta
npoJtipepaTMBHOT AKTUBHOCTI IYXJIMHHHUX KJITHH,
MIPOTHO3YBATH MOJANIBIINA PO3BUTOK 3aXBOPIOBAHHS
Ta CIYI'ye OCHOBOIO Ul BUOOPY IOAANBIIOTO MOJIe-
KYJIAPHOTO-TEHETUYHOTO TOCTI/KEHHS 3a TOTpeOH,
Ta HAWOLIBII parioHaNbHUX Ta SPEKTHBHUX METOIIB
JKyBaHHS.

Hapasi icHye Ta mocTiiHO 301TBIIYETHCS KiJlb-
KiCTh KOMEpLIHHNX aHTHUTLI (MapKepiB), sIKi 3acTo-
coBytoTh nipu II'X mochimxkenHi. B ymoBax kiiHiu-
HOI MPaKTUKH CIiJ BpaxoByBatd, mo II'X mocmi-
JUKEHHS I0TeNep 3aJIUIIAEThCs JOCUTh JT0OPOTOBapTi-
CHHMM, TEXHOJIOT1YHO CKJIAQJHUM Yy BUKOHaHHI (Oara-
TOKPOKOBHH METOJ) Ta MOTPedye TOCUTH TPHBAIOTO
gacy. Tomy mpu migbopi maHeni MapkepiB B KOXKHO-
My BHIAJKY ITyXJWHHOTO MPOIECY BAYKJINBO MiHIMi-
3yBaTH I1X KIiJbKICTh, CIUPAIOYNCh Ha Ppe3yJIbTaTH
TPaTUIIHHOTO TICTOIIOTIYHOTO JOCIIIKESHHSI.

[TpuHOMNOBEe 3HAYEHHS Ma€ aHATITUYHUH eTar
IT'X mgocmipkeHHs, a caMe — IHTepIpeTallisi OTpuMa-
HHUX pe3yJbTaTiB eKCIpecii OKPEeMHX aHTHICHIB B
NYXJMHHUX KJIITHHaX. PO3MOBCIO/KEHA HACTYIHA
3arajpHa OI[IHKAa eKclpecii aHTUreHy — audys3Ha,
(okanpHa (BOTHHMINEBA) Ta HeraTWBHA. Takox Hepi-
JIKO 3aCTOCOBYIOTh HIITMH MI/IXiJl OLIHIOBAHHS peak-
mii, a caMe MeTOJl HamiBKUIBKICHOTO aHawi3y 3 Iif-
paxyBaHHSM BIJHOLICHHS IO3UTHBHO 3a0apBIICHUX
KIIITHH ITyXJIMHA JI0 3arabHOI KiTBKOCTI MyXJIMHHUX
KIIITHH, 110 BU3HAYA€THCS Y BiicoTKax. Bumimstors 4
rpagamnii 3a BeIMINHOIO Bincotky: 0, < 1 %; 1+, 1 —
33 %; 2+, 34 — 66 %; 3+, > 66 % 3a aHAI30M 30-
OpakeHb y JIEKUIBKOX MOJISIX 30py Mikpockory. [lo-
JATKOBO BPaXOBYIOTh IHTEHCHBHICTh 3a0apBiCHHS
KJIITHH: HETaTUBHE, CIa0Ke, MOMIpHE Ta IHTCHCUBHE
[11-13].

Harenep y mpaxkTW4Hif JisUIBHOCTI ONTUMAJb-
HUM BBXA€THhCS 3aCTOCyBaHHSA |—4 MapkepiB Ui
YTOYHEHHsI 200 BCTAHOBJIEHHS TiCTOJOTIYHOTO THITY
myxyinHY JtereHi [14]. IlpaBunsHO migiOpana maHens
II'X mapkepiB B HOJANBIIOMY MOXE 30€perTd KO-
TH II0JI0 NPOBEAEHHS MOJATKOBHUX, OUIBII JOpOTo-
BapTICHUX JAIarHOCTHYHMX MPOLENyp, 3HAYHO 3BY-
Kye Hallp BIIOMHX T€HHUX MYyTaIlill pi3HUX IiITH-
MiB MyXJUH JIET€Hb, IO TOB’S3aHO 3 MOJAJBIIUM
BHOOPOM TapreTHOI Teparii.

B mpaktuuniii megumuai [I'X  gocmimkeHHS
BHMAarae TJIMOOKOTO PO3YMiHHSA CYTHOCTI JaHOTO
METO/y, WOTO TepeBar Ta oOMeXeHb, HaBHYOK Ta
BHUBa)KCHOTO BHOOpPY HAHOLIbII aJeKBAaTHOI HaHeli
MapKepiB 3 METOI0 YHUKHEHHS! XUOHMX BHCHOBKIB 32
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pe3ysbTaTaMM AOCTIKEHHS.

B mporieci miarHOCTHKY 370AKICHUX YTBOPIB, Y
TOMY YHCIi 1 TMyXJIMH JIeT€Hb, 3POCTa€ 3HAUYIIICTh
MOJICKYJISIPHO-TeHETHYHUX JociikeHs Ta FISH-
MeToxy. He muBIstamch Ha Te, MO i METOIH IOCIi-
JOKEHHSI € JIOPOTOBAPTICHUMH Ta TPYZOMICTKHMU
[15], ix mpuHIIMNIOBE 3HAUEHHS MOJIATAE Y MOXKIIUBO-
CTi aJIeKBaTHOI'O BHOOpY TapreTHOI Teparii B KOX-
HOMY BHINA/IKY ITyXJIMHHOTO BPa)KEHHSI.

CyyacHa kiacudikamisi IyXJWH JEreHb Oasy-
€TBCSl Ha pe3yibTaTax TPaguLidiHOro MopgoJoriy-
HOTO JIOCII/DKEHHS 3 MOJAJIBIINM MiITBEPIKEHHIM
TUNY/TATANY TyXJIWHA TPH HEOOXiTHOCTI 3a Jo7a-
TKOBUM I['X mocmiKeHHAM Ta 3 ypaxyBaHHSAM T'eH-
HO-MOJICKYJISIPHUX HOPYIICHB. 3TiTHO IO OCTaHHBO-
ro neperimsiny BOO3 xmacudikarmii myxiuH JereHs
(2021 p.) [16] HOBOYTBOpPEHHS MOIUIAIOTH HA IyX-
JMHA eMITeTialbHOTO THITY, HEHPOCHIOKPHHHI MyX-
JIMHY, TMYXJHHU 3 €KTOIYHUX TKaHUH, Me3eHXiMa-
JbHI TYXJIMHHW, crenuivyHi Ui JIereHi, MyXJIUHA
TUITy CIIMHHUX 3aJ103 Ta MyXJIMHH TeMaroiimdartiy-
HOI CUCTEMU.

3 NpakTHUYHOrO JOCBiTYy BiJIOMO, IO HaWOiIb-
Iy TPYIy 3JO0SKICHUX IYyXJHH JIETCHb CKIAJaloTh
MyXJIMHU CMiTeNIaIbHOTO THITY, Cepel HUX IepeBa-
JKAIOTh  a[ICHOKAPIUHOMH PIi3HUX TiCTOJOTIYHUX
MiATHMIB, TUIOCKOKIIITHHHA Ta KPYMHOKITITHHHA Kap-
UHOMH. 3a JaHUMH Pi3HUX aBTOPIB 9acTOTa Pi3HUX
MiATATIB alecHOKapIIMHOMH JIETCHb CKiIanae oins 40—
50 % BUMAAKIB MyXJHH JICTCHb, IUIOCKOKIIITHHHOT
kapuuHoMu — 25-30 % Ta BETHUKOKIITHHHOT KapI[H-
Homu — 5—10 % Bumnankis [14, 17, 18].

Merta — mpeaCTaBUTH BJIACHUM JOCBiA Ta OIli-
HUTH MO>JIMBOCTI IMYHOT1CTOXIMIYHOI IarHOCTUKU
COJITApPHUX 3JIOSIKICHUX BOTHHIIEBHUX YpakeHb Jie-
TeHb B yMOBAX KJIiHIYHOI IIPaKTHKH.

Marepianu Ta meToau

[IpoBeneHo peTpOCHEKTHBHE KOTOPTHE JOCIIi-
JOKEHHS, JI0 SIKOTO YBIWMITH 56 MAIi€HTIB 31 370SKi-
canmu CJIY, sKi OTpUMany JiKyBaHHS B CTaIlioHapi
kiiHiku Y «HanioHnanpHHN HCTUTYT Qrm3iaTpii i
nysnbeMoHodtorii iM. @.I". SlnoBcbkoro HAMH VYkpa-
Tam» Brpomorxk 2017-2021 pp. Cepen nux 6yno 39
(69,6 %) xinok ta 17 (30,4 %) vonosikis. CepenHiit
BIK KiHOK ckjaB 54,84+9,7 p. (miamazon 29—69 po-
KiB), 40J0BikiB — 59,0+13,2 p. (miamazon 16—76 po-
KiB).

B ycix Bumaakax Ha 9ac TOCHiTami3allii namieH-
TaM OyJIO MPOBEACHO PEHTTCHOJIOTIYHE ITOCIIKEeH-
HS Ta/abo KOMI'IOTepHA TOMOTpadist opraHiB rpya-
HOi nopokuuHU. B 47 (84,0 %) Bumankax 3a peHT-
TEHOJIOTIYHUMHY JTaHUMH HE OYJI0 BU3HAYEHO MPUPO-
Iy YTBOpY, TONEpenHid KIiHI9HWI niarHo3 OyB —
«HOBOYTBOPEHHS JIET€HI HEBCTAHOBIICHO]I €TiOJIOT1I».
B 5 (8,9 %) Bunankax Oyia 3amigo3peHa 370sKiCHA
MyXJMHA JIETeHI 32 XapaKTepUCTUKAMU YTBOPEHHs
Ha ToMorpamax, me y 4 (7,1 %) Bumagkax miarHoc-
TOBAHO iHII MATOJIOTIYHI MpolecH (aTenaeKTas Jere-
Hi, mocT3ananbHui (ibpo3, pereHuiiiHa KicTa, BOT-
HUIICBA MTHEBMOHIS). Y KOXKHOTO 3 MAIli€HTIB 0YI0

BUSIBJICHO |—2 BOTHMIIEBUX YTBOPH B JIETEHSX, IPH-
YoMy MaKCHMaJbHiI pO3MipH KOXKHOTO By3Jia HE Tie-
peBunyBanu 3 cM. Y Tpymy AOCTIDKEHHS Oyiu
BKITIOYCHI JIMIIE TALI€HTH 13 TMEPBUHHUMH ITyXJIH-
HaMH JereHb. [lallieHTH 3 OJMHOYHMMH MeTacTas3a-
MU B JIeTeHi OyJIH BUKITFOYCHI 3 JOCHIHKEHHS.

B ycix Bumaakax Oyno 3mifiCHEHO XipypridHe
BUJAJICHHS 3JI0SKICHAX BOTHHUINEBUX JIETEHEBUX
ytBopiB. B 31 (55,4 %) Bumaaky BUKOHAaHO JIOOEK-
ToMito, B 22 (39,3 %) Bumaakax — aTunoBy abo cer-
MEHTapHy pe3ekii JiereHp, B 2-x (3,6 %) Bumankax
— 3milicHeHa eHykJeamis yrBopy Ta B 1-my (1,7 %)
BUNAJKy — IMYJIBMOHEKTOMIs. Y BHUNAAKY IyJIbMOHE-
KTOMiil iHTpaomepamiiHO OyJ0 BCTAHOBIECHO, IO
YTBip, OCHOBHHIA 00’€M SIKOTO OYB PO3TAIIOBaHHUN Y
BEpXHill "acTi JiBO{ JIereHi, BpOCTaB y HUKHIO Jac-
TKy. B Xoxi omepamii KoHCHIIiyMOM XipypriB IpHitH-
SITO pillIeHHs PO HEAOIUIFHICTh BUKOHAHHS KOMOi-
HOBaHOI pe3eKlii JiereHi yepe3 pU3MK BUHHKHEHHS
Ba)XKHX MICISIONEpaniiHUX yCKIIaIHEHb.

[Tpn Hanmxo/KeHHI omepaniiHOro Marepialy B
NaTOriCTOJIOTIYHY J1abOpaTOPi0 MPOBOAWIIN TPaIH-
HiifHy BHpI3Ky Marepially — BHUpI3aJd LIMATOYKH
TKaHWHH 3 IMyXJIMHHAM POCTOM Ha MEXI 3 Bi3yanbHO
HE3MIHEHOIO JIETEHEBOIO TKAHWHOIO Ta B IIEHTPallb-
HUX TUISHKaX MyXJIMHHA, OPI€EHTOBHHMH CEpeIHIMU
po3mipamu 1,0x1,0x0,4 cm. HImarouku dikcyBanu y
10,0 % pozumHi 3a0ydepenoro (aeiiTpanpHOro) (ho-
pMaltiHy BIpoAoBX 24—48 TOAWH, MOTIM IIigaBajn
CTaHJApTHIH TPOBONII Yy BHUCXIIHMX PO3YMHAX
CIHPTIB, OCTaTOYHO 3HEBOJHIOBAIN Yy XJIOPOpOpMI
Ta 3ainuBajM B napadinoi Osoku. 3 mapadiHoBHX
OJIOKIB BUTOTOBJISUIN CepiiiHi 3pi3N TKAaHWHH TOBIIH-
HOtO 4—5 mkM. Tpamuniiine Mopdosoriune TOCi-
JUKEHHSI TPOBOJMIM 13 3aCTOCYBaHHSIM DPYTHHHOTO
3a0apBICHHS 3pa3KiB T'€MaTOKCHIIHOM Ta €03HMHOM
[19]. MikpockomiuHe DOCIHiKEHHS 31 ICHIOBAN Ha
mikpockorni Olympus BX41, poGoui 306inblieHHs
x100, x200, x400. IMmyHOTiCTOXIMIYHE TOCIIIKCHHS
MIPOBOAMIIM 3TIHO A0 CTaHIapTHOTO IPOTOKOIY,
SIKUH PEKOMEHJIyeThCSl KpaiHOIO-BUPOOHUKOM aHTH-
tin. dns igentudikamii peakiii BHKOPHCTOBYBAIN
BUCOKOYYTIHMBY cucteMy Bizyauizauii DAB Quanto,
3  HaHeCeHHsIM B  SKOCTI  XpoMoreHy  3-
JiaMiHOOCH3UINH TETPariAPOXIOPHT (Termo
Scientific, CIIIA). B po60Ti BUKOpHUCTaHI MOHOKJIO-
HalbHI aHTHTINA BUpoOHuITBa Master Diagnostica
(Icnanist) Ta Thermo Scientific (CILIA).

Bymu 3actocoBani HacTymHI Mapkepu (Tadi. 1).

B ricronoriuHiit niarHOCTHUIN MMEPBHHHUX 3JI05-
KICHHX BY3JIiB JIETCHb KepyBaJMCS KiacHu]iKalieo
BOO3 nyxiuH 1ereHb 0CTaHHBOTO nepersiay [16].

PesynpTatn peakiii B TiCTONOTIYHOMY 3pa3Ky
npu I['X gocmimkeHHI OIiHIOBAIM HACTYIHUM YH-
HOM: nudy3Ha mo3utuBHA — > 60 % 3abapBiieHUX
KITHH MyXJIWHHU; (OKaJbHA MO3UTHBHA (BOTHHMIIE-
Ba) — 10 —59 % 3abapBiieHNX KJIITHH MYXJIUHU Ta
HeraTtuBHa — MeHIIe 10 % 3a0apBieHUX KITITHH MyX-

munu [20, 21].
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Ta6mumg 1
IMmyHOTiCTOXIMIYHI MapKepH JJIs JIarHOCTHKH 3JI0SKICHUX BOTHUIICBUX YPaXKeHb JIETCHb

AHTHTIIO Kion PozBenenns Ocob6mmBocTi 3a0apBIIeHHS
Thyroid transcription factor-1 (TTF-1) SPT24 RTU SIIPO
Napsin A BS10 RTU LUATOIIIa3Ma
Cytokeratin AE1-AE3 (Pan-CK) AE1/AE3 RTU [UTOIUIa3Ma, MeEMOpaHa
Cytokeratin 5/6 (CK5/6) EP67+EP24 RTU [IUTOTLIA3Ma
Cytokeratin 7 (CK7) OVTL 12/30 RTU UTOILIA3Ma
Cytokeratin 8 (CK8) EP17 RTU UTOIUIa3Ma, MeMOpaHa
Cytokeratin 18 (CK18) DC-10 RTU UTOILIA3Ma
Cytokeratin 20 (CK20) Ks20.8 RTU UTOILIA3Ma
CD56 123C3 RTU LUTOIUIa3Ma, MeMOpaHa
Synaptophysin EP158 RTU LUTOILIA3Ma
Chromogranin A LK2H102 RTU LUTOIIa3Ma
p40 ZR8 RTU SIIPO
p63 4A4 RTU SIIPO
Ki-67 SP6 1:200 SIIPO
Vimentin SP20 RTU IUTOTLIA3MA, SIIPO
S100 4C4.9 RTU UTOIUIA3MA, SIIIPO
Smooth Muscle Actin (SMA) 1A4 RTU [UTOILTa3Ma
SOX-10 EP268 RTU SITPO
Epithelial membrane antigen (EMA) E29 RTU MeMOpaHa
CD34 QB-End/10 RTU MeMOpaHa
PakoBo-embpionanbhuii anturen (CEA) COL-1 RTU UTOILIA3Ma
CD117 (c-Kit) Ab-1 RTU LUTOIIa3Ma, MeMOpaHa

Tabmuus 2
PesynbraT pyTHHHOT MOP(OIOTIUHOI 1IarHOCTHKK OJJMHOYHHX 370SKICHUX BOTHHIIEBUX YPaXKEHb JICTCHb

Kinekicts BUIIaaKiB

T'icTosoriyHmii BUCHOBOK 9
aobc. )

AneHOKapUHHOMA JIETeHb 34 60,7

[TnockokmiTHHHA KapIHHOMA 6 10,7

HefipoeHnOKpHHHI TyXJINHI 6 10,7

BenukokiiTHHHA KapIIHHOMA, B TOMY YHCJI 3 HEHPOSHJOKPUHHUM KOMIIOHEHTOM 6 10,7

[TyxiuHU TUIY CIMHHHX 3J103 3 5,4
1

JudepeHuiliHa AiarHOCTHKA MK aTUIIOBOIO aJCHOMaTO3HOIO TiNepIuiasieto Ta 17
)

aJIEHOKapIIMHOMOIO N Situ
3arajiom 56 100,0

Pe3yabTaTH Ta iX 00roBopeHHs

3a pe3ynbraTaMH TPAAWIIHOTO TiCTOJOTIYHO-
TO JOCIHiKeHHS Oyl OTPUMaHI HACTYITHI BHCHOB-
K, pe3yJIbTaT! HaBeeHi B TaOMIHIIL 2.

Haii0inpm gacto Oyiio AiarHOCTOBAaHO aJeHO-
KapuuHOMH Jerens (34 Bunanku, 60,7 %), npuaomy
B 41,2 % BumankiB BH3HAYCHI aJCHOKAPIUHOMH
3MiMIAHOI TiCTOJOrYHOI OymI0BH, 0€3 MYIHOYTBO-
peHHs. BUTbIl pifiKo AiarHOCTYBAJIM IUIOCKOKIIITHH-
HY, BEJMKOKIIITHMHHY KaplIMHOMY Ta HEHpOeHJI0-
KpUHHY TyxjiuHy — 1o 6 (10,7 %) BunmajakiB Bimo-
BimHO. Hammi nmaHi y3romkyroThCs 3 pe3yibTaTaMu
MOMIOHUX JIOCHTIJKEHb, B SIKUX aJCHOKapPIIMHOMU
JereHb, 3a TPAAULIAHUM TICTOJOTIYHHM JIOCTi-
JUKEHHSIM, TIepeBaKall cepell HIIMX TiCTOJIOTIYHUX
THUIIIB MyXJIHMH, a came Bu3Haudanmucs y 50-60 % Bu-
najkiB. Ha npyromy Ta TperboMy Micii 3a 4aCTOTOIO
JIiarHOCTYBaJIM TUIOCKOKJIITHHHY Ta BEIMKOKJIITHHHY
kapuuHoMmy — 20-30 % Ta 7-10 % Bumaaxis Bifmo-
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BimHO [18, 22, 23].

3 METOI0 YTOYHEHHS TiCTOJIOTIYHOTO THITY 3J10-
SIKICHOT MyXJIMHM Ta AJsl BU3HAYEHHS ITOAANBIIOL
ME/IMYHOI TAaKTHUKH B yCiX BHIaAKax OyJo IpoBejie-
HO II'X mocmimkeHHs, sike 0a3yBaiocs Ha MOMEpea-
HBOMY TICTOJIOTiYHOMY BHCHOBKY. OTpHMaHI HaMu
pe3ymbTaTH 3aCTOCYBaHHA PI3HHX aHTHTII y pasi
3nosikicux CJIY HaBezeHo B Tabnuipix 3—4.

OCHOBHUMH HIMPOKOBXMBAaHHUMH JIiarHOCTHY-
HUMHU MapKepamH y BHIIQJIKaX PO3BHUTKY aJeHOKap-
nuHomu Jtereni € TTF-1, Napsin A ta CK7 [22, 24—
26]. 3a pe3yiapTaTaMH HAIIOTO TOCTIKEHHS (Ta0I.
3), B yciX BUMaJKaxX iX 3aCTOCYBAaHHS BHUIIE3TajaHi
MapKepu TPOAEMOHCTPYBaIU IU(Y3HY HO3UTHBHY
peaxiliro, He3aJeKHO BiJ TICTOJOTIYHOTO MIiATHITY
nyxiuHa. Napsin A mpexacrasisie co6o0 (epMeHT,
SIKMH BIJTHOCUTBCS 10 acliapariHOBUX NpOTEiHa3, Ta
€ BHCOKOCIEIH(pIYHUM MapKepoM came B JiarHoc-
THI aJICHOKapIIMHOM JIeTeHb. SIK MpaBHJIO, TO3UTH-
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BHa ekcmpecis Napsin A kopeiroe 3 eKcrpeciero

TTF-1[9, 26].

Tabmus 3

[o3uTHBHI peakilii OCHOBHOI NMaHEeINi aHTUTLI B OJMHOYHHUX 3J0SKICHUX BOTHHIIEBIX YTBOPAaX JIETCHb

JiarHocTHYHI Mapkepu:
KUIBKICTh MO3MTHBHMX PeaKiliii/3araibHa KiIBKICTh poBeIeHnX peakitiii (%)

<
£ =
£ 3
Tun myxnmay, abce. < g;; '§_
s & & 8§ s & 8
L o 8] pust
X 4 = o c
O E 2 O S T g G 2 ®
AJleHOKapIHHOMA 34/34 36/36 36/36 2120 1/5 02 03 1/5 2/4 o1
nereni (n=36) (100) (100) (100) (10,0) (20,0) (20,0) (50,0)
IlnockomiTHHHA
. 6/6 4/4 5/5
I((r?lz)g)I/IHOMa JIETEHI 0/6 0/2 0/2 (100) (100) (100) 0/3 0/2 0/1
AJeHOCKBaMO3Ha 2/2 2/2 2/2 212 212
kapuuHoma (N=2) (100) (100) (100) (100) (100)
Eye;fp‘l’g:i‘z:é’;‘;*‘a 11 414 o/l 5/5 414 2/2
Hoix) (N=5) (100) (100) (100) (100) (100)
BenukokiiTHHHA 1/1 1/1
kapiHoma (N=1) (100) (100) 0/1 0/1 0/1 0/1 0/1 0/1
BenukokiniTuHHA
1/3 2/2 1/3 3/3 1/1
HEHUPOCHIOKPUHHA 0/1 0/2 0/1
kapuHoma (N=3) (33,3) (100) (33,3) (100) (100)
Ilyxnunu tumy
2/2 1/1 2/2 1/1
c(:ﬁfg)ﬂnx 3aJ103 (100) 0/2 (100) (100) 0/1 (100) 0/1 0/2
Tabmuus 4
[Mo3uTHBHI peaxiii JOJATKOBOI MaHei aHTHTLT B OJIMHOYHUX 3JIOSIKICHUX BOTHUILEBUX YTBOpAX JIETCHb
JiarHocTHYHI MapKepu:
KUTBKICTh TIO3UTHBHUX PEaKIliii/3araibHa KiIbKiCTh IPOBECHUX peakiii (%)
« =
Tun myxnmay, abce. O - 0 é - < 3 < 5 >
S ¥ 4 A= = > Q i ) L
o O &) > n wn O O O X
AJleHOKapuHOMa 1/1 2/2 1/1 1/1
nereni (N=36) (100) (100) (100) (100)
ITnockomiTHHHA 2/2
KapLUHOMA JIEreHi 0/1 0/1 (100)
(n=6)
AleHOCKBaMO3HA 1/1 1/1
kapuuHoma (nN=2) (100) (100)
HeiipoengokpunHa
2/2 2/2 5/5
myxJinHa (Kapiu- 0/2 0/1 0/1 0/1
Hoix) (N=5) (100) (100) (100)
BenukokiaiTuHHA 1/1
KapuuHOMa (N=1) (100)
KaprHOMa (N=3) (50.0) (100)
C“ﬁ‘;:;fgﬁ‘gz 11 11 1/2 12 11 1/1 o/l 1/1
(51123) (100) (100) (50,0) (50,0) (100) (100) (100)
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B OIMHOYHMX BHIAKaX aJCHOKAPIHUHOM Jie-
reHb OyJid 3aCTOCOBaHI MapkepH, OuIbL crieruivHi
Ta YyTIMBI Ui TUIOCKOKIITHHHOI KapIWHOMH Ta
MyXJIMH 3 HEUPOEHAOKPUHHUM KOMIIOHEHTOM. Jluie
B OJIHOMY BHIIAIKy CIOCTepiraian Tudy3Hy IMO3UTH-
BHy peakirito 3 CK5/6, sixa moxe BuzHayatucs y 10—
50 % BumankiB aJeHOKApLHMHOM JereHp [24, 27].
Excnpecito p63 ta p40 crnocrepiranu TijbKH B 3a-
JIMIIKOBUX CTPYKTypax HOPMAJILHOI JIETr€HEeBOI ma-
penxiMu. B okpemux Bumankax, 3 METOK0 YTOUHEHHS
TICTOJIOTIYHOTO MIATUITY aJlCHOKAPIIMHOMH JICTCHI, a
came — (eTaIbHOTO, 3aCTOCOBaHI HEHPOEHIOKPUHHI
Mapkepu. B oJJHOMy BHMaKy 4iTKa BOTHHIIIEBA SKC-
npecis Oynaa Bu3HaueHa 3 Synaptophysin ta Chro-
mogranin A, B inmomy — Tigeku 3 Synaptophysin,
MpH HeraTuBHI#M peakiii 3 Chromogranin A, mio mia-
TBEPIWIO IX HAIEKHICTH JI0 BiIMOBITHOTO TiCTOIO-
riuHoro miarumy [24, 25]. YV 2-x BHIaAKax oTpuMa-
HO audy3Hy no3utuBHy peakuito 3 CK20, skuii €
cnenuiYHIM MapKepoOM aJCHOKAPI[MHOM JIETCHI 3i
CIIM30yTBOpPEHHSM [24, 25].

MoskHa 3ayBakKUTH, LIO 3TITHO Cy4acHUM Kepi-
BHHILITBAM y BHIIQJIKaX IMiJ03pU Ha aJeHOKAPLIUHOMY
JIeTeHi 31 CTM30yTBOPEHHIM Ta 3a BiICYTHOCTI CKYTI-
YeHP CIIM30BUX Mac IMO3aKIITHHHO 1 HETaTUBHOI pe-
akmii 3 CK20, pexkoMeHOyeThcS 3aCTOCOBYBATH
HK-peaxmito 3 miactazoro [16, 24, 25].

B omumHOYHMX BUMagkax croctepiranu audys-

Hy no3utuBHy peakuito 3 Pan-CK, CK8 ta CK18,
are 1 MapKepu He MaJly BUPIOIAIBHOTO AiarHOCTH-
YHOTO 3HAYEHHS Yy BU3HAUCHHI MiATHITY aJeHOKap-
LIMHOMH, OCKUIBKH BOHH IMiATBEPUKYIOTH JIMIIE Ha-
JISKHICTH 10 MyXJIMH CMiTeNialbHOTO THITY.

B 3-x Bumaakax 3 moIepeaHiM TiCTOJIOTIIHUM
JIIarHO30M  «a@/ICHOKapLHOMa JIEreHi», 3 METOI0
BUKJIIOYCHHSI METACTATUYHOI'O YpaKeHHs, OyinH 3a-
CTOCOBaHi MapKepH, crielu(idHi Npu MyXJIHHAX KH-
LIEYHNKA, MOJIOYHOI 3aJI03M Ta JKIHOYMX CTaTEBUX
oprauis (Wilms Tumor, CDX-2, SATB-2, GATA3,
PDX-1). PesynbraT peaxuii 3 BiIIOBIAHUMHU Map-
KepaMmu OyJu HeraTHUBHUMMU.

3a BH3HAYCHUMH IMYHONPO(DIISIMH ITEPBHHHOL
aJICHOKAPIIMHOMH JIETeHb, fKa 3a PaJioJIOTIYHUM
OIMCOM BIATIOBiaja COJITAPHOMY BOTHHUILIECBOMY
(By31OBOMY) ypaskeHHIO JIETEHI po3MipaMu 110 3 cM,
OTpPHMaHi HACTYIIHI pe3yJIbTaTH:

—  aJIeHOKapLUHOMA JIereHi pi3HOi TicToJor Y-
Hoi OynoBu — 32 (88,8 %) Bumnaaku;

—  aJIeHOKapLUHOMA JIeTeHi (eTanbHOrO THITY
—2 (5,6 %) Bunaaku;

—  aJIeHOKapIUHOMa JIereHi MYIIMHO3HOTO TH-
my — 2 (5,6 %) BUMagKu.

TakuM YMHOM, OCHOBHA IAaHENb MapKepiB y
BUITAIKaX aJICHOKAPILIHOM JIETeHb, TIarHOCTOBAHUX
3a TeMaTOKCHIIiH-e03uHOM, BKyfouae TTF-1, Napsin
A ta CK7 (puc. 1 (A-D).

UL PR
,,‘.r‘mr’;.{.,‘, y

Y - {

Puc. 1. A. AgeHokapunHoma nereHi. 3abapBrneHHs reMaToKCuniHOM i eo3uHoM. B. Ekcnpecia CK7, knoH OVTL 12/30. C.
Ekcnpeciss TTF-1, knoH SPT24. D. Ekcnpecist Napsin A, knoH BS10. x100.
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KopucHi mogarkosi mapkepu — CK20 ta Chro-
mogranin A (ta/a6o Synaptophysin) (puc. 2.) mis
YTOYHEHHS OKPEMUX IMiATUIIIB aJ€HOKAPIIITHOMH.

Puc. 2. AgeHokapuuHoma nereHi dgetanbHOro Tumy.
Ekcnpecis Synaptophysin, knoH EP158. x100.

Ha croronnimHii geHp 3’ COBaHO, III0 BUCOKO-
YYTIMBAMH Ta CHENU(DITHIMHA MapKepaMHu IDIOCKO-
KIIITHHHOI KapIWHOMH JIETCHb € HACTYIHI aHTHTLIA
— p40, p63 ta CK5/6 [28]. Braskaetnes, mo p40 €
Oinpm crienuiYHUM MapKepoOM IUIOCKOKIIITHHHOT
KapIMHOMHU MOPIBHSIHO 3 P63, OCKUIBKM OCTaHHIN
MOXK€ BUKa3yBaTH BOTHHIIEBE IO3UTHBHE 3a0apB-
JICHHS| y BHIIQJIKAX JISSIKMX a/ICHOKApITHOM JIETeHb
[11, 14]. 3 iHmMX mKepen JiTepaTypd BiIOMO, IO
cneudiyHicTh P63 miABUILYEThCS B KOMOiHAMIl 3
CK5/6 [10]. ¥V wmamomy mociiukeHHi audys3Ha mo-
3WTHBHA PeaKLisi 3 OCHOBHUMHU MapKepaM¥ IUIOCKO-
xiiTrHHOI Kapuuaomu (P40, p63 ta CK5/6) cnocre-
piranacs B 3-x Bumankax. llle B 2-x Bumagkax 3a-
cTocoBaHo Mapkepu P63 ta CK5/6, mpu npoMy exc-
npecist 3 P63 mMana qudy3HNH XapakTep, a MO3UTHB-
Ha peakmis 3 CK5/6 BusHauamach sk audysHa Ta
BOTHHMIIIEBA. Ta B OJHOMY BHIIAJKy 3acTOCYBajd
mapkepu p40 ta CK5/6, nudy3Hy mo3uTHBHY peak-
I[if0 crocTepiraad 3 odoma mapkepamu. Bukopuc-
TaHHS B OJMHOYHHMX BUIAAKAX IiJO3PH HA MOXKIIH-
BICTh HEHPOCHJOKPHHHOTO KOMIIOHEHTY ITyXJIMHA
1-2 nonatkoBux mapkepiB (Chromogranin A, Syn-
aptophysin ta CD56) nponeMOHCTpyBalo HeraTHB-
Hy peakuito. B 2-x Bumajgkax Oyio 3acTOCOBaHO
mapkep Ki-67. IIponideparnBHa aKTUBHICTH KJIITHH
MyXJMHA B OJJHOMY BHIAJKy ckiana 65 %, B iHIIO-
My — 70-80 %, 1110 € XapaKTEPHOIO 03HAKOIO 3JI0SIKi-
CHMX HYXJIMHH. 32 JaHUMH JIITEpaTypH, y BUIAIKaX
IUIOCKOKJIITHHHOT KapIIUHOMH BHCOKHI 1HIEKC MPO-
midepanii (Ki-67) Bka3ye Ha arpecHBHHII XapakTep
INYXJIMHA Ta MOXE 3aCTOCOBYBATHCS SIK IOKA3HHK
MPOTHO3Y PU3UKY PElMANBY TyXiuuu [26, 29].

TakuM 4YMHOM, OCHOBHMMH KOPHCHHMHU JiarHO-
CTHYHUMH MapKepaMy IUIOCKOKIITHHHOI KapIHHO-
MU 32 pe3yJbTaTaMH Halloro JOCIHIJKEHHS BUSBH-
mucs p40, p63 ra CKS/6 (puc. 3 (A-C).

RTINS
X,

Puc. 3. A. lNnockokniTuHHa KapuuHoma nerexi. 3aba-
PBIEHHS remaTokcuniHoM i eo3vHom. B. Ekcnipecis CK5/6,
knoH EP67+EP24. C. Ekcnipecia p63, knoH 4A4. x100.

AJICHOCKBAaMO3Ha  KapOWHOMa, sKa 3HOBY
yBilinuia 1o knacudikamii MyXxJIuH JETeHb y BUIIIAL
okpemoi ofuHULI [16], € PiAKICHUM TiCTOJIOTIYHUM
TUIIOM Cepell 3JI0IKiCHUX MyXJWH JereHp [30-32],
Ta 3a TPATUIIHHUM TICTOJIOTIYHHM JOCIIIKCHHIM
MPEJICTaBIICHA EJIEMEHTAMHU SK aJCHOKAPIMHOMH,
TaK 1 MIOCKOKITITHHHOI KapI[HHOMH, [TPUYIOMY YacT-
Ka KOXHOTO 3 KOMIIOHEHTIB IyXJIMHH Ma€ CKIaJaTu
e menme 10 % [31-33]. B uux Bumajgkax Hamu

BU3HAYCHO AU(Y3HY Ta BOTHUILEBY IO3UTHBHY pea-
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kuito 3 CK7, TTF-1, Napsin A, p63 ta CK5/6. B
OJHOMY BHUIAKY CIHOCTEpIraay BOTHUILEBY MTO3HUTH-
BHY peakiro 3 CK8 ta Vimentin.

