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KHUPHUI (IokTOp/IMK AUCCEPTALMACH AHHOTALMACH)

Juccepranust MaB3yCHHHMHI 10/13ap0/uru Ba 3apypatu. JKaxoH COFIMKHU
cakjall TalIKWJIOTH XamJa XajaKapo TUCTOJOTMK TacHU( MabiyMoOTiapura Kypa
OypyH-xasikym anruopudpomacu (bXA) KoH ToMUp TabuaTiu Me3eHXUMall Yycma
0ynub, Oom Ba OVitMH coxacu xaBdcuz ycmanapu opacuaa 0,05 dousnu, OypyH-
XaJIKyM XaB(cu3 ycManapu mumja sca 50 ¢ousHu tamkun Kuinaau . by kacamiuk
acocan ycMmup émmgard yrun Gonanapna yupaiinm (18:1 mmcGarraua)’. Xosupru
KyHJa OTOPUHOJIAPUHTONIOTHK Oemopmap opacuga bBXA Owunan KacajuiaHUII
kypcarkuun 1:5,000-1:60,000 HuCOAaTHU TAIIKWII KUJIAIU XaMaa oxupru 15 iunna Oy
kypcarrua 3,3 ¢ousra ommO, acocan, 4 €mman 10 €mrava Oynran Oonamapaa
HUCOATAH KYII yIpaIln Ky3aTHIran .

Tabkuanam kepakku, bBXAHu onepanusanan kevinn 10 gousnan 50 ¢ousraua
KalTaJaHMIIU, acOCaH, YCMUP VFUI OOJaJapHUHT HOTUPOH OYiIMO KOJMILIHU, XaTTO
0ab3aH KacaJUIMKHU YJIMM OWJIaH TyramMHM XucoOra oyiagural OyJicak, MasKyp
MacanaHUHT THOOUETIA MyXHM aXaMHUAT Kach 3TaéTraHu KypUHAIM .

MamnakaTuMu3aa COFJIMKHM CakjIalll COXaCMHM TaKOMMJUIAILITUPUII Oopacuna
amMajra OIMPWIAETIaH KEHI KyJaMJId UCJIOXOTJIap  caMapacujaa  axoJiu
CAJIOMATJIMTMHY MYyCTaxKamJjall Ba TyFMa MATOJOTUSAJAPHUHT OJIIMHU OJIMIL, OOILKA
THOOMET COXacu XacTAJIMKJIApU KaTOpU OTOPUHOJAPUHIOJIOTUK Ba OHKOJIOTHK
KacaJuluKiIap, >kymiuanaH, bXAcuHU y3 BakTHAa aHUKJIA0, camapanu [aBoJaliia
camapajy HaTHxXajiap KyJara KUpUTUIMOK/IA.

BXAHMHT puBOXIaHUIIH, Aespian GakaT yrun Oonanapia ydypaiid, CTaHIapT
onepanysuiapAaH KeMrH OeMOpJIapHUHT MabiIyM OHp KHCMHIA TYIUK Ty3aJull,
Oomkamapuaa 3ca, YCMaHUHT KaWTanaHuml cabaliapuHU XOo3Uprada erapiu
Japaxana  YpraHwjiMarawjurd, IIyHUHTACK,  KACAJUIMKHUHT  MAaTOT€HETHUK
MEXaHU3MJIapH Ba TAIXWCIAHUIIN TYFPUCHUJATHU TYLIYHUYAJIAPHUHT €Tapiiv Japa)kaaa
sMacauryu bXA makmiaHuIll MyaMMOCHHU KypcaTau.
bXAna Takpopuil omnepanusulapHM Tanad KWIaJuraH OTOPUHOJAPUHIOJIOTUK
acopamiap Xycycustyaard (¢apkilaHuluiap, KoJlaBepca, yml0y MyaMMOHM Xall
KWIUIIA YHAUDUKAIUSUTAIITUPUITad EHAALIYBHUHI MaBXKyJl SMaciMrd KacaJlluK
KEUUIIHM TPOTHO3MHUHI y3Ura XOC ME30HJIAPMHM aHMKJIAIl XamJa TaKTHUK Ba
TAIIKWINKA MacajlalapHUHT TYFPU €4UMHU TaHJIAHUIIMHYU ONTHMAJUIall OPKAIU IOKOPU
Hadac oM HMyUlapu OpraHjiapu oOnepauusiaapuIaH KEeWHHTH KOHHMKApCHU3
HATIDKAJTAPHUHT TapKUOMM TaxXJIWiu YTKa3WIumuHu Tanad kunaau. [y Owunan
Oupra, COFJIMKHM cakjam Ba Myxodasanamniga, OMpuHYM HaBOaTAa, BUJIOST Ba
TyMaHjapjia acoparjap pUBOXKIAHUIIMHUA TNPOPHIAKTUKA KUJHUII Jlapaskac,
KypcatunaéTran OTOPUHOJAPUHTOJIOTHK &paaM cu(aThHU OMMPUIT OusaH OOFIUK
XoJaTnap TYJAMK Xal KWIMHMaraH wacaja XHCOONaHaAuKu, Oy WIMHIA
TaJIKUKOTJIAPHUHT YCTYBOp WyHaIUIIM 0Ynb KOJIMOKAA.

' Lund V.J. Eur. Pos. pap. on en. man. of tum. of nos, par. sin. and sku. base / Rhin. Sup. — 2010. — Vol. 22. — P. 1-143.
Coetra B.N. Juvenile Nasopharyngeal Angiofibroma // Comp. J. Pathol. —2015. — Vol. 152, Ne2-3. — P. 274-277.

3Gates G.A. et al. Flutamide-Induced Regression of Angiofibroma // J Biol Chem. — 2014. — Vol. 280, Nel6. — P. 16467-16475.
*Thompson LDR. Head and neck pathology. 1. ed. Cleveland; 2011.



V36exucron PecnyGmukacu IIpesumentununr 2010 imn 27 sHBapaaru
IIK-1271-con Kapopu Ounan tacnukianraH «bapkamon apnon uummy», 2013 iun
12 maptmaru IIK-1935-con kapopu Owmnan Tacaukianrad «2013-2017 duinap
naBpuaa OOJIANMKIAH HOTHPOHJIAP TYFUIMIIMHUHT OJITMHU OJIMII YYyH TyFMa Ba
UPCHUI KacayUIMKJIApHU OapBakT aHUKJIAII JABJIAT JACTypu TyFpucuaa» Ba 2014 iun
19 despangaru 11K-2133-con kapopu Ounan tacaukianraH «Cornom Oojna HHTN»
xamaa Maskyp (aonusTra Teruuuid OolKa MEBEPUM-XYKYKUH XyxoKaTiiapaa
OenrunaHran Basu(ajapHd aManra omupumra ymoy auccepTalus TaaKHUKOTH
MyaisiH Japakajga Xu3MaT KAJIaau.

TaakuKOTHUHT pecnyOjuka ¢aH Ba TEXHOJIOTUSIAPU PUBOKIAHUIIHHUHT
YCTYBOp HyHAaIMILIApUra OOFIUMKJIUMIrM. Maskyp TaakukKoT pecnyOnuka QaH Ba
TeXHOJOrusu1apu puBOKIaHUIIMHUHT VI. «TubOuér Ba (apmakonorus» ycTyBOp
nynanummra myBopux ANUT/-9 «HCcoH kacammukiapu npoduaakTUKacu, TalIXUcCH,
JaBoJialll Ba PEAOWIMTAIMSICUHUHT SIHTU TEXHOJOTHSJIAPUHU HILIA0 YUKUIID)
Jolurxacu Joupacujia baxxapusira.

JAuccepraumst MaB3ycu OYMHYA XOPHKUN MIMHH-TAAKHKOT/IAP IIAPXH.
bXA puBoxinaHui xaBQUHUHT YKOJOTHK, KIMHUK-UMMYHOJIOTHUK, TOPMOHAJI, UPCHM
OMWUJIapH, TNAaTOT€HETUK PUBOXJIAHUII MEXaHM3MJapH, YOy KacaJUIMKHU
TalIXMCIIalll, JaBOJIAl Ba YHUHT OJJAWHU OJIMIIra MWYHANTUPWITaH WIMUN
TAIKUKOTIIAp SKAXOHHUHI €TaKYd WJIMUNA MapKa3jiapd Ba OJHUA  TabiIuM
Myaccacanapu, sxkymiamad, University of Cambridge (Anrmms), University of
Melbourne (ABctpamms), University of Auckland, Harvard University (AKII),
Heidelberg University, Depertment of Human Genetics and Treatology (I'epmanus),
National University of Singapore (Cunramyp) Ba Vrije Universiteit Brussel
(benwrus), Graz University (ABctpusi), Radboud University (I'ommanawms), Poccus
Onkonorus  Wnmuit  Mapkasu  (Poccust), Camapkangy THOOMET WHCTUTYTH,
PecnyGiuka Oukonorus wimuii Mapkasu (V30ekucton Pecry6imkaci) TOMOHHAAH
00 OOpHIMOK/A.