ToOT0, y BHIaaKax aneHOCKBaMO3HOI KapIlu-
HOMH, 3a HalIUMH Pe3yJIbTaTaMH, IaHEb OCHOBHUX
JiarHOCTUYHUX MapkepiB ckimaganacs 3 CK7, TTF-1,
Napsin A, p63 ta CK5/6.

VY BHUNAKy BEJMKOKIITUHHOI KapLUUHOMH Jie-
reHb qudy3Ha MO3UTHBHA peakilis crocTepiranacs 3
CK7, CK8 Ta TTF-1, npu HeratuBHid peakuii 3
Napsin A. TlosutusHa peaxuist 3 CK5/6, p40, p63,
Synaptophysin Ta CD56 Bu3HaueHa B OJMHOYHHX
KIITHHAX WyXJHHW, 0, Ha HAmy IyMKYy, OYyio
TIOB’S13aHO 13 3AJIMIIKOBUMH OpOHXIaNbHUMH CTPYK-
TypamH, TaKy peakilifo PO3IIHIOBAIN SIK HETAaTHBHY.
To6T0, y BHMaAKax BEIHKOKIITHHHOI KapIMHOMH,
MOTIEPEIHhO TAaK JIarHOCTOBAHOI 3a T€MAaTOKCHIIiH-
€03MHOM, ITO3UTHBHI iarHOCTHYHI Mapkepu Oymnn
HactynHi — CK7, CK8 ta TTF-1 y noennanHi 3 He-
ratuBHOIO ekcrpeciero Napsin A, p40 (p63) ta map-
KepiB HEWPOCHAOKPUHHOTO AU EepEHIIIIOBAHHSI.

KiacuuHrMu MapkepaMu JIarHOCTHKH HEWpo-
SHJIOKPUHHUX IIyXJIMH JIETeHb BBaXKalOThcs Synap-
tophysin (ta/abo Chromogranin A) ta CD56 [34,
35]. Bimomo, mo Synaptophysin e 6inbun 4yTiuBuM
MmapkepoM mopiBHsHO g0 Chromogranin A, mpote
cnenn(igHICTE OCTAaHHBOTO BHINA. Ekcmpecis mux
JIBOX MapKepiB BimoOpakae (YHKIIOHATBHUH CTaH
CEKPETOPHHUX TPaHyJl BCEPENUHI KIITHH ITyXJIMHH.
IIpore B AeskuX HEHPOEHAOKPUHHUX MyXJIUHAX IIO-
3UTHBHA PEaKIlisl CIIOCTEPIra€ThCs TIIBKH 3 OJHUM 13
AHTHTLJ, TOMY JOLIJIBHO 3aCTOCYBaTH OOHIBa Map-
KEpHU, OCKUIbKM 4aCTO BOHH JIONOBHIOIOTH OJIMH OJI-
Horo [25, 36].

[Ipu HelpOEHIOKPUHHUX MyXJIHHAX (KapIMHO-
inax) 3acrocyBanus Synaptophysin ta CD56 Buka-
3aJ0 TUQY3HY MO3UTUBHY PEAKINIO B YCiX BHITQAKAX
ix 3acrocyBanHs. Crioctepiranacst BOTHUILEBA ITO3H-
tuBHa peakiisi 3 Chromogranin A, TTF-1, CK7,
CK8 Ta CK18, mpu neratusHiit peakuii 3 CK5/6,
S100, SMA, CD34 Ta Vimentin. B ycix Bumaakax
BU3HAYCHO MpOJi)epaTuBHY AaKTUBHICTh KIITHH
nyxnunu (Ki-67), Bona Oyia B mexxax 5—20 %.

Y BuIaJKax JIarHOCTUKH BEJIMKOKJIITHHHOI
HEHPOEHIOKPHHHOI KapLIIMHOMH JIeTeHb Oysia BU3HA-
yena qudy3Ha excnpecis Synaptophysin ta CD56 B
ycix BUMajKax ix 3acrocyBanus, a Chromogranin A
— JWIIe B OAHOMY BHMNajKy. Hami pesynbrati y3ro-
JOKYIOTBCSL 3 TOHIOHUMHE TOCTIKCHHSAMH, B SKUX
BCTAaHOBJIEHO, IO MOXE BH3HAYATHCA EKCIpecis
JWIIEe OJHOTO YM Ofpa3y JAEKUIbKOX HEHpOoeH0-
KpuHHEX MapkepiB [35, 37]. B 2-x Bumagkax croc-
Tepiranu audy3Hy MO3UTHUBHY peakiito 3 TTF-1, mo
3a JaHUMU JIiTepaTypu Moxke BusHauarucs y 40-50
% BHIAAKIB BETUKOKIITHUHHOI HEHPOCHIOKPUHHOT
KapIuHOMH JiereHb [24, 35, 38], Ta BUKIIOUUIIO MO-
KIMBICTh METACTATUYHOIO BPAXKEHHS JiereHb. B
OJTHOMY BHIQJIKy BHSBICHO JH(y3HY MO3UTHBHY
peakuito 3 CK7. BorauieBy ekcmpecito 3 Vimentin
CIIOCTEPIrajy TaKoXX B OJJHOMY BHIIQJIKY, a PEaKLis 3
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p63, Napsin A ta CK5/6 6yna nerarusHoro. B 2 i3 3-
X BWITQJIKIB J[iarHO3 BEMKOKIITHHHOT HEHPOCHIOK-
PUHHOI KapIIMHOMU OYyB MiATBEPKCHHUNA B CIIEIiali-
30BaHMX OHKOJIOTIYHHX YCTaHOBAX, 3 ypaxyBaHHIM
orpumanoro Hamu II'X mpoginro myxnuHu.

[InpokoBXUBaHAM MapKepoM Tpodrideparii €
antutino Ki-67, mo mpeacrapise GiTKOBU KOM-
IUIEKC, SKUH 3’SBIAETBHCS B LUTOIUIA3Mi KIITHH B
CHHTETHYHY (a3y KIITUHHOTO LUKIY MICIS BUXOIY
KJITHH i3 CTaHy CIIOKOIO Ta mepexoay ao ¢asm mia-
TOTOBKH JI0 MiTO3y. BiH /1103BOJISI€E BU3HAYNUTH KiJb-
KICTh KJIITHH, SIKI BCTYMAlOTh B MITOTHYHUH IHUKIL, i,
TaKUM YHHOM, XapaKTepu3ye TpoiripepaTHBHHN
moTeHIian gociimpkyBanoi myxinuau [39]. PiBens
ekcrpecii Ki-67 TicHO OB’ sI3aHMiA 3i CTyIICHEM 3110~
SIKICHOCTI ITyXJIMH, OCOOJNHMBO y BHIAJKaX HEWpOEH-
JOKPUHHHX Ta BEIMKOKIITHHHUX HEHPOCHIOKPHH-
HuX myximH [24, 40]. B ycix BUmaakax BeIHKOKIi-
TUHHOI HEHUPOEHJOKPUHHOI KApLUUHOMU BU3HAYECHO
BUCOKHMII piBeHb MpoJiepaTnBHOI aKkTHUBHOCTI. B
OJTHOMY BHUIMAJKY Bia craHOBUB 80 %, B IHIIKUX TBOX
—40-50 %, 1o XapakTepHO LLOMY THITY 3JIOSIKICHUX
MyXJIMH JIereHsb [24].

TakyuM YMHOM, NAHEIh OCHOBHHUX JIarHOCTHY-
HHUX MapKepiB y BHUIIaJKaX HEHPOCHIOKPHUHHUX ITyX-
JIVH JIETeHb PI3HOTO CTYIIEHS 3J0AKiCHOCTI — Synap-
tophysin (ra/abo Chromogranin A), CD56, CK7,
TTF-1 Ta Ki-67.

JlocuTs HENpPOCTHM 3aBIAHHSAM € IPaBHIbHUH
nin6ip manem II'X-mapkepiB y BUNaaKax HyXJIHH
JIETeHb THIY CIIMHHUX 3aJ103, OCKUIBKH i1CHYE 3HaYHa
KUTBKICTh PI3HUX TICTOJIOTIYHHX THUIIB LUX YyTBO-
PeHb, IPUIOMY SK TOOPOSKICHHX, TaK 1 3JIOSKICHUX
[16, 41, 42]. Cnig HamMaraTHcs OTPUMATH MaKCHMa-
JBbHY iH(pOpMAIiIo 1Ie Ha eTarl TPaauLiiHOro TicTo-
JOTIYHOTO JOCITI/UKEHHS 3Pa3KiB TKAHWHH ITyXJIHHH.
Hawmu Oyno meransHO mpoaHaIi30BaHO MaKPOCKOITi-
YHI XapaKTePUCTUKH (OCOOIMBOCTI pPO3TalTyBaHHS
snmosikicaoro CJIY, ocobmuBa yBara HajaBanacs Ha-
SIBHOCTI 3B’SI3KY 31 CTPYKTypamu OpOHXIB), 0COOIH-
BOCTI TiCTOJNOTIYHOT OyIOBH (KITITHHHHUHA CKIIAT TyX-
JMHHU, ii TICTONOTIYHHWNA MATTEPH, SACPHI Ta IIUTO-
IUIa3MaTUYHI OCOOJIMBOCTI OKPEMHX THIIB KIITHH
MYXJIMHHU), OCKUIBKH yCi 3a3Ha4€Hi YMHHHKH BIUIU-
BAIOTh HA OCTATOYHHI BHOIp mMaHesl aHTUTLN, 1 Ta-
KU miIXi] Hapasi € 3aranpHonpuitHATEM [41, 42].

B omHOMYy BHIanKy npH TpamumiiHOMY TicTo-
JIOTIYHOMY JOCHI/PKEHHI KIITHHU IMyXJIHHU (popmy-
BaJIM 3aJIO3HCTI CTPYKTYpPH, BHYTPIIIHIA IIap SIKMX
OyB TpeICTaBICHUN KIITHHAMH CIITETiaJbHOTO TH-
Iy, a 30BHINIHIA — KJIITHHAMH MIiOCMITeIialbHOTO
tuiy. IIpocBiT 3aJ103UCTHX CTPYKTYp OyB BHIIOBHE-
HUH IMITPHUMHU e03uHO(UIEHUME Macamiu. [lomepe-
IHI BHCHOBOK: WMOBIpHO, MyXJIMHA JIET€HI THILY
CIIMHHUX 3aJ103 Ta OyJI0 pEKOMEHIOBAHO POBOIUTH
mudepeHniiHy AiarHOCTHKY MDK —emiTelniaiabHo-
MiOETiTeNaaTbHOK KapIMHOMOIO Ta IMIeOMOP(HOIO
ageHoMoro 3a nogatkoBuM II'X mocmimxernsm. [Ipu
II'X Bu3Hayena nudysHa Mo3uTHBHA peakuis 3 Pan-
CK ta SMA, peakuis 3 S100 Ta CEA mana Borau-
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meBuii xapakrep. Peakmis 3 CD117 ta TTF-1 6yna
HeraTuBHOIO. ITo3utnBHa peakmis 3 Pan-CK cBimguu-
Jla TPO emiTeNMianbHy MPUPONY KIITHH MyXJIUHH, a
peakmis 3 SMA ta S100 mo3Bonmia ineHTU(IKYyBaTH
MioeriTenianbHi KNTUHA [24, 41-43]. BpaxoByroun
pesynsrar II'X mocmimkeHHS, IMyHONPOQiNe IMyX-
JIMHY BIANOBIZaB  emiTeniajJbHO-MioemiTeanbHii
KapLIHOMI.

B iHmomMy BUNanKy 3a TpaauIliitHAM TiCTOJIOTI-
YHUM JOCI/DKEHHSIM KIITHHU IyXJIMHA (OpMyBain
¢omikymnsapHi Ta KpiOpo3Hi cTpykTypH. Kititunu my-
XJIMHU OYyJIM TIOMIpHO MoJiMOpQHI, CepeaHiX po3mi-
piB. HekpotuuHi 3Minn Oynu BincyTHi. B pesynprarti
Oyna 3amizo3peHa aJeHOIN-KiCTO3Ha KapIHOMa i3
TPYIH ITyXJIMH JIETeHb TUITy CIMHHHX 3aJ703. Y LbO-
My BUOAmKy 3a pesynbratamu 1['X mociimkeHHS
BU3HaueHa audysHa mo3utuBHa peakuis 3 CK7,
CK5/6, p63 Ta Vimentin. Peakmis 3 Synaptophysin
Oyna HeratuHo. [TokasHuK nposidepaTHBHOI ak-
TUBHOCTI 3 MapkepoM Ki-67 cknaB 6ins 20 %, o
JIaJio 3MOr'y BepU(IKYBaTH TiCTOJOTIYHUH THUIT MyX-
JUHU, a caMe — aJCHOIN-KICTO3HY KapluuHOMY i3
IPYIH MyXJIMH CaTiBaTOPHOTO THUILY.

VY TpeThOMy BHNAAKY NPH TpamuLiifHOMy ric-
TOJIOTIYHOMY JOCHI/KCHHI BHSABICHO, IO KIITHHH
MyXJIMHA (OPMYBAIH TaK 3BaHI «KICTI» (3aJI03HC-
TOTIOMIOHI CTPYKTYpH), cepell KPYIMHUX BY3TyBaTHX
PO3pOCTaHb CHONYYHOI TKAaHWHM Ta MAacHBHHX OCe-
penkiB Hekpo3y. KimiTuHHUEA cKinax myXJIHHHHAX PO3-

pocTaHb OyB MpeCTAaBICHUH PI3HUMH KIITHHAMH —
eMiZIepMOITHOTO THUITy, KIITHHAMH 31 CIUHOYTBO-
PEHHSM Ta eMiTeTiaTbHIMH KIITHHAMH TPOMiIKHOTO
TUIy. BUCHOBOK — HMOBIpHHIA PO3BHTOK MYKOETIi-
JIepMOiTHOI KapIMHOMH, JOJATKOBO CIIiJ] BHKIFOUH-
TH PO3BUTOK AJCHOKAPUUHOMH (ETATHHOTO THUITY.
IT'X mocmikeHHS BU3HAYMIO IU(Y3HY MO3UTUBHY
peakuito 3 CK8, a peakuis CK7, CK5/6 ta Napsin A
Oyna BorauineBorw. Excopecis Synaptophysin, Vi-
mentin Ta TTF-1 Oyna Bu3HAueHa B MOOJHHOKHX
KJITHHAX, 3arajoM 0 5 % ycixX KIITHH IyXJIHHH,
peaxiiist Oyna posliHeHa SK HeraTWBHA. Ekcmpecis
p40, Chromogranin A ta S100 6yna HeratusHoM0. B
OFOMY BHIAAKY iIMyHO(QEHOTHIT MyXJIMHH HAHOLIbII
BIJIMIOBiTaB MYyKOEMiaepMoinHiii kapruHoMi. 3a ma-
HUMH 33apyOKHUX JDKepen JITepaTypu caMe B My-
KOEMiIepMOIHI KapIHHOMI MOXE BH3HAYUTHCS
mo3utuBHA peakuis 3 CK7, CKS8, CK5/6 ta p63, npu
BapiabenbHiit ekcrpecii Napsin A, TTF-1, S100 ta
Vimentin [42, 44].

Yci BUNaaKy MyXJIMH JIETEHb THITY CIIMHHUX 3a-
703 OyJIM KOHCYJIbTOBaHI B NMPOQIUIBHUX YCTaHOBaX
Ta BCTAHOBJICHWH HaMH TiCTOJIOTTYHUHN THUI MyXJINHH
Ha ocHOBI II'X mpo¢inro Oymo miaTBepIKEHO.

[IpoBeneHo cITiBCTaBIICHHS TiCTOJOTiYHOTO BHU-
CHOBKY 32 TpaIHLiiHUM 3a0apBIICHHSIM Ta 3aKIFOY-
HUX TICTOJIOTIYHUX BHUCHOBKIB 3a pe3ynbratamu 1['X
JociimkeHHs (Tabm. 5).

Tabmuug 5

[TonepenHiii Ta 3aKIIOYHU TiCTOJIOTIYHI BACHOBKH y BUIAJKaX MEPBUHHUX 3JIOSKICHUX JIETEHEBUX BY3IIiB

KinpkicTb
BHIAKIB, a0C.

[omepeHiit ricroorivyHUi
BHCHOBOK

Kinpkicth
BMIIAJKIB, a0c.

3aKIF0OYHHAN TICTOJIOTIYHUI BUCHOBOK

Judepenuiiina giarHoCTHKA
MIX aTUIIOBOIO aJI€HOMATO3HOIO

. . 1
rinepruiasiero ta aeHOKapIH-
HOMOIO in Situ
AJleHOKapIWHOMA JIeTeHi 34
[Ti1ocKOKIIITHHHA KapLIHHOMA 6
HelipoennokpruHHa nmyxJjivHa 6

(xapuuHOiT)

BenmukokniTHHHA KapIUHOMA, B
TOMY YHUCITi 3 HEHPOCHIOKPHH- 6
HHM KOMIIOHECHTOM

[TyxJIMHY THIY CIIMHHUX 3aJ103 3

aJICHOKapIITHOMA JICTeHi 1

aJICHOKapIIHOMA JICTeHi 33

a/ICHOCKBaMO3Ha KapIIMHOMa
IUIOCKOKJIITHHHA KapIIMHOMA
BEJIMKOKJIITHHHA KapIIMHOMA 3 Heipo-
€HJIOKPUHHUM KOMIIOHEHTOM
HeWpOeHJOKpUHHA yXJIMHA (Kapiy-
HO1M)

TUIOCKOKJIITHHHA KaplIMHOMa
aJIeHOKapIIMHOMA JIeTeH1
IUIOCKOKJIITHHHA KapIIMHOMA
BEJINKOKJIITHHHA KapIIHHOMA
BEJINKOKJIITHHHA KapIIMHOMA 3 HeHpo-
€HJIOKPUHHIM KOMIIOHEHTOM
a/IeCHOCKBaMO3Ha KapIIHOMa
IYXJIMHU TUIY CIMHHHX 3aJ103

N b~

Wk P RPERENDRER O

3icTaBIeHHS OTPHMAHOTO TiCTOJNOTIYHOTO BH-
CHOBKY TIpH pyTHHHOMY 3a0apBJIeHHI Ta pe3yIbTaTiB
IT'X mocnimkennas (IuB. TadJl. 5) mokaszano, mo B 47
(83,9 %) BunankiB Oyno MiATBEPIHKEHO TOMIEPETHBO
BCTAHOBJICHUH TiCTOJIOTIYHWH THI/TIATUI TyXJIHHA

nereni. ¥ 9 (16,1 %) Bumankax 3actocyBanss II'X
JOCIIJKEHHS 13 BU3HAYEHHAM IMYHOHPOQIIIO MyX-
JUH TIPU3BEJIO JI0 3MiHH TiCTOJOTIYHOTO IMiITHITY
ITyXJIMHY JIETeHi, M0, SK BHIIE 3raayBajiocs, IMPHUH-
LUIIOBO BAXJIMBO UIA MOIANBIIOTO MEIMYHOTO Be-
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JIEHHS TaKAX MAI€HTIB.

Takum umHOM, pesyibratu 11X mociimkeHHs
JO3BOJIAIOTh YTOYHUTH TiCTOJOTIYHHWMA THII/TI ATHIT
MyXJIMHU, CTYHiHb ii 3JOAKICHOCTI Ta BH3HAYHTU
MOJANBITY TAKTHKY JIKYBaHHS MAIi€HTIB i MPOTHO3
3axBoproBaHHs. KOMIUIEKC TaKMX MEIMIHUX 3aXO0/IiB
Ma€ METOI MiJBHUIIHUTH SKICTh MOJANBIIOTO XKHUTTS
MAII€HTIB Ta 3HU3UTHU PiBEHb CMEPTHOCTI BiJl OHKO-
JIOT1YHUX 3aXBOPIOBAHb.

BucHoBkn

Mopdonoriusa iarHOCTUKA 3 IMyHOTiCTOXiMi-
YHUM JOCII/PKEHHSIM Hapasi Mae MPOBiHE 3HAYCHHS
JUTSL HaMO1IbII TOYHOrO Ta 00’€KTUBHOTO BH3HAYEH-
HSI TICTOJIOTTYHOTO THUITY T YTOYHEHHS CTYIEHS 3J10-
AKICHOCTI CONITapHHUX WYyXJUHHAX BOTHHUIIEBUX
YpaXeHb JIETeHb B IPaKTHYHIN MEIHUIINHI.

3a pesympTaTaMu HAIIOTO IOCTIKCHHS BCTa-
HOBJICHO JIOIUIBHI [IarHOCTHYHI MapKepw Ta ix
KoMOiHawii (maHesni) y BUNaAKax HaWOUIbII po3mo-
BCIO/DKCHUX TICPBUHHHX IYXJIUH JICTCHb HEBEITHUKUX
PO3MIpiB, OMEPEAHBO IaTHOCTOBAHUX SK COJIITApHI
BOTHHUIIIEBI YPAKCHHS JICTCHb HESICHOT MPUPOTH.

VY Bumamkax po3BUTKY aJ€HOKAPIWHOM JIETeHb
HaWOLTBII NOWINIbHE 3aCTOCYBaHHSA 3-X MapKepiB:
TTF-1, Napsin A ta CK7. 3 MeTo10 yTOYHEHHS OK-
pEeMUX MIATUIIB MyXJIHMHU BUKOPHCTOBYIOThH JOJAT-
koBi mapkepu — CK20, Chromogranin A (ta/abo
Synaptophysin).

VY pa3i MIOCKOKIITHHHOT KaplUUHOMHU JIeTeHb
MOJKJIMBO OOMEXHTHUCS MaHEeIUTI0 3 Mapkepis P40,
p63 ta CK5/6. Ilpu HassBHOCTI YiTKHUX TICTOJIOTIYHHX
O3HaK IUIOCKOKJIITUHHOI KapIMHOMH TP TpaJHiliii-
HOMY 3a0apBJICHHI T€MaTOKCHIIHOM 1 €O3MHOM iMYy-
HOTICTOXIMIYHE JOCIIKCHHS MPOBOIUTHCS JIHIIC 3a
noTpeou.

Y BHUMDaAKax aJeHOCKBAMO3HOI KapIUHOMHU
HaWOLTbIIIE MIaTHOCTUYHE 3HAYCHHS MAlOTh MapKe-
pu: CK7, TTF-1, Napsin A, CK5/6 ta p63.

VY Bumajgkax HEHPOCHJAOKPUHHUX MYXJHH Jie-

TeHb PI3HOTO CTYIMEHS 3JIOSKICHOCTI MiarHOCTHYHA
TaHeb TPAAMIIMHO BKItodae 1-2 mMapkepu Heipo-
€HJIOKPHHHOro audepeHiioBanns — Synaptophysin
(ta/a6o Chromogranin A), CD56, a Takox TTF-1,
Ki-67 Ta ommH 3 MapkepiB HHU3BKOMOJEKYISAPHIX
nutokeparuHiB (CK7, CKS8, CK18, CK19).

[Tpn momepenHbOMY BHCHOBKY IIPO PO3BUTOK
BEJIMKOKJIITHHHOT KapITHOMH JIEr€Hb JiarHOCTHYHA
MaHeN b Mae 000B’S3KOBO BPaXOBYBAaTH SIK MO3HUTHB-
Hi, TaK 1 HEraTHBHI peakii naHesi MapKepiB, 30Kpe-
ma, mo3utuBHi CK7, CK8 ta TTF-1 Ta HeraTtuBHi
Napsin A, p40 (p63).

[Ipu nmomepeqHFOMY TiCTOJIOT{YHOMY BHCHOBKY
3a TPAamUIifHAM JOCHIDKEHHSIM IMOAO0 ITyXJIHHU
JIeTeHb THITy CIMHHUX 3aji03 maHenb I X-mapkepiB
Ma€ HAWBIAyaTi30BaHUI XapaKTep Ta BKIIOYAE JI0-
CHUTD BEJIUKY KiNBbKICTh aHTUTIIL

ITepcneKTHBY MOAATBIINX JOCTiIKEHb

[Monanpiie HaKONMMYEHHS JOCBILY 3aCTOCYBaH-
Ha IT'X mocmiKeHHS B MPaKTHYHIN MEAMIUHI J10-
3BOJIUTH OUIBII paliOHabHO TMiJOUpaTH MaHelb
MapKepiB y KOXXHOMY BHIJIKy HEPBHHHHUX ITyXJIHH
JIeTeHb, aHA3yBaTH peajibHI CydyacHi HaHi II0JO
MOIITUPEHOCTI OKPEMHUX TICTOJOTIYHUX THUMIB Ta MiA-
THIIIB MyXJHWH JIETEHb Cepell HaceNeHHS YKpaiHU.
BesnepepBHa po3poOka HOBHUX, OLTBII crieTdigHIX
Ta YyTIMBHUX MapKEpiB y BHIAAKAX Pi3HUX TiCTOJIO-
TYHUX THUIIB MyXJIMH JIETEHb TaKOX J[03BOJHTH I10-
KpaIlUTH SKICTh Ta pe3yiabTaTUBHICTH BiacHe [['X
OCIIKEHHS.

Indopmanis npo kKoHQJIIKT iHTepeciB

[MoTteHuiitnnx abo sBHUX KOHQIIIKTIB iHTEpECIB,
IO TOB’s3aHI 3 LUM PYKONHCOM, Ha MOMEHT
nyOJikanii He iCHye Ta He epe0avaeThesl.

Jlxepesia ¢piHaHCYBaHHS

JlocnimKeHHsT BUKOHaHO B paMKax HayKOBO-
JIOCHITHOI TeMH «YJIOCKOHAJIHTH MOPQOJIOTIgHY
JIarHOCTUKY BOTHHIIEBHX YPaXKEHb JIETCHb» (HOMEp
neprkaBHoi peectpaii 0122U000553).
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Jlickina 1.B., 3ara6a JI.M. Mo:kauBocTi iMmyHoricroxiMiaHoro q0ocail:KeHHsI B MPaKTHUYHili giarHoc-
THIi OIMHOYHUX 3JI05IKICHUX BOTHHILIEBUX YPasKeHb JieTeHb.

PE®EPAT. AxktyanbHicTh. Harenep mopdosnoriuna giarnoctuka 3 imyHorictoxiMigaum (IT'X) mocmi-
JOKEHHSIM J03BOJISIE 00’€KTUBHO YCTAHOBUTH TIiCTOJIOTIYHY HAJIC)KHICTh 3JIOSKICHUX COJITAPHUX JIETEHEBHX
yrBopiB (CJIY). Mera — npenctaBUTH BIACHUK JOCBIJ Ta OIIHAUTH MOJIMBOCTI iIMYHOTiCTOXIMIYHOI TiarHOCTH-
KM CONITapHUX 3JI0SKICHUX BOTHHUIICBHX YPaXXCHb JICTEHb B yMOBaX KIiHIYHOI npakTuku. Meroau. [IpoBeneHo
PETPOCIIEKTHBHE KOTOPTHE JIOCHI/PKEHHS, J0 SKOTO YBIWIIIO 56 BHmaakiB mepBHHHUX 3nosikicHux CJIY, sxi
OyJi0 BUAAJIEHO NpU XipypriyHOMY BTpy4aHHi. Bci HOBOYTBOpEHHs MiIATaid TPaJULiHHOMY TiCTOJIOTTYHOMY
JIOCIIIJDKEHHIO, B ToAanbiioMy mpoBoawin II'X mociipkeHHs 3TiiHO 10 CTaHIApTHOTO NMPOTOKOJy. Peakiiro
AQHTUTEHIB OLIHIOBAIH K AU(Y3HY (= 60 % 3abapBieHUX KIITHH MyXJIMHU), GokanbHy (10-59 % 3abapBiennx
KITITHH MyXJIWHH) Ta HeratuBHy (Menure 10 % 3abapBrnenux kinituH myxiausu). Pesyabratn. B 34 (60,7 %)
BUIAJKaX 3a TPATULIHHUM MOP(OJIOTIYHUM JOCITIHKEHHSM AiarHOCTYBAIM aJCHOKAPIMHOMH JIETEHb DPI3HUX
TiCTOJIOTIYHAX MiATHMIB. Pifme — MIOCKOKIITHHHY, BEMUKOKIITHHHY KapIIMHOMY Ta HEHPOCHIOKPUHHY TyXJIH-
Hy (1o 6 Bumankis, 10,7 % BimnosigHo). B 3 (5,4 %) Bumaakax AiarHOCTYBAIH IMyXJIMHHU JIET€Hb CATiBATOPHOTO
taumy 1 B 1 (1,8 %) Bumagky BHHHKIA HEOOXiTHICTh AU(EPEHIIHHOI AIarHOCTUKY TEPEAPaKOBOr0 MpOLECy Ta
icruaHOl yxnuHU. [TpoBenene II'X mocmimkeHHS D03BONMIO B 36 BUNAAKaX BU3HAYHTH aJCHOKAPIUHOMH Jie-
reHb pisHoi ricrosorignoi 6ymxosu. [losutusHa peaxmis 3 TTF-1, Napsin A ta CK7 Gyna B ycix Bumaakax ix 3a-
CTOCyBaHHS. Y 2-X BHIIAKaX YCTAHOBJICHO aJCHOKApPIWHOMY MYyNHWHO3HOTO (mo3utuBHA peakmis 3 CK20) ta B
2-X — aJicHOKapUUHOMY (heTaabHOro THITY (MO3UTHBHA peakilis 3 Synaptophysin ta/a6o Chromogranin A). ¥ pasi
TUTOCKOKJIITHHHOT KapIIMHOMH JIETeHb crocTepiranu qudy3Hy excnpecito p40 Ta/abo p63, mpu nudysHii Ta Bo-
rauieBii ekcnpecii CK5/6 B ycix Bunagkax ix 3acrocyBaHHs. [Ipu ajeHOCKBaMO3HIH KapIWHOMI BH3HA4E€HO
nudy3Hy Ta BOrHHUIIEBY no3utiBHY peakiito 3 CK7, TTF-1, Napsin A, p63 ta CK5/6. YV Bumanky Beinko-
KJIITUHHOT KapIMHOMU criocTepiraiu nudysHy nosutusHy peakiito 3 CK7, CK8 ta TTF-1, npu HeraTuHii pe-
akuii 3 Napsin A, CK5/6, p40, p63, Synaptophysin ta CD56. 3a nonepenHpo AiarHOCTOBAHHUMH KaplUHOIAaMH
nereHs 3abapBienHs 3 Synaptophysin ta CD56 Buka3zano qudy3Hy HO3UTHBHY PEaKIlifo, MPH BOTHUIIEBIN peak-
uii 3 Chromogranin A, TTF-1, CK7, CK8 ta CK18 B ycix Bunaakax ix 3acrocyBanns. [uaexc npomidepaii (Ki-
67) 0yB y Mexax 5-20 %. ¥V pa3i BeTUKOKIITHHHOI HEHPOCHAOKPUHHOI KapIIMHOMH AU (y3Ha NO3UTHBHA PEak-
wist cnocrepiranack 3 Synaptophysin, TTF-1 ta CD56 B ycix Bunaakax ix 3aCTOCYBaHHSI, Ta B OJJHOMY BHIIQJIKY 3
Chromogranin A ta CK7. Iunekc mponidepanii (Ki-67) ckinaB 40-80 %. Y Bumaakax IyXJIMH JIETCHb THITY
CIIMHHUX 327103 maHenb [I'’X mMapkepiB miaOupany iHIUBIAYyalIbHO, 10 HEl BKIOYAIN BITHOCHO BEIHMKY KUIBKICTh
AHTHTLL. 3iCTaBJICHHS TICTOJOTTYHOIO BUCHOBKY 33 TPAAHUIIIMHUM TOCITIKCHHAM Ta pe3yabratiB II'X migreep-
JIMJIO TIOTIEPEIHBO BU3HAYEHHH TiCTOJOTTYHMI THI/TiATHII myXiuHu Jierei B 47 (83,9 %) Bunankax. Y 9 (16,1
%) BUINaaKax BU3HAYCHUH IMyHONIPOQiIb IPU3BIB 0 3MIHU TiCTOJIOTIYHOTO THITY MYXJIMHH JIET€HI, 10 TPHHIH-
MOBO BXJIMBO IS ITOJAIBIION0 MEIMYHOTO BeJeHHs Takux nauieHTiB. [lizcymok. Mopdosnoriyna niarHoctuka
i3 3aCTOCYBaHHSAM IMYHOTICTOXIMIYHOTO JOCHTIDKEHHS Hapa3i Mae MpPOBiJHE 3HAUCHHS JJISl HalHOIIbLI TOYHOTO
BCTAHOBJICHHS TiCTOJIOTIYHOTO THITY Ta YTOYHEHHS CTYIICHS 3JIOSIKICHOCTI CONITAPHUX MyXJIMHHUX BOTHHIIEBUX
ypaXXeHb JIeTeHb. BU3HaueHO MOMIBHI A 3acTOCYBaHHA MaHeNi mapkepiB mpu II'X mochmimkeHHI y BHIAAKax
HaWOUIHII PO3MOBCIOPKEHNX NEPBUHHUX ITyXJIMH JIET€Hb.

Kuro4oBi ciioBa: comitapHU 3I0SKICHHN JISTCHEBUH BY30JI, TiaTHOCTHKA, IMyHOTICTOXIMISL.
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Paltov Ye.V. > Dynamics of changes in indicators of oxidative stress in the early and late terms of correction of
experimental opioid exposure.

Danylo Halytsky Lviv National Medical University, Lviv, Ukraine.