bXAcunu Tamxucnam Ba JaBojam Oopacuja kKaxoHaa oiaub OopuiiraH
TAIKUKOTJIAp HaTWKAachIa KyWuJard WIMHM HaTWKajlap OJMHIaH, >XyMJIaJlaH,
BXAHuUHT anonTto3, MuTo3, Npoiaudupaius xapa€Hu ycMa pUBOKIAHUIIT OOCKUYUTa
tabcup Kunumu aHukianrad (University of Auckland, Harvard University, AKIII);
bXAnu Mmop¢osoruk, MMMYHOTUCTOXUMHUK TEKIIUPUIILIAP aCOCHAA T€H-CYIpeccop
P53, C-MYC Ba C-FOS onxorennapuunr Ki-ras, Ha-ras Ba Her-2/neu Owunan
MYyTallMOH y3BUM OOFMUKIMK Oopnuru kypcatu® Oepunran (Vrije Universiteit
Brussel, benbsrusi); BXAuu mnaGopatop-taxkpuba mapouTHIa TEKUIUPUIIT OPKAJIH
KOHJIar'v KMHCUI FTOPMOHJIAPHUHT MUKIOPH HYp OWIIaH JAaBOJIALLAAH CYHI Y3rapuIlIH
unmuit acocnab 6epunran (Radboud University, I'ommanaus).

byryurn kxyHma xaxoH Mukécupaa bXA Tamxucnam, aaBojail, camapaiu
npoduIakTUKacu OyiHn4Ya Karop, >KymJiaJlaH, KyHuJard yCTYBOp HYyHanMILIapaa
TagKUKOTIap ofub OopuiMokiaa: BXAHu kenTtupu® 4MKapyBUM MpPCUNA OMUILIAPHU
anukam;, bXAra tamxuc KyWWIna sH'M UMMYHOTEHETHK MakepjapHU OeJruian;
KaCaJUIMKHU J1aBOJIaIl/la MUHUMHBA3UB 3HIOCKOMUK JKAPPOXJIMK YCYJIUHH KYIJIall Ba
orepanusial KeMUH 103ara KejlaJurad 103-KafF COXacHuJlard acopaTiJapHUHT OJJAUHU



onmumr; BXAra Ttamxuc KyWuIn Ba JAaBojamiga 3aMOHAaBHH KIMHUK-MOPQOJIOTHK
TaJIKUKOT YCYJUITAPUHU aMIIMETAA KYIJUIALLL.

MyaMMOHMHT ypranmiaranjuk aapaxacu. C. Brunner (2012) mabiymoTura
kypa, BXA ycma peuentopiapu Oyitnya sctporennap 25 ¢GhousHH, MPOTrecTepoHIap
58% ¢ouznu, anaporennap 25 ¢ousHu Tamkuia 3tand. B.P. YUucTAKOB 3KOJIOTHK
OMWUJIAPHU WHCOH OpraHu3Mura TabCUPUHHM YpraHuO, KUYUK paaualus MaBxXKy]
reorpaduk xynymiapaa BXA puBOXKIaHUIIM MYMKHHJIMTHMHM HCcOOTIa0 OepraH
(2008). B. Cummings (2004) bXAHnu 3 xadra gaBomuna 0Kopu (Gpakusiid HYp
OunaH gaBojiaraH Ba kacayapHuHr 80 ¢oumsuga ycMma perpeccusira ydparaHuHd
aHWKJarad, Oupok ymOy OemopiapHuHT 4 (omsuma KeMnHYaIuK OOIIKAa TypJard
xaBGu yManap puBOKJIaHTaH.