ABSTRACT. The purpose of the study is to investigate changes of oxidative stress indicators during subchronic and chron-
ic periods of opioid exposure when corrected with pentoxifylline. In order to achieve the set goal, we have studied the
sources of scientific medical domestic and world literature. The results. As a result of the correction carried out by us during
weeks 3,4,5 and 6 of opioid exposure, the value of the blood malonaldehyde index at week 6 was the maximum in the “nal-
buphine + pentoxifylline” subgroup and was 6,39+0,41, which was 35,33% greater value of the control group, thus approach-
ing the relative difference to the group of animals that were administered nalbuphine for 10 weeks. In the withdrawal sub-
group, the indicator had no significant difference compared to the 6-week group, and in the “withdrawal + pentoxifylline”
subgroup — it had positive dynamics only in comparison with the “nalbuphine + pentoxifylline” subgroup. The value of the
index of diene conjugates of the “withdrawal + pentoxifylline” subgroup had lager fluctuations compared to malondialdehyde
— the average value was 41,52+1,36, which was actually on the same level as the value of control group — 41,06+1,63. In the
“cancellation” subgroup, the index of diene conjugates did not have a significant difference compared to the 6-week group,
and in the “nalbuphine = pentoxifylline” subgroup it was greater than the value of this indicator in the 6-week group and was
46,46+1,59 (control 40,47+2,57, p<0,005). At the same time, in the “withdrawal + pentoxifylline” subgroup, the value of
ceruloplasmin increased to the 287,50+8,05, which was close to that in the group of control animals — 294,28+9,13 (p=0,61)
and was not statistically significant difference when compared. As a result of the correction carried out by us in the interval
of 7, 8 ,9 and 10 weeks of opioid exposure, the value of the blood malondialdehyde index at week 10 in all subgroups of the
correction was less than that in the group at week 10, which was 6,24+0,45. Malonaldehyde values were the lowest in the
“withdrawal + pentoxifylline” subgroup compared to the 10 -week group. However, despite the fact that this indicator had
positive dynamics in comparison with the 10-week group and other correction subgroups, it remained significantly higher
than the indicator of the control group, which was 4,88+0,19 (p<0,05), this difference was 13,74%. In the “cancelation” sub-
group, the index of diene conjugates did not have a significant difference compared to the 10-week group, and in the “nalbu-
phine + pentoxifylline” subgroup it was greater than the value of this indicator in the 10-week group and was 46,80+1,12,
which was 4,41% more than the indicator of the 10th week group and 12,49% more than the indicator of the control group
(control 41,60+3,02, p<0,05). The dynamics of changes in ceruloplasmin in subgroups of week 10 correction was similar to
that of diene conjugates. Thus, in the “withdrawal + pentoxifylline” subgroup, the value of ceruloplasmin increased to
278,60+4,30, however, despite such positive dynamics, this indicator remined 4,43% lower than that in the control group —
291,51+5,85, and this difference remained statistically significant (p<0,05). Conclusion. The greatest positive dynamics in
the subgroups of week 6 correction was observed in the “withdrawal + pentoxifylline” subgroup, while the dynamics of diene
conjugates and ceruloplasmin indicators were equal to those in the control group. The greatest positive dynamics in the 10-
week correction subgroups was observed in the “withdrawal + pentoxifylline” subgroups, however, despite the positive dy-
namics, especially in the indicators of diene conjugates and ceruloplasmin, it was not possible to reach the level of such indi-
cators in the control group.
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Beryn

Bennka KinbKiCTh 30BHIIIHIX TOKCHYHUX YHH-
HUKIB CIIpUsi€e BUHUKHEHHIO TOPYIIEHHS OioXimid-
HOTO CTaTycy oprasiamy. Bimomo, mo BineHO pamu-
KaJbHE OKHCHEHHS BIJNirpa€c BaXJIHMBY pOIb Yy
MIATPUMII TPAHCIOPTY EJEKTPOHIB y IUXATBHOMY
JIaHIE031, IHAYKLIT yTBOPEHHS MOP Y MITOXOHApiallb-
Hilf MeMOpaHi, SIKi peryJIlOl0Th CIPSDKEHHS TUXaHHS
3 OKUCHUM (pocopHiIyBaHHSIM 1 JISKUTH B OCHOBI
OKHCHHX IPOIIECIB Y MiToX0HApPisx. OKUCHI Tpole-
CH 32 Y4YacTIO aKTHBOBaHHMX KHCHEBUX MeTaloJiTiB
Ile HeBiJ'€MHAa YacTHHA ICHYBaHHS BHIIHUX (GOpM
xwuBux oprarizmis. [1,3]. Bcranosieno, mo mpu
eKCTpEeMaIbHUX BIUIMBAX B OPTaHi3Mi aKTUBYIOTHCS
OKHCHO-BIJTHOBHI TPOIIECH, SIKi BEAYTh O YTBOPEH-
HS JIIIO - 1 TiAPOTIEPOKCHIIB, IOJAIBINE PO3KIAJaH-
Hsl SKUX CIIPUSi€ YTBOPEHHIO CHIOTEHHOTO KHUCHIO,
HeoOXiHOTO TSt XuUTTEMisuTbHOCTI. [2,3]. Cymepok-
CHJI € OJTHMM i3 OCHOBHUX NPOOKCHJIAHTIB Y KIIITHHI,
TOMY CYNEPOKCHIIMCMYTa3a Biflirpac KIOYOBY
pONb Yy AHTHOKCHJAHTHOMY 3aXHCTI OpraHizmy.
OyHKLIsA KaTanasy nojsrae y pydHyBaHHI TOKCHY-
HOTO MEPOKCUAY BOJHIO, SIKHI YTBOPIOETHCSI B MPO-
Heci pi3HUX OKHCHHX peakiii B oprauismi [4]. J{oci
3IMIIAETECS BIIKPUTUM psil NHTaHb, IO CTOCY-
IOTBCS CITIBCTABIICHHS MATOMOP()OIIOTIYHNX TIPOSBIB
AHTIOPETHHOMATIi 31 3MIHOIO ITOKa3HWKIB OKCHIa-
TUBHOTO CTPECY B HOPMi Ha Pi3HUX TepMiHAX eKCIie-
PHMEHTAIBHOTO OIIOIAHOTO BIUIMBY Ta KOPEKLIs
LUX 3MiH Y CyOXpOHIYHHI Ta XPOHIYHUI IIEPIOIH.

CaMme TOMy METOI0 HAIIIOTO JOCIIIKCHHS CTa-
JIO BUBYEHHS 3MiH BUIBHOPAJUKAJIBHOI'O OKHUCIICHHS
Ta aHTHOKCHJAHTHOT'O 3aXMCTY Ta iX BIUIUB Ha MIapu
CITKIBKM Ta JIAHKH il TeMOMIKPOIUPKYIATOPHOTO
pyciia oka Iiypa Ipu eKClepUMEHTaJIbHOMY OITiOi/-
HOMY BIUTHBI Ta KOPEKIis IIUX 3MiH Y CyOXpOHITHUHN
Ta XPOHIYHUH TMEpPiOAN EKCIePUMEHTAIFHOTO OITio-
1IHOTO BILIUBY.

BpaxoByroun BHIIE3a3HAUYCHE, BBAXAEMO, LIO
JaHe IOCII/DKEHHS € aKTyallbHUM SIK 3 TOYKH 30pY
EKCIIepUMEHTAIBEHOT MOP(]OIIOTii, TaK i 3 TOUKH 30py
NpakTHYHOT oranbMoorii.

Marepianu Ta MeTOAU

MarepialloM JOCIIPKEHHSI CIYT'yBalld CTaTeBO
3piii, 6e3m0poIHI HypH — caMili B Kuibkocti 112 -
Th TBapuH, macow 160 - 270 r, Bikom 4,5 — 7,5
MicsriB. TBapuHaM TPOBOAMIN iH €KIIi Mpemapary
HanOy(iH BHYTPIIIHRO M’SI30BO, MOJCHHO | pa3 Ha
o0y B ogHOMY TIpoMikKy dacy (10—11 roxguHa pan-
Ky) Bupomosxk 70 mi6. [TouatkoBa no3a HanOydiny
BIIPOJOBXK MEPIIUX 2 — X THXKHIB craHOBmia 0,212
mr/kr, HacTynHuX 2 — X (Il — IV tmxkas ) — 0,225
mr/kr, HactynHa (IV — VI tmxas ) — 0,252 wmr/kr,
HactymHa (VI — VI tixas) — 0,260 Mr/kr, a B ipo-

noBx (VI — X twxns ) — 0,283 mr/kr. Takum 4u-
HOM, CTBOPIOBAIM YMOBH XPOHIYHOTO OITiOiTHOTO
BIUIHBY [5].

TBapunu noxineni Ha 8 rpym. 1- a rpyma TBa-
puH oTpuMyBasia HanOy¢iH Brpomosx 70 ni6 3
HacTYmHHM  3a00poM  MaTepialy  JIOCIiPKEHHS

(xinens 10 TYDKHS €KCTIEPUMEHTAIBHOTO OIMiOITHOTO
BILTMBY); 2- a TpyIia KOHTPOJIbHA, SKa BIPOIOBXK 70
0 oTpuMyBana iH’eKmii (i3i0J0TIIHOTO PO3YHUHY
BHYTPIIIHEO M’S30BO B OJHOMY MPOMDKKY dacy (10
— 11 ropuHa paHKy); 3- s rpymna (2 THKHI BBEICHHS
HanOy(iHy 3 MOJANBIIO HOTO BiAMIHOIO Ha 4 THX-
Hi); 4- a rpyna (2 TWwKHIB BBeneHHs HanOydiny 3
NIpUETHAHHSIM Ha 4 TWXKHI NEHTOKcHQliHy); 5- a
rpyna( 2 THXKHI BBEJCHHS OMIOiAy 3 BiAMIHOIO Ta 3
nojganbiuM 4 TW)KHEBMM  BBEJICHHSM  IICH-
TOKCU(]1iHY); 6- a Tpyna (6 THKHIB BBEJCHHS Haj-
Oydiny 3 momanpLIO0 BiAMIHOI Ha 4 THXKHI); 7- a
rpyna(6 THXKHIB BBeJeHHSA HajIOy(]iHy 3 IpueTHaH-
HAM Ha 4 TKHI NeHTOKcUdiminy); 8- a rpyma (6
TIOKHIB BBEICHHS OITOIMy 3 BiIMIHOIO Ta 3 IIOJaJb-
oM 4 TIDKHEBHM BBEICHHSM IIEHTOKCH(ITIHY).
Kopekuiss mpoBoamiace Ha paHHIX Ta IIi3HIX
TepMiHaxX Jie J03a MeHTOKCUQiniHy craHoBuia 2,857
MI/KT.

VYci TBapyHU 3HAXOJIWINCH B YMOBax BiBapilo i
poboTa, W0 crocyBanacsi MUTaHb yTPUMAaHHS, HO-
ISy, MApKyBaHHS Ta BCi 1HII MaHIiIyJisiiii IpoBo-
JIMJIMCS 13 TOTPUMAHHSM TOJ0XKEHb “ €BpONeHCHKOT
KOHBEHIIIT PO 3aXUCT XPeOSTHUX TBAPUH, SIKi BUKO-
PHUCTOBYIOTBCSI JUII €KCHEPHMEHTAIBHUX Ta I1HIINX
HaykoBux mineir ” [CrtpaszOypr, 1985], “ 3arampHmx
STUYHUX NPHUHIMIIB €KCIIEPUMEHTIB Ha TBapHHAX ~,
yxBaneHnx Ilepmum HarmionansHuM KoHrpecom 3
6ioetuxu [KuiB, 2001]. Komicieto 3 6ioeTrku JIbBiB-
CHKOTO HAI[IOHAJBHOTO MEIUYHOTO YHIBEPCUTETY
imeni Jlanwna [anuiipkoro BCTaHOBJCHO, IO TPO-
BEJICHI HAYKOBI JOCIIKCHHS BIIMOBINAIOTh €THY-
HUM BHMoram 3rifHo Hakazy MO3 Ykpainu Ne 231
Bix 01. 11. 2000 poxy ( mporokon Ne 10 Bix 26.12.
2011 poky). 3abip KpoBI Ta MIPOBEICHHS IOCi-
JUKEHHS 010XIMIYHAX TIOKa3HUKIB KPOBi (MaJIOHOBHIA
JampIerif, MI€EHOBI KOHIOTAaTH, UEpPYJIOIIIa3MiH)
MIPOBOAMIIM 32 3arajJbHONPUHHATAMH METOIUKaMHU
[6, 7, 8].

Bci orpumani pe3ynbTaTH CTaTUCTUYHHX J10-
CIIKEHh O10XIMIYHMX ITOKa3HHUKIB OKCHIATHBHOIO
CTpecy KpOBi IIYpiB MPOXOJMIN HEPEBIPKY Ha HOP-
MaJIbHICTh PO3MOALIY 32 JOHNOMOIOI KPHUTEPito
Hlamipo - Yinka Ta i3 BUKOPUCTaHHSIM rpadiuHuX
MeToiB (aHaii3 Ookc - mioTiB Ta Q-Q miarpam y
BUIIAKY 3Ha4eHHIO p kpurepito Illamipo -Yinka <
0,05). Tak sk BCi MaHi IpOHIUIA IepeBipKy HA HOP-
MaJIBHICTh PO3MOJiTY, TO IUISl TPEICTaBJICHHS pe-
3ynbTaTiB Oyno BukopuctaHo ¢popmar M+SD, ne M
— cepenHe 3HaueHHA, SD — cranmapTHEe BigXWICHHS.
s rpadivHOTO TIpencTaBICHHS — JiHIMHI [iarpaMu
13 IUJaHKaMM TOXHMOKH, JI€ TOYKH JIHIT — 3HaYEeHHS
CEepPeHpOro y TpyIi, IMJIaHKa MOXHOKH — po3Max
CTaH/IApTHOTO BiaXuieHHs. [y BUSBJICHHs 3Hauy-
IIOCTi Pi3HUII MK ABOMa rpynaMu OyJno BHUKOPH-
ctaHo t - kpurepiil ans HemoB’s3aHuX Tpym. s
BHSBJIICHHS 3HAYYIIOCTI PI3HMIN MK TphOMa Ta
Oimpie rpymaMu OyJi0 BHKOPHCTaHO OJHO(AKTOp-
Hull gucnepcidamit ananizs ANOVA, npu mopmaib-
[IIOMY BUKOpPHCTaHHI arnocrepiopHoro tecty ThIOKi y
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BHIIJKy JIOCTOBIPHOCTI JUCIIEPCIHHOTO aHaIi3Yy.
Jlst mepeBipKy TPaBOMIpPHOCTI 3aCTOCYBaHHS OJIHO-
(hakTOpHOTO AMCIIEPCIHHOTO aHANI3y JMaHi MPOXOIH-
T TIepeBipKYy Ha PIiBHICTH TUCTIEpCid y Tpymax 3a
JoroMororo kputepito JleBene. PiBeHp 3HauymocTi
Ut t - KpUTepiro Ta OUCIEpCiHHOrO aHaji3y BCTa-
HOBJIeHNH Ha piBHI p < 0,05, i kpurepito JleBene
— Ha piBHI p < 0,01.

Bci craructiuni 00paxyHKH OyJi0 HpOBEAEHO
i3 BHKOPUCTAHHSM IPOTPAMHOIO 3a0e3INeueHHs
RStudio v.1.4.1106 na 6a3i R v.4.1.0 [9, 10, 11].
Jns odpopmienHs rpagikiB Ta Tabuuip OyI0 BHKO-
pucrano enektpouHi tabmumi Excel 3 makery MS
Office 2010.

Pe3yabTaTH TA iX 00roBOpeHHs

Ha ocHOBi mpoBemeHoro OioximigHOTO mO-
CIiDKEHHS KPOBi MOKAa3HUKIB OKCHIATHBHOTO CTpE-
cy (MaJOHOBOTO MiadbIeTiqy, Mi€HOBI KOH'TOTATH Ta
HepyJIoIiia3MiHy),  JOCHIAMTH X  3MIHM Yy
CyOXpOHIYHUH Ta XPOHIYHUI TEPIOgH OIMiOiTHOTO
BIUIUBY Ta TIPH KOPEKIii NEHTOKCUPITIHOM.

B pesynbrari mpoBeneHOi HaMH KOpeKLil B
npoMikok 3, 4, 5 Ta 6 TIXKHI OMIOITHOTO BILUIMBY
3HAUYCHHs IOKa3HUKA KPOBI MaJOHOBOTO ANBJACTIAY
Ha 6 THKHI OyJT0 MaKCHMAalbHUM Yy MiATPYIIi « HaJ-
Oy¢in + meHTOKCHOUTIH » 1 craHOBWIO 6,39+0,41
mo Oyno Ha 35,33 % OurbIe 3HaYEHHST KOHTPOJIBHOI
IpyIH, HAOIMKAIOYUCh TAKMM YHHOM 32 BiJHOCHOIO
pi3HHULCIO 10 TpyNH TBapHH, skuM 10 THXHIB BBO-
Ju HajnOydin. Y miarpymi BiIMIHM NOKa3HUK HE

MaB CYTTEBOI DI3HUII Yy TOPIBHAHHI i3 TPYIoOK 6
THXKHS, TaK 1 y MATPYM « BiAMiaa + neHTOKCH)iTiH
» - MaB TIO3UTHBHY IWHAMIKY JIMIIIC B TIOPIBHSAHHI i3
MATPYIOI0 « HAMOY(iH + MEHTOKCULTIH ».

3HayeHHs T[OKAa3HWKa I€HOBMX KOH IOraTiB
MATPYIH « BiIMiHAa + MEHTOKCUQLIIH » Mamu Oiib-
Il KOJIMBAHHS y IMOPIBHAHHI i3 MaJIOHOBUM Jliajlb-
JETiioM —  cepelHE  3HAYEHHS  CTAHOBUWIIO
41,5241,36, mo Oyio (pakTUYHO Ha PiBHI 3HAYCHHS
KOHTpOJbHOI Tpymu - 41,06+1,63. VYV migrpymi
«BIIMIHA» MOKa3HUK IICHOBUX KOH’IOraTiB HE MaB
3HAYHOI PI3HUII Y MOPIBHAHHI i3 TPYNOO 6 THXHS, a
y miarpym « HanOydin + meHTokcudimin » OyB
OULTBIIMM 3a 3HAYCHHS BOTO MOKAa3HHWKA y TPymi 6
TIWKHA 1 craHoBuB  46,46%1,59  (KoHTpOJB
40,47+2,57, p < 0,05).

HaiimeH1ie 3Ha4eHHs CepeHbOIO MOKA3HUKA Y
LEepyJIOIUIa3MiHy CIIOCTEpIiranocs y HMiArpyIi « Hajl-
Oydin + nenrokcudinin » - 256,00+4,06, e crano-
Bwio 14,02 % pi3HuLi y MOpIBHAHHI i3 KOHTPOJIb-
HOlo Tpynoto Ta 9,30 % y mopiBHsIHHI 13 Tpynoio 6
THKHS. B Toit e yac y miarpyni « Bigmina + reH-
TOKCH(MUIIH » 3HAYCHHS 1EPYIIOILIa3MiHy 3pPOCIIO 110
287,5048,05, mo HabmM3WIOCs O TaKOTO y TPYIIi
KOHTPOJHHUX TBapwH - 294,2849,13 (p = 0,61) i He
MajJ0 CTAaTHUCTHYHO JIOCTOBIPHOI pI3HHII MpH
mopiBHAHHI. J|aHi 3HaYeHp MHUX MOKA3HHKIB OIIpaIlb-
OBAaHO CTaTUCTHUYHO i MoJaHo B Tabmuipix OTpuMaHi
JaHHI OOpaxOBaHO CTATUCTUYHO Ta BUCBITICHO B
tabnuui (1), Ta pucynkax (1, 2, 3).

Tabmuus 1

OmucoBa craructuka 0i0XiMIYHUX TIOKa3HUKIB MICIs 6-X TH)KHIB BBEJICHHS HANOY(iHY MPU KOPEKLil

I'pyna - - : HO‘K A3THK :
ManoHoBuUi IianbAeriy JlieHOBi KOH'foraTu IlepynomnazMin

[HTaKTHI 4,82+0,18 41,45+0,03 297,30+10,51

6-i1 TIKIEHD 5,57+0,26 43,69+1,68 275,30+3,95

6-it T. KB 5,80+0,31 44.28+2 98 275,70+5,64

6-i1 T. KIT 6,39+0,41 46,46x1,59 256,00+4,06

6-i1 T. KBII 5,70+0,36 41,52+1,36 287,50£8,05

[pumitkn: 6-i TIDKACHS — TpyNa i3 6-TH TIHKHEBHM BBeICHHIM HanOydiny, 6-i T. KB — rpyna i3 2-TmKHEBIM
BBEJICHHSIM OITi0OIy 3 MOJANBIIO0 BiqMiHOIO Ha 4 TwxHi, 6-i T. KII — rpyma i3 2-THKHEBUM BBEIICHHSM OIIOITY
3 MOJAJBLUIMM IPUETHAHHAM NEHTOKCU(DiTiHY Ha 4- TwkHi, 6-i T. KBIl — rpyna i3 2-TH)KHEBUM BBEJIECHHSIM
OMioiy 3 MOJAIIBILIOO BiIMIHOIO Ta NPHEIHAHHAM MEHTOKCUUTIHY Ha 4 THXKHI.

ManoHoBII Jaibaerii
(6-11 TIIKIICHE)

7
g5
£ 4
=
6-it 6-iiT KB  6-iT KIT 6-it 7. KBII
TIK/ICHB

Tepmin

~+—Jlocnin =+—=Kontpone
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Pwuc. 1. JlivinHa giarpama 3MiHM nokasHuka ManoHOBO-
ro gianbAerigy KpoBi LypiB AOCNIQHOI Ta KOHTPONBHOI rpyn
NPOTArOM eKCNepUMEHTY Mpu Kopekuii. 6-i TxaeHb — rpy-
na i3 6-Tm TWKHEBUM BBeAEHHAM HanbydiHy, 6-i 7. KB —
rpyna i3 2-TWKHEBUM BBEAEHHsIM Onioigy 3 noganbLUow
BigMiHOI Ha 4 TxHi, 6-1 T. Kl — rpyna i3 2-TwxHeBUM BBe-
OeHHAM onioidy 3 nojanbluMM NPUEOHAHHAM  MeH-
TOKCMIniHy Ha 4 TwxkHi, 6-i1 T. KBl — rpyna i3 2-TvxHeBUM
BBEAEHHSAM onioigy 3 NoganbLUolo BigMIHOK Ta NpUEAHaH-
HAIM NEHTOKCMINIHY Ha 4 TWXHI.
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JlieHOBI KOH'IOTaTI
(6-IT TIDK/1eHb )

lloxazunk
el g
h

6-ii 6-iiT. KB 6-fi . KII 61 T.
TIDKICHB KBII
Tepmin

=e=Jlocmg ===KoHTpoIk

Puc. 2. JlinifiHa pniarpamMa 3MiHH ITOKa3HHKA
IEHOBUX KOH IOTaTiB KPOBI IIypiB HOCHigHOI Ta
KOHTPOJILHOI TPYI HPOTATOM EKCIICPUMEHTY IIpH
KOpekwii. 6-i TIWKIEeHb — Tpyma i3 6-TH THKHEBUM
BBEJICHHSAM HanOydiny, 6-if 7. KB — rpyma i3 2-
TIDKHEBMM  BBEJCHHSM OINIOIAy 3 MOJAIbIIOI0
BiMiHOIO Ha 4 TwxkHi, 6-i T. KII — rpyma i3 BBeneH-
HSAM OIIOINy 3 MOJAJNBIIUM IPUETHAHHIM IICH-
TokcuQininy Ha 4-my TikHI, 6-ii T. KBII — rpyna i3
2-THOKHEBUM BBEIICHHSM OIIOINYy 3 MOJAJIBIIO
BIIMIHOIO Ta PUETHAHHIM MEHTOKCU(ITIHY.

epynomasmin
(6-11 TIDK/IEHB)

_ 340
R —————me——
2 240

2 6 6-ii T KB G-t T. KII 6-i1 T
' TIDKIeHb KBIT

Tepmin
—+—Jlocmn ==—=KoHTpons

Puc. 3. JliHivHa giarpama 3miHM nokasHuKka Lepyno-
nnas3miHy KpoBi LLypiB AOCNIAHOI Ta KOHTPOMBHOI rpyn npo-
TAFOM eKCrepuMEeHTY Npu Kopekuii. 6-1 TwxkaeHb — rpyna i3
6-T! TXKHEBUM BBEAEHHSAM HanbydiHy, 6-1 7. KB — rpyna i3
2-TXXKHEBVMM BBE[EHHAM OMioidy 3 moJanbLUo BiAMIHOK
Ha 4 TwkHi, 6-n T. K[ — rpyna i3 2-TxXkHeBMM BBEAEHHAM
onioigy 3 noganbLlUMM NPUELHAHHSAM NEHTOKCUMINiHY Ha 4-
My TWXkHi, 6- T. KBl — rpyna i3 2-TXHEBUM BBEAEHHSAM
onioigy 3 MoAanbLUOK BiAMIHOK Ta NPUEQHAHHAM MNeH-
TOKCUQDIMIHY Ha 4 TWKHI.

Ha ocHOBI 0iOXIMIYHHX IOCHIIKEHL ITOKa3-
HHUKIB OKCHAATHBHOTO CTPECY Ta CTYNEHS OKCHIE-
HaIii KpoBi IIypiB Ha Mi3HIX TEpPMiHAX KOPEKIii
€KCTIEPUMEHTAIBHOTO OINIOiHOTO BIUIMBY BCTAHOB-
JICHO NWHAMIKY 3MiHH MOKa3HHKIB piBHA (MaJOHO-
BOTO JiajbJIeTiqy, JI€HOBI KOH'IOTATH Ta LEPYJIO-
ia3miny). B pesynbrati npoBeaeHoi HaMK KOpEKIii
B IpOMiXKOK 7, 8, 9 Ta 10 THXXHIB OIIOiHOTO BILUTUBY
3HAUEHHs II0Ka3HMKAa KPOBI MaJOHOBOTO Jliallb-
neriny Ha 10 THoKHI y BCIX miArpynax xopekuii 0yio
MeHIIe 3a Take y rpymi 10 THKHS, 110 CTaHOBWIIO
6,24+0,45. HaiiMeHIIMM y OpiBHAHHI i3 Tpymoro 10
TIOKHS OyITM TIOKa3HUKH MaJOHOBOTO ANBIETiAY Y
MArpyni « BigMiHa + meHTokcupinia ». OgHaK, mo-
IIPU T€ IO IeH MOKA3HUK MaB MO3UTHBHY JHHAMIKY
y TOpiBHAHHI i3 Tpymoro 10 TIXHA Ta IHIIMMH
MATpynaMu KOPEKIii, BiH JMIIaBCA TOCTOBIPHO
O1IBIIMM 33 TTOKa3HUK KOHTPOJIBHOI IPYIH, IO CTa-
HoBuB 4,88+0,19 (p < 0,05), 1 pi3HULS CTaHOBUIIA
13,74 %. Sk i y miarpynax xopekuii Ha 10 TrxHi,
3HAYEHHs MOKAa3HUKA JI€HOBUX KOH’IOTATiB MiArpy-
MU « BiMiHA + MEHTOKCHMIIIH » MaJK OLIbIIY IMO-
3UTUBHY NIWHAMIKY Y TOPIBHSHHI i3 MaJOHOBHM
JiaJdbJeTiIoM — CepeJHe 3HAYeHHS CTAaHOBHIIO
44,07+0,70, nepeBuiyroud KOHTpOJIb Ha 5,93 %. YV
MATPYIi «BiAMiHA» TTOKA3HUK Mi€HOBHUX KOH IOTATiB
HE MaB 3HAYHOI PI3HUII y HOPIBHSHHI i3 Tpymoro 10
THOKHSA, a Y MATPYyM « Hamoy(iH + neHTOKCHDITIH »
OyB OLNBIINM 32 3HaYEHHsI LILOTO MIOKa3HHUKA y IPYII
10 TwxHst i cranoBuB 46,80+1,12, mo Oyno Ha 4,14
% Oinbure 3a nokazHuk rpynu 10 TwkHs Ta Ha 12,49
% - 3a MOKa3sHHK KOHTPONHHOI rpymu (KOHTPOIb
41,60 + 3,02, p < 0,05).

Jlunamika 3MiH LEPYJIOIUIA3MiHy y HiArpymax
kopekmii 10 TmkHA Oyna momiOHOI o Takoi y Imo-
Ka3HHKIB Ji€HOBHX KOH IorariB. Tak y miarpym «
BiMMiHa + TEHTOKCH(INIH » 3HA4YCHHSA IEepyIIo-
mra3Miny 3pocio mo 278,60+4,30, omHak, mompu
TaKy IIO3UTHBHY JIWHAMIKYy N€H IOKa3HHK 3aJu-
maBcs Ha 4,43 % MEHIINM 3a Takui Yy KOHTPOJIbHIN
rpymi - 291,5145,85, 1 151 pi3HuI 3anMIiagachk cTa-
THUCTUYHO gocToBipHOIO (p < 0,05). OTpumaHni naHi
BHUCBITIICHO B Tabnuii (2), Ta pucyHkax (4, 5, 6).

Tabnuwus 2

OmnmcoBa cTaTHCTHKA 010XIMIYHHX MOKAa3HUKIB micist 10-X THKHIB BBEJCHHS HANOY(DiHY IPH KOPEKIIil

r Tloxa3uuk
pyna MastoHOBHMIT AialibaErin JlieHOB1 KOH'IOTaTH Lepymomna3min
InrakTHI 4,82+0,18 41,45+0,03 297,30+10,51
10-# TIOKIEHD 6,63+0,28 44,94+2.17 262,40+8,04
10-ii . KB 6,24+0,45 45,57+1,53 269,80+4,44
10-ii T. KI1 5,61£0,56 46,80+1,12 276,00+5,44
10-ii 7. KBIT 5,55+0,30 44,07+0,70 278,60+4,30

Mpumitku: 10-i Twxaens — rpyna i3 10-Tv TkHeBUM BBeneHHsM HanOydiny, 10-if 7. KB — rpyma i3 6-
TH)KHEBUM BBEJICHHSIM OMIOiAy 3 MOJaNbIIOI0 BiaMiHOMO Ha 4 TkHI, 10-i T. KII — rpyma i3 6-TH)XKHEBUM BBe-
JICHHSAM OO0y 3 MOJaNbIINM PHUEAHAHHAM MeHTOKCUdininy Ha 4 TokHi, 10-it 7. KBII — rpyna i3 6-TixHEBIM
BBEJICHHSIM OITi0iTy 3 MOJAJIBIION0 BiIMIHOIO Ta MPHETHAHHAM IEHTOKCH(ITiHY Ha 4 THXKHI.
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ManoHOBHIT T1anbAST1
(10-i1 TIDKIEHE)

g5

g4

-3
10-it 10-it . KB 10-it T 10-it T.
TIDKIEHE KIT KBIT

Tepmin
==Jlocmin ==—KonTpons

Puc. 4. NiHinHa piarpama 3MiHW nokasHuKa MarioHOBO-
ro Aianbaerigy Kposi LWypiB A4OCMIAHOI Ta KOHTPOSbHOI rpyn
NpOTArOM eKCrepuMeHTy npu Kopekuii. 10-i TwkaeHb —
rpyna i3 10-Tn TxHeBMM BBedeHHAM HanbydiHy, 10-n T.
KB — rpyna i3 6-TuXHEBVMM BBEAEHHsIM omioigy 3 nogarnb-
wot BiaMiHOO Ha 4 TwkHi, 10-n 1. Kl — rpyna i3 6-
TUXKHEBUM BBEAEHHAM OMioiAy 3 NOAANbLUMM NPUEAHAHHSAM
neHTokcudinivy Ha 4 TwkHi, 10-n 1. KBl — rpyna i3 6-
TWKHEBUM BBEAEHHSM OMioidy 3 MOAanbLUO BiAMIHOW Ta
NPUELHAHHAM NEHTOKCUMINIHY Ha 4 TWKHI.

JI1€HOB1 KOH'TOTATI
(10-11 TIEKIEHE)

= 50 ——
545 R
2 40
I'zé 35
10-1t 10-ii T KB 10-1t T KI1 10-i T
TIKIEHD KBII

Tepmin
=s=Jlocmin ==—KoHTpois

Puc. 5. JliHinHa piarpama 3miHM NokasHuKa AIEHOBUX
KOH'loraTiB KpOBi LLypiB [OCMIAHOI Ta KOHTPOMbLHOI rpyn
NPOTSAroM eKcnepuMeHTy npu kopekuii. 10-i TwkaeHb —
rpyna i3 10-T TxXHEBMM BBeOEHHAM HanbydiHy, 10-n T.
KB — rpyna i3 6-TWXHEBVMM BBEAEHHSIM Omioigy 3 nogarnb-
wot BiaMiHOIO Ha 4 TwxkHi, 10-n T. KIN — rpyna i3 6-
TUXHEBUM BBEAEHHAM OMioiay 3 NoAanbLUMM NPUEAHAHHSAM
neHTokcudinivy Ha 4 TwkHi, 10-n 1. KBl — rpyna i3 6-
TWKHEBUM BBEOEHHSM oMioigy 3 moganbluol BigMiHOKW Ta
NPUELHAHHAM NEHTOKCUMINIHY Ha 4 TWKHI.

Tepyromnasmix
(10-if TInKIeHE)
320
300 e ——— e
280 ‘—________‘____________._..____.
260
240
10-it 10-it = KB 10-it T KII 10-i1 .
TILKACHE KBII

[Mokasnuk

Tepmin
== Jlocma =——KonTpoas
Puc. 6. JNiHinHa piarpama 3MiHM nokasHvka uepyro-

nnasmiHy KpoBi LLypiB AOCNIAHOI Ta KOHTPONBHOI rpyn npo-
TArOM eKCrnepumMeHTy npu kopekuii. 10-1 TxaeHb — rpyna i3
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10-T1 TXKHEBUM BBeAEHHSIM HanbydiHy, 10-1 7. KB — rpyna
i3 6-TVXXKHEBMM BBEAEHHSM OMioigy 3 NoAanbLUO BiAMIHOW
Ha 4 TwkHi, 10-1n T. KN — rpyna i3 6-TWXHEBUM BBEAEHHAM
onioigy 3 nopanbWUM NpUegHaHHAM NeHToKcudiniHy Ha 4
TxkHi, 10-# 1. KBIT — rpyna i3 6-TWwKHEBUM BBEAEHHAM
onioigy 3 nojanbLol BiAMIHOK Ta MNPUEAHAHHAM NeH-
TOKCUQINiIHY Ha 4 TWKHI.

BucHoBku

1. HaiiGinpIua mo3uTHBHA JUHAMIKA Yy IMIATPY-
mmax KOpeKIii 6 THKHA crocTepiranacs y marpymi «
BiIMiHA + MEHTOKCHUQUTIH », IPH YOMY 3a JWHAMI-
KOIO ITOKa3HUKH Ji€HOBHX KOH IOTATIB Ta LEPYIOI-
Ja3MiHy TPHPIBHAINACA 0 TaKWX y KOHTPOJIBHIN
TPYIIi.

2. Binpm MO3WTHBHA IOWHAMIKA Yy MiATpyIax
kopekiii 10 TwkHs crocTtepiraiacs y HiArpym «
BiIMiHA + MEHTOKCU]INIH », OMHAK, TIONPU TO3UTH-
BHY JAMHaMiKy, OCOOJIMBO Yy IIOKa3HHKIB JI€HOBHX
KOH I0TaTiB Ta LepyJIoILIa3MiHy, JOCSITTH PIBHS Ta-
KHX NOKa3HHUKIB Y KOHTPOJIBHIM TPy HE BAJIOCS.

I[epcnexkTHBY MOJANbIIMX AOCTIIXKEHb

Kopexkuist 6i0XiMIYHUX 3MiH MTOKa3HUKIB OKCH-
JATHBHOTO CTpPeCy KPOBi Ha paHHIX Ta Mi3HIX TepMi-
HaxX EKCIIEPHMEHTAJIBHOTO OMIOIAHOTO BIUIUBY, IO
JaCTh MOXJIUBICTh CTBOPUTH MATOMOP(OJIOTIUHE Ta
maTo0i0XiMivyHEe MIATPYHTTS IS BCTAHOBJICHHS OII-
TUMaJIBHUX 3 TOYKH 30py MOP(OJIOTii TEPMiHIB Mpo-
BEJICHHS MEAMKAMEHTO3HOI KOpPEKIlii 3MiH y Imapax
CITKIBKM y CyOXpOHIYHHMH Ta XpOHIUYHHHA TEpMiHU
BIUIUBY TEPAINEBTUYHHUX /103 OMIOIAHOIO aHAJIbIE€TH-
Ka 3 METOI0 cTabimi3anil BUHUKAIOYUX Ta B MOJAJb-
LIOMY HPOrPECYIOUMX SIBUIL OMiOiqHOI aHTiOHeHpo-
peTHHOMATII.

OTpuMaHi HaMH pPE3yJbTaTH B IOJATBLIIOMY
MOXYTh OYTH BHKODHCTaHI 3 METOI IIPOBEICHHS
TIOPIBHSUIBHOI XapaKTEPUCTHUKH, IO CTOCYETHCS -
HaMIK{ MaToOIOXIMIYHIX a Ha iX TuIi matoMopdoro-
TIYHUX 3MIH y IIapax CITKIBKH y CyOXpOHIYHHI Ta
XPOHIUHHMK Tepiofy BIUIMBY TEPAleBTUYHHUX 103
OITIOIJITHOTO aHAJIBIeTHKa Ta MPOBEAEHOT KOpeKii y
i nepioau. Ile HagacTh HAM MOJIMBICTH BCTAHOBH-
TH HaWOUIBII ONTHMAJBHUN TEPio] MPOBEICHHS
KOpEKIlii 3 MeTor cradimi3aiii MposBiB OMiOiqHOT
aHTiOHEHPOPETHHOMATI].

Indopmanisa npo koHikT iHTepeciB

[MoreHmiitanX a00 SBHUX KOH(QIIIKTIB iHTEpECIB,
IO TMOB’S3aHi 3 IMM PYKOIHCOM, Ha MOMEHT
myOikarii He iCHye Ta He epen0adaeThes.

Jxepena piHaHCYBaHHA

JlocimipkeHHs] BUKOHAHO B paMKax HayKOBO-
nociignoi Temu «MopdodyHKIIOHAIBHI 0COOIMBO-
CTi OpraHiB y Tpe- Ta IOCTHATAILHOMY IIepiojax
OHTOTEHE3Y, IPH BIUIMBI OIIOiNiB, Xap4oBUX H00a-
BOK, PEKOHCTPYKTHBHHUX OIEpalisix Ta OXHUPIiHHD
(momep mepxasuoi peectpamii 0120U002129).
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an.

MaabsToB €.B. IlnHamika 3MiHH NOKA3HMKIB OKCHAATHMBHOIO CTpPecy HA PaHHIX Ta Mi3HiX TepMiHax
KOpeKIii eKCepUMEeHTAJIBHOr0 OMiOiAHOT0 BILINBY.

PE®EPAT. Meta A0CIi/KEHHS — TOCTITUTH 3MIHH MMOKA3HUKIB OKCHUAATHBHOIO CTPECY Yy CyOXpOHIYHHN
Ta XPOHIYHUH TEePio OMiOiJHOTO BIUIUBY MPH KOPEKIil MeHTOKCHDiTiHOM. [ MOCATHEHHS TOCTaBICHOT METH
HaMu OyJo OIpaIboBaHO J’Kepesla HayKoBOI MeIMYHOI BITUM3HSHOI Ta CBiTOBOI jireparypu. PedyiabraTrn. B
pe3yJsbTaTi NpOBEIEHOI HaMH KOPEKIii B TPOMDKOK 3, 4, 5 Ta 6 THXKHI OIIOITHOTO BIUIMBY 3HAYEHHS ITOKa3HHUKA
KPOBi MaJIOHOBOTO aNBJETiAy Ha 6 TIDKHI OyJIO MakCHMaJIbHHM Y TiATpym « HanOydin + meHToxcudimia » i
craHoBwIO 6,39+0,41 mo Oymno Ha 35,33 % OinplIe 3HaYCHHS KOHTPOJIBHOI TPYIH, HAOIMKAIOYNCh TAKUM YH-
HOM 32 BiIHOCHOO PI3HUIICIO JI0 TPYIH TBapwH, skuM 10 TkHIB BBOIIIN HanOy(din. Y miarpym BigMiHH TO-
Ka3HUK HE MaB CyTTEBOI PI3HMILI Y NOPIBHSIHHI 13 TPYIO0 6 THKHSL, TaK 1 y MIATPYMi « BigMiHa + MEeHTOKCULTiH
» - MaB MO3UTHBHY JUHAMIKY JIMIIE B IIOPIBHSHHI i3 MArpynowo « HanOydin + neHrokcudinid ». 3Ha4eHHS 110-
Ka3HMKa JIIEHOBUX KOH IOTaTiB MIATPYIHU « BiJIMiHA + NEHTOKCU)IIIH » Manu OiIblIl KOJIMBaHHS Y TOPIBHSHHI 13
MaJIOHOBUM MiajIbJIETiIOM — cepelHe 3Ha4eHHs cTaHoBmio 41,52+1,36, mo Oyno GpakTUUHO Ha PiBHI 3HAUYEHHS
KOHTpPOJIbHOT rpynu - 41,06+£1,63. Y miarpyni «BigMiHa» NMOKa3HUK JIEHOBHX KOHIOTaTiB HE MaB 3Ha4YHOI pi3-
HUIIl Y TOPIBHSIHHI 13 TPYIOI0 6 TIDKHA, a Y MATPYI « HaMOy(iH + neHTokcudinid » OyB OUTBIINM 32 3HAUYCHHS
[IBOTO TIOKAa3HHWKA y Tpymi 6 TIKHA i craHOBHB 46,46+1,59 (koHTpOns 40,47+£2,57, p < 0,05). HaiimeHme 3Ha-
YeHHSI CepeHBOT0 MMOKA3HUKA Y HEepYIIOIIa3MiHy CIIOCTepiranocs y marpymi « HanOydin + meHTOKCULIiH » -
256,00+4,06, ue cranoBuio 14,02 % pi3HuIi y NOPIiBHAHHI 13 KOHTPOJIBHOIO rpymoio Ta 9,30 % y nopiBHsHHI i3
TpyToIo 6 THXHA. B ToM e yac y miArpymi « BiAMiHA + MEHTOKCU]IIIH » 3HAUYSHHSI EPYIIOILIa3MiHy 3pOC0 10
287,50£8,05, mo HaOIU3UIIOCS IO TAKOTO Y TPYITi KOHTPOIBHUX TBapHH - 294,284+9,13 (p = 0,61) 1 He Mao cTa-
TUCTHYHO AOCTOBIPHOI Pi3HHUII IPH MOPIBHAHHI. B pe3ynpraTi mpoBeneHoi HaMu KOpeKIlii B mMpoMikok 7, 8, 9 Ta
10 TIOKHIB OO IHOTO BIUIMBY 3HAYEHHS MOKAa3HMWKA KPOBI MaJOHOBOTO Aianb/eriny Ha 10 TwxHI y BCIX mArpy-
max KOpekiii Oyno meHime 3a Take y rpymi 10 TwkHs, mo craHoBwio 6,24+0,45. HalimeHmuM y OpiBHSHHI 13
rpynoio 10 TkHA OynH MOKa3HWKH MAJIOHOBOTO ANbBJETiAy y MIATPYHi « BimMiHa + meHToKcH(piniH ». OgHaK,
MIOTIPH T€ IO IeH MOKAa3HWK MaB MMO3UTHBHY IWHAMIKY y MOPIBHAHHI 13 Tpymoro 10 THXKHA Ta iHIIUME MiArpymna-
MU KOPEKIIii, BiH JUIIABCS JOCTOBIPHO OiIBIINM 32 IIOKA3HUK KOHTPOJIBHOI IPyIH, 1m0 craHoBUB 4,88+0,19 (p <
0,05), st pizauns craHoBwia 13,74 %.. Sk 1 y miarpynax xopekuii Ha 10 THXKHI, 3HaU€HHS TOKA3HUKA JIIEHOBHX
KOH’IOTaTiB MiArPYNH « BiAMiHA + NEHTOKCU(IUIIH » Many OUIbIY MO3UTUBHY AWHAMIKY y IMOPIBHSHHI 13 MaJo-
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HOBHM JiaJIbJIETIIOM — CepeHE 3HAYCHHS cTaHOBWIO 44,07+0,70, omHak Takoi MTWHAMIKHA Ha I[bOMY TE€pPMiHi Oy-
JI0 HEIOCTATHBO, 00 3PIBHATHCA i3 TIOKa3HUKOM KOHTpOsbHOI rpynu 41,60 £ 3,02 (p < 0,05) i pi3HHUISA cTaHo-
Bwia 5,93 %. Y miarpym «BiaMiHa» MOKa3HHK JI€HOBHUX KOH IOTAaTiB HE MaB 3HAYHOI Pi3HMIN y MOPIBHSIHHI i3
rpymnoio 10 TIKHSA, a y mATpyIi « HamOy(iH + meHToKCcHiTiH » OyB OLTBIINM 32 3HAYEHHS IIHOTO MOKA3HUKA Y
rpymi 10 TixHA 1 craHoBHB 46,80+1,12, mo Oyno Ha 4,14 % Oinbiue 3a mokasHuk rpynu 10 TmwkHs Ta Ha 12,49
% - 3a MOKa3HUK KOHTPOJBHOI TpymH (koHTpons 41,60 + 3,02, p < 0,05). AuHamika 3MiH HEepyJIOIUIa3MiHy Y
miarpynax kopekuii 10 TixHs Oysa HOAIOHOIO 10 Takoi y MOKa3HUKIB JIEHOBUX KOH toratiB. Tak y miarpymi «
BiZIMiHa + TIEHTOKCU(DITIH » 3HaYECHHS LepYJIOIIa3MiHy 3pociio 1o 278,60+4,30, oqHak, HONPH TaKky MO3UTUBHY
JMHAMIKY el IOKa3HUK 3ainumascs Ha 4,43 % MeHIINM 3a Takuil y KOHTPOIbHI# rpymi - 291,5145,85, 1 1 pis-
HHIS 3aJIMIIaiach CTaTHCTHYHO jaoctoBipHoo (p < 0,05). ITimcymok. HaiiGinpiia mo3urnBHa OuHAMiKa y
HiArpynax Kopekuii 6 THKHS criocTepiraiacs y mArpymi « BigMiHa + NEHTOKCU(IIIH », IPH YOMY 3a JHHAMIiK OO
MOKA3HUKH JI€HOBUX KOH IOTaTiB Ta IEPYJIOIUIa3MiHy NPHUPIBHSINCS O TAKUX y KOHTPOJbHIN rpymi. Haiibinbma
MO3UTHBHA IWHAMIKA Y HiArpymax xopekmii 10 TimkHA crocTepirajacs y HiArpymi « BiMiHa + IEHTOKCHDITIIH »,
OJTHAaK, TOTIPH TIO3UTHUBHY AWHAMIKY, OCOOJMBO y MOKAa3HUKIB Ii€HOBUX KOH IOTATiB Ta ILEPYJIOIUIa3MiHy, IO-
CSITTH PIBHS TaKHX ITOKA3HUKIB y KOHTPOJIBHIN TPYIIi HE BAAIOC.
Ku11040Bi cj10Ba: OKCHIATHBHUIM CTpPEC, OMi0iA, KOPEKIIis, IIyp.
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ABSTRACT. The relevance. Modeling of hypo- and hyperthyroidism in laboratory animals is widely used in modern exper-
imental biology and medicine to study the pathogenetic mechanisms of the development of thyroid gland diseases, the prob-
lems of its treatment, as well as the study of the impact of thyroid hormone imbalance on various organs and systems of the
body. The most popular method of creating a model of experimental hypothyroidism is the entry of chemicals capable of
blocking the function of the thyroid gland into the body of laboratory animals. The most widely used pharmacopoeial thyro-
static is mercazolil, which is used both in clinic for the treatment of thyroid gland diseases which accompanied by hyperthy-
roidism, as well as in practical experimental studies. Modeling of hyperthyroidism is carried out by entry thyroid hormone
preparations into the body of experimental animals. The aim of the work was to determine the optimal doses of drugs, which
are necessary to achieve stable hyperthyroid or hypothyroid states, as well as its correction in the experiment. Methods. The
experiment was carried out on 65 sexually mature female white rats Wistar line, weighing 200-250 g. All animals were di-
vided into 5 groups: control, hypo- and hyperthyroidism (15 animals in each group), as well as 2 groups with correction of
hypothyroidism (10 animals in each group, Table 2.1). The hypothyroid state was modeled with Mercazolil (Zdorovya,
Kharkiv) in a daily dose of 10 mg/kg; hyperthyroidism was induced by L-thyroxine (Farmak, Kyiv) in a daily dose of 100
ug/kg body weight of animals. In all experimental groups, mercazolil and thyroxine, in the powder form, were daily added to
the food for two weeks, after which the animals were euthanized by an overdose of diethyl ether. The structure of thyroid
glands was studied on histological slides stained with hematoxylin and eosin by the traditional method. Results. During the
analysis of the micromorphology of the thyroid glands of animals treated with mercazolil, the presence of a goitrogenic reac-
tion was established, which served as evidence of the hypothyroid state induced in this group of animals. A study of the thy-
roid glands of rats who received thyroxine together with mercazolil at a dose of 1.6 ug/kg of weight (the first correction
group) showed that their morphology, both macro- and microscopic, didn’t differ from the group that received only merca-
zolil, i.e. goitrogenic reaction was present. This indicates an insufficient dose of thyroxine When using a replacement dose of
thyroxine of 30 pg/kg of body weight (the second group of correction), the goitrogenic reaction did not develop - the struc-
ture of the thyroid glands corresponded to the norm. Thus, it was this dose of thyroxine that compensated for the antithyroid
effect of mercazolil. When studying the structure of the thyroid glands of rats treated with thyroxine at a dose of 100 pg/kg,
we found signs of their atrophic state. Thus, the macro- and micromorphology of the thyroid glands of rats in this group indi-
cated that the used dose of thyroxine was sufficient to simulate persistent hyperthyroidism.
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Beryn

MoentoBaHHs Tilo- Ta TINEPTUPOITU3MY B Jia-
60paTOpHUX TBAPHH IMIMPOKO 3aCTOCOBYETHCS y CY-
YJacHI eKCIepUMEHTANbHIN Oiomorii Ta MeTuIuHi
JUIS BUBYCHHS NMAaTOT€HETUYHNX MEXaHI3MIB PO3BUT-
Ky 3aXBOPIOBaHb IIUTONOIOHOI 3a103u, mpodieM ii
JIKYBaHHS, 8 TAaKOX JOCIIDKCHHS BIUIMBY nucOana-
HCY THPOiZHUX TOPMOHIB Ha Pi3HI OpPraHu Ta CHCTeE-
MH opraHiamy. B cydacHMX ymoBax BHKOPHCTOBY-
I0ThCSl HACTYITHI MOJIelli TinoTupoiausmy: 1) xipyp-
TiYHE BUIAJICHHS MIUTOMOIOHOI 3a5103M (TOTajbHA
abo cyOToTanbHA TUPOINEKTOMIst); 2) OJNOKYBaHHS
TUPOINHOI (PYHKIIT NIIIXOM YBEIEHHS €KCIepUMEH-
TaJbHAM TBapWHAM CHEUiaJbHAX XiMIYHUX PEUYOBHH
— TaK 3BaHAX THUPOCTATHYHHUX IIpemaparis; 3) BU-
KIIFOUYeHHS (QYHKIII IUTONMOAIOHOT 321031 Ji€l0 Be-
JUKUX 7103 pafionykmiais J* [1].

KoskeH i3 X TPHOX METOAIB Ma€ K IepeBary,
TaK 1 HelOJKK. be3yMOBHOIO IepeBaroo TUPOineK-
TOMIl € OTpUMAaHHS TIOTUPOIAU3MY B ‘‘UHUCTOMY”
BUTJISIIL, TOJI SIK 32 YMOB YBEACHHS B OpPraHi3M TH-
POCTaTHYHUX PEUOBHH TEOPETHYHO MOXKHA OYiKyBa-
TH, KpIM TIOTHPOITHOTO e(eKTy, pi3HUX IOOIYHUX
BIUIUBIB, SIKI MOXYTh CIYI'yBaTW HPHUYUHOIO OTPH-
MaHHA XHOHUX pe3ynbTatis [2, 3].

Jo HemomikiB 1iei Moaeni (XipypriyHoro BUaa-
JICHHS 3QJI03M) CJIiJl BITHECTH JOCTATHIO CKIIQJIHICTD
MpOoLEeAypH, 3HAYHE TPABMYBAHHS CKCIIEPUMEHTAIb-
HUX TBapuH (HapKo3, OINEpaTWBHE BTPYYaHHA), a
TaKOX PO3BUTOK NMapaTHPONPHUBHOI TeTaHii BHacCIi-
JIOK BHAJEHHS pa3oM 3 IIUTONOJIOHOIO MPUIUTO-
noaioHux 3ano3 [4]. BukopucTaHHS BHCOKHX J03
pagioiiony J*! s BuKIrOYEHHS QyHKUiT MMTOMO-
JIIOHOT 3ay03u ()aKTHYHO BUKJIMKAE PyHHAIIIIO Opra-
Ha, TOMY Lieil METOJ MO)KHa Ha3BaTH Pajioi30Ton-
HOIO THpoinekToMiero. CKIagHOCTI IIbOTO METORY €
3pO3YMUIAMH, BPaxOBYIOUH HEOOXiTHICTH Jabopa-
TOpii, crenianbHO o0JaaHaHOl u1d poOoTH 3 pagioa-
KTUBHUMH PEUOBHHAMH.

Haii0inpIr mMommMpeHuM CydacHHM METOJIOM
CTBOPEHHSI MOJIeJIi €KCIIEPHUMEHTAIBHOTO TiIOTHPOI-
JIM3MYy € BBEJCHHS B OpraHi3M JIabOpaTOpHHUX TBa-
PHH XIMIYHUX PEYOBHH, 3[aTHUX OJOKYBaTH (pyHK-
{10 MUTOMOAIOHOT 3amo3u. [lepeBaramu BOTO Me-
TOIy € HOro BiHOCHA MPOCTOTA, MOXKJIMBICTH OJIHO-
YaCHOTO OTPUMAHHS OCTATHBOI KUIBKOCTI TiMOTH-
POITHUX TBapHH, a TAKOXX MOJJINBICTH BiTHOBIICHHS
(dhyHKIi{ 321031 Tichs BiaMiHM mpenapary. Hemomi-
KOM MOJeJi TINOTHPOiMHOTO CTaHy, 0a30oBaHiil Ha
3aCTOCYBaHHI THPOCTATHYHHUX MPENapariB, € MOX-
MBI TOOIYHI €(PEeKTH NHUX PEYOBHH, PE3YIBTATOM
ITHOpYBaHHA SIKUX MOXe OyTH XHOHE TpaKTyBaHHS
OTpUMaHUX JaHuX. YOe3MeueHHs BiJ IUX MOXHOOK
MOJIATAaE y TapajejbHOMY MPOBEICHHI THUPOiJeKTO-
Mii i/ab0 KOpekmii TrinoTHpOinu3My 3aMiCHUMH J0-
3aMH TOPMOHY IIMTOTOIIOHOT 3amo3Hu [2, 3, 5].

Haiibinpm yxuBaHuM (hapMaKOIIEHHUM THPOC-
TaTHKOM € MEPKa30JIiJl, aKTHBHOI PEYOBUHOIO KO-
ro € l-MeTwn-2-MepKanToiMiasos, L0 3HWKYE
YTBOPEHHS aKTUBHOI (opMH Hoxy Ta OJOKye Homy-
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BaHHS TUPO3HHY. JledinuT foay Ta mOpymeHHsS CH-
HTE3y THPOIAHUX FOPMOHIB MPU3BOISATE O 3HIKCH-
HA 1X KOHIIEHTpaIlii B KPOBI TBapHH, BHACIIOK YOTO
32 MEXaHi3MOM 3BOPOTHBOTO 3B’SI3KY ITOCHIIOETHCS
TUpOTporHa (YHKIiA Timodiza. TpuBanmii HamIH-
IIOK THPOTPOITHOTO TOPMOHY, y CBOIO UEPry, aKTH-
BY€ BHBUIbHEHHS IIIJIOI HU3KHU POCTOBUX (aKTOPIB,
SIKI BHMKJIMKAIOTh ITOCWJICHHS MpoJtiepanii KIiTHH
LIUTONOAIOHOT 321031, PE3yJIbTaTOM SIKOTO € Tilep-
1a3is 3a7034 (CTPYMOTEHHUMN e(EeKT).

Mepka3ouia 3acTOCOBYIOTh SK Yy KIIHII JUIst
JIKYBaHHS 3aXBOPIOBAaHb LIUTOIOIOHOI 3aJ103H, 1110
CYIIPOBODKYIOTBCS TIMEPTHPOIOM3MOM, TaK 1 B
MPaKTHUII eKCTIEPUMEHTAIBHUX TOCTIIKeHB [6-8].

Jns oTpuMaHHS epeKTy CTIHKOro rinoTHpoinu-
3My B €KCIEpPHMEHTaX Ha IIypax 3a3BHYail 3aCTOCO-
BYIOTh MEPKAa30JIiN y mo3ax Big 5 mo 10 mr/kr macu
TBapWHH Ha 100y mpoTsiroM 2-3 TikHiB [9-13].

MopentoBaHHs TiNEepPTUPOINU3MY 3/IHCHIOIOTH
LUISIXOM YBEJICHHS B OPTaHi3M MiAJOCHiIHAX TBAPHH
npenapatiB TUPOITHUX TOPMOHIB (TPHHOITHPOHIH,
L-tupoxcun, Tupeokom6, Eyrupoxc 100, Tpiakana).
VYci 3a3HaueHi npenapaTy 3aCTOCOBYIOTh y KIHIYHIN
MPAKTHIIl I 3aMiCHOI Teparlii TIHOTHPOIMHUX CTa-
HiB[14-17]. [Ipu po3paxyHKY 03U TOPMOHAIBEHOTO
mpernapary A iHAYKIIi TinepTHPOInn3My CITiJ Bpa-
XOBYBAaTH HOTO NMOOOBY MpOAyKIit0 B HOpMi. s
IypiB, HampuKIaa, BoHa ckimagae 30 wMir L-
THUPOKCHHY/KT MacH Tina [3], y Toi 4ac gk y JIOIHHA
HOpMaibHa npoaykiis T3 ckiamae 6 Mkr/nooy [18].
TakuM 4YMHOM, ONTHMalbHa go006oBa jmgo3a L-
THUPOKCUHY IJIsl JOCATHEHHs CTaHy CTIMKOTro rimep-
THPOIAM3MY y IIypiB 3a JaHUMHU 0araThbOX aBTOPIB
[2, 3] cranoBuTh 100-150 MKI/KT MacH.

O1iHKy e(heKTUBHOCTI MOJICIIIOBAHHS 5K TilO-,
TaK 1 TIMEPTUPOIAN3MY NPOBOIATH IIISIXOM BH3HA-
yeHHs B KpoBi TBapuH piBHs TTI, T3, T4. Ilpu
IIbOMY OCHOBHHMM ITOKa3HHKOM, SIKHH J03BOJISIE OLIi-
HUTH aJeKBaTHICTb mozeni, € piBerbp TTI, sxwii
3MIHIOETBCS BIATIOBIHO O CTYNCHS 3HIDKCHHS a00
3pOCTaHHS PiBHIB THPOIMHUX TOpMOHIB. Ha 3MiHax
piBas TTT Gazyerbcesi i cyro Mopdoioriynuii crnocio
OLIHKK e(EeKTHUBHOCTI MOJICNIIOBAHHS ONMUCYBaHUX
CTaHIB, a caMe, IIISIXOM BHUBYEHHS Makpo- Ta MiK-
pomopdosorii  MIUTOMOMIOHUX 3103, HAIBHOCTI
O3HaK CTPYMOT'€HHOT peakuii npu rinoTupoinusmi ta
aTpodivYHIX O3HAK MPH TIEPTUPOIAU3MI.

MeTa: BH3HAUNTH ONTHUMAJIBHI JIO3W Ipenapa-
TiB, HEOOXI/THI I JOCSTHEHHS CTIHKOTO TiepTHPO-
imHOTO 200 TIMOTHUPOITHOTO CTAaHIB a TAKOXK KOPEKIIii
OCTaHHBOTO B EKCIIEPUMEHTAIBHUX IIypiB.

Marepiaaun Ta meToau

Jocmin moctaBiieHO Ha 65 cTaTeBO3piIMX cam-
Kax Oinmmx mrypiB niHil Wistar macoro 200-250 r. Yei
TBapHWHHU OYyJIM MOJiIEH]I HA 5 TPy KOHTPOJb, Tilo-
Ta TinepTupoian3M (mo 15 TBapwH y rpymi), a TaKOX
2 rpynu 3 Kopekmieio rinmotupoiamsmy (o 10 TBa-
puH y rpymi, Tabm. 2.1). I'inotupoinHuii cTan Moze-
JIOBAJM 3a JIONIOMOTOI0 Mepkasoiiny (“3mopos’s”,
XapkiB) y 1000Bii 1031 10 MI/KT; rinepTUpoinu3M
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pukiuKkami L-tupokcuaom (“Papmax”, Kuis) y mo-
6oBiit 1031 100 MKI/Kr MacH Tijia TBapHH.

Kopekuito rinoTupoinn3My MpoBOIUIN THPOK-
CHHOM Yy Tak 3BaHii (i3ioNoriyniil 1031, Ky BBOAH-
JIM OJHOYACHO i3 MepKa3oiiioM. Y mepmriif rpymi 3
KOPEKIi€I0 TIMOTHPOIMM3My s 038 THPOKCHHY
craHoBwia 1,6 MKI/KT Macu Tita (3riJHO PEKOMEH-
naniii [18]). Sk BusBMIIOCS, Taka 7032 THPOKCHHY
Oyna HEIOCTATHBOKW JUIsl KOMIIGHCANii TiMOTH-
poinusMy y mypis, ToMy Oyia yTBOpeHa Ipyra Ipy-
ma 3 KOpeKLi€l, y sKiil 3aMmicHa /1038 TUPOKCHHY
nopiBHOBasia 30 MKI/KT MacH Tijla TBapHWH. 3TiTHO
nmanux €.C.Jletrok [2], Taka J03a BiAMOBImae Jo-
0O0Bilf TPOIYKIIii THPOKCHHY B IIYPiB.

Tabmums 1
XapakrepucTrKa rpyn TBapuH

I'pynu tBapun Yucno
IIypiB

(1) TnrakTHI TBapHHHU (KOHTPOJIB) 15
(II) Ulypi 3 MOzIeIbOBAaHMM TiMOTHPOIAM3- 15
MOM (MEpKa30JIiI)
(I11) Iypi 3 MOAENHOBAHUM TiNIEPTHPOIAH- 15
3MOM (TUPOKCHH)
(IV) TinoTupoimu3m 3 KOPEKIiEr0 THPOK- 10
cuHOM (1,6 MKT/KT)
(V) l'imotupoinn3M 3 KOPEKIi€r0 THPOKCH- 10
HOM (30 MKT/KT)
Pazom 65

B ycix gocmigHuX rpymax MepKa3oiil i THPOK-
CHH Yy BHUIVISII ITOPOLIKY JOJABAIH B DKy INOJCHHO

MPOTITOM IIBOX TIDKHIB, BHACIIIOK YOTO JOCSTABCS
CTaH CTIHKOTO Tilo- ab0 TimepTHPOIII3MY.

TBapuH mizgaBany eBTaHa3ii Mepego3yBaHHAM
nierwnoBoro edipy. [lig yac po3TuHy y TBapHH 3a-
Ooupanu muTonoAioHI 3amo3u (3 000X OOKiB) i (ik-
cyBaimu B cymimi byena. Ilicns 3HEBOJHEHHST MaTe-
pian 3anmuBanu y nmapadiH 3a CTaHAAPTHOK METOJIH-
KOIo. YTpUMaHHS TBapHH Ta MaHIMyJsinii 3 HUMHA
MIPOBOAMIINCH Y BiJIOBIIHOCTI JI0 TOJIOXKEHb “3ara-
JIbHUX €TUYHMX MPHUHIMIIIB E€KCIIEPUMEHTIB Ha TBa-
punax” (Kuis, 2001).

Pe3ysbTaTH Ta iX 00roBopeHHs

KonTponms epeKTHBHOCTI MOJAETIOBaHHS TiMlo-
Ta TIMEePTHPOIAN3MY, a TaK0X KOPEKIHii TimoTHpoi-
IU3MYy, MPOBOJWJIM LUIIXOM BHBUCHHS Makpo- Ta
MikpoMOop(doJIoTii IMTONOAIOHUX 321103, BPaXOBYIO-
YH HAsABHICTH “‘CTPYMOTEHHOI peakii mpy BBEACHHI
MepKa30Jiry, ii BiACYTHICTh NP KOPEKIii 3aMiCHH-
MH JI03aMH THUPOKCHHY, Ta MOpP(]OJIOTiuHI 03HAaKK
3HWKEHHs (DYHKIIT 3aJ1031 TIPU BBEJICHHI TilIepTHPO-
{IHUX 7103 THPOKCHHY.

MakpoCKOITYHO IIUTOMOMAIOHI 3aJI03H TBapHH,
SIKI 3HAXOJMJIACS TIiJl BIUIMBOM MEPKa30Jity, Oyiu
3HaYHO OUTHIIMX pO3MipiB (mpubiam3HO y 3 pasm),
HIX Y KOHTPOJBHIH TPyI, 3 O3HAKAMHU iHTCHCHBHOI
rinepemii (TeMHO-4EpBOHOTO KOIBOPY). Mikpocko-
MIIYHO 3MiHU, [0 BUHUKAIH Y IIypiB Ii€l TPYITH 3BO-
JTACS 10 HACTYITHOTO: (OJIKyTH HaOyBal Herpa-
BHJIBHOI CKJIa9acToi (POpMH, IXHI HOPOKHUHH OyIIH
BUJIBHI BiJI KOJIOIY, TUPOINHUH emiTemnii, KyOiuHui y
KOHTpOJIi, CTaBaB LWIIHAPUYHNAM, BUSBIISUIUCS Tirle-
pIuIasist THPOLMTIB Ta pizka rinepemis (puc. 1, 2).

Puc. 1. Mikpomopdonorisi HopManbHOT LMTONOAIGHOT 3ano3u wypa (KOHTPOrb): TMpounTu Ky6idHOT dhopmum, y dhonikynax
nomipHa KinbKicTb KOMoiay, NOMiTHI 30HM pe3opbuii. FfemaTokcuniH i eo3nH. x400.
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Puc. 2. WuTonopibHa 3ano3a rinoTpoigHoro Lypa: TMpoOLUTU LniHAPUYHOT (hopMK, y NPOCBITI donikyniB He3HayHa Kinb-
KicTb abo noBHa BiACYTHICTb Konoigy. MemaTokcuniH i eo3nHio x400.

Puc. 3. lLinTonopibHa 3anosa Lypa, SKuii pasoM i3 MepKasonifioM oTpMMyBaB TUPOKCHMH y A03i 1,6 MKr/kr (nepwa rpyna
KOpeKLUii): BUpaXxeHa CTpyMoreHHa peakuisi. FemaTokcuniH i eo3uH. x400.

Yci BHIIEONMUCAHI SIBUINA BKIAJAIUCS B KapTH- JKEHHsI PIBHS THPOKCHHY B KPOBI, OJIOKOBAHOTO Me-
Hy BIZIOMOI CTPYMOTEHHOI peakilii, sika MoB’si3aHa 3 pkaszoiisiom. HasBHiCTH cTpyMOreHHoi peaxuii ciy-
nigumeHaaM piBHs TTT rimodisa 3a ymoB 3HE- ryBajla JIOKa3oM TiNOTHPOiZHOTO CTaHy, iHIyKOBa-
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HOTO y LIl TPyTIi TBapHH.

JlochmipkeHHS MMUTONOAIOHMX 3aJ03 IIypiB,
SKAM Pa3oM i3 MEPKa30JIiIOM BBOIMIN THPOKCUH Y
no3i 1,6 MKT/Kr Macu (mepIma rpymna KOpekiii), mo-
KazaJio, mo iX MOpQoIIoTis, K Makpo-, TaK i MiKpo-
CKOITiYHa, HE BiIpi3HsIACS BiI TPYIH, IO OTPUMY-
BaJia JIUIIC MEPKa30JIij, TOOTO Oyjia HAsBHOIO CTPY-
MoreHHa peakiis (puc. 3). lle Oymo cBimYeHHAM

HEOCTAaTHBOI 103U THPOKCHHY. [Ipy BHKOpHCTaHHI
3amicHOI 1103M THPOKCHHY 30 MKI/KT Macu Tijia
(mpyra rpyma KOpeKIii) CTpyMOT€HHa peakIis He
po3BuBanacst — OyJoBa IUTOMOTIOHNX 3aJ703 BiATIO-
Bimana HOpMi (puc. 4). Takum dmHOM, came I 1032
TUPOKCHHY KOMIIEHCYBalla aHTUTHUPOINHY IiI0 Mep-
Ka30JIiy.

Puc. 4. lLntonopibHa 3ano3a wypa, Skuii pa3oMm i3 MepkasorninoM OTpMMyBaB TMPOKCUH y o3i 30 MKI/Kr (gpyra rpyna Ko-
pekuii): MikpoMopdororisi dhonikyniB HabnmkeHa [0 KOHTPOMbHMX NOKa3HWKIB. FeMaToKcuniH i eo3uHio x400.

BynoBa mmromomiOHUX 3a703 MIypiB, sIKi OTPH-
MYBaJIM THPOKCHH y no3ax 100 MKr/kr macu Tina
CBIZUMIIA PO iXHIiM 3araJbMOBaHUI cTaH. Makpoc-
KOMIYHO 3aJ103M OyJM MEHIIMX PO3MIpIB Yy MOpiB-
HSHHI 3 KOHTpoJieM, Oiiai, arpodoBani. Mikpocko-
MIYHO BHSBJISIMCS BEJIMKI (ONIKYIH 31 IMUIBHUM
KOJIOiJOM Ta HU3bKMMHU TUPOIUTAMHU (pHC. 5).

Taxum unHOM, OyIIM OTpHUMaHI BCi 03HAKHU TOTO,
10 B OPTaHi3Mi TBapHH, SKi OTPUMYBAJIN THPOKCHH,
y Pe3yJIbTAaT] MiABUILIEHHS PIBHS THPOIXHUX FOPMO-
HiB ranpMyBanacs cexpenist 1TI rinogisa, a sk Ha-
CIIIOK, 1 PYHKIIS muTonoAioHo1 3am03u. OTXe,
MaKpo- Ta MiKpoMOpQOJIOTis IUTONOAIOHHX 32703
HIypiB L€l IPYITU CBIAYMIIH, 1[0 BUKOPUCTaHA 71032
TUPOKCUHY OyJia JJ0CTaTHBOIO /SISl MOJICTFOBAHHS
CTIHKOTO TiNepTHPOIAN3MY.

BucHoBknu

1. OnrTuManbHO T000BOO 0300 MEPKA30JTi-
Ja JAJ1sl JOCSITHEHHSI CTIMKOTO TIOTUPOITHOTO CTaHy
BITPOJIOBIK JIBOX THJKHIB B €KCIIEPUMEHTAIBHUX IITy-
piB € no3a'y 10 Mr/kr mMacu.

2. JloboBa no3a TpoKcHHY B 1,6 MKI/KT Macu
TiJIa € HEJOCTaTHBOO JUTsI KOMITEHC ATl T1ITOTHPOi -
HOTO CTaHy B €KCIIEPUMEHTAIBHUX IIypiB.

3. OnTHMaNIEHOIO T0O0BOIO 103010 THPOKCHHY
JUISL KOPEKIIT TIIOTHPOINHOTO CTaHy, BUKJIMKAHOTO
MepKazoJiyioM, € 30 MKI/KI MacH Tijla eKCIepUMeH-
TAJILHOT'O LIypa.

4. ]Iy MOJICITIOBAHHSI CTIHKOTO TiMepPTUPOITHO-
IO CTaHy B €KCIIEPUMEHTAIBHHX IIYPiB IOCTATHHOIO
J1000BOIO 103010 THPOKCHHY € 100 MKI/KT Macu Tija
TBapUHH.

[epcnexTuBu TMOAAIBIITUX po3pobox
TI0B’5I3aHi 3 BUBYEHHSIM CTPYKTYPHHUX 3MIiH IIIUTOIIO-
IiOHOT 3a7031 I BU3HAYCHHA J03 TpernapariB, He-
0OXIZHUX JUTS JOCSITHEHHS CTIHKOTO TilepTHpOigHO-
r0 a0 TINOTHPOIAHOTO CTaHiB.

Indopmanis npo koHQJIIKT iHTepeciB

ToreHuiiinux abo ssBHUX KOH(IIIKTIB iHTEpECiB,
IO MOB’S3aHi 3 IMM PYKOIMCOM, Ha MOMEHT
nyOutikauii He iCHye Ta He repen0avyaeThesl.

xepesia ¢pinaHCyBaHHSA

JlocmipKeHHsT BHKOHaHO B PaMKaX HAyKOBO-
nociigHoi TemMu «MopdodyHKIIOHAIbHI Ta IMyHO-
ricTOXiMI4HI 0COOJIMBOCTI TKaHUH 1 OpraHiB B HOPMI
Ta IpPU NATOJOTIYHMX CTaHax» (HOMep JepiKaBHOI
peectpaii 0132U000168).
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Puc. 5. lLutonoaibHa 3ano3a wypa 3 MogenboBaHWUM rinepTUpoiagu3MoM: TMPOLMTU Nockoi hopmu, donikynu HagMmip po-
3TATHYTI WiNbHUM Hepe3op6oBaHUM KonoifoM. MemaTokcuniH i eoanHio x400.
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Coromonsia €.A., Yennanosa L.B., [lankeBuu JI.B., Améaposa H.O. [lopiBHsibHMIT aHATI3 eKkcne-
pUMeHTAJIbHUX (OpPM rino- Ta rinepTupoiTHUX CTAHIB.