Mamnakatumu3aa ymoOy  MaB3yra OaFuIJIaHTaH WMIMHN HWIUIAp Opacuiaa
V.C.XacaHOBHUHI® 10KOpU Hadac HyIiapd KacalUIMKIapHaa oiué GOpraH HMIMHMIA
TaIKUKOT WIIMHK aJloXuaa Kypcatud YTUII MYMKUHH. Maskyp TaaKUKOT
HaTWKajapura Kypa TYKAMajJapard amnonTo3 Ba MHUTO3 JapaXkaCu MYyXHM
TalIXMCIAll KypcaTKuujaapuaaH Oupu XucoOnaHuO, XyxahpalapHUHT Y3-y3uaaH
(cioHTaH) €K CYHBUM KY3FaTUITaH (MHIYLUSIAHTaH) allONTO3MHUHT MMACT Japakacu
Xap KaHaall mnponudeparuB XOCWJIAHW YHra Kapuid Tepanusra YuAaMIMIMKHUA
Ky4aUTHUpHII y4yH acoc Oyia onaau.

F.Y.HyT(bmeaeBHHHr6 TaIKUKOTHa, acocaH, bXA Owian ofpuran
OeMOpJIapHUHT KOHHJAa MaxCyC OHKOJIOTUK MapKepliap MHUKIOPHUHHUHT Y3TapHIld
VpraHuwiarad, OJMHIAH HaTWKajap acocuja OHKOMAapKEepJapHUHI  KOHJAru
KYpCAaTKHUM KaCaJUIMKHUHT OFUPIIUK JapaxxacHH Oenrunald Oepuiiy ncOOTIaHraH.

MamnakatuMu3ga Ma3Kyp XacTalMKKa OWJl HIUIapAa KypcaTUIUIINYa,
V36exucronna oxmpru 30 immma ymby kacammkamar 10-12% ra cranm
Ky3aTHJITaH .

V36ekucron OyiirJa CYHITH MabIyMOTJIap TaxjIuinra kypa 6onanapauar bXA
OWIaH KacaJUIaHWII YacTOTaCH, YJIAPHUHI TapKaJITaHJIUTH, MaTOTEHE3W XaKuJaru
MabIyMOTJIap TAPKOK OYIINO, TYIUK YpraHuiraH sMac.

N.M.MycaeBHUHI MabiyMmoOTJIapura kypa Oamorar €mmra etuin Owian bXA
KUYpaUUIIU €KW TYJIMK UHBOJIIOIMA (VK OVIMO KeTui)ra yuypaia MyMKuH. byHai
OeMopJapHUHI Jespiau Oapyacuja CEKMHJIAIIraH >KUHCUWA PUBOXKIAHMII Kaij
ATUIKMO, YCMaIapHUHT Maii10 OVIMINM Ba KalTallaHUIIKAa TOpMOHal Oy3uiuuuiapra
KaTTa axamuat 6epumi Takaud stunrad (1981).

C.C.ApudoB Ba Oomka xammyammudmaap bXAma sHruYa TamIxucian Ba
JABOJAlll ~ MMKOHUSITIAPUHU  SIpaTyBUM  TEXHOJIOTHSIIAp, IIy  JKyMJaJaH,
OTOPUHOJIAPUHTOJIOTHSIIa KEHI TaTOMK KWJIMHAIUIaH KOMIbIOTEp EpaamMuaa
MoOJieJUTallHA TakoMutamTupau (2009).

XO03Upru KyHra KenuO, pecnyOJIMKaHUHT 3KOJOTHMK HOKYNal Xyayajgapuaa KyJok,
OypyH, TOMOK YCMaJapUHUHT TapKAJITaHJIMK YacTOTaCd Ba PUBOKIIAHUII
DXTUMOJIMHM OLIMPYBYM OMMJUIAPHUHT TU3UMJIM Ba Ma)KMYaBUM  TaxXJIWIU
yTkasunmarad. lllynunraex, Oonmanmapaa omnepauusjadH OJJMHTA Ba KEHUHTH

>Xacanos V.C. ABToped. ... IUC. IOK. Mexl. HayK. — Tamkent, 2008. — C. 11-23.
8JIyrdpymnaes I'.Y. Hekor. 0co6. xup. ned. pacn. Anr. Hoc. // Tes. mokn. Pecr. Hayu-npakt. koH(. — Taurkent, 2006. — C. 85-86.
"Hacputauuos T.X. K mop. rosomeckux anruodubpom // Tes. noki. Pecr. Hayu.-npakt. koud. — Tamkent, 2006. — C. 82-83.



AaBpJiap/a ontuMai oaub OOpHIl TaKTUKAcH OVilmdya MyaMMoiap Xalu Y3 e4UMHUHH
TOTIMaraH.

IOxopuaa xaiig »Tuiaran macanajgap OypyH-XaJIKyM aHruoguopomanapuia
TalIXUC KYHWIN, AaBojam Ba NPOPUIAKTHK YOpa-TaAOUPIapHUHT TATOTEHETHK
aCOCTIAHWIIIY, camMapalu, XaBpcu3 Ba UKTHCOAMNA (oigany yCyJUTapHU UIIA0 YHKHUIII
Oopacua YyKypJalITUPWITAH TaIKUKOT YTKa3UIUIIMHN Tanad kuianu. [y cabamm
TaIKAUKOTUMHU3 IOKOPHIArd 0J13ap0d MyaMMOJIapHH XHCOOTa OJNraH Xojaa OypyH-
XaJIKyM aHruopuOpoMalapyiHM TaIIXMCIall Ba [aBOJIAlIa SIHIHYa EHAATYBHH
UIuTad YUKW 3apypUATATA YPFY OeprIIau.

JMuccepranuss MaB3YyCHHUHT JUcCCepTANMS OasKapujral oJIMi TabJIuM
Myaccacacu WIMHI-TaAIKUKOT MILIApu OuwiaH Ooraukiaurd. Jlucceprauus
ToukeHT Bpauigap ManakaCHHHM OIIMPHUII WHCTUTYTUHUHT UIMHUN-TaIKUKOT HUIILIAp
pexxacura MyBOMUK «YMYMH, WXTHCOCTAIUTHUPUITAH KAPPOXJIUK Ba HIOUIMIMHY
THOOU €pnamaa sHTM TexHojorusuiap» (2009-2013 i#il.) maB3ycw aoupacuia

Oa)kapuJIraH.
TagnkKuKOTHHUHr Makcaau bXAHMHT pHUBOXIJIAHUII Ba PEUMIAUBIAHUII
XyCyCUATIApUHU yprasuuiia KIWHUK-TIATOT€HETHK, MOJIEKYJISIP-T€HETHUK

TEeKIMpUIUIap ad3aJUIMIMHA  acociall  Xamja OJIMHTaH HaTWKajlap —acocuja
TallIXUCIall Ba onepanus yCyJIMHU TaKOMULIAIITAPULL.

TagkukoTHUHT Basudanapu: bXA Ounan orpuran OeMOpJapHUHI KOHHA
ropMoHan (TECTOCTEpOH, 3CTPaauOJ, MPOTeCTepOH) Ba HMHTEP(EpPOH craTyciap
(anmpha-unTepHEepOH) XONATUHU YPraHMIL;

KoH-ToMup 3HA0Tenui ycum ommin (VEGF-A): C963T, G405C, -1154A Ba
HutpokcucuHTeTaza (NOS-3) renn: T786C Ba T894GHuU ¥y3ura xoc XyCyCHSTIH
noiuMop( MapKepIapuHHHI yupall gapakacuHu Xampaa ynapnaH BXAxu sprta
TalIXuciam yuyyH (poigananuin UIMKOHUATIApUHN Oaxoial;

MOPQOJOTUK TAIKUKOTIAP MabIyMOTIapu acocujga BXAHHUHT KalTanaHuin
UMKOHUSATIAPUHU TPOTHO3MAIl YYYH YJIapHUHT Ycuil (aoJuIurd MeE30HJIapUHU
UIIa0 YMKHIIL,

BXA Tamxucu Kyiwiran 0emMopiap/aa aHUKJIaHTaH Ba YpraHuiraH MOJEKYJIsp-
TreHETHK MapKepiap ypTacusiard y3apo KOppeasiiuoH OOFIUKIMKHU aHUKJIAII;