PE®EPAT. AxryansHicTb. MoJeIoBaHHs Tilo- Ta rinepTUpoinu3My B JIaOOpaTOPHHUX TBAPUH LIMPOKO
3aCTOCOBYETHCS Y CYYACHIH eKCIepUMEHTANbHIN 61070Til Ta MEIUIMHI JJIs BUBYCHHS MATOTCHETUYHUX MEXaHi-
3MiB PO3BUTKY 3aXBOPIOBaHb LIMTONOAIOHOT 3211031, po0IieM 11 JIiKyBaHHs, a TAKOX JOCIHIPKEHHS BIUTUBY JMC-
0ayaHCy THPOIZHUX FOPMOHIB Ha Pi3HI OpPraHu Ta CUCTEMH OpraHizMy. HalOiibl NOMUpPEHUM Cy4acHUM METO-
JIOM CTBOPEHHSI MOJIETI E€KCIIEpMMEHTAJIBHOTO TIMOTUPOINU3MY € BBEJCHHS B OpPTaHi3M J1aOOpaTOPHUX TBapHH
XIMIYHHUX PEUOBHH, 3[JaTHUX OJOKYBaTH (PYHKIIIO MMTOMONIOHOT 3a103u. HaitOnpm yxuBaHuM (apMakomein-
HUM THPOCTATUKOM € MEPKAa30JIiJI, SIKHI 3aCTOCOBYIOTH SIK Y KIiHIMI JUISA JTiKyBaHHS 3aXBOPIOBAHb IIUTOIIOI0HOT
3aJI03H, IO CYIPOBOMKYIOTHCS TINEPTHPOIAU3MOM, TaK 1 B MPAKTHUI €KCIIEPUMEHTAIBHHUX AOCIiKeHb. Moge-
JFOBAHHSI TiMEPTUPOIM3MY 3AIHCHIOIOTH IUIIXOM YBEJCHHS B OPTaHi3M IiJIOCITIJHUX TBApUH IIPEnapariB THPO-
imHIX TOopMOHiB. MeTa poOOTH - BU3HAYCHHS ONITUMAIFHUX J03 MperapaTiB, HEOOXITHUX U JOCATHEHHS CTiii-
KOTO TiepTUPOiJHOrO ab0 TIMOTHPOIAHOTO CTaHIB @ TAKOK KOPEKIlii OCTAHHBOT'O B EKCIIEPUMEHTAIBHUX LIYPIB.
Metoau. Jlociia mocTaBieHo Ha 65 craTeBo3pinux camkax Oinmx mrypis imii Wistar macoro 200-250 r. Yci
TBapUHU OYJIM MOALIEH] Ha 5 TPYI: KOHTPOJIb, TiNO- Ta rinepTupoiau3M (1o 15 TBapuH y rpymi), a Takox 2 rpy-
I 3 KOpeKIi€eto rinotupoingu3my (o 10 TBapuH y rpymi, Tadu. 2.1). [inoTHpoiaHUiA CTaH MOAETIOBANIH 32 JIOTIO-
Moroo Mepkazouiny (“3mopos’s”, XapkiB) y 1000Bi# 1031 10 MI/Kr; rinepTupoinu3M BUKIHKAIU L-THPOKCHHOM
(“Papmak”, KuiB) y no6oBiii 1031 100 MKI/Kr Macu Tijia TBapuH. B yciX HoCiiHUX rpymnax MepKa3ois i THpOK-
CHH y BHTJISIZII HOPOIIKY JIOAABAJIN B Ky IIOAEHHO NMPOTATOM JBOX THXKHIB, IICIIS YOTO TBAPHH MiJIaBaIN €BTa-
Ha3ii mepego3yBaHHsIM JieTioBoro edipy. CTpyKTypy MIMTOMOAIOHIX 327103 BHBYAIIM HA TiCTOJOTIYHUX Mpera-
parax, 3a0apBIeHUX 'eéMaTOKCHIIIHOM Ta €03WHOM TpaguniiHuM MeronoM. Pedyabrarn Ta BucHOBKHM. [1ig uac
aHali3y MiKpoMOpQOIoTii MUTONOAIOHUX 325103 TBAPHH, 1[0 OTPUMYBAJIH MEpKa3oiii, Oyia BCTaHOBJICHA Ha-
SBHICTHh CTPYMOTEHHOI peakiii ciyryBaja JOKa30M TilIOTHPOiJHOTO CTaHy, IHAYKOBAHOTO Yy IiH TPyIi TBapHH.
JocmimKkeHHs IATOMOAIOHIX 3aJ103 IIYPiB, SKUM Pa3oM i3 MEpKa30JIiJIOM BBOAMIN THPOKCHH Y 1031 1,6 MKT/KT
Macu (Tepiia rpyna Kopekiii), rmokasaio, 1o ix MopdoJioris, sk Makpo-, Tak 1 MIKpOCKOIIYHa, HE BiJpi3HsIIaCs
BiJl TpYIH, 1[0 OTPUMYBaJIa JIHIIE MepKa30Iiji, ToOTO Oyia HasBHOIO CTpyMoreHHa peaxiis. Lle Oyno cBigueH-
HSIM HEJIOCTaTHBOI T03M THPOKCHHY. [Ipy BUKOPUCTAHHI 3aMIiCHOT 031 TUPOKCHUHY 30 MKI/KT Macu Tiia (apyra
rpyna KOpekiii) cTpyMOTreHHa peakiisi He po3BuBaiiacs — Oy0Ba IIMTONOMIOHKMX 31103 BiAnosigana Hopwmi. Ta-
KAM 9HHOM, caMe ISl 1033 THPOKCHHY KOMIICHCYBaja aHTUTUPOIAHY Ai0 MepKasouiiy. [Ipu gocmimkenHi 0ymo-
BU IUTOMOMIOHMX 3aJI03 HIYpiB, SIKI OTPHUMYBAld THPOKCHH y mo3ax 100 MKrI/Kr, Oyiawm OTpHMaHI O3HaKH IX
aTpodiuHoro craHy. TakuM YHHOM, MaKpO- Ta MIKpOMOP(OIIOTis IMUTOMOJIOHNX 3103 IIypiB Li€l TPYIH CBiI-
YHJIH, 1[0 BUKOPUCTaHa 71032 THPOKCHHY OyiIa JOCTaTHBOIO /ISl MOZETIOBAHHS CTIMKOTO TilepTHPOiqu3MY.

Karouosi ciioBa: muromnonioHa 3a103a, TIHOTHPOIIN3M, TIIEPTUPOINN3M, MEPKA30JILI, THPOKCHH.
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ABSTRACT. Background. The article discusses endometrial hyperplasia (EH), a condition in which there is excessive pro-
liferation of glandular and stromal components in the endometrium. EH is divided into atypical EH (simple or complex) and
atypical EH (endometrioid intraepithelial neoplasia) based on the binary scoring system of WHO (2014). The risk of develop-
ing endometrial cancer (EC) in women with EH depends on several factors, including the type of EH, age, obesity, diabetes,
and recurrent abnormal uterine bleeding. Currently, long-term cyclic progesterone therapy is an effective treatment for atypi-
cal EH, but ineffectiveness has been reported in some cases, and the reasons for this are not well understood. Objective. The
purpose of the article is to investigate the possible causes of resistance of endometrial cells in its hyperplasia to progestin
therapy and predict the effectiveness of therapy. Methods. The research uses methods of information-search, bibliographic
and comparative analysis. Results. Elucidated causes and mechanisms of progesterone resistance in women with EH, such as
genetic factors, hormonal factors, and epigenetic factors. The article emphasizes the need for additional research to under-
stand the main mechanisms of resistance to progesterone therapy in EH. Conclusion. Resistance of endometrial hyperplasia
to progestin therapy can be caused by various factors, such as hormone imbalance, abnormal expression of hormone recep-
tors, gene mutations, dysfunction of the immune system, and others. Hormone receptors such as ER, PR and Ki-67 may play
an important role in predicting endometrial resistance to progestins and in determining treatment approaches. Studies also
show that abnormal expression of factors that control apoptosis, such as Caspase-3 and BAX, may be associated with endo-
metrial resistance to progestins. In addition, disruption of E-cadherin expression can affect the development of endometrial
hyperplasia and resistance to progestins. Therefore, the resistance of endometrial hyperplasia to progestin therapy is a com-
plex problem, and more research is needed to understand the role of various factors in the development of this problem and to
develop more effective treatment approaches.
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Introduction

Endometrial hyperplasia (EH) is a condition of
the endometrium in which excessive proliferation of
the glandular and stromal component is observed,
which abnormal uterine bleeding most often clinical-
ly manifests. In 2014, the World Health Organiza-
tion (WHO) revised the classification of EH and
suggested using a binary accounting system in which
EH is divided into non-atypical EH (NEH) and atyp-
ical EH (AEH) or endometrial intraepithelial neo-
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plasia without previous simple and complex sub-
types [1, 2].

Of course, the most important issue that wor-
ries patients and doctors is the risk of endometrial
cancer in women with EH. In many studies conduct-
ed in different years, it has been proven that the risk
of endometrial cancer (EC) depends on many fac-
tors, the main of which are the form of NEH or
AEH, age, obesity, diabetes and recurrence of ab-
normal uterine bleeding [3,4]. In a retrospective
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study in which 170 women with EH were followed
for an average of 13.4 years (range, 1 to 26.7 years),
progression to EC occurred in 1.6% and 23% of
women with NEH and AEH, respectively [5,6] . In a
case-control study, the cumulative risk of EC pro-
gression at 4, 9, and 19 years after diagnosis of EH
was 1.2%, 1.9%, and 4.6%, respectively, in women
with NEH and 8.2% and 27.5 % in women with
AEH [7, 8].

EH has clinical significance, especially in
women of reproductive age, and reversion of hyper-
plasia to normal endometrium is a key goal of con-
servative treatment, which is important to prevent
recurrence of EH and progression to adenocarcino-
ma. Currently, cyclic progestin therapy in a pro-
longed regimen is an effective method of treatment
for NEH, which significantly improves the effec-
tiveness of endometrial reversion compared to ex-
pectant tactics. Progesterone therapy targets inhibi-
tion of estrogen receptors, growth factor receptors,
and signaling pathways and represents the optimal
approach for the treatment of EH. However, defini-
tive standards for the treatment of NHE remain to be
established. This is because there are increasingly
reports of a certain percentage of failure of NEH
treatment using pathogenically determined therapy
using progestins. Such a percentage can exceed
20%, which leads to relapses or even to the progres-
sion of the disease [9, 10]. An unsolved question
now is why sometimes-prescribed pathogenic thera-
py for NHE is not effective.

The aim of the study

Investigation of possible causes of progesterone
signaling disturbances and cellular responses to pro-
gesterone leading to resistance to progesterone ther-
apy.

Materials and methods

References and materials of patent search are
used. Methods used: information retrieval, biblio-
graphic, comparative analysis.

Results

Many scientific works were devoted to the
study of endometrial resistance to progestin therapy,
in which scientists investigated the causes and
mechanisms of resistance to progesterone in women
with EH. Thus, researchers summarizing this issue
concluded that resistance to progestin therapy could
be associated with various factors, such as:

1. Genetic factors: some gene mutations can af-
fect the interaction of progesterone with its receptors
in endometrial cells. For example, mutations of
genes encoding progesterone receptors, which can
reduce the sensitivity of endometrial cells to proges-
terone and contribute to the development of re-
sistance.

2. Hyperestrogenia: High levels of estrogens
can cause a decrease in the effectiveness of proges-
terone, which can lead to the development of re-
sistance. This can happen due to a decrease in the
number of progesterone receptors in the cells of the

endometrium.

3. Violation of the expression of sex hormone
receptors, stimulation of proliferation, suppression
of apoptosis and changes in the expression of factors
of intercellular interaction.

4. Concomitant diseases: some diseases, such
as diabetes and other metabolic disorders, can lead
to the development of resistance to progesterone by
reducing the number of progesterone receptors in the
endometrial cells.

5. Incorrect use of therapy: Incorrect use of
progesterone therapy, such as incorrect dose or dura-
tion of administration, can also contribute to the de-
velopment of resistance. [11-15]

Research suggests that mutations in genes that
encode components involved in the progesterone-
signaling pathway may be responsible for resistance
to progestins in women with NHE. One such muta-
tion, which has been found in many patients with
NHE, refers to the PTEN (phosphatase and tensin-
like protein) gene, which plays an important role in
regulating cell growth [16, 17].

Mutations in the PTEN gene, which normally
acts as a cancer suppressor gene, can lead to de-
creased expression and activity of the PTEN protein,
which causes activation of the PI3K/Akt/mTOR
signaling pathway. This signaling pathway may con-
tribute to the progression of NEH and resistance to
progestins.[18]

Studies also indicate the presence of mutations
in the genes that code for the progesterone receptor,
such as PROGINS (polymorphism in the progester-
one receptor gene), which can affect the interaction
of progesterone with its receptor and reduce the ef-
fectiveness of progestins in the treatment of NHE.
[19, 20]

Therefore, gene mutations may affect the effec-
tiveness of progestin treatment in women with HGE,
as they may affect the regulation of the progester-
one-signaling pathway and the interaction of proges-
terone with its receptor.

Hyperestrogeny is also one of the reasons for
the development of atypical hyperplasia of the en-
dometrium and can cause a decrease in the effec-
tiveness of progestin therapy. A high level of estro-
gens can lead to a decrease in the number of proges-
terone receptors in endometrial cells, which reduces
their sensitivity to the action of exogenous proges-
terone.

Recent studies confirm this mechanism of de-
velopment of resistance to progesterone. For exam-
ple, a study published in the journal "Gynecological
Endocrinology" in 2019 found that high estrogen
levels could lead to a decrease in the expression of
progesterone receptors in the endometrium [21]. In a
study published in the "International Journal of Mo-
lecular Sciences" in 2020, the authors found that
hyperestrogeny could reduce the effectiveness of
progesterone in the treatment of endometrial hyper-
plasia, which is reflected by the lack of changes in
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the structure and functions of the endometrium. [22]
Resistance to progesterone in the endometrium
can be caused not only by endometrial hyperplasia,
but also by other factors, such as concomitant dis-
eases (diabetes, hypofunction of the thyroid gland,
and other metabolic disorders associated with an
increase in the body mass index above 30 kg/m2

Diabetes and other metabolic disorders can
cause resistance to progesterone by reducing the
number of progesterone receptors in endometrial
cells. In women with diabetes, the regulation of
hormones may be disturbed, which can lead to a
decrease in the level of progesterone in the body.
Moreover, hypotheses regarding the relationship
between insulin resistance and resistance to proges-
terone are considered. [23]

However, the details of these processes are not
well understood and additional research is needed to
determine the exact mechanisms of interaction be-
tween various factors and the development of re-
sistance to progesterone in the endometrium.

One of the mechanisms explaining the relation-
ship between increased BMI of more than 35
kg/cm2 and resistance to progesterone is related to
the level of inflammatory mediators in the body.
Studies have shown that obese people have higher
levels of inflammatory mediators such as cytokines
and interleukins, which may contribute to the devel-
opment of progesterone resistance. Some of the cy-
tokines and interleukins that are elevated in obesity,
such as IL-1p and IL-6, may influence the develop-
ment of endometrial resistance to progesterone. [24,
25]

For example, IL-1B can reduce the expression
of progesterone receptors in endometrial cells, which
reduces their sensitivity to progesterone. In addition,
IL-6 can contribute to the development of the in-
flammatory process in the endometrium, which can
also affect the sensitivity of the endometrium to pro-
gesterone and contribute to the development of re-
sistance. [26-28]

Therefore, increased levels of cytokines and in-
terleukins in obesity may affect the development of
endometrial resistance to progesterone, which may
have consequences for women's reproductive health.

In addition, some studies indicate that an in-
creased BMI can cause a decrease in the level of
progesterone receptors in the endometrium, which
can reduce the effectiveness of progestin therapy. In
addition, obesity can affect the function of mito-
chondria, which can lead to a decrease in the effi-
ciency of the energy metabolism of cells, including
endometrial cells. [29, 30]

Finally, an important factor explaining the as-
sociation between increased BMI and resistance to
progesterone may be hormonal imbalance. Obese
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women may have high levels of estrogen in their
bodies, which can cause a decrease in the number of
progesterone receptors in the endometrium. This can
reduce the effectiveness of progesterone and lead to
the development of resistance to progestin therapy.
[31-33]

In general, elevated BMI may have many dif-
ferent mechanisms that contribute to the develop-
ment of resistance to progestin therapy in women
with endometrial hyperplasia.

Mainly, the treatment of EH should be aimed at
controlling such symptoms as heavy bleeding and
associated anemia, prevention of relapses and pre-
vention of further development of EC [34]. Howev-
er, the risk factors predicting the recurrence and pro-
gression of PE in women with EH have been insuffi-
ciently studied. Thus, this study was aimed at study-
ing the molecular markers and factors influencing
the recurrence of EH and the progression of EH in
EC. Some studies have reported that the expression
of sex hormone receptors and molecular markers of
intercellular interaction can be used to predict the
recurrence of EH and the development of PE. [35,
36]

For the treatment of NEH, LNG-1UD provides
higher rates of therapeutic effect and lower rates of
hysterectomy than oral progestins and should be
offered as an alternative to oral progestins in these
cases.

In fact, most NHEs are benign proliferations
due to continuous estrogen exposure, whereas AGEs
and ECs are neoplastic lesions characterized by spe-
cific underlying mutations. [37, 38] Considering
these pathogenic factors in the development of EH,
it is reasonable to expect that progestogens are more
effective in women with NEH than in women with
AEH or EC. Mechanisms of resistance may differ in
these two conditions, as may the association of im-
munohistochemically markers with response to pro-
gestin therapy.

For this reason, in recent years there has been a
growing interest in the study of clinical, imaging,
histological and molecular factors that can influence
the outcome of therapy.

Immunohistochemistry, which is the most
widely used tool for evaluating tissue markers for
the diagnosis, prognosis, and treatment of a large
number of diseases, has played an important role in
this field. Although a large number of immunohisto-
chemically markers have been evaluated, their utility
in some cases has been sufficiently investigated, but
the interaction between these receptors is still un-
clear. In the table, 1 presents the most common cell
markers that are expressed in the endometrium and
that are most studied in EH.
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Table 1

The value of receptors for predicting the effectiveness of progestins for the treatment of EH

No Receptors Meaning Impact on the effectiveness of therapy

1 PR (progesterone A protein present in endometrial A high level of PR expression is associated with
receptor) cells that interacts with the hor- higher  efficacy @ of  progestin  treat-

mone progesterone. ment. progestins. Low PR can
indicate endometrial resistance to treatment.

2 ER (estrogen A protein that interacts with es- High levels of ER expression are associated

receptor) trogen and is present in endome- with higher efficacy of progestin treat-
trial cells. ment. Low ER may indicate endometrial re-
sistance to progestin treatment.

3 p21 Cyclin-dependent kinase inhibitor High levels of p21 expression have been linked
protein that regulates cell cycle to progestin treatment resistance.
and cell division.

4 dcl-2 A protein that regulates the pro- Low dcl-2 expression is associated with proges-
cess of apoptosis, that is, pro- tin resistance.
grammed cell death.

5 KI-67 A protein that indicates the rate of High expression of KI-67 is associated with a
cell growth. risk of recurrence after progestin treatment.

6 eNOS (endotheli- A protein that generates nitric High eNOS expression is associated with pro-

al oxide syn- oxide in the vascular endothelium.  gestin resistance.
thase)

7 dcl-2 (DNA Protein that regulates cell growth Reduced expression of dcl-2 ' progestin re-
damage-inducible and differentiation, and protects sistance, and a decrease in its levels, cause in-
transcript 2) DNA from damage. sulin resistance and adversely affect the meta-

bolic profile.

8 KI-67 Bilec is a marker of cell division High expression of KI-67 is associated with an
and is used to determine cell pro- increased risk of recurrence and worsening of
liferation. the disease.

9 eNOS (endotheli- The protein is important for the Reduced expression of eNOS is associated with
al nitric oxide vascular endothelium, and its ex- the risk of developing metabolic diseases such
synthase) pression may indicate the func- as diabetes and cardiovascular disease.

tional state of the endothelium.

10 cyclin-D1 Protein regulates the cell cycle High expression of cyclin-D1 is associated with
and cell proliferation. cancer risk and worsening of the disease.

11 BAX A protein is a gene that encodes a High expression of BAX is associated with de-
protein that regulates apoptosis. creased cell proliferation and increased apopto-

sis.

12 E-cadherin Cell membrane glycoprotein, Decreased expression
which plays an important role in  E-cadherin is often seen in malignant tumors,
maintaining cellular adhesion and including endometrial cancer. Thus, a decrease
epithelial differentiation in the inthe expression of E-cadherin may indicate the
endometrium. development of endometrial cancer and be a

predictor of endometrial resistance to progestin
treatment.

13 Caspase 3 A protease involved in pro- Studying the expression of Caspase 3 in the
grammed cell death, or apoptosis.  endometrium may be useful in predicting the

effectiveness of progestin treatment, as proges-
tins may promote programmed cell death and
reduce endometrial cell proliferation. Reduced
expression of Caspase 3 may indicate the de-
velopment of endometrial resistance to proges-
tin treatment.

14 b-catenin Protein regulates cellular adhesion High expression of b-catenin is associated with

and interaction between cells.

cancer risk and worsening of the disease.
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Receptor expression for some markers usually
varies with different forms of AEH/EC, compared
with NEH. [39, 40] Studies of receptor expression
for PR, ER, p21, dcl-2, KI-67, eNOS, cycl-D1,
BAX, b-catenin, E-cadgerin and Caspasa3 have been
studied mainly in women with neoplastic endometri-
al lesions (AEH and EC) and may be interesting and
more significant in women with NEH, to predict the
risk of progression and predict relapse in the next 5
years. [41-42]

Conclusion

The resistance of endometrial hyperplasia to
progestin therapy can be due to various factors, such
as hormone imbalances, abnormal expression of
hormone receptors, gene mutations, immune system
dysfunction, and others. Hormone receptors such
as, PR, and Ki-67 may play an important role in
predicting endometrial progestin resistance as well
as determining treatment approaches.

Studies also suggest that abnormal expression

of factors controlling apoptosis, such as Caspase-
3and BAX, may be associated with endometrial
progestin resistance. In addition, impaired expres-
sion of E-cadherin may affect the development of
endometrial hyperplasia and progestin resistance.

Therefore, the resistance of endometrial hyper-
plasia to progestin therapy is a complex problem,
and more research is needed to address it to under-
stand the role of various factors in causing this prob-
lem and to develop more effective treatment ap-
proaches.

Prospects for further research

Further research into the molecular mechanisms
of resistance of endometrial hyperplasia in women to
progestagen therapy will help to develop a differen-
tial approach to its diagnosis and therapy.
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Xacxauyux J.A., IToranos B. O., IlociaBeska O.B. @akTopu pe3uCcTEeHTHOCTI 10 Tepamii mporecTuHa-
MM NPH rinepniasii enqomMeTpist y xKiHOK.

PE®EPAT. AxryansHicTb. Y crarti 00roBoproerscs rinepruasis eagomerpis (I'E), craH, npu sikomy B
eHJIOMETPil crocTepiraeTbesl HaaMipHa nmpodtidepaltist 3aI03UCTHX 1 CTPOMaNIBHUX KoMITOHeHTiB. ['E noainserses
Ha HeatunoBy ['E (mpocty abo ckianny) ta arunoBy ['E (enmomerpioinHa iHTpaemiTenianbHa HEOIIasis) Ha oc-
HOBI OiHapHOi cuctemu o6aiky BOO3 (2014). Pusuk po3sutky paky ennomerpito (PE) y xinok 3 I'E 3anexuts
Bix OaraTbox (hakTopiB, BKiIroyaroun tun I'E, Bik, 0kupiHHA, 1ia0eT, peluIuB aHOMaJIbHOT MaTKOBOT KpOBOTEUi
it inmm. B manwii yac mUKITivHA Teparis IpOTreCTepOHOM Y TPOJIOHTOBAHIH cXeMi € e()eKTUBHAM METOIOM JIiKY-
BaHH HeTunoBoi ['E, ane € moBimoMieHHS Tpo Hee()EeKTUBHICTh y NESKUX BHUIAAKAX, 1 MPHYUHHA OTO HEIO-
CTaTHRO BHBUYEHI. MeTa. MeToro CTaTTi € TOCIiHKeHAS MOKIIMBHUX MIPUINH PE3UCTEHTHOCTI KIITHH €HAOMETPist
mpu #oro rinmeprurasii 7o Tepamii MpOTeCTHHAMH Ta MPOTHO3YBaHHSA eQeKTHBHOCTI Tepamii. Metoau. Y mo-
CIiPKEHHI BHUKOPHCTOBYIOTHCSI METOIM iH(OPMAIIHHO-TIONIYKOBOTO, 0i0miorpadiyHoro Ta MOPiBHAIBHOTO
aHamizy. Pe3yabpraTu. BuCTBiTIICH] PUYMHN Ta MEXaHi3MH PE3UCTEHTHOCTI IO MpOorecTepoHy y kiHOK 3 I'E,
Takxli K TeHeTH4Hi (pakTopH, TOpMOHAIBHI (pakTopH Ta emireHeTH4HI pakTopu. CTaTTs MiAKPECIOe HEOOXiHICTh
JIOZATKOBUX JOCIHIKEHB JUISl PO3YMIHHSI OCHOBHHX MEXaHi3MIB PE3UCTEHTHOCTI JI0 Tepalii MporecTepoHoM MpH
I'E. BucHoBKH. Pe3uCTeHTHICTh TinepIuiasii eHIoMETpis 10 Teparii IporeCTUHAMK MOXe OyTH 3yMOBJICHA Pi3-
HUMH (haKTOpaMu, TAKUMH SIK JUCOaJaHC TOPMOHIB, aHOMaJIbHA EKCIIPECist peLienTOpiB TOPMOHIB, MyTallil TeHiB,
JUCQYHKITS IMyHHOT CHCTeMH Ta iHii. Perientopu 10 ropMoHiB, Taki sk ER, PR ta Ki-67, MoxyTs BimirpaBatu
Ba)XXITUBY POJIb Y MPOTHO3YBaHHI PE3UCTCHTHOCTI €HIOMETPIs IO MPOTECTHHIB, a TAKOXK Y BU3HAYCHHI MiAXOIB
Io JikyBaHHS. JlOCHiKeHHS TaKOXK MOKa3yIOTh, III0 aHOMAallbHa eKCIIpecis (pakTopiB, SKi KOHTPOJIIOIOTH aIlol-
T03, Takux sk Caspase-3 Ta BAX, MoxyTps OyTH MMOB'sI3aHi 3 PE3UCTECHTHICTIO CHIOMETPis 10 MporecTHHiB. Kpim
TOTO, MOPYIIEHHS ekcrpecii E-kaarepuHy Mo)ke BIUIMBATH Ha PO3BUTOK TilepIliasii eHIOMETpist Ta pEe3UCTEHT-
HICTB 110 mporecTuHiB. OTXKe, pe3UCTEHTHICTH TimepIuiasii eHAOMEeTpis A0 Teparii IPOreCTHHAMH € CKJIaIHOIO
nmpobaIeMoro, 1 i ii po3B'a3aHHSA HEOOXiAHO MPOBECTH OLTBIIE MOCTIKEHB, 00 PO3yMITH PONIb pi3HUX (hak-
TOPIB Y BUHUKHEHHI I[i€] mpo0aeMu Ta po3poOHTH OLIbIl epeKTHBHI MIAXOH 0 JTIKYBaHHS.

KurouoBi cyioBa: rinepruiasis eHIOMETPisl, IMyHOTICTOXIMis, pE3UCTEHTHICTh J0 MPOTreCTEPOHY, PEICHTO-

pu.
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Background

Hypoxia-induced cardiogenesis refers to the
process of generating new cardiac cells or cardio-
myocytes in response to low oxygen levels, or hy-
poxia. This process occurs as a means of adaptation
by the heart to maintain its function under conditions
of reduced oxygen supply.Hypoxia can activate cer-
tain signaling pathways, such as the hypoxia-
inducible factor (HIF) pathway, which can lead to
the differentiation of stem cells into cardiomyocytes.
The HIF pathway is a transcriptional regulator that
controls the expression of genes involved in angio-
genesis, metabolism, and cell survival. Additionally,
hypoxia can also induce the proliferation of pre-
existing cardiomyocytes, as well as the activation of
resident cardiac stem cells. These cells can differen-
tiate into cardiomyocytes and contribute to the re-
generation of damaged or injured cardiac tis-

sue.Overall, hypoxia-induced cardiogenesis is a
complex process that involves the activation of mul-
tiple signaling pathways and the differentiation of
various cell types. Hypoxia is a condition that occurs
when there is a reduced level of oxygen supply to
the tissues of the body, including the myocardium.
The most common definition of hypoxia is a state in
which the oxygen supply to the tissues is insufficient
to meet the metabolic demands of the cells [1].
Hypoxia can be caused by a variety of factors,
including decreased blood flow to the tissues, re-
duced oxygen-carrying capacity of the blood, or
decreased oxygen concentration in the air. In the
case of the myocardium, hypoxia can result from
coronary artery disease, which limits blood flow to
the heart muscle, or from heart failure, which reduc-
es the ability of the heart to pump blood effectively

2.
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Factors that can influence the development of
hypoxia include altitude, smoking, carbon monoxide
exposure, and certain medical conditions such as
anemia and chronic obstructive pulmonary disease
(COPD) [3]. Additionally, hypoxia can occur as a
result of physical exertion or high-intensity exercise,
which can increase the demand for oxygen by the
body.

Purpose

Hypoxia is a condition that occurs when the
body or tissues do not receive enough oxygen to
meet their metabolic demands. The most common
definition of hypoxia is a state of insufficient oxy-
genation of tissues, which can lead to cellular dam-
age and impaired function [4]. Hypoxia can be
caused by a variety of factors, including reduced
oxygen levels in the environment, respiratory dis-
eases that impair oxygen exchange, cardiovascular
diseases that decrease blood flow and oxygen deliv-
ery to tissues, anemia or other blood disorders that
reduce the oxygen-carrying capacity of blood, and
exposure to toxins or drugs that interfere with oxy-
gen utilization [5]. Factors that can influence the
development of hypoxia include altitude, smoking,
carbon monoxide exposure, and certain medical
conditions such as chronic obstructive pulmonary
disease (COPD), asthma, or congestive heart failure.
Altitude hypoxia occurs due to decreased barometric
pressure and oxygen levels at high altitudes, which
can lead to altitude sickness and impaired physical
performance. Smoking and carbon monoxide expo-
sure impair the ability of red blood cells to transport
oxygen, leading to tissue hypoxia. COPD and asth-
ma can cause chronic or acute respiratory failure,
which impairs oxygenation of the blood and tissues.
Congestive heart failure reduces the cardiac output,
resulting in inadequate oxygen delivery to the tissues
[6].

Objective

To determine hypoxia as a general complicated
state. To identify factors that cause this condition.
To provide a characterization of complications and
ways of their progressive development in different
regions of the heart during early ontogenesis. Under-
standing the causes and mechanisms of hypoxia is
crucial for developing effective methods of detecting
this pathological and functional state of myocardial
cells in rats. This process has significant implica-
tions for the development of therapies for cardiovas-
cular disease and cardiac regeneration. In addition to
these factors, hypoxia can be exacerbated by physi-
cal exertion, which increases the oxygen demand of
tissues, and by pre-existing medical conditions that
impair the body's ability to compensate for reduced
oxygen levels. The severity and duration of hypoxia
depend on the underlying cause and the duration of
exposure to the hypoxic environment or conditions
[7]. Overall, hypoxia is a complex physiological
condition that can result from a variety of factors
and can affect different tissues and organs in differ-
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ent ways. Understanding the causes and mechanisms
of hypoxia is critical for the development of effec-
tive treatments for the various diseases that can lead
to tissue hypoxia.

Methods and materials

When writing an analytical scientific article
based on the analysis of scientific articles, it is im-
portant to use appropriate research methods to en-
sure that the article is well-supported and credible.
Here are some methods that can be used:

1. Systematic literature review: This method
involves conducting a comprehensive and structured
search of relevant literature in order to identify and
analyze all available evidence on a particular topic
[8]. This helps ensure that all relevant literature is
included in the analysis and can help to identify any
gaps in knowledge or inconsistencies in the existing
literature.

2. Meta-analysis: This method involves using
statistical techniques to combine and analyze data
from multiple studies in order to generate more ro-
bust conclusions about a particular topic [9]. This
method is particularly useful when there are multiple
studies on a topic with conflicting results.

3. Content analysis: This method involves an-
alyzing the content of scientific articles, identifying
themes, patterns, and relationships among variables
that may impact the development of the heart [10].

4. When analyzing the literature, it is im-
portant to consider the relevance and quality of the
sources. It is best to analyze scientific articles that
are peer-reviewed and published in reputable scien-
tific journals. Additionally, it is important to consid-
er the date of publication, as older articles may not
reflect the most current knowledge on the topic.

5. There are several databases and websites
that can be used to search for relevant scientific lit-
erature, such as PubMed [11], ScienceDirect [12],
and Google Scholar [13]. It is also useful to search
the reference lists of relevant articles to identify ad-
ditional sources of information. More references can
be found by consulting the bibliographies of articles
found through these search methods and by explor-
ing related topics.

Results

There are several types of hypoxia that can
occur in the body. These include hypoxic hypoxia,
anemic hypoxia, ischemic hypoxia, and histotoxic
hypoxia. Hypoxic hypoxia occurs when the body
tissues do not receive enough oxygen due to reduced
oxygen levels in the environment or decreased lung
function. This type of hypoxia can occur at high
altitudes or in areas with low oxygen levels. It can
also occur in conditions such as pneumonia, pulmo-
nary fibrosis, and acute respiratory distress syn-
drome (ARDS), where the lungs are unable to ade-
quately exchange oxygen and carbon dioxide.

Anemic hypoxia occurs when there is a de-
crease in the oxygen-carrying capacity of the blood
due to reduced hemoglobin levels or abnormal he-
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moglobin function. This can occur in conditions
such as anemia, carbon monoxide poisoning, or sick-
le cell disease. In anemia, there are fewer red blood
cells to carry oxygen, while in carbon monoxide
poisoning, the carbon monoxide molecule binds to
hemoglobin, preventing it from carrying oxygen. In
sickle cell disease, the abnormal hemoglobin mole-
cule causes the red blood cells to become misshapen
and unable to carry oxygen efficiently [15].

Ischemic hypoxia occurs when there is a reduc-
tion in blood flow to the tissues, leading to a lack of
oxygen delivery. This can occur in conditions such
as heart disease, where the blood vessels supplying
the heart muscle become narrowed or blocked, re-
ducing blood flow and oxygen delivery. It can also
occur in conditions such as stroke or peripheral arte-
rial disease, where the blood flow to the brain or
limbs is reduced, leading to tissue damage and hy-
poxia [16].

Histotoxic hypoxia occurs when the tissues are
unable to use the oxygen that is delivered to them
due to damage to the cells or mitochondria. This can
occur in conditions such as cyanide poisoning,
where the cyanide molecule prevents the mitochon-
dria from using oxygen to produce energy [17].

Understanding the different types of hypoxia is
important for diagnosing and treating the underlying
causes of tissue hypoxia. Treatment strategies may
vary depending on the type and severity of hypoxia,
and may include supplemental oxygen therapy, med-
ications, or surgical interventions.

Each type of hypoxia is associated with a
specific mechanism and can cause different com-
plications. Hypoxemic hypoxia occurs with low
oxygen levels in the atmospheric air or due to respir-
atory system disorders. Anemic hypoxia is linked to
a deficiency of hemoglobin or red blood cells in the
blood, leading to decreased oxygen-carrying capaci-
ty [18]. Ischemic hypoxia occurs due to inadequate
blood supply to tissues, leading to insufficient oxy-
gen delivery to the body [19]. Toxic hypoxia is as-
sociated with a disturbance in the body's ability to
process oxygen, such as from exposure to toxins or
gases like carbon monoxide [20]. Histotoxic hypoxia
arises from impairment of tissue's ability to utilize
oxygen due to damage to mitochondria or blocking
enzyme action [21].

Different types of hypoxia can lead to compli-
cations in different systems of the body. One of the
most severe complications is damage to the cardio-
vascular system. Hypoxia may result in cardiac ar-
rhythmias, hypertension, decreased myocardial con-
tractility, and heart failure [22].

Hypoxia, a condition characterized by a lack
of adequate oxygen supply to tissues, can result in
a wide range of complications, many of which are
associated with the cardiovascular system. One of
the most serious complications of hypoxia is damage
to the cardiovascular system, which can lead to a
range of conditions, including arrhythmias, hyper-

tension, impaired myocardial contractility, and heart
failure.

Hypoxia-induced arrhythmias can be caused by
a range of mechanisms, including increased activity
of the sympathetic nervous system, changes in ion
channel activity, and alterations in calcium homeo-
stasis. These arrhythmias can be life-threatening,
particularly in the context of acute myocardial in-
farction and other forms of ischemic heart disease
[23].

Hypoxia can also result in hypertension, or high
blood pressure, due to activation of the renin-
angiotensin-aldosterone system and increased levels
of endothelin-1, a potent vasoconstrictor. Chronic
hypoxia has been shown to be a risk factor for the
development of pulmonary hypertension, which can
lead to right ventricular hypertrophy and eventually
heart failure [24]. Impaired myocardial contractility
is another common complication of hypoxia, par-
ticularly in the setting of acute respiratory distress
syndrome (ARDS) and sepsis. This impairment is
thought to be due to alterations in cellular metabo-
lism, changes in intracellular calcium handling, and
the activation of pro-inflammatory cytokines. In
severe cases, this impairment can progress to cardi-
ogenic shock and multi-organ failure. Finally, hy-
poxia can lead to the development of heart failure, a
condition in which the heart is unable to pump
enough blood to meet the body's needs. This can
occur due to a range of factors, including impaired
myocardial contractility, increased afterload, and the
development of pulmonary hypertension. Chronic
hypoxia, particularly in the setting of obstructive
sleep apnea, has been identified as a risk factor for
the development of heart failure [25]. In conclusion,
hypoxia can result in a range of cardiovascular com-
plications, including arrhythmias, hypertension, im-
paired myocardial contractility, and heart failure
[26]. These complications can be life-threatening
and require prompt diagnosis and treatment [27].

Each type of hypoxia can have different ef-
fects on the development and formation of the
heart. Hypoxemic hypoxia, caused by low oxygen
levels in the air, can lead to abnormalities in the
formation of the cardiac muscle and an increase in
pulmonary artery pressure [28]. This can result in
congenital heart defects such as ventricular septal
defects or pulmonary artery hypoplasia [29]. Anemic
hypoxia, caused by insufficient hemoglobin in the
blood, can lead to delayed heart development and
insufficient erythrocytes, which can result in various
heart defects [30]. Ischemic hypoxia, arising from
impaired tissue blood supply, can lead to delayed
heart development and damage to the cardiac mus-
cle. This can cause heart failure and various heart
defects, such as pulmonary artery atresia and ven-
tricular septal defects [31].

Toxic hypoxia, caused by impaired organismal
ability to process oxygen, can lead to cardiac muscle
damage and congenital heart defects. For example,
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hypoxia caused by nitric oxide poisoning can result
in heart defects in the fetus [32]. Histotoxic hypoxia,
caused by impaired tissue oxygen utilization, can
lead to cardiac muscle damage and heart defects
such as pulmonary artery atresia [33]. Overall, hy-
poxia can cause various complications in the devel-
opment and formation of the heart, depending on its
type and severity.

Hypoxia can have different effects on the
formation and development of the myocardium
at different stages of embryonic and fetal heart
development. During the early stages of heart de-
velopment, hypoxia can disrupt the formation of the
heart tube, which is the precursor to the heart cham-
bers. Studies have shown that hypoxia during this
stage can lead to abnormal cardiac looping, which is
the process by which the heart tube forms a looped
structure that eventually gives rise to the four cham-
bers of the heart [34]. Hypoxia during this stage can
also lead to decreased proliferation of cardiac pro-
genitor cells, which can impair heart growth and
development [35].

During later stages of heart development, hy-
poxia can also have negative effects on the myocar-
dium. For example, studies have shown that hypoxia
during the fetal period can lead to alterations in the
structure and function of the heart. One study found
that fetal hypoxia led to decreased left ventricular
mass and increased left ventricular wall thickness
[36]. Another study found that hypoxia during the
fetal period led to increased apoptosis and decreased
proliferation of cardiomyocytes, which can impair
the growth and function of the myocardium [37].
Overall, hypoxia can have negative effects on the
formation and development of the myocardium at
different stages of embryonic and fetal heart devel-
opment, which can lead to congenital heart defects
and other cardiovascular complications.

Hypoxia can have a significant impact on the
development of the ventricles of the heart in em-
bryos and fetuses. Studies have shown that hypoxia
during the early stages of heart development can
result in delayed ventricular maturation, decreased
ventricular cell proliferation, and increased apopto-
sis, or cell death [38]. In particular, hypoxia during
the critical period of ventricular septation, which
occurs between days 27 and 37 of human embryonic
development, can lead to abnormalities in the for-
mation of the ventricular septum and the valves of
the heart [39]. This can result in congenital heart
defects such as ventricular septal defects and atrio-
ventricular septal defects.

Hypoxia can also affect the development of
the left and right ventricles differently. For exam-
ple, studies in animal models have shown that hy-
poxia during fetal development can result in de-
creased left ventricular mass and volume, but in-
creased right ventricular mass and volume [40]. This
can result in altered ventricular function and blood
flow, which can lead to various heart conditions later
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in life.

Hypoxia can have a significant impact on the
development of the ventricles of the heart, particu-
larly during critical periods of embryonic and fetal
development. This highlights the importance of
maintaining adequate oxygen levels during pregnan-
cy to minimize the risk of congenital heart defects
and other heart conditions.

The left ventricle is responsible for pumping
oxygen-rich blood to the rest of the body. Hypox-
ia can affect its development and formation in
various ways. During the embryonic period, hypox-
ia can lead to delayed growth and development of
the left ventricle. This can result in smaller size, re-
duced thickness of the ventricular wall, and altered
gene expression patterns [41]. In the fetal period,
hypoxia can result in changes in the structure and
function of the left ventricle. For example, chronic
hypoxia can lead to an increase in the size and mass
of the left ventricle, as well as changes in its shape
and geometry. These changes are thought to be ad-
aptations to increase oxygen delivery to the body
under hypoxic conditions. However, excessive hy-
poxia can also lead to pathological changes in the
left ventricle. For example, studies have shown that
hypoxia can cause oxidative stress and inflammation
in the left ventricle, leading to fibrosis and impaired
contractile function [42]. Overall, hypoxia can affect
the development and formation of the left ventricle
in complex ways, with both adaptive and pathologi-
cal effects depending on the timing and severity of
the hypoxic insult [43].

Hypoxia can also have a significant impact
on the development and formation of the right
ventricle. The right ventricle is responsible for
pumping deoxygenated blood from the heart to the
lungs for oxygenation [44]. Studies have shown that
hypoxia during fetal development can lead to ab-
normalities in the formation of the right ventricle.
For example, research has found that prenatal hy-
poxia can result in reduced size and delayed devel-
opment of the right ventricle, as well as changes in
the structure of the right ventricular myocardium
[45]. Hypoxia can also lead to changes in the pul-
monary vasculature, which can affect the function of
the right ventricle [46]. For instance, studies have
suggested that prenatal hypoxia can cause a decrease
in the number of pulmonary arteries, as well as an
increase in the thickness of the pulmonary artery
walls, which can impair blood flow to the lungs and
place additional strain on the right ventricle [47]. In
severe cases, hypoxia can lead to right heart failure,
which can be life-threatening. Overall, hypoxia can
have a significant impact on the development and
formation of the right ventricle and can lead to long-
term health consequences [48].

The atria are the upper chambers of the
heart that receive blood from the veins and pump
it into the ventricles. The development of the
atria is also affected by hypoxia, which can lead
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to various abnormalities. In hypoxemic hypoxia,
where there is low oxygen levels in the air, the for-
mation of the atria can be impaired. Studies have
shown that hypoxia can lead to an increase in pul-
monary artery pressure, which can cause a delay in
the formation of the atrial septum, the wall that sepa-
rates the left and right atria [49].

Anemic hypoxia, caused by insufficient hemo-
globin in the blood, can also affect the development
of the atria. It can lead to a decrease in the humber
of erythrocytes, which can result in various heart
defects, including atrial septal defects [50]. Ischemic
hypoxia, arising from impaired tissue blood supply,
can lead to damage to the atrial muscle, which can
result in atrial fibrillation, a type of irregular heart-
beat. Ischemic hypoxia can also cause delayed atrial
development and abnormalities in the formation of
the atrial septum. Toxic hypoxia, caused by impaired
organismal ability to process oxygen, can also affect
the formation of the atria. For example, exposure to
carbon monoxide can lead to heart defects such as
atrial septal defects and patent foramen ovale. In
summary, hypoxia can have various effects on the
development and formation of the atria, depending
on its type and severity. It can lead to delays in de-
velopment, damage to the cardiac muscle, and vari-
ous heart defects, including atrial septal defects and
atrial fibrillation [51].

Hypoxia can have various effects on the de-
velopment and formation of the left atrium of the
heart, depending on its type and severity. One
study found that exposure to chronic hypoxia during
fetal development can lead to structural and func-
tional changes in the left atrium, such as an increase
in wall thickness and a decrease in the size of the
atrial cavity [52]. Another study showed that hypox-
ia during fetal development can lead to a decrease in
the number of cardiomyocytes in the left atrium,
which can affect its contractile function [53]. Fur-
thermore, hypoxia can affect the development and
formation of the left atrium through its effects on the
pulmonary veins. The pulmonary veins are the ves-
sels that bring oxygenated blood from the lungs to
the left atrium, and abnormalities in their develop-
ment can lead to various heart defects. One study
found that exposure to hypoxia during fetal devel-
opment can lead to abnormal development of the
pulmonary veins, which can result in pulmonary
vein stenosis, a condition in which the pulmonary
veins are narrowed and blood flow is restricted.
Overall, hypoxia can have significant effects on the
development and formation of the left atrium of the
heart, which can lead to various structural and func-
tional abnormalities and heart defects [54].

Similar to the left atrium, hypoxia can also
affect the development and formation of the right
atrium. Studies have shown that the right atrium is
more susceptible to hypoxic damage compared to
the left atrium due to differences in their embryolog-
ical origins and blood supply [55]. During fetal de-

velopment, the right atrium receives deoxygenated
blood from the superior and inferior vena cava.

Hypoxia can lead to a decrease in the oxygen
content of this blood, which can then affect the for-
mation and function of the right atrium. Studies on
animal models have shown that hypoxia during fetal
development can lead to a decrease in the size of the
right atrium and thinning of its walls, as well as a
decrease in the number of cardiomyocytes [55]. Hy-
poxia can also result in an altered expression of
genes involved in the development and differentia-
tion of cardiomyocytes, leading to defects in the
formation of the right atrium. In humans, hypoxia
can result in various congenital heart defects involv-
ing the right atrium, such as atrial septal defects and
Ebstein's anomaly. Atrial septal defects are charac-
terized by a hole in the atrial septum that separates
the right and left atria, which can result in abnormal
blood flow and lead to symptoms such as fatigue and
shortness of breath. Ebstein's anomaly is a rare heart
defect characterized by malformation of the tricus-
pid valve and displacement of the leaflets into the
right ventricle. This can lead to blood flow abnor-
malities, right heart enlargement, and heart failure.
Hypoxia can have significant effects on the devel-
opment and formation of the right atrium, leading to
various congenital heart defects and alterations in its
structure and function [56].

Hypoxia can have a significant impact on the
formation and development of the heart septum,
which separates the left and right sides of the
heart. The heart septum is formed through a com-
plex process of growth, folding, and fusion of differ-
ent structures in the developing heart, and any dis-
ruption in this process can lead to septal defects.
Studies have shown that hypoxia can cause abnor-
malities in the formation of the heart septum. In par-
ticular, hypoxia during early fetal development has
been associated with an increased risk of atrial and
ventricular septal defects. Hypoxia can also affect
the growth and differentiation of the cells that con-
tribute to the formation of the septum, leading to
structural abnormalities and defects [57].

Moreover, hypoxia can affect the expression of
genes that are involved in the formation of the heart
septum. For example, hypoxia has been shown to
downregulate the expression of genes that are im-
portant for septum formation, such as Gata4 and
Thx5 [58]. These genes play key roles in regulating
the development of the heart septum, and their
dysregulation can lead to septal defects. Overall,
hypoxia can have a significant impact on the for-
mation and development of the heart septum, lead-
ing to structural abnormalities and defects that can
have serious consequences for cardiac function and
overall health.

There are several methods for studying the
effect of hypoxia on the myocardium, including in
vivo, ex vivo, and in vitro methods.

1.1n vivo methods: In vivo methods involve the
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study of hypoxia on the myocardium in living ani-
mals or humans. This can be achieved through vari-
ous techniques, including cardiac imaging, electro-
cardiography (ECG), and blood gas analysis. These
methods allow for the direct observation of the ef-
fects of hypoxia on the heart in real-time. One ex-
ample is the use of cardiac magnetic resonance im-
aging (MRI) to assess changes in cardiac structure
and function in response to hypoxia [49].

2.Ex vivo methods: Ex vivo methods involve
the study of hypoxia on the myocardium in isolated
heart preparations. This can be achieved by perfus-
ing the heart with an oxygen-depleted solution or by
placing the heart in a hypoxic chamber. Ex vivo
methods allow for precise control over the oxygen
levels and other experimental conditions. One ex-
ample is the Langendorff perfusion system, which is
commonly used to study the effects of hypoxia on
isolated hearts [50].

3.In vitro methods: In vitro methods involve
the study of hypoxia on isolated cardiac cells or tis-
sue samples. This can be achieved through various
techniques, including cell culture and organotypic
slice cultures. In vitro methods allow for the study of
the direct effects of hypoxia on specific cell types or
tissues. One example is the use of neonatal rat ven-
tricular myocytes in culture to study the molecular
mechanisms underlying the response of the heart to
hypoxia [51].

Overall, each of these methods has its ad-
vantages and disadvantages, and the choice of meth-
od will depend on the specific research question and
experimental design. By using multiple methods in
combination, researchers can gain a more compre-
hensive understanding of the effects of hypoxia on
the myocardium.

Histological methods are widely used for
studying hypoxia-induced cardiogenesis as they
allow for the visualization of the tissue structure
of the heart under hypoxic conditions. Here are
some commonly used histological methods and their
descriptions:

1. Hematoxylin and Eosin (H&E) staining:
H&E staining is a commonly used technique that
stains the nuclei of cells blue and the cytoplasm
pink, allowing for the visualization of the general
tissue structure of the heart. This staining method
highlights the size, shape, and number of cells in the
heart tissue under hypoxic conditions [52].

2. Masson's trichrome staining: Masson's tri-
chrome staining is used to visualize collagen fibers
in the heart tissue, and is particularly useful for de-
tecting fibrotic changes in the heart under hypoxia
conditions. This method highlights collagen fibers as
blue, making it possible to quantify the degree of
fibrosis in the tissue [53].

3. Periodic Acid-Schiff (PAS) staining: PAS
staining is used to detect glycogen in the heart tis-
sue, which can be altered under hypoxic conditions.
This staining method allows for the visualization of
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the extent of glycogen content in the heart tissue, as
under hypoxia there is a decrease in glycogen con-
tent [54].

4. Immunohistochemistry (IHC): IHC in-
volves using antibodies to label specific proteins
present in the heart tissue. IHC can be used to detect
changes in the expression of specific proteins under
hypoxic conditions, such as the expression of hypox-
ia-inducible factor 1-alpha (HIF-1a), which is a key
regulator of the cellular response to hypoxia. IHC
can also be used to quantify the extent of cell death
(apoptosis) in the heart tissue [55].

5. Transmission electron microscopy (TEM):
TEM allows for the observation of ultrastructural
changes in the heart tissue under hypoxic conditions.
TEM can be used to detect changes in the size,
shape, and number of mitochondria in the heart tis-
sue, as well as changes in the organization of myofi-
brils [56].

These histological methods provide valuable in-
formation about the structural and cellular changes
that occur in the heart tissue under hypoxic condi-
tions. Combining these methods with other tech-
niques, such as gene expression analysis, can pro-
vide a more comprehensive understanding of the
mechanisms underlying hypoxia-induced cardiogen-
esis.

Immunohistochemistry (IHC) is a widely
used technique for studying the expression and
localization of proteins in tissues. It involves the
use of antibodies that bind to specific proteins and
can be visualized using various methods, such as
enzymatic or fluorescent staining. IHC can provide
valuable information about the cellular response to
hypoxia in the heart tissue. Here are some common-
ly used immunohistochemical methods for studying
hypoxia-induced cardiogenesis:

1. Hypoxia-inducible factor 1-alpha (HIF-1a)
staining: HIF-1a is a transcription factor that plays a
central role in the cellular response to hypoxia. Un-
der normoxic conditions, HIF-1a is rapidly degrad-
ed, but under hypoxic conditions, it accumulates in
the cell and translocates to the nucleus, where it ac-
tivates the expression of genes involved in the adap-
tive response to hypoxia. IHC can be used to detect
changes in HIF-1a expression and localization in the
heart tissue under hypoxic conditions [57].

2. Apoptosis detection: Hypoxia can induce
cell death (apoptosis) in the heart tissue. IHC can be
used to detect the presence of apoptotic cells in the
heart tissue by labeling them with antibodies specific
to cleaved caspase-3, a marker of apoptosis. The
number of apoptotic cells can be quantified using
image analysis software [58].

3. Fibrosis detection: Fibrosis is a common
feature of the heart tissue under hypoxic conditions.
IHC can be used to detect the presence of fibrotic
tissue by labeling it with antibodies specific to col-
lagen I and I11. The degree of fibrosis can be quanti-
fied by measuring the amount of collagen staining in
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the tissue [59].

4. Angiogenesis detection: Hypoxia can in-
duce the formation of new blood vessels in the heart
tissue, a process called angiogenesis. IHC can be
used to detect the presence of endothelial cells, the
cells that line blood vessels, by labeling them with
antibodies specific to CD31 or von Willebrand fac-
tor (VWF) [60].

5. Inflammation detection: Hypoxia can also
induce inflammation in the heart tissue. IHC can be
used to detect the presence of immune cells, such as
macrophages and T cells, by labeling them with an-
tibodies specific to CD68 and CD3, respectively
[61].

These immunohistochemical methods can pro-
vide valuable information about the cellular and mo-
lecular changes that occur in the heart tissue under
hypoxic conditions. Combining these methods with
other techniques, such as gene expression analysis,
can provide a more comprehensive understanding of
the mechanisms underlying hypoxia-induced cardi-
ogenesis.

Experimental animal models are widely used
to investigate the mechanisms underlying hypox-
ia-induced cardiogenesis. Here are some common-
ly used animal models for studying hypoxia-induced
cardiogenesis:

1. Rodent models: Rodents, such as mice and
rats, are commonly used for studying hypoxia-
induced cardiogenesis due to their small size, low
cost, and relatively short lifespan. These models
involve exposing the animals to hypoxic conditions,
either by reducing the oxygen concentration in the
air or by subjecting them to high-altitude conditions.
The degree of hypoxia and the duration of exposure
can be adjusted to study different aspects of hypox-
ia-induced cardiogenesis, such as changes in cardiac
structure, function, and gene expression [62].

2. Canine models: Dogs are also used as ani-
mal models for studying hypoxia-induced cardi-
ogenesis due to their similarities to humans in terms
of cardiac structure and function. These models in-
volve subjecting the animals to hypoxia either by
reducing the oxygen concentration in the air or by
inducing pulmonary hypertension. Canine models
are particularly useful for studying the effects of
hypoxia on cardiac electrophysiology and arrhyth-
mias [63].

3. Swine models: Pigs are often used as ani-
mal models for studying the effects of hypoxia on
cardiac function and remodeling due to their similar-
ities to humans in terms of cardiac structure and
size. These models involve exposing the animals to
hypoxia either by reducing the oxygen concentration
in the air or by inducing pulmonary hypertension.
Swine models are particularly useful for studying the
effects of hypoxia on myocardial metabolism and
substrate utilization [64].

4. Zebrafish models: Zebrafish are increasing-
ly being used as animal models for studying hypox-

ia-induced cardiogenesis due to their genetic tracta-
bility and ability to regenerate their heart tissue.
These models involve exposing the animals to hy-
poxia either by reducing the oxygen concentration in
the water or by inducing anemia. Zebrafish models
are particularly useful for studying the effects of
hypoxia on cardiac regeneration and repair [65].

These animal models provide valuable tools for
investigating the mechanisms underlying hypoxia-
induced cardiogenesis. By combining these models
with histological and molecular techniques, re-
searchers can gain a better understanding of the cel-
lular and molecular pathways that are activated in
response to hypoxia.

Experimental representation of hypoxia in-
duced cardiogenis in models of laboratory rats of
the Wistar line under the influence of 1% sodium
nitrite. Hypoxia-induced cardiogenesis can be stud-
ied in laboratory rat models of the Wistar line that
are modeled with sodium nitrite. Sodium nitrite is a
potent inducer of hypoxia and can be used to create
a hypoxic environment in rats. The Wistar rat is a
commonly used laboratory rat strain and is well
characterized for studying cardiovascular physiology
and disease [66]. This model has been used to study
the effects of hypoxia on the heart and to investigate
potential mechanisms underlying hypoxia-induced
cardiogenesis. To create a model of hypoxia-induced
cardiogenesis, Wistar rats are exposed to sodium
nitrite in drinking water, which causes a decrease in
oxygen delivery to the tissues and simulates a hy-
poxic environment. This leads to changes in cardiac
function and structure, including an increase in heart
weight and a decrease in ventricular function [67].
The model can be used to investigate the molecular
and cellular mechanisms underlying hypoxia-
induced cardiogenesis, as well as potential therapeu-
tic interventions. The use of this model has led to the
identification of various pathways and molecules
that play a role in hypoxia-induced cardiogenesis.
For example, one study found that hypoxia-inducible
factor-1 alpha (HIF-1a) plays a critical role in the
development of hypoxia-induced cardiac hypertro-
phy in Wistar rats exposed to sodium nitrite [68].
Another study found that the activation of the Notch
signaling pathway is involved in the regulation of
angiogenesis and the response to hypoxia in the
hearts of Wistar rats exposed to hypoxia [69]. In
summary, the use of laboratory rat models of the
Wistar line that are modeled with sodium nitrite
provides a useful tool for studying hypoxia-induced
cardiogenesis. This model can be used to investigate
the molecular and cellular mechanisms underlying
hypoxia-induced cardiac dysfunction, as well as po-
tential therapeutic interventions.

Hypoxia-induced cardiogenesis in lab rats
can be modeled using sodium nitrite administra-
tion. Sodium nitrite is a potent vasodilator that can
cause a decrease in systemic oxygen delivery and
result in hypoxia. Several animal models have been
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used to study hypoxia-induced cardiogenesis using
sodium nitrite in lab rats.

One of the animal models that have been used
is the Wistar rat. Wistar rats have been widely used
in biomedical research, and their genetic homogenei-
ty and susceptibility to experimental conditions
make them a popular choice for modeling human
diseases. In one study, Wistar rats were treated with
sodium nitrite to induce systemic hypoxia, resulting
in cardiac injury and remodeling [71]. Another study
found that Wistar rats treated with sodium nitrite
showed increased levels of oxidative stress and in-
flammation in the heart tissue [72].

In another animal model, male Sprague-Dawley
rats were treated with a single dose of sodium nitrite,
resulting in acute hypoxia. The study found that hy-
poxia led to cardiac injury and increased expression
of hypoxia-inducible factor 1-alpha (HIF-1a) and
vascular endothelial growth factor (VEGF), both of
which are involved in the cellular response to hy-
poxia [73]. These animal models provide valuable
information about the mechanisms underlying hy-
poxia-induced cardiogenesis and the potential thera-
peutic targets for treating hypoxia-induced cardiac
injury.

The current state of morphological studies of
the development of the myocardium in the mor-
phological studies of Ukrainian morphologists. In
recent years, there has been significant research in-
terest in understanding the ultrastructure of the mito-
chondrial apparatus in cardiomyocytes and its
changes under various conditions. Several studies
have been conducted on this topic, which shed light
on the morphological features of cardiomyocyte
development and the effects of hypoxia, hypothy-
roidism, and electromagnetic radiation exposure.

Kosharnyi et al. (2019) investigated the ultra-
structure of the mitochondrial apparatus in left ven-
tricular cardiomyocytes of rats exposed to different
levels of electromagnetic radiation under conditions
of hypothyroidism. Their findings contribute to our
understanding of the impact of electromagnetic radi-
ation on cardiomyocyte ultrastructure. [74].
Ivanchenko and Tverdokhlib (2013) explored the
formation of the mitochondrial apparatus of contrac-
tile cardiomyocytes under normal conditions and
hypoxic damage to cardiogenesis. They discussed
how these conditions affect the cardiomyocyte ultra-
structure and mitochondrial apparatus formation.
[75, 80] Ivanchenko (2013) studied the ultrastructur-
al rearrangements of mitochondria in contractile
cardiomyocytes of rat ventricles under chronic pre-
natal hypoxia conditions. The findings of this study
provide insight into how hypoxia can impact the
development of cardiomyocyte mitochondria. [76,
81]

Kozlov et al. (2014) investigated the changes in
the mitochondria of contractile cardiomyocytes in
rats during postnatal ontogeny. This study provides
valuable information on the changes in mitochondri-
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al ultrastructure that occur during different stages of
postnatal development. [77, 82]

Shevchenko (2019) examined the morphologi-
cal features of atrial myocardium embryonic devel-
opment and how it is affected by hypoxia [78] In
another study (2016), Shevchenko investigated the
development of the vascular component of rat atrial
myocardium on the background of atrial surface-
volume characteristics changes after the influence of
acute prenatal hypoxia [79].

Perspectives of hypoxia research. Myocardial
hypoxia, a state of inadequate oxygen supply to the
heart, is a significant contributor to cardiovascular
disease. Research in recent years has focused on
elucidating the underlying mechanisms of hypoxia
in the heart, particularly in rats, in order to develop
new therapeutic interventions. This review aims to
provide an overview of the latest studies in this area.

One study by Chen et al. [83] investigated the
role of hypoxia-inducible factor-1o (HIF-1a) in my-
ocardial hypoxia. The authors found that HIF-1la
expression increased in hypoxic rats, leading to an
increase in glycolysis and angiogenesis. They con-
cluded that targeting HIF-1o. could be a promising
strategy for treating myocardial hypoxia.

Another study by Wu et al. [84] investigated
the role of long noncoding RNA (IncRNA) in myo-
cardial hypoxia. The authors found that IncCRNA
expression changed significantly in hypoxic rats, and
that inhibiting IncRNA reduced oxidative stress and
improved cardiac function. They suggested that tar-
geting IncRNA could be a novel therapeutic strategy
for treating myocardial hypoxia.

A study by Zhang et al. [85] investigated the
role of microRNA (miRNA) in myocardial hypoxia.
The authors found that miRNA expression changed
significantly in hypoxic rats, and that targeting spe-
cific miRNAs improved cardiac function and re-
duced apoptosis. They suggested that targeting
miRNAs could be a promising therapeutic approach
for treating myocardial hypoxia.

Another study by Wang et al. [86] investigated
the role of autophagy in myocardial hypoxia. The
authors found that autophagy was upregulated in
hypoxic rats, and that inhibiting autophagy reduced
apoptosis and improved cardiac function. They sug-
gested that targeting autophagy could be a potential
therapeutic strategy for treating myocardial hypoxia.

Overall, recent studies have identified several
potential therapeutic targets for treating myocardial
hypoxia, including HIF-1a, INcRNA, miRNA, and
autophagy. Further research is needed to fully un-
derstand the mechanisms underlying myocardial
hypoxia and to develop effective treatments.

Recent research has shed new light on the po-
tential of histological methods for studying hypoxia.
Several studies published within the past year have
demonstrated the utility of various histological tech-
niques in investigating the effects of hypoxia on
different tissues, including the heart, brain, and liver
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[87-89].

One promising approach is the use of immuno-
histochemical staining to detect and quantify specif-
ic markers of hypoxia, such as HIF-1o and VEGF. A
recent study by Zhang et al. found that HIF-1a ex-
pression in the myocardium was significantly upreg-
ulated in response to hypoxia, and that this increase
was accompanied by increased VEGF expression
[87]. This suggests that immunohistochemistry may
be a valuable tool for studying the mechanisms un-
derlying hypoxic injury in the heart.

Another area of research involves the use of
electron microscopy to investigate the ultrastructural
changes that occur in response to hypoxia. For ex-
ample, a recent study by Xu et al. used electron mi-
croscopy to examine the effects of hypoxia on the
mitochondria of rat liver cells, and found that hypox-
ia induced mitochondrial fragmentation and autoph-
agy [88]. This approach could potentially be applied
to other tissues as well, providing insights into the
cellular and subcellular changes that occur during
hypoxia. Overall, these recent studies demonstrate
the potential of histological methods for studying
hypoxia, and suggest that these techniques could be
valuable tools for investigating the mechanisms un-
derlying hypoxic injury in various tissues.

Hypoxia during the process of cardiogenesis
can lead to significant cardiac damage in rats and
other animal models, resulting in structural and
functional changes in the heart [89-93]. Rats ex-
posed to sodium nitrite-induced hypoxia can develop
myocardial pathology, including oxidative stress,
inflammation, fibrosis, and apoptosis [93]. Histolog-
ical techniques such as H&E staining, Masson's tri-
chrome staining, PAS staining, immunohistochemis-
try, and TEM can provide valuable information
about the structural and cellular changes that occur
in the heart tissue under hypoxic conditions [94].
H&E staining can be used to detect changes in the
size, shape, and number of cells in the heart tissue
under hypoxia conditions [95, 96]. Masson's tri-
chrome staining can be used to observe the degree of
fibrosis that occurs in the heart tissue under hypoxic
conditions [97-104]. Immunohistochemistry
can be used to detect changes in the expression of
specific proteins under hypoxic conditions, such as
the expression of HIF-1a and the extent of cell death
(apoptosis) in the heart tissue [105, 106].

Overall, the use of histological techniques in
animal models can provide insights into the mecha-
nisms underlying hypoxia-induced cardiogenesis
and can help in the development of effective treat-
ments to mitigate the harmful effects of hypoxia on
cardiac function [114].

Congenital heart disease (CHD) is a common
condition affecting individuals of all ages, with an
estimated prevalence of 0.8-1% in the general popu-
lation [114]. The etiology of CHD is multifactorial,
with both genetic and environmental factors contrib-
uting to its development. Hypoxemia, or low levels

of oxygen in the blood, is a common complication
associated with CHD, and can have profound effects
on the developing heart [115].

Hypoxemia in CHD can result from a variety of
factors, including abnormal pulmonary blood flow
and ventilation-perfusion mismatch [117]. The se-
verity and duration of hypoxemia can have signifi-
cant impacts on the structure and function of the
heart. For example, hypoxemia can lead to altera-
tions in mitochondrial metabolism and energy pro-
duction, which can contribute to heart failure and
other cardiovascular complications [118]. Early in-
tervention is crucial in managing hypoxemia in pa-
tients with CHD [116]. Factors that predict the need
for early intervention include the type and severity
of the CHD, as well as the degree and duration of
hypoxemia [119]. Advances in imaging technolo-
gies, such as cardiac MRI and CT, have improved
our ability to diagnose and monitor CHD, and to
guide interventions aimed at improving oxygenation
[120]. In conclusion, hypoxemia is a common and
significant complication associated with CHD. Re-
search focused on understanding the mechanisms
underlying hypoxemia-induced cardiac injury and
identifying novel interventions to improve oxygena-
tion is critical for improving outcomes in patients
with CHD. Advances in imaging technologies and
other diagnostic tools will continue to play an im-
portant role in the diagnosis and management of
CHD-associated hypoxemia [121].

Conclusion

Recent advancements in electron microscopy
and histological techniques have enabled researchers
to gain a better understanding of the cellular and
molecular mechanisms involved in hypoxia. Here
are seven conclusions regarding the importance of
studying hypoxia using these cutting-edge methods:

1. Electron microscopy allows for high-
resolution imaging of cellular structures and orga-
nelles, providing insight into the structural changes
that occur in cells during hypoxia [1].

2. Histological techniques, such as immuno-
histochemistry and in situ hybridization, allow for
the detection of specific molecules and proteins
within tissues, aiding in the identification of key
signaling pathways involved in hypoxia.

3. Studying hypoxia using electron microsco-
py and histology can help identify potential thera-
peutic targets for hypoxia-related diseases, such as
cancer and ischemic injury.

4. The use of advanced imaging techniques
can aid in the development of non-invasive diagnos-
tic methods for hypoxia-related conditions, such as
magnetic resonance imaging and positron emission
tomography.

5. Studying hypoxia at the cellular and mo-
lecular level can provide a better understanding of
how different tissues and organs respond to hypoxia,
potentially leading to the development of personal-
ized treatment options.
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6. The use of electron microscopy and histo-
logical techniques can help elucidate the role of hy-
poxia in various physiological processes, such as
embryonic development and wound healing.

7. Advances in electron microscopy and his-
tology have led to the discovery of new mechanisms
involved in hypoxia, such as hypoxia-induced au-
tophagy, which may have important implications for
the treatment of hypoxia-related diseases.

In conclusion, the study of hypoxia using ad-

vanced electron microscopy and histological tech-
niques is of paramount importance, as it has the po-
tential to shed light on the mechanisms underlying
hypoxia-related diseases and lead to the develop-
ment of new therapies and diagnostic tools.
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PE®EPAT. AxkrtyaibHicTh. ['imokcis Ha paHHIX eTamax KapIioreHe3y NIypiB BHUKIHKAE YCKIIATHCHHS
(hyKIIOHATFHOTO PO3BUTKY KapaioMionuTiB. KapmioreHes, B CTaHi TiMOKCii, BITHOCHTHCS IO MPOLECY TeHeparii
HOBHX CEPIIEBHX KIITHH a00 KapiOMIOIMTIB y BiAIMOBIF HA HU3BKHUI PiBEHh KUCHIO 200 rinmokcito. Llei mporec
BinOyBaeThCs K 3aci0 amanTarii cepis Uil MATPUMKH CBO€l (QYHKIN B yMOBaxX 3HMKEHOT'O MOCTadaHHS KFHC-
HeM. ['iMokcist Moke aKTHBYBAaTH MEBHI CHUTHANbHI IIISAXHM, Taki SK NUIIX (aKTOpa, 1HIYKOBAHOTO TiMTOKCI€I0
(HIF). MeTta. BusHaunTy TilOKCIf0, K 3aralbHAH yCKIAIHEHHI CTaH. BUSBUTH YMHHUKH, SIKi 3yMOBIIOIOTH IeH
craH. Hajgati XapakTepuCcTUKY YCKIIQJIHEHHS Ta IUISIXM 1X MPOTPECHBHOTO PO3BUTKY B PI3HMX JIISHKAX CEPILs
B TepioJl paHHBOTO OHTOTeHe3y. PO3yMiHHS MPUYMH 1 MEeXaHi3MiB TiMokcii Mae BHUpilIanbHE 3HAYCHHS IS PO-
3po0KkH e(heKTHBHUX METOJIIB BHUSBJICHHS I[LOTO MATOJOTIYHOTO Ta (hYHKIIOHAJIHHOTO CTaHy KIITHH MioKapia
mypiB. Meroau. CrcteMaTHYHNIN OIS JIITEpaTypH, MeTa-aHalli3, KOHTeHT-aHami3. Pesynbsrarn HaBeneHo oc-
HOBHI BHJIM TiIOKCIi Ta IX BIUIMB Ha CTPYKTYPY Ta PO3BHTOK MioKapJa HIypiB. /leTaibHO OmMHCcaHO Mporec po-
3BHTKY Mio(iOpmiI i MITOXOHApPIH y pi3HUX 30HaX Miokapaa B oHToreHesi. Ilimcymok. BukopucranHs TicTO-
JIOTIYHMX METOJIIB Ha TBAPMHHUX MOJEISIX MOKE JIaTH PO3YyMIHHSI MEXaHi3MiB, 1[0 JIEXKATh B OCHOBI Kap/lioreHe-
3y B CTaHi TillOKCIi, i MOX€ JOTIOMOI'TH B po3po0Ili e(eKTUBHIX METO/IB MIarHOCTUKH BIUTUBY HU3BKOTO PiBHS
KHCHIO Ha mporiec (JOpMyBaHHS CEPLEBO-M SI30BOT TKAHUHHU.