BXAHUHT Keu TalixuciaHuil cababiapyuHU aHUKIAII, MIyHAAl Talmxucaarud
O0emopiapuu mudoxoHara €TKU3WITYHTra Kajgap Ba mudoxoHaga €TUO 1aBOJaHUII
OockMwIapuaa yiap yCTHIAH ONTUMAal Ky3aTyB OJHO OOpHII Y4yH TalIXHCIall Ba
JaBOJIAII aJITOPUTMUHU UIILIA0 YUKW Ba aMaauETTa TAaTOMK STHILL

bXAna Jycma Oockuuimapu Ba OKOWJIAIIMIIMHM —XHMCOOra oJiraH  XoJjjaa
Oaxxapuiagurad  omepauus  TaKTUKaCMHM  Oenruiami, I[IyHUHTACK, YycMa
XyCyCHSITIapUHM HMHOOAaTra OJITtaH Tap3la, TYypiad TapKadull Ba KYpUHUII
napaxkanapura sra bXAHM JaBojaml y4yH KyJUIAaHWIAIWTaH >KappoXJUK yCyJlapH
HATWKaJApUHU YpraHull, WHTPAONEpPalMOH KOH HYKOTMUUIAPHU Ba OlepalusigaH
KeMMHTH JaBpja YycMa KaWTaJaHUIIMHA KaMauTUPHUII, YCMaHU TYJIUK OJUO0
TAUUTAHUIIA YYyH HMKOHMST sSpaTaJuraH oONepalMsfaH OJJAUHTA Hyp OuiaH
JABOJIAIHUHT aXaMUSITUHU OaxoJialll.



TanKUKOTHUHT 00BEKTHHU OYpYH-XaJKyM aHTHo(puOpoMacH TalIXHCHUra 3ra
172 nadap 6eMop Ba Xyaau MmyHAad €1 Ba »KUHcAArd 25 Hadap COFJIOM KHUIIH
TAIIKWIT KWJIAH.

TaaKuKOTHUHT mpeaMeTH OYypyH-XaJKyM aHTHoduOpomacu OujiaH OFpHUTaH
O6emop:ap Ba 11y OemMopiapJaH OJIMHIaH ycMa OuonTaT TYKUMacHu, nepudepruk BeHO3
KOHUD.

TaakuKOTHUHT ycyJulapu. TagkKMKOTIAa KIMHUK TaAKUKOTIAp (KJIMHHK-
nabopaTop, KIWHUK-CTATUCTUK), MUMMYHOTHCTOKUMEBMI TankukoT (P53, VEGEF,
NOS-3), ropmoHan TaaKUKOT (TECTOCEPOH, 3CTPAIUOII, MPOTECTEPOH), UHTEPHEPOH
(cTatyc) TaAKUKOTH, OypyH-XaJIKyM aHrrnodudpomacu Ba OypyH E€HI0II OYIIITUKIAPH
MCKT, ¢pubposHA0CKONH S, CTATUCTUK TAAKUKOT yCyJutapuaaH GoiaanaHuIIn.

TaaKMKOTHUHT WIMMI SHIWINTH KyWHuaaruiapaan noopar:

OypyH-Xankym anruoduoOpomacuaa reH-cymnpeccop P53, kon Tomup 3HnoTennit
yeum  omuau  (VEGF-A) xamaa nutpookcucuretaza (NOS-3) rennapuagaru
y3rapuiljiapHi YpraHuil OpKajid Kaca/UIMK KeYMIlM, YCMa KalTalaHUIIMHUHT 103ara
KEJUIIN Y0y reHiap noauMophu3Mura OOFIUK SKaHJIUIY aHUKJIAHTaH;

OypyH-XaJIKyM aHruopuOpomacuja aHUKJIAHTaH TOPMOHAN, UHTEPPEPOH
OKCWJIM XamJa MOpQOJIOTHK Y3rapuiiap acocujia KacaJUIMK PUBOKJIAHUIINAA
POTHOCTHUK axaMusiTra sra Oyiaran Me3oHjap acocuja AMarHOCTUK aJTOPUTM HIILIA0
YUKUJITaH;

WIK O0p KacaJUTMK KeUWIIM Ba KaWTaJaHWIIMHYU MPOTHO3MAII YYyH YCMa YCHII
(aoJITMTMHUHT MaTOTEHETHK ME30HIApU aHUKJIAHTaH;