Kiro4uoBi cjioBa: xapaiomMionuTH, CKOPOTHHH amapaT, capKomep, TIiIOKCis, Kap/IioTeHe3 y MpeHaTaJIbHOMY
OHTOTEHE31 ITypiB.
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ABSTRACT. Background. Connective tissue is a diverse and vital component of the body, serving a wide range of func-
tions that are essential for proper physiological and pathological processes. It plays an essential role in providing structural
support, binding and connecting tissues and organs, and facilitating the transmission of nutrients, oxygen, and waste products
between cells and blood vessels. Without connective tissue, the body would not be able to maintain its shape, withstand me-
chanical stress, or protect internal organs. This is essential for understanding certain health conditions and diseases. Many of
them affect connective tissue, such as rheumatoid arthritis, scleroderma, and systemic lupus erythematosus. Knowledge of
connective tissue is crucial in the development of medical treatments and procedures. Objective is to provide an in-depth
understanding of this type of tissue and its functions in the body. This article may cover various topics related to connective
tissue, including its structure, types and roles in the body. It also discusses the different types of cells found in connective
tissue, such as fibroblasts and macrophages, and how they contribute to tissue maintenance and repair. Methods. Lecture-
based teaching, microscope-based teaching, computer-based teaching, problem-based learning, group-based learning. To
effectively study connective tissue composition and properties, students and teachers will need access to high-quality histolo-
gy textbooks, online resources, microscopes, and tissue slides. Results and conclusion. One of the primary functions of con-
nective tissue is to provide mechanical support to other tissues and organs in the body. This is achieved through the produc-
tion of extracellular matrix (ECM), which is composed of fibers and ground substance. The fibers in ECM, such as collagen,
elastic, and reticular fibers, provide tensile strength, elasticity, and resistance to compression, respectively. The ground sub-
stance, which is made up of glycosaminoglycans (GAGSs) and proteoglycans, acts as a lubricant and shock absorber. Connec-
tive tissue also plays a critical role in wound healing and tissue repair. Another essential function of connective tissue is to
transport substances between cells and blood vessels. Additionally, connective tissue cells such as fibroblasts and macro-
phages produce cytokines and chemokines, which regulate immune cell activity and facilitate the movement of immune cells
through the tissue. In summary, connective tissue is necessary for the proper functioning of the body. It provides structural
support, facilitates wound healing and tissue repair, and allows for the transport of nutrients and waste products between cells
and blood vessels.

Key words: connective tissue, fibroblast, mast cell, plasma cell, macrophage, collagen, collagen fibers, elastic fibers, reticu-
lar fibers, ground substance.
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Introduction providing mechanical strength, and contributing to

Studying the composition and properties of
connective tissue is an essential part of human his-
tology education. Understanding the structure and
functions of connective tissue is important for un-
derstanding the roles they play in supporting organs,

the immune system. Here are some tips on how stu-
dents can effectively study connective tissue compo-
sition and properties:

e Review the basics: Before diving into the
details, it's important to have a solid understanding
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of the basics of connective tissue structure and clas-
sification. This includes understanding the different
types of cells and fibers found in connective tissue,
as well as the composition and functions of the
ground substance.

e Use visual aids: Connective tissue can be
complex, so visual aids such as diagrams, micro-
graphs, and 3D models can be extremely helpful for
understanding the structure and relationships be-
tween different components. Many histology text-
books and online resources provide high-quality
visuals that students can use for studying.

e Attend practical classes: Histology practical
classes are crucial for developing a hands-on under-
standing of connective tissue composition and prop-
erties. In these classes, students have the opportunity
to observe tissue samples under a microscope and
identify different cells, fibers, and ground substance
components.

e Seek guidance from teachers: Histology
teachers are experienced in teaching the subject and
can provide valuable guidance and feedback. They
can help students understand difficult concepts, in-
terpret microscopic images, and provide further re-
sources for studying.

e Practice, practice, practice: Like any other
subject, studying connective tissue composition and
properties requires practice. Students should aim to
review and practice regularly to reinforce their un-
derstanding and identify areas where they may need
further study.

To effectively study connective tissue compo-
sition and properties, students and teachers will need
access to high-quality histology textbooks, online
resources, microscopes, and tissue samples. Histolo-
gy laboratories should be equipped with appropriate
instruments and reagents for preparing and staining
tissue samples, and teachers should provide clear
instructions and guidelines for practical classes. Ad-
ditionally, histology teachers should have expertise
in the subject and be able to provide support and
guidance to students.

The aim of the article on connective tissue
would be to provide a comprehensive overview of
this important tissue type and its functions in the
body, as well as to explore its role.

Methods and materials

Histology is a subject that involves the study of
the microscopic anatomy of tissues and organs. To
teach the topic of connective tissue in a histology
lesson, several methods and technigues can be used,
including:

e Lecture-based teaching: This involves the
teacher presenting information on connective tissue
to students in a traditional lecture format. The lec-
ture can be accompanied by visual aids such as
slides, diagrams, and models to help students under-
stand the topic better.

e Microscope-based teaching: This involves
the use of microscopes to observe and study the
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structure of connective tissue under a microscope.
The teacher can provide students with slides of dif-
ferent types of connective tissue, and they can ob-
serve and study the tissue under the microscope.

e Computer-based teaching: This involves
the use of computer programs and software to teach
the topic of connective tissue. The teacher can use
interactive 3D models, virtual slides, and other com-
puter-based tools to help students understand the
topic better.

e Problem-based learning: This involves pre-
senting students with real-world problems related to
connective tissue and challenging them to solve the
problems using their knowledge of the topic. This
method encourages students to think critically and
apply their knowledge to solve real-world problems.

e Group-based learning: This involves divid-
ing students into small groups and assigning them
tasks related to connective tissue. The group mem-
bers work together to complete the task, which helps
to develop teamwork and collaborative skills.

In practical classes of human histology, teach-
ers need access to high-quality microscopes, slides,
and other equipment required for studying connec-
tive tissue under the microscope. They also need to
have a good understanding of the topic and be able
to present the information in a clear and concise
manner. Students need to be provided with clear
learning objectives, study materials, and opportuni-
ties to practice and apply their knowledge of connec-
tive tissue. Practical classes should be designed to be
interactive and engaging, allowing students to ask
questions, discuss ideas, and explore the topic in
more depth.

Content

Structural features of connective tissue.
Connective tissue is a type of tissue that provides
support and structure to the body. It is classified into
various types based on the nature of the extracellular
matrix, cell types, and fibers present. The following
is a classification of the different types of connective
tissue [1, 2]:

Loose connective tissue: This type of tissue has
a loose arrangement of cells and fibers in the extra-
cellular matrix. It is further divided into areolar, adi-
pose, and reticular connective tissue based on the
types of cells and fibers present.

Dense connective tissue: In this type of tissue,
the extracellular matrix is densely packed with col-
lagen fibers, providing great tensile strength. It is
further divided into regular, irregular, and elastic
connective tissue based on the arrangement of fibers.

Cartilage: This is a type of connective tissue
that provides a smooth surface for joint movement.
It is classified into hyaline, fibrocartilage, and elastic
cartilage based on the composition of the extracellu-
lar matrix.

Bone tissue: Also known as osseous tissue, it
provides support and protection. It is classified into
compact and cancellous bone based on the arrange-
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ment of the extracellular matrix.

Blood: This is a fluid connective tissue that is
composed of blood cells and plasma. It is responsi-
ble for transporting nutrients, gases, and waste prod-
ucts throughout the body.

List of cells of connective tissue proper and
their functions:

o Fibroblasts: These cells are the most com-
mon cells in connective tissue proper and are re-
sponsible for synthesizing and maintaining the ex-
tracellular matrix. They secrete collagen, elastin, and
other extracellular matrix proteins, and play a key
role in wound healing [1-3].

e Adipocytes: These cells are responsible for
storing and releasing fat in the form of triglycerides.
They also secrete various hormones that regulate
metabolism, appetite, and other physiological pro-
cesses [3].

e Macrophages: These cells are part of the
immune system and play a key role in phagocytosis,
the process of engulfing and digesting foreign parti-
cles, microorganisms, and dead cells. They also se-
crete cytokines, which are important signaling mole-
cules that regulate immune responses [4].

e Mast cells: These cells are involved in the
body's defense against pathogens and play a key role
in allergic reactions. They contain granules that re-
lease histamine and other inflammatory mediators in
response to injury or infection [5].

e Plasma cells: These cells produce and se-
crete antibodies, which are proteins that bind to and
neutralize pathogens, toxins, and other foreign sub-
stances. They develop from B lymphocytes in re-
sponse to an antigenic challenge [6].

e Mesenchymal stem cells: These cells have
the ability to differentiate into various types of cells,
including osteoblasts, chondrocytes, adipocytes, and
myocytes. They play a key role in tissue repair and
regeneration [7].

Fibroblasts are a type of cell that is commonly
found in connective tissue. Although they have a
similar appearance, there are actually several sub-
types of fibroblasts that differ in their structure,
functions, and origins:

1. Superficial fibroblasts: These are fibro-
blasts that are located close to the surface of the
skin. They have a flattened shape and are responsi-
ble for synthesizing the extracellular matrix that
gives the skin its strength and elasticity.

2. Reticular fibroblasts: These are fibroblasts
that are found in lymphoid tissues such as the
spleen, lymph nodes, and bone marrow. They have a
more elongated shape than superficial fibroblasts
and produce a delicate network of fibers called re-
ticulin.

3. Peri-vascular fibroblasts: These are fibro-
blasts that are found in the walls of blood vessels.
They play a key role in regulating blood vessel di-
ameter and blood flow.

4. Activated fibroblasts: These are fibroblasts

that have been stimulated by an injury or inflamma-
tion. They have a more rounded shape than quies-
cent fibroblasts and produce higher levels of extra-
cellular matrix proteins, such as collagen and fibron-
ectin, to help repair damaged tissue.

Fibroblasts have a characteristic spindle-
shaped morphology, with a large nucleus and prom-
inent rough endoplasmic reticulum (rER) and Golgi
complex. They are responsible for synthesizing and
maintaining the extracellular matrix, which is com-
posed of fibers (such as collagen and elastin) and
ground substance (such as glycosaminoglycans and
proteoglycans). Fibroblasts also secrete growth fac-
tors and cytokines that play a key role in tissue re-
pair and regeneration.

Fibroblasts are derived from mesenchymal
stem cells, which can differentiate into various types
of cells including osteoblasts, adipocytes, chondro-
cytes, and myocytes. During development, fibro-
blasts are derived from mesodermal cells that mi-
grate to various tissues and differentiate into fibro-
blasts [8].

Macrophages are a type of immune cell that
play a critical role in defending the body against
infection and foreign substances. They are derived
from monocytes, which are a type of white blood
cell produced in the bone marrow.

Macrophages are characterized by their large
size, irregular shape, and ability to engulf and de-
stroy foreign particles and microorganisms through a
process called phagocytosis. They also play a key
role in antigen presentation, which is the process of
displaying foreign substances to other immune cells
in order to activate an immune response.

The structure of macrophages is complex and
highly specialized. They have a large cytoplasmic
volume, multiple nuclei, and a high degree of cellu-
lar heterogeneity. They also have numerous surface
receptors that allow them to interact with other cells
and molecules in the immune system.

The functions of macrophages are diverse and
multifaceted. In addition to their role in phagocyto-
sis and antigen presentation, macrophages also pro-
duce a wide range of cytokines and chemokines,
which are signaling molecules that help to coordi-
nate the immune response. They also play a key role
in tissue repair and regeneration by secreting growth
factors and other molecules that promote healing [9].

The mononuclear phagocyte system (MPS) is a
collective term used to describe the network of cells
and tissues in the body that are involved in the
phagocytosis and removal of foreign substances and
microorganisms. It includes monocytes, macrophag-
es, and other related cell types such as dendritic cells
and Kupffer cells. The MPS is an important compo-
nent of the innate immune system, which provides
rapid and nonspecific defense against a wide range
of pathogens [10].

In summary, macrophages are a specialized
type of immune cell that are derived from mono-

79

MORPHOLOGIA ¢ 2023 ¢ Tom 17 ¢ Ne 1



cytes and play a critical role in defending the body
against infection and foreign substances. They have
a complex structure and diverse functions, including
phagocytosis, antigen presentation, cytokine produc-
tion, and tissue repair. The mononuclear phagocyte
system is a network of cells and tissues that is in-
volved in phagocytosis and removal of foreign sub-
stances and microorganisms [11].

Mast cells, also known as tissue basophils, are
a type of immune cell that are involved in allergic
reactions and inflammation. They are derived from
hematopoietic stem cells in the bone marrow and are
typically found in tissues that are in contact with the
external environment, such as the skin and mucous
membranes.

The structure of mast cells is characterized by
their numerous granules, which are filled with a va-
riety of bioactive molecules, including histamine,
cytokines, and proteases. The granules are surround-
ed by a thin layer of cytoplasm and a plasma mem-
brane. Mast cells also have a central nucleus and a
complex network of cytoplasmic processes that al-
low them to interact with other cells and tissues in
the body.

The primary function of mast cells is to medi-
ate allergic reactions and inflammation. When
stimulated by an allergen or other trigger, mast cells
release their granules into the surrounding tissue,
causing a range of effects, including vasodilation,
smooth muscle contraction, and increased vascular
permeability. These effects are mediated by the var-
ious bioactive molecules present in the granules,
which can activate a variety of cells and pathways in
the immune system [12].

The components of mast cell secretory gran-
ules include histamine, proteases such as tryptase
and chymase, cytokines such as interleukin-4 (I1L-4)
and tumor necrosis factor (TNF), and chemokines
such as interleukin-8 (IL-8). These molecules are
released in response to a variety of stimuli, including
physical injury, infection, and allergic reactions, and
can have a range of effects on nearby cells and tis-
sues [13].

In summary, mast cells are a type of immune
cell that play a critical role in mediating allergic re-
actions and inflammation. They are derived from
hematopoietic stem cells and are characterized by
their numerous granules, which contain a variety of
bioactive molecules. The components of their secre-
tory granules include histamine, proteases, cyto-
kines, and chemokines, which are released in re-
sponse to a variety of stimuli and can have a range
of effects on nearby cells and tissues [14].

Plasma cells are specialized cells of the im-
mune system that are responsible for producing and
secreting large amounts of antibodies, also known as
immunoglobulins (Igs). These cells are derived from
activated B lymphocytes, which have been stimulat-
ed by an antigen.

The structure of plasma cells is characterized
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by their abundant cytoplasm and large, ovoid nuclei.
They are typically found in lymphoid tissues such as
the spleen and lymph nodes, but can also be found in
other tissues, particularly during an immune re-
sponse.

The primary function of plasma cells is to pro-
duce and secrete antibodies, which are specialized
proteins that recognize and neutralize specific anti-
gens. The process of antibody production is known
as the humoral immune response, and involves the
activation and proliferation of B cells, followed by
their differentiation into plasma cells [15].

During this process, B cells undergo a series of
changes in gene expression and cellular morphology,
ultimately resulting in the production and secretion
of large amounts of antibodies. These antibodies are
then released into the circulation, where they can
bind to and neutralize their target antigens, thereby
preventing or controlling infection.

Plasma cells are also capable of undergoing
somatic hypermutation, a process by which the ge-
netic sequence of the antibody molecule is modified
in order to increase its affinity for its target antigen.
This process allows the immune system to generate
highly specific and effective antibody responses to a
wide range of pathogens [16].

In summary, plasma cells are specialized cells
of the immune system that are responsible for pro-
ducing and secreting large amounts of antibodies in
response to an antigen. They are derived from acti-
vated B cells and are characterized by their abundant
cytoplasm and large nuclei. The primary function of
plasma cells is to produce and secrete antibodies,
which play a critical role in the humoral immune
response [17].

Connective tissue fibers

Connective tissue fibers are specialized protein
structures that provide strength, support, and flexi-
bility to the tissue. There are three main types of
connective tissue fibers: collagen fibers, elastic fi-
bers, and reticular fibers.

Collagen fibers are the most abundant type of
connective tissue fiber and provide tensile strength
to the tissue. They are made up of the protein colla-
gen and are highly resistant to stretching and tearing.
Collagen fibers can be arranged in parallel bundles
or in a mesh-like pattern, depending on the type of
tissue. In addition to providing strength, collagen
fibers also play a role in maintaining the structural
integrity of the tissue and in regulating cell behavior
through interactions with cell surface receptors.

Elastic fibers are composed of the protein
elastin and provide elasticity and recoil to the tissue.
They are found in tissues that require a high degree
of flexibility, such as the skin, lungs, and blood ves-
sels. Elastic fibers are able to stretch and recoil
without breaking, allowing the tissue to deform and
then return to its original shape. They are also able
to withstand repetitive stretching and compression,
making them well-suited for tissues that experience
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constant mechanical stress.

Reticular fibers are composed of a type of
collagen called type Il collagen and provide a sup-
portive network for cells in certain tissues, such as
the liver, spleen, and lymph nodes. They form a
mesh-like pattern that supports cells and other struc-
tures within the tissue. Reticular fibers are also in-
volved in cell signaling and can influence cell be-
havior through interactions with cell surface recep-
tors.

Each type of connective tissue fiber has unique
properties that contribute to the function and struc-
ture of the tissue. Collagen fibers provide tensile
strength and structural support, elastic fibers provide
elasticity and recoil, and reticular fibers form a sup-
portive network. The composition and arrangement
of these fibers vary depending on the type of tissue,
allowing each tissue to perform its unique physio-
logical function [18, 19].

Collagen fibers are a type of connective tissue
fiber that provide tensile strength to tissues. They are
composed of the protein collagen, which is secreted
by fibroblasts and other specialized cells.

The structure of collagen fibers is complex and
hierarchical. Collagen molecules are composed of
three polypeptide chains that are tightly coiled to-
gether in a triple helix. These molecules are then
cross-linked together to form collagen fibrils, which
are about 10-300 nm in diameter. The fibrils are then
organized into collagen fibers, which can be several
micrometers in diameter.

Collagen fibers have several general properties
that contribute to their function in tissues. They are
highly resistant to stretching and tearing, which
makes them well-suited for providing structural sup-
port to tissues. Collagen fibers are also able to with-
stand compressive forces, which helps to maintain
tissue shape and prevent deformation. In addition,
collagen fibers are relatively inert, meaning that they
do not trigger an immune response in the body.

There are many different types of collagen fi-
bers, each with a unique structure and function.
Some types of collagen fibers are found primarily in
skin and bone, while others are found in cartilage,
tendons, and other connective tissues. The properties
of collagen fibers vary depending on their composi-
tion and organization, which allows them to perform
a wide range of functions in the body [20].

Overall, collagen fibers are an essential com-
ponent of many tissues in the body and provide cru-
cial support and strength. Their unique structure and
properties make them well-suited for a wide range of
physiological functions.

Collagen fibers are synthesized and degraded
through a complex process involving multiple steps.
The following is a brief overview of the main steps
involved in collagen synthesis and degradation [21].

Collagen Synthesis:

1. Transcription: The first step in collagen
synthesis is the transcription of the genes that en-

code the collagen protein. These genes are found in
the cell nucleus and are transcribed into messenger
RNA (MRNA).

2. Translation: The mRNA is then transported
out of the nucleus into the cytoplasm, where it is
translated into collagen protein by ribosomes.

3. Post-translational ~ Modifications:  After
translation, the newly synthesized collagen protein
undergoes several post-translational modifications,
including the addition of hydroxyl and glycosylation
groups, which help to stabilize and modify the pro-
tein structure.

4. Assembly: Once the collagen proteins are
modified, they are assembled into triple helix mole-
cules and transported to the extracellular space. In
the extracellular space, the triple helix molecules are
organized into collagen fibrils, which are then as-
sembled into collagen fibers.

Collagen Degradation:

1. Proteolysis: Collagen fibers are degraded
by a family of enzymes called matrix metallopro-
teinases (MMPs) and other proteases. These en-
zymes break down the triple helix structure of colla-
gen fibers, allowing them to be broken down further.

2. Uptake: The degraded collagen fragments
are then taken up by macrophages and other phago-
cytic cells.

3. Recycling: The collagen fragments are then
recycled by the cell and used to synthesize new col-
lagen fibers.

Overall, the synthesis and degradation of col-
lagen fibers are complex processes involving multi-
ple steps and cellular components. These processes
are essential for maintaining the structural integrity
of tissues and for allowing tissues to adapt and re-
model in response to changes in the environment
[22].

Reticular fibers are composed of type Il col-
lagen, which is a thinner and more delicate form of
collagen compared to the type | collagen that forms
the bulk of collagen fibers in connective tissue. In
addition to type Il collagen, reticular fibers also
contain glycosaminoglycans, proteoglycans, and
glycoproteins. The glycosaminoglycans and proteo-
glycans in reticular fibers contribute to the formation
of a gel-like matrix that provides a supportive envi-
ronment for cells such as blood cells, lymphatic
cells, and adipocytes.

Reticular fibers are primarily found in reticular
connective tissue, which is a type of loose connec-
tive tissue found in various organs such as the liver,
spleen, lymph nodes, and bone marrow. In these
organs, reticular fibers form a delicate network that
provides structural support to the parenchymal cells
and allows for the exchange of materials between
the blood and the surrounding tissues [23].

Elastic fibers are a type of connective tissue
fiber that provide tissues and organs with elasticity
and resilience. They are composed of a central core
of elastin surrounded by microfibrils made of fi-
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brillin and other glycoproteins. The elastin core is
responsible for the elastic properties of the fibers,
while the microfibrils provide support and organiza-
tion to the fibers [24].

Elastic fibers are highly flexible and can be
stretched up to 150% of their original length without
breaking. They are found in tissues that require elas-
ticity, such as the skin, lungs, arteries, and liga-
ments. The elastic fibers in the skin, for example,
allow it to stretch and return to its original shape
after being stretched, while the elastic fibers in the
lungs allow for the expansion and contraction of the
lungs during breathing [25].

The synthesis and deposition of elastic fibers is
regulated by specialized cells called fibroblasts and
smooth muscle cells, which secrete the precursor
molecules that are later assembled into elastic fibers
by specialized cells called elastogenic cells [26].
Degradation of elastic fibers is primarily carried out
by matrix metalloproteinases and elastases, which
break down the elastin and microfibrils [27].

Overall, elastic fibers play an essential role in
providing tissues with elasticity and resilience, and
their proper synthesis and degradation are crucial for
maintaining tissue function.

Ground substance is a gel-like substance that
fills the space between the cells and fibers of con-
nective tissue [28]. It is composed of a mixture of
proteins and carbohydrates, including glycosamino-
glycans (GAGs) and proteoglycans (PGs).

GAGs are long, unbranched polysaccharides
composed of repeating disaccharide units [29]. The
disaccharide units are composed of an amino sugar
(either glucosamine or galactosamine) and a uronic
acid (either glucuronic acid or iduronic acid). GAGs
are negatively charged due to the presence of sulfate
and/or carboxyl groups on the uronic acid residues.
This negative charge allows GAGs to bind to posi-
tively charged molecules, such as ions or proteins.
The major GAGs found in ground substance are
hyaluronic acid, chondroitin sulfate, dermatan sul-
fate, keratan sulfate, and heparan sulfate.

PGs are complex molecules composed of a
core protein to which GAGs are covalently attached.
The GAG chains extend from the core protein like
the bristles of a brush. PGs are typically large mole-
cules that can occupy a large volume of space. They
are responsible for the compressive strength of carti-
lage and provide a hydrated gel-like matrix for cells
to reside in. The major PGs found in ground sub-
stance are aggrecan, versican, decorin, and syndecan
[30].

Overall, the composition of ground substance
provides a hydrated gel-like matrix that allows cells
to migrate through and provides compressive
strength to tissues.

Adipose tissue is a specialized connective tis-
sue that plays an important role in energy metabo-
lism and insulation. There are two main types of
adipose tissue: white adipose tissue (WAT) and
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brown adipose tissue (BAT).

White adipose tissue (WAT) is the most
common type of adipose tissue in the human body. It
is composed of adipocytes, which store triglycerides
and release them as free fatty acids when energy is
needed. WAT is located throughout the body, with
the largest depots in the subcutaneous tissue, ab-
dominal cavity, and around organs such as the kid-
neys and heart. WAT also secretes adipokines, such
as leptin and adiponectin, which regulate metabo-
lism and inflammation.

In contrast, brown adipose tissue (BAT) is
specialized for heat production and is more common
in newborns and hibernating animals. BAT contains
numerous mitochondria and is rich in uncoupling
protein 1 (UCP1), which allows for non-shivering
thermogenesis by dissipating the energy produced
by mitochondria as heat. BAT is located primarily in
the neck and upper back, but small amounts can also
be found in adults in the subcutaneous tissue and
around internal organs.

In terms of structure, WAT and BAT have dif-
ferent histological appearances. WAT adipocytes are
typically unilocular, with a single large lipid droplet,
while BAT adipocytes are multilocular, with multi-
ple smaller lipid droplets. Additionally, BAT con-
tains a higher density of blood vessels and sympa-
thetic nerves, which are important for regulating
thermogenesis [31, 32].

Overall, WAT and BAT have distinct func-
tions and distributions in the body, with WAT pri-
marily storing energy and secreting hormones, and
BAT specialized for heat production. However, re-
cent research has shown that both types of adipose
tissue can be metabolically active and may play a
role in the development of obesity, metabolic syn-
drome, and other metabolic disorders.

Reticular tissue is a specialized form of con-
nective tissue characterized by a fine meshwork of
reticular fibers and reticular cells. The reticular fi-
bers are composed of type 111 collagen and glycopro-
teins and are arranged in a branching network that
creates a supportive scaffold for the cells within the
tissue. The reticular cells are a type of fibroblast that
secrete the reticular fibers.

Reticular tissue is found in a variety of loca-
tions throughout the body, including the liver,
spleen, lymph nodes, bone marrow, and adipose
tissue. In the liver, it forms the framework for the
sinusoids, which are the specialized capillaries that
filter blood as it flows through the liver. In the
spleen, reticular tissue forms the framework for the
red pulp and helps to filter blood. In lymph nodes, it
supports the lymphatic parenchyma and helps to
filter lymph. In bone marrow, it provides support for
developing blood cells. In adipose tissue, reticular
cells are interspersed among adipocytes and contrib-
ute to the structure of the tissue [33, 34].

There is a type of connective tissue that is
called mucous connective tissue or Wharton's jelly,
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which is present in the umbilical cord of developing
fetuses.

Mucous connective tissue is characterized by
its loose structure, which consists of a gelatinous
ground substance called hyaluronic acid or muco-
polysaccharide. The ground substance is composed
of long chains of repeating disaccharide units, which
are bound together by non-sulfated glycosaminogly-
cans, such as hyaluronic acid. The ground substance
also contains collagen and elastic fibers that are ar-
ranged in a loose network.

Wharton's jelly is named after the English phy-
sician Thomas Wharton, who first described it in the
17th century. The structure of Wharton's jelly is
composed of a gelatinous matrix, which is rich in
mucopolysaccharides such as hyaluronic acid and
chondroitin sulfate. It also contains various types of
cells, including fibroblasts, macrophages, and undif-
ferentiated mesenchymal stem cells [35]. The undif-
ferentiated mesenchymal stem cells in Wharton's
jelly have been found to be a rich source of multipo-
tent stem cells, which have the potential to differen-
tiate into various cell types, including bone, carti-
lage, fat, and muscle [36].

The gelatinous nature of Wharton's jelly pro-
vides cushioning and support for the umbilical cord,
helping to protect the blood vessels and nerves that
pass through it. Additionally, the presence of mesen-
chymal stem cells in Wharton's jelly makes it a val-
uable source of stem cells for research and potential
therapeutic use [37].

Conclusion

Connective tissue is a fundamental type of tis-
sue in multicellular organisms, including humans. It
plays an essential role in providing structural sup-
port, binding and connecting tissues and organs, and
facilitating the transmission of nutrients, oxygen,
and waste products between cells and blood vessels.

One of the primary functions of connective tis-
sue is to provide mechanical support to other tissues
and organs in the body. This is achieved through the
production of extracellular matrix (ECM), which is
composed of fibers and ground substance. The fibers
in ECM, such as collagen, elastic, and reticular fi-
bers, provide tensile strength, elasticity, and re-

sistance to compression, respectively. The ground
substance, which is made up of glycosaminoglycans
(GAGSs) and proteoglycans, acts as a lubricant and
shock absorber.

Connective tissue also plays a critical role in
wound healing and tissue repair. During the inflam-
matory phase of wound healing, immune cells such
as macrophages and neutrophils are recruited to the
site of injury. These cells release growth factors that
stimulate fibroblasts, a type of connective tissue cell,
to migrate to the wound site and produce ECM. As
the ECM accumulates, it provides a scaffold for the
formation of new tissue, allowing the wound to heal.

Another essential function of connective tissue
is to transport substances between cells and blood
vessels. Blood vessels that run through connective
tissue bring oxygen and nutrients to cells and re-
move metabolic waste products such as carbon diox-
ide. Additionally, connective tissue cells such as
fibroblasts and macrophages produce cytokines and
chemokines, which regulate immune cell activity
and facilitate the movement of immune cells through
the tissue.

In summary, connective tissue is necessary for
the proper functioning of the body. It provides struc-
tural support, facilitates wound healing and tissue
repair, and allows for the transport of nutrients and
waste products between cells and blood vessels.

Prospects for further investigations

There are many exciting prospects for further
investigations that could lead to significant advances
in our understanding of the structure and function of
the body, as well as new therapies for connective
tissue disorders and injuries. There is still much to
be learned about the molecular mechanisms that
regulate connective tissue formation, maintenance,
and remodeling. Researchers can study the signaling
pathways, transcription factors, and epigenetic modi-
fications that control connective tissue development
and homeostasis.
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Yeprac O.A., Kob6e3za I1.A., Mapuenko /I.I'. OcHoBHi npuHIuNM 0y10BH Ta opraHizaunii cmoy4Hoi

TKAHUHH.

PE®EPAT. AkryanabHicTs. CriolydyHa TKaHWHA — 1€ PI3HOMAHITHHH 1 KHUTTEBO BAKIUBHUH KOMIOHEHT
OpraHi3My, SIKHM BHKOHY€ IIMPOKHH CIEKTp (QYHKIiH, HEOOXiMHUX [UIi NPaBWIBHHUX (i310MOTiYHHX i
MATOJIOTIYHMX TpolieciB. BiH Bifirpae BaxIuBY ponb y 3a0e3MedeHH] CTPYKTYypHOI HMiATPUMKH, 3B SI3yBaHHI Ta
3’€JHaHHI TKaHWH 1 OpraHiB, a TAaKOX IOJIETIICHHI Iepeiavi MOKUBHUX PEYOBHMH, KHUCHIO Ta MPOIYKTIB
KUTTEASUIBHOCTI MK KJIITHHAMH Ta KPOBOHOCHUMH CyAMHaMu. be3 crosrydHOl TKaHHMHM OpraHi3M He 3Mir Ou
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MiATpUMYyBaTH (GOpMy, IPOTHCTOSTH MEXaHIYHUM HaBaHTKCHHSM, 3aXWINATH BHYTpilIHI opranu. Ile BaxxmuBo
IUIsL PO3YMIHHS IIEBHHX CTaHIB 3I0pPOB’Sl Ta 3aXBOpPIOBaHb. bararo 3 HUX BpaXalOTb CIIONYYHY TKAaHHHY,
HaIPUKJIA] PEBMATOITHUI apTPHUT, CKIEPOJIEPMisl Ta CACTEMHHI Y€PBOHUN BOBYAK. SHAHHSI CTIOIYYHOI TKAHIHH
Ma€ BHpIMIaTbHE 3HAYCHHS I PO3pOOKH MEIUYHUX METOJIB JKyBaHHS Ta mpouexyp. Mera momisirae B ToMy,
mo6 3abe3rneunTy MOTINOJIeHe PO3yMIHHS I[BOTO TUIY TKAaHWHH Ta i1 QyHKUid B opraHi3mi. Llg crarTs moxe
OXOIDTIOBATH Pi3HI TEMH, TOB’S3aHi 31 CIIONYYHOIO TKAHWHOIO, BKIIOYAIOYH il CTPYKTYpY, THIOH Ta pOJi B
opraHiami. ¥ Hill TakoX pO3INISAAIOTHCS PI3HI THUNM KIITHH CHOJNY4YHOI TKaHWHH, Taki sk (ibpobiactu Ta
Makpodard, i Te, sK BOHH CIPHUSIIOTH MIATPUMIN Ta BiHOBICHHIO TKaHWH. Metoman. JlekiiiiHe HaBYaHHS,
HaBYaHHS 3a MIKPOCKOIIOM, KOMIT'IOTEpHE HaBYaHHsS, NpOOJeMHEe HaBYaHHS, TpyHoBe HaByaHHs. Jlis
e(peKTUBHOTO BHBYEHHS CKJIQJy Ta BIACTMBOCTEH CIIOJIYYHOI TKAaHMHH CTyJIEHTaM 1 BUKJIaJauaM 3HaJ00HThCS
JOCTYI 10 BHCOKOSIKICHMX IiIDYYHHUKIB 3 TICTOJIOTI], OHIalH-pecypciB, MIKPOCKOIB 1 ClIaiJiB TKaHHH.
PesyabTaTu Ta migcymok. OnHielo 3 OCHOBHHMX (PyHKHIH CIONYyYHOI TKaHMHU € 3a0e3MeYeHHs MeXaHIuHOi
MiATPUMKH HIIUX TKAaHUH 1 opraHiB Tina. Lle nocsraeThes MUITXOM MPOAYKYBaHHS MO3aKIITHHHOTO MaTPHUKCY,
SKAHA CKIIAAETHCS 3 BOJOKOH 1 OCHOBHOI peUOBHHH. BONOKHA B MaTpHKCi (KOJAreHOBI, €MACTHYHI Ta PETUKY-
JSIpHi) 3a0€3MeuyIoTh MIIHICTE HA PO3TAT, eMACTHUHICTH i CTIHKICTh IO CTHCKaHHS BimmosigHo. OCHOBHA pe-
YOBHHA, SIKa CKIJIQJAETHCS 3 TIIKO3aMiHOTIIIKAHIB i MPOTEOTIIKAHIB, i€ K MacTWio i amoptu3arop. CromydHa
TKaHMHA TaKOX BiJirpae BUPIIIANEHY POJIb y 3aTO€HHI paH i BIIHOBIECHHI TKaHWH. [HIIOI0 BaXXITUBOIO (PYHKITIEIO
CIIONIyYHOI TKaHWUHU € TPAHCIIOPTYBAaHHS PEYOBHH MDK KIITHHAMH Ta KPOBOHOCHUMH cyauHamu. Kpim Toro,
KJIITUHM CIIONYYHOI TKaHWHHM, Taki sk (iOpobnacti Ta Makpodaru, BUpOOJISIOTh IUTOKIHM Ta XEMOKIHH, SIKi
PEryNIOIOTh aKTUBHICTh IMYHHHX KIITHH 1 HOJNETIIYIOTH PYX IMYHOIIMTIB 4Yepe3 TKaHWHH. TakuM YHHOM,
CTOJIlyYyHa TKaHMHA HEOoOXiJHa Uil HOpMalbHOTO (YHKIIOHYBaHHs opraHizMy. BoHa 3a0e3neuye CTpyKTypHY
HIiATPUMKY, MTOJIETIIYE 3arOE€HHS PaH i BiJIHOBJICHHS TKAaHHH, a TAKOXK 3a0e31evye TpaHCIIOPTYBaHHS MeTa0OIIITiB
MK KJIITHHAMH Ta KDOBOHOCHHMHU CyJHHAMH.

Kurouosi ciioBa: cnonydHa TkanuHa, (iOpodiacT, TydHa KIITHHA, TUTa3MaTHIHA KITITHHA, Makpodar, Koja-
I'eH, KOJar¢HOBI BOJIOKHA, EJIACTHYHI BOJIOKHA, PETUKYJISPHI BOJIOKHA, OCHOBHA PSYOBHHA.
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JI0O BIIOMA ABTOPIB

3arajbHi BUMOTH

Hana indopmamis ckiianeHa Ha OCHOBI «Eau-
HUX BHUMOT J0 PYKOITHCIB, IO ITOJAIOTHCS B OioMme-
IOUYHI OKypHaIW», 3 SKAMH aBTOPH MOXYTh
03HANOMUTHCS JeTaJIbHIIIE Ha caiTi
http://www.ICMJE.org.

Kypuan «Morphologia» my0mikye ormsamosi i
npoOJIeMHI CTaTTi, JIeKii, OpUriHaJbHI CTATTi, KO-
POTKI TOBIJOMJICHHS, peleH3ii Ta BIATYKHM Ha
nyOmikanii, mociOHMKY i MoHOrpadii, Marepiany 3
METOJI0JI0Tii HAYKOBHX JIOCII/PKEHb, aHOHCH, HOBH-
HM, TIOBIJJOMJICHHS, NpE3EHTallii, a TaKkoX Ma-
Tepialli 3 XpOHIKH Ta icTopii B ramy3i MopdoJorii.

Penaxmist po3risimae marepianu myOmikamii 3
JOTPHMAaHHAM ABTOPCHKUX NpaB 1 STUYHHX HOPM
HaYKOBO{ myOmiKartii.

Penaxmis mpuiitMae mMatepiand, sSiKi HaTAIOTHCS
YKpaiHCBKO ab0 aHINTiHCEKO0 MOBAMH.

I[Ipy momaHHI pYKONWCY aBTOPH TOBHHHI
ypaxyBaTH Ta PO3KPUTH NOTCHIIWHI KOHQIIKTH
iHTEepeciB ab0 YITKO 3asABUTH MPO iX BiIACYTHICTH
(6impm meTanmpHY iH(OpPMAIiI0O MOXXKHA 3HAHTH B
posnim «D. Korduikrt iHTepeciBy «ECINHIX BUMOT
IO PYKOMHCIB, 1[0 MOMAIOTECSA B OiOMEIWYHI XKYp-
Hau»).

3a HasBHOCTI B pykomnwuci iHpopmarii, 1o
iIeHTU(IKYye 0CO0Yy YYACHUKIB JOCHIHKCHHS, CIiJ
HAJIaTH 1X MUCHMOBHH JI03B1J HA MyOJIiKaIlito.

Y pykomucax Mae OyTH YITKO MO3HaueHa
BIJIMIOBITHICTh TPUHIIMIIAM OIOCTUKH, IO BHKIIA-
nerni B Jlekmaparii XenbciHKi Ta 3akoHiI YKpaiHu
«IIpo 3axXHCT TBapHWH BiJ )KOPCTOKOI'O ITOBOJDKCH-
wa» (Ne 1759-VI Big 15.12.2009) a6o B aHa-
JIOTIYHUX JOKYMEHTaX HAI[IOHANBEHOTO PiBHS 1HIINX
JepIKaB.

TexHiuHi BUMOTH 10 pyKonmucy

OOcsar ornamoBoi, mpobaemMHOI crarTi abo
JICKI[iT MOBMHEH CTAaHOBUTH Bif 12 10 36 cTOpPiHOK
MAIIMHOIIUCY, OpHriHaJbHOI cTarTi Binm 8 mo 24
CTOPIHOK, BKIIOYAIOUM UTFOCTPATHBHUN MaTepial,
IHIIAX MaTepialiB 3a y3TOHKSHHSAM 3 PEHaKIIi€lo.

TekcT npykyerscs gepes 1,5 iHTepBanu, po3mip
mpudty 14, rapuitypa Times New Roman. Bixctyn
a63amy 10 mm. Beperu 3 ycix 60kiB mo 20 M.

Crarts moBWHHa OyTH BUKOHaHa y (opmarti
RTF abo «moxymenT Microsoft Word».

Cmpykmypa pykonucy:

YK

Hasga crarri (6e3 abpesiaTyp)
ArTop(1): iHiIianK, Npi3BUIIE
ORCID inentugikatopu aBTOpiB
E-mail BigmoBigamsHOTO aBTOpa

e OdimiitHa Ha3Ba YCTaHOBH, MICTO (I
KOXKHOTO aBTOpa)

e JlaHi mipo 3B'I30K IMyOIiKaIil 3 MITAHOBUMH
HAYKOBO-ZOCTITHUMHU poOoTaMu, (GoHIAMH, IHCTH-
TYLISIMH, TPaHTaMH (3a iX HasiBHOCTI)

e Pedepar ykpaiHCbKOIO Ta aHTITIHCHKOI MO-
BaMH.

e Texkcr crarTi

Pegpepam 00 cmammi
(npasuna oopmnenns)

Pedeparn ykpalHCBKOIO Ta aHTIIIHCHKOK MO-
BaMU MOTPiOHO HagaBatu obcsiroM Bix 1800 mo 2200
3HaKiB Ta CTPYKTYPYBAaTH 3a TaKUMH pPyOpUKaMu:
Ha3Ba CTaTTi, NPI3BHINA Ta iHII[lald aBTOpPIB, iX
Miciie pobotu, akrtyanmpHicTh (Background), mera
86

(Objective), wmeromu  (Methods), pesyabTatu
(Results), miacymox a6o BucHoBku (Conclusion),
kiro4oBi ciosa (Key words).

VY 3B's3ky 3 OOpOOKOK MeTaIaHHX KOXHOI
CTATTi XKypHaly HAayKOMETPUYHHMH 0azaMH 3Bep-
TAEMO yBary aBTOPiB Ha OCOOJHBY BaXKJIHBICTH pe-
TENFHOTO O(GOPMIICHHS HAa3B YCTAaHOB 1 MPi3BUII
aBTOPIB, TaK K BiJ IBOTO 3aJISKUTHh YCHIIIHICTH IX
imeHTUdiKaIil Ta pO3paxyHKYy HAyYKOMETPHYHIX
NOKa3HHKIB.

VY TekcTi OpHUTiHANBHOI CTAaTTI BapTo IOICP-
JKYBaTHUCh MOCIIJJOBHOCTI 000B’SI3KOBUX CKJIJIOBHX:

o Beryn
Merta
Martepianu ta MeToan
PesynbraTi Ta iX 00roBOpEeHHs
[Mizcymoxk (ab0 BUCHOBKH)

[TepcnekTHBU MOAATBIINX PO3POOOK

o JliteparypHi mkepena (muB. JJomaTok)

VY TekcTi cTaTTi Bl (i3UYHI BENWYHHU Ta OJU-
HUIN CJIi HaBOAWTH 3a SI, TepMiHHM 3TigHO 3 aHa-
TOMIYHOIO Ta TICTOJIOTIYHOIO HOMEHKJIATypaMmH,
Ha3BM XBOpPOO 3a Ji04or0 MIiKHapOJHOKW Kiia-
cudikaiiero xXBOpoO, JIKAPChKI mpemapaTd 3a
MiXHapOAHUMU HenaTeHTOBaHUMU HazBamu (INN).

Bci cxopoueHHS mpH iX MepmIioMy 3ragyBaHHI
MOBUHHI OyTH posmm¢posani. Bukopucranus cko-
pOYCHB y Ha3Bi cTaTTi Ta pedepari He T03BOIIETHCS.

[MocunanHs Ha mepIopKepena B TEKCTI CTaTTi
Tpeba 3/AIHCHIOBATH HaBEAEHHAM Y KBaJpaTHUX
Jy’KKax TIOpsIKOBOIO HOMEpA y CIHCKY JIiTeparyp-
HUX JoKepes. MOXIMBE TakoX IIOCHIAHHS Y BH-
msni: «...Ha qyMmky LI IBaHoBa Ta cmiBaBTOpiB [§],
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R.T. Smith 3 womeramu [12]..». IlocumanHs Ha
KUTbKa TIEPIIOKEPET ¥ TEKCTI CTATTi PO3MIISIOTHCS
TaKuM YUHOM: «...[2, 4, 6-8]».

CraTrTs MOXe MICTHTH Hdiarpamu, Tpadiku Ta
TabIuIi, mo MOOyZOBaHI BHYTPIIIHIMH 3aco0amu
pemakropa MS Word. [{ns mo3Ha4YeHHS HPUMITOK
PEKOMEH/IOBAHO BHKOPUCTOBYBaTH HACTYITHI eJle-
MEHTH Y BiINOBIiAHIN mocmigoBrocti: *, T, 1, §, |, 9,
** 7%, 1. doroimroctpanii momarThCS B elek-
TPOHHOMY BapiaHTi okpeMumHu ¢aiinamu y popmari
JPEG ab6o TIFF; po3ninbHa 3MaTHICTh Ma€ CKIaIaTh
He MeHIne HiK 150 To4ok Ha ioiiM. Y TeKcTi cTaTTi
PUCYHKH TOTPiOHO PO3TAIIOBYBATH IICIS IMEPIIOTO
NOCHJIAHHS Ha HUX, MIAMUCH 10 PUCYHKIB HABOJHUTH
MOBOIO OpHTiHAy CTAaTTi i 00OB’S3KOBO aHTIIICH-
KOIO.

Pykormc moBmHEH OyTH peTeNbHO Biapenaro-
BaHUH aBTOpaMu. Bcei craTTi miansaraioTs mporenypi
peLeH3yBaHHSI.

Jnst mepBUHHOI €KCIIEpPTU3M PYKONHUC 1 Bijio-
MOCTI IpO aBTOpIB (YCTaHOBH, [OCAIH, HAYKOBI CTY-
TMIeHI Ta BYEHI 3BaHHs aBTOPIB) MOTPIOHO HaACWIIATH
3a agpecoro: morphology@dsma.dp.ua.

VY pa3i DpUHAHATTA CTAaTTI HA IO X ajapecy
HAJICUIIA€TBCSl  BiJICKAHOBAaHA KOMisl «ABTOPCHKOL
3roM» 3 MANMCOM BiIIIOBiTAIFHOTO aBTOPA.

Honarok
JlirepaTypHi aaxepena
(mpaBuJIa i NPUKJIAIH 0()OPMJICHHS CITHCKY)

Bci mitepaTypHi HOCHIaHHS, SKi HaBEACHI B
po0boTi, 000B’SI3KOBO OBHHHI OyTH TpeACTaBJICHI B
CIIUCKY MEepIIOKEpeN y MOPSAAKY BHKOPHUCTaHHS
(mocunanp) y Tekcti. CKOpodeHHS Ha3B JKypHaliB
HaBOJIThCA 3TimHO 31 cramapramu Index Medicus
(http://www.wsulibs.wsu.edu/general/journal_abbre
viations.html). 3a gocToBipHICTH HaHHMX, HABEIEHUX
y 6i0iorpagiuHOMY CIIUCKY, BiJIIOBIa€ aBTOP.

Koxxne Bukopuctane Oibmiorpadidne mxepeno
Mae OyTH THO3Ha4YeHe y TeKCTi cTarTi (Y KBaJpaTHUX
nyxkax). [locmmaHHs Ha HeomyOIikoBaHI po0OoTH
abo Marepiani Ha TpaBax PYKOMHUCY (IUCepTarii,
aBTOpedepaTn) He TOMYyCKAIOThC.

KoxxHe mkepeno y comcKy HEOOXiTHO
odopmIroBaTH y (POpMaTi MiXKHAPOIHOTO CTAHAAPTY
Vancouver reference style (NLM/PubMed). ¥V pasi
HassBHOCTI B Mepexi [HTepHeT eleKTPOHHOI Korii
LIUTOBAHOT'O JIOKYMEHTa OakaHo B KiHI
6i6miorpagiuHoro mocuiaHHs po3minryBatd URL
aJpecy IOKYMEHTa; 3a HAsBHOCTI CIiJI TaKOX
BkaszyBaru DOI abo PMID crarri. [Ipu odopmienni
MOCWJIaHb Ha TEpiOAWYHI BHUIAHHS, IO MAalOTh
KiJTbKa BapiaHTiB Ha3BH, CIiJ BiJJIaBaTH IepeBary
AHIIIIHCHKIMN.

Kopomxa incmpyxyis no ogopmnennio muno-
8UX IMEPAMYPHUX NOCUNLAHb 8IONOBIOHO 00 MIJICHA-
poonux  eumoz  Vancouver reference  style

(NLM/PubMed).

OdopmiteHHs TOCHIIaHHS Ha CTATTIO,
OMyOJIIKOBaHY B TIEPiOAMYHOMY BUIAHHI:

Asmopn Hassa nybrmxayy

Voloshyn MA, Talanova OS. |[The features of
distribution ¢-SMA in spleen structures in health and
after intrauterine action of antigen]. Morphologia.

2(‘)13;7(2):37-‘40. Ukl:ainian. o |

Bl Tacinawa ~Moaa
BUOAHHA nybaixayit

Tom i koMEp

HeoOximHo BKa3zyBaTu BCiX aBTOPIB, BiJOKpEM-
JFOBaTH iX OXWH BiJ OJHOTO KOMOIO i TPOOiIOM.
IHimiam BKa3ylOThCS TICIA Mpi3BUINA, 3HAKAMHU
MMyHKTYyamii He po3aimttoTecs. [1oBHI iMeHa aBTOpiB
He HaBoIsThCA. [licis mepeniky aBTOpIB CTaBUTHCS
Kparnka i mpoOin. HasBa myOuikamii HaBOAWTHCS
AHIJIICHKOI0 MOBOIO y KBaJpaTHHUX Iyxkax. [licms
Ha3BH CTATTI CTABUThCA Kparka i mpooin. s crarti
AHIJIIICBKOI0 MOBOIO Ha3Ba BKa3yeThCs 0e3 KBaj-
patHHX IyXOK. Ha3Ba mepiomuyHOro BHAAHHS
HaBOAMTHCS AHTIIICHKOI0 MOBOIO abo0 TpaHCIiTe-
pati€o Ha3BH CHMBOJAMH JIATHHCHKOTO andasirty.
JoryckaeTbcsi HABOJUTH 3apEECTPOBAaHE CKOPOUYCH-
Hs Ha3BM nepioguyHoro BunanHs. Ilicns Ha3BU BH-
JAHHSA CTaBUTHCS Kpamka i mpooin. [adopmaris mpo
BUJIAHHS: PIK BUAAHHS BITOKPEMIIIOETHCS KPAIKOIO 3
KOMOIO, TIOTIM HAaBOJAUTHCS HOMEP TOMY, B KPYIJIUX
JY’)KKax BKa3yeTbCs HOMEp JKypHaly, Hicis JABO-
Kpallkl TMPHUBOIUTHCS Jlialma3oH CTOpiHOK. Jms
CTaTTi, 10 OMyOJIIKOBaHa HE aHTJIIHChKOI0 MOBOIO, B
KiHIII c)OpPMOBAHOTO TOCHIaHHS BKa3ye€ThCS MOBA
opurinaiy. JlomaTtkoBa iHpoOpMaIlis PO CTATTIO HO-
mepu DOI PubMed ID Ta iH.

OdopMiIeHHS NOCHIIaHHS HA KHUTY:

’ﬂ_ﬁ,-%;«?mcp-'\t‘ FPedaxmop
Lutsik AD, Detyuk YeS, Luisik MD, authors; Panasyuk YeN,
editor: Lektiny v gistokhimii [Lectins in histochemistry]. Lviv:
Vyscha shkola; 1989, 144 p. Russian, — > fassa « |

(NP AHCTRIN, .

i ol

nepexrad Micye
SUOaHHE

i
4L

‘ Fansxicnie
f"!lL‘(.‘é‘({ﬂﬂ?]fCr l"'l\" CMOBIHOK

Moea sudanxs
BUOGHAS Aoea suORHAS

Heo0OxigHO BKa3yBaTd BCiX aBTOPIB, BiJOKpEM-
JIOBAaTH iX OAWH BiJ OJHOTO KOMOKO 1 MpOOiIoM.
IHimianu BKa3yrOTHCS TMiCHs TPi3BUINA, 3HAKAMH
MyHKTyamii He po3AimsatoTecs. I1oBHI iMeHa aBTOpiB
HE HaBOAATHCS. ABTOPH IEPILIOrO i APYroro Hopsiji-
KiB PO3IUIMIOTECS KPANKOK 3 KOMOIO 1 MpoOiimoMm.
ABTOpHU JIpyroro MopsiiKy peJakTopH, mnepekianaui.
[Ticns mepeniky aBTOpiB CTAaBUTHCS Kpamka i mpooit.
Ha3Ba KHHTM: HAaBOIUTHCS TpaHCIHITEpalis Ha3BU
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KHHTH 1/a00 Tiepexyiaj Ha3BH KHHWTH aHTJIHCHKOIO
MOBOIO B KBaJ[paTHHUX Iy’KKax. SIKII0O KHWTa BHIaHA
aHTJIIACHKOI0 MOBOIO, Ha3Ba ii B KBaApaTHI AYXKKH
He Oepetbest. Ilicns Ha3BM KHUTH CTaBHUTHCS Kparka
i mpo6in. Homep Bumanns (y gopmari 1st, 2nd, 3rd,
4th Tomo), momaTkoBa iH(pOpPMAIlS PO BHUIAHHS:
BUIIpaBiieHe (rev.), nonoBHeHe (enl.), crepeoTumHe
(repr.) Ta iHII. 3BEpHITH yBary nepuie BUIaHHs BKa-
3YEThCSI TUIBKA B TOMY BUMAJKY, SIKIIO JOCTOBIPHO
BIZIOMO Mpo mojaiblli nepeBunanHs i Bu nuryere
caMe mepuie BuaaHHsA. Miclie BUIAHHS BKa3yeThbCs
MICTO, B KPYIJIMX JAyKKax 3a HEOOXiJHOCTI BKa-
3yeThes KpaiHa. [licns 3a3HaueHHs Mics myOmikamii
CTaBUTHCS JBOKpANKa i mpobis. BumaBHUIITBO HaBO-
IUTBCS TPAaHCITITEpOBaHE JIATHHHUICID abo oro
aHDIilicbka HasBa. Ilicisd BHIABHUIITBA CTABUTHCS
Kpamka 3 KoMoro i mpoOin. Pik BumamssA, micns
BKa3iBKM HOTO CTaBHTHCSA Kpamka i mpoOim. Obesar
KHUTY B CTOpiHKax (Hampukian, 568 p.), micis 3a-
3HA4YeHHsS HOro CTaBUTHCSA Kpamka 1 npoOin. s
KHUTH, 110 OMy0OJiKOBaHa HE aHIIIHCHKOI MOBOIO, B
KIiHIII TIOCUJIAHHSI BKa3YEThCS MOBA OPUTIHAIY.

OdopmiteHHsI TOCHIIaHHSI HA MaTepiaiy KoHpe-
peHii:

Hazea
137, ol
A ]‘ﬂ[‘ — wa),mw

Bakeyeva LYe, Saprunova \'B. Pilipenko DL [lﬂmmm of
mitochondria in endogenous oxidative stress, mitochondrial
antioxidant protective effect SkQ1]. In: [Proceedings of the IV
Congress of the Russian Society of Biochemistry and Molecular
Biology; 2008 May 11 15;\ Novop_ibink, Russia]. Nauka;
2008. p. 329. Rmm \

pm IEPIALE, CaNia na  BuoasHupmen
\ np wx“vw:i L &lz‘nm
Pix Lr‘.mm;n 1,{15,4

BUOAHHA BUOARHA

Heo0OxigHO BKa3yBaTH BCiX aBTOPIB, BiIOKpEM-
JIOBaTH iX OJWH BiJ OJHOTO KOMOIO 1 MPOOLIOM.
[Himiamm BKa3yIOThCS TICNA Mpi3BUINA, 3HAKAMU
MyHKTYyalii He po3AutoTecs. [IoBHI iMeHa aBTOpIB
He HaBOJAThCA. [licis meperniky aBTOPIB CTaBUTHCS
Kpanka i1 mpo6in. Hasea myOmikaiii HaBOJUTHCS
aHIJIIHCHKOI0 MOBOIO Yy KBaJpaTHHUX Iyxkax. [licms
Ha3BHM CTaTTi CTABUThCS Kparka i npoOur. s ma-
TepialliB aHITIHCHKOI0 MOBOIO Ha3Ba BKa3yeThCsl 0e3
KBajpaTHUX nyxok. CriomyuHa ¢pasza «In:». Hazpa
30ipHHMKa MaTepianiB KOH(EpPEeHIll, a TaKoX Ha3Ba
KOH(epeHIii HaBOAATHCS AHTIIHCEKOI0 MOBOIO Y
KBaJpaTHUX OyXkax. Jlis marepiani, mo BUIaBa-
JIMCh aHIIHCHKOI MOBOIO, IY)KKH HE CTaBISTBHCA.

ITicns Ha3BM CTaBUTHCS Kpamka i mpoOin. Crmig 3a-
3HAYUTH MaKCUMAJIbHO IOBHI BiZOMOCTI MPO KOH-
(bepeHIiro JaTh MPOBEACHHS, MicIle NMPOBEICHHS Ta
iH. BumaBHMUTBO 3a3HayacThCs MICTO BHIOAHHA 1
Ha3Ba BUAABHHUITBA TPAHCIITEPALI€0 JATHHHUIICIO
abo aHrmifchKo0 Ha3Bolo. Ilicis 3a3HaueHHS BH-
JABHUIITBA CTABUTHCS Kparka 3 KOMOIo 1 mpobii. Pik
BUJIAHHS, MICJs HBOI'O CTABUTHCS Kpamka i MmpoOil.
Jiama3oH CTOPIHOK, MICJI HhOTO CTABUTHCS Kparka i
npobun.  [lns marepianiB, 1mo omyOnikoBaHi He
AHITIHCHKOI0 MOBOIO, B KiHIII ¢c()OPMOBAHOTO MOCH-
JIAHHS BKa3YEThCSA MOBa OPHTIHAIY.

OdopmiteHHS TTOCUIIAHHS HA IATEHT:

‘m HAXIORUKIL Ipaa: 08RACHUK

Zhuravehak AZ, Fawchnikm SP l)iachl\ MD, Invemon . State
scientific institution "Scientific and practical center of preventive
and clinical medicine" The State Administration, assignee.
Method for eamplmg specimen from prostate. Ula:um:mpalent
UA 74938.2012 Nov 12.\lnl. CL. AG1B 17/00. Ukralnlan. i

\ dampmiaity
[ WECMT e io00
HHGXD V nybrxmpy T

Heo0OxigHo BKa3zyBaTd BCiX aBTOPIB, BiJOKpEM-
JFOBaTH iX ONWH BiJ OJHOTO KOMOIO i TPOOiloM.
[Himianm BKa3yIOThCS TICII TpPi3BUIIA, 3HAKAMHU
NYHKTYyauii He po3zinsitoThesi. [IoBHI iMeHa aBTOpIB
He HaBOJATHCs. [licis meperniky aBTOpIB CTaBUTHCS
KoMa i 3asHagaeThes inventor aGo inventors, cra-
BUTBHCSI Kparka 3 Komoto i npo6Oin. [IpaBoBmacHuk
BKa3yeThcsl iM's (IpaBWjIa aHAJOTIUHI TaKUM JUIs
BUHAXiJHHUKIB) a00 Ha3Ba opradizauii, MoTiM micJs
KOMH BKa3yeThCs asSigNee, moTiM CTaBUTHCS Kparka
TouKa i mpoOin. HaBomuThcs Ha3Ba BUHAXOMY, MICII
HBOTO CTaBUTBhCA Kpamka i mpoOin. Bkasyerbcs
KpaiHa peecTpauii, a TaKOXX THI NOKYMEHTy (ma-
TEHT), KOJI KpaiHU i HOMep mareHTy. Bci ememenTn
PO3AINAIOTECS TPOOLTaAMHU, HANPUKIHII CTABUTHCS
Kpanka i mpoOin. Bkasyerbes mata myOutikaiiii iH-
¢dopmanii nmpo BUmauy NATEHTy, MOTIM Kparmka 3
npo6inom. Inaekc (iHgexcn) MiXKHapOIHOI MATEHT-
HO1 Knacudikamii HaBogsTees micas Int. Cl., Skmmo
X OlbIIe OJJHOTO PO3IUISIOTHCS KPAIKOIO 3 KOMOIO.
[Ticns 3a3HaYeHHS BCiX 1HACKCIB CTaBUTHCS Kparka i
mpo6in. I MaTepianiB, BUIAHUX HE aHTIIHCHKOIO
MOBOIO, B KiHII C(OPMOBAHOTO TIOCHJIAHHS BKa-
3Y€THCSl MOBA OpPHTiHAIY.
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AUTHOR GUIDELINES

General requirements

This information is based upon the "Uniform
Requirements for Manuscripts submitted to Biomed-
ical Journals" which authors can find online
www.ICMJE.org.

Journal «Morphologia» publishes reviews and
topical articles, lectures, original papers, case re-
ports, review and comments on publications, manu-
als and monographs, materials in research method-
ology, announcements, news, reports, presentations,
and materials on the history and chronicles in mor-
phology.

Editorial office examines materials of publica-
tions in compliance with copyright and ethical
norms. Editorial Board accepts the materials written
in English and Ukrainian languages.

When submitting a manuscript, authors should

consider and disclose potential conflicts of interest
or clearly state their absence (more information can
be found in section «D. Conflicts of Interest» of the
"Uniform Requirements for Manuscripts submitted
to Biomedical Journals™).

In the case when submitted manuscript contains
personally identifiable information of study partici-
pants authors should provide their written permis-
sion to publish such materials.

In the manuscripts should be clearly indicated
compliance with the principles of bioethics set in the
Declaration of Helsinki and in the Law of Ukraine
"About protection of animals from violent behavior”
(Ne 1759 -VI 15 Dec 2009) or equivalent documents
of the national level of other countries.

Technical requirements for the manuscripts

Size of Review, critical articles or lectures
should be from 12 up to 36 typewritten pages, origi-
nal articles from 8 up to 24 pages, including illustra-
tions, other publications on consideration with the
editorial office.

The text is printed with 1.5 line spacing, font
size 14, Times New Roman. Paragraph indent 10
mm, all margins 20 mm.

Article must be done in RTF or «document Mi-
crosoft Word».

The structure of the manuscript:

«UDC

« Title of the article (no abbreviations)

* Author (s): initials, surname

* ORCID identifier of every author

« e-mail of the responsible author

» The official name of the institution (affilia-
tion), the city

e Data about communication of publication
with the planned research project, foundation source,
institutions, grants (if available)

* Summary in English language

* Text of the article

Abstract of the article

(Design rules)

Extended abstract (from 1800 up to 2200 sym-
bols) in English should be submitted with next man-
datory elements: title of the article, Family name and
first names of all authors, their affiliations, the actu-
ality of research (Background), purpose (Objective),
methods (Methods), results (Results), conclusions
(Conclusion), keywords (Key words).

Because of the processing of the metadata of
each article by scientometric databases authors

should pay especial attention to the particular im-
portance of careful designation of names of institu-
tions and authors, as it affects the success of their
identification and calculation by scientometric indi-
cators.

In the text of the original article authors should
follow the sequence of mandatory components:

0 Background

0 Purpose

0 Materials and Methods

0 Results and discussion

0 The conclusion (or conclusions)

o Prospects for further investigations

o References (see Appendix)

In the text of the article all the physical units
should be given in system Sl, terms according to the
anatomical and histological nomenclature, names of
diseases according to the current International Clas-
sification of Diseases, drugs at the International
Nonproprietary Name (INN).

All abbreviations at their first mention must be
decrypted. Use of abbreviations in the title and ab-
stract is not allowed.

A citation of the original documents in the text
of the manuscript should be implemented in square
parentheses indicating the sequence number in the
list of references. Acceptable also to cite as: accord-
ing to I.1.lvanova et al. [8], RT Smith and colleagues
[12]. Citations of several primary sources in the text
should be separated as follows: [2, 4, 6-8]".

Article may contain diagrams, graphs and ta-
bles constructed by internal means of MS Word. To
denote footnotes, it is recommended to use the ele-
ments in the following order: *, 1, §, §, ||, Y, **, 1,
11. Photoillustrations are submitted electronically as
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separate files in JPEG or TIFF with minimal resolu-
tion 150 dpi. The text of the article should include
drawings after the first reference to them, figure cap-
tions need to be done in the original language and in
English mandatory.

The manuscript should be carefully edited by
the authors. All articles are subjected to peer review
procedure.

For primary expertise manuscript and infor-
mation about the author (affiliation, position, scien-
tific degrees and academic titles of authors) should
be sent to e -mail at: morphology@dsma.dp.ua. In
case of article acceptance a scanned copy of the
"Copyright Agreement" with the signature of the
responsible author is sent to editorial office.

Appendix
References
(Rules and examples of the list)

All references cited in the paper must be ar-
ranged in a list in order of their first mentioning in
the text. Abbreviations of journal titles are provided
in accordance with the standards of Index Medicus.
The author is responsible for the accuracy of the data
provided in the bibliography.

Each used bibliographic source must be desig-
nated in the text (in square parentheses). References
to unpublished work or materials as a manuscript
(dissertations, reports) are not allowed.

Each source in the list should be composed an
international standard format Vancouver reference
style (NLM/PubMed). In case of presence of the
electronic copy of the cited document in the Internet,
it is desirable to place the URL of the document at
the end of the reference, also indicate the DOI and
PMID of the article if it is available. When citing
periodicals, with more than one title, preference
should be given to English one.

Quick start guide on the arrangement of stand-
ard references in accordance with international re-
quirements of Vancouver reference style.

Reference to an article published in a periodi-

cal:

Authors Article title

Voloshfﬁfl\iA, Talanova OS. [The features of
distribution a-SMA in spleen structures in health and
after intrauterine action of antigen]. Morphologia.
20}3;7(2):37—30. Ukrainian.

Jowrnal title

All authors should be indicated, separate them
with a comma and a space. Initials are placed after
the surnames, they are not separated by punctuation.
Full names of the authors are not given. After the list
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of authors put a dot and a space. Article title written
in English is given in square parentheses. After the
title of the article put a dot and a space. For publica-
tions originally written in English title is not placed
in square parentheses. Indicate journal title in Eng-
lish or by transliteration with symbols of the latin
alphabet. It is possible to use the registered abbrevia-
tion of the periodical title. The title of the journal is
preceded by a point and a space. Publication Infor-
mation: year of publication separated by a semico-
lon, and then the volume number, the number of
issue, placed in parentheses and after them put the
colon and pagination. Additional information about
the article DOI, PubMed ID, and so on could be
added at the end.

Reference to a book:

~hmmr: U, itor

]_mmk AD Deuuk YeS, Lutstk MD, authors; Pan:m’uk YeN,
editor: Lektiny v gistokhimii [Lectins in_histochemistry]. Lviv:
Vyscha shikola; 1989. 144 p. Russian. -

Number
Publisher Q‘Jk of ©f pages -
cati

o
on

age f
b u;gm atic fi

All authors should be indicated, separate them
with a comma and a space. Initials are placed after
the surnames, they are not separated by punctuation.
Full names of the authors are not given. The authors
of the first ans second range are separated by semi-
colon. The authors of the second range editors,
translators. After the list of authors put a dot and a
space. Book title: original name in English or trans-
literation/translation with the symbols of latin alpha-
bet in square parentheses. After book title there is a
dot and a space. Number of issue (in format 1%, 2",
34, 4™ additional information about issue reviewed
(rev.), enlarged (enl.), representational (repr.) etc.
The first edition is mentioned only in case of assured
existence of more than one editions of this book.
Place of publication specify the city and if it is im-
portant country in parentheses. After specifying the
place of publication there is a colon and a space.
Publisher indicated in Latin transliteration or in its
English name. After publisher there is a semicolon
and a space. Year of publication, after pointing it put
a dot and a space.

Reference to a conference materials:

itle 7!
L !“‘

Bakeyeva LYe, Sapnnwva \'B. Pillpenko DL [Iﬂu'mucmm of
mitochondria in endogenous oxidative stress, mitochondrial
antioxidant protective effect SkQ1). In: [Proceedings of the IV
Congress of the Russian Soaet\ of Biochemistry and Molecular
Biology; 2008 May 11- 153" \Nowslbhsi\, RIMI Nauka;

rn'n s of Pag per.

2008. p.329 Rumnn. “__ ~
N e
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All authors should be indicated, separate them
with a comma and a space. Initials are placed after
the surnames, they are not separated by punctuation.
Full names of the authors are not given. After the list
of authors put a dot and a space. Publication title
written in English is given in square parentheses. For
publications originally written in English title is not
placed in square parentheses. After the title of the
publication put a dot and a space. Connecting phrase
«In:». Name of the conference written in English in
square parentheses. For the conferences originally
named in English the name is not placed in square
parentheses. After the title, put a dot and a space.
The most comprehensive data about the conference
should be indicated dates, place and so on. Publisher
the city of the publication and publisher name trans-
literated with Latin alphabet or English name. After
specifying a publisher put a semicolon and a space.
Year of publication with a dot and a space. For ma-
terials published not in English, at the end of the
reference indicate the original language.

Reference to a patent:

Inventors Assignee
Zhuravchak AZ, Pasechnikov SP, Diachuk MD, inventors; State
scientific institution "Scientific and practical center of preventive
and clinical medicine” The State Administration, assignee.

Method for sampling specimen from prostate. Ukrainianpatent

UA 74938. 2012 Nov 12, Int. CL. A61B 17/00. Ukrainian. ‘ dom;géenf
Fatent

Country code, Date lé"SlIEd Interngtional Ccmfgy

atent s : Language o
patent number Title Clas%giggnon pub%zmgha nf

All authors should be indicated, separate them
with a comma and a space. Initials are placed after
the surnames, they are not separated by punctuation.
Full names of the authors are not given. After list of
authors (inventors) put the coma and word ‘inventor’
or ‘inventors’, then the semicolon and space. As-
signee put the name of person (the same rules as for
the inventor) or the name of organization, then put
coma and the word ‘assignee’, than dot and space.
The title of the invention; put a dot and a space after
it. Index(es) of the International Patent Classification
given after Int. Cl., If more than one separated by a
semicolon. After specifying all the indices put a dot
and a space. For materials not published in English
at the end of the reference indicates the original lan-
guage.
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Editorial office of the journal «Morphologia».
Tel.: +380974584284.
E-mail: morphology.ivt@gmail.com

91

MORPHOLOGIA ¢ 2023 ¢ Tom 17 ¢ Ne 1


mailto:morphology.ivt@gmail.com

¢ WA

. ' F
A A A S e wiivge | Wed .\30))#) wgalnte Faeref Ml ‘ nn’M muu-rﬂun"‘ 01"“&""3‘"
B 3/ :
n ‘ ‘And A D ay ey L JAL S T e ST A iiv: een I AN TIALA ('.‘"'3"“'1;'-““
‘ I : i :

- . ‘ 2% ',“ 1-
Ayt ARG fere 5 Mangzin a2 ) vi.yl Ayt | faian il A} { Do Awmmj:a

< |
- {7 \ I e . ” ot AN,
AVA T et Oreny .; A Al alincelin v arA 3 n’*’” ’“*" ' Vimeotam "‘(""
A Ll e W U NPt "-" S NSl ok 35 1B \rll\l, | a"‘“l"‘f ‘" "' = B mr" l*l‘(‘ - O B ?""\'
“’oﬁ"*”)""b"' Hoter- 1)‘.'.-'() ) - ) '/P R e "f""”""! e N‘”“" .WJ*}M.‘WWL"'
Y ,‘,p o,,&}')‘(ﬂb‘, .\", oM -{’ 8+ ‘“"N\ L QR‘H' SN ﬁlrl!f’ht‘ 2 'YH‘O“" iﬁm.} M’M&W“ﬂ\-‘
,"o’,r'.-r » b ) B _1‘.,..‘- N )"'(,';)'!L ‘Ihl[‘\r.y'-";navoil Ar{ ’t":n(dh‘(&'l""’ "U'C"ON/‘
P a
\
.
.