OypyH-XaJKyM aHrMOpUOpOMACHMHM TaKOMWUIAIITUPWITaH (MOAH(PHUKAIUSI
KWJIMHTaH) TPAHCMAaKCWUISIp ONepalus yCyJdu JaBOoJialll HATHXKAIAPUHHU CE3UIIapiu
AXIINAJIAINM, KOH WYKOTHIIIAPD XaXMH Ba yCMa KaWTaJaHUIIMHUAHT TAaKpPOPJIAHMII
napaxkacu (4acTOTacH)HU KaMaTHPUIIN UCOOTIIAHTaH.

TaaKuKOTHHHT aMaJIMil HATHXKACH KyHHaaruiapaaH uoopar:

bXAna sHr Ky MabJIyMOTIIM T€HETUK, MMMYHOJIOTMK, TOPMOHAJ ajoMatiiap Ba
OolKa oOMWIIAp  ypTracujaard ¥y3apo KOPpEeIsUMOH OOFIMKIMKIAD KypcaTuo
Oepwiiras;

onepauust TydailiM >KapoXaTJaHWIUIAPHW MHUHUMaiamTuprad xonjga BXA
TYIMK OJIMO TalUIAaHUIIMHU TabMHUHJAIl y4yH Hyp OWIaH JaBojall Ba Ma3Kyp
YycMaHu 0110 TalUTAaHUIIMHUHT TPAHCMAKCUJISIP YCYJIU TAKOMWUIAIITUPUITAH Xama
acocnab Gepuiras;

BXA rHuCcTONMOTHK TIaKIWHU CcTpaTUUKANKUS KWW Ba IOKOPH KaWTallaHWUII
xaBura sra Ba cajOuil MPOTHO3IM YycMmanap ToudalapuHH axpaTud KypcaTuil
MMKOHUHH OepyBUM MOP(OJIOTHK ajJoMaTiap ME30HIapu KypcaTubd Oepunray;

BXAHUHT »pTa TamXWCIAHWIIM Ba JABOJAHWINI TAKTUKACHUHU SIXIITUJIAIIL,
IIYHUHTIEK JUArHOCTHK XaTONMKJIAp TAaKPOPJAHUII Japakacd (4acToTacu)HH
KaMalTHpUIl MMKOHUHU O€pyBYM TallXHCJAlll Ba JaBOJall ajirOpUTMHU HIILIA0
YUKUJITaH Ba aManuéTra TaTOMK ATUIITaH.

TaagkKuKOT HATHKAJTAPUMHMHI HIIOHWIWJINIH. TagKWKOT HaTHKaJIAPUHUHT
UIIOHWIMJIUTH 3aMOHABHUM ¥3apo OUp-OMpPUHU TYJIIUPYBUM KIMHUK-UHCTPYMEHTAJ,
KAPPOXJUK, HMMMYHOJOTHMK, TOpPMOHAJ Ba CTAaTUCTUK YCyJUlap Xamjaa eTapiu
napakagard 0eMOpPIIAPHUHT COHU OMJIaH U30XJIaHAH.



TagKuKOT HATH/KAJAPHMHUHI HA3apuid Ba aMaJuid axaMUATH. TaaKUKOT
HATWKAJIAPUHUHT Ha3apuil axamMUsTH LIyHAAH MOOpaTKH, Xyjocajlap Ba Takiaudiap
ynuMm OujlaH SIKYHJIaHWIIM €KW HOTUPOH OYynubO Kojuimn XxaBhu IOKOpH OYiraH
TakKpopuil  omepauusyiapHd  Tana®d  KWIaJAWraH KacaJUTMKIApHU  HOAJeKBaT
JABOJIAHUILIJIAH KEMUHTH OYnaaurad KIMHUK-QYHKIUOHAT Y3UTra X0C XyCYyCUSTIapHU
ypraHuiira kKarra Xucca KYIIWIIM WIMUNA TOMOHJAH acociaHrad. TaaKuKOTHUHT
acocHil Hazapuil HaTIXKaJapy TallXWMClall Ba JABOJIAIIHUHT SIHTH CcaMapaiu
yCyJUIApWHH TIAK/UTAHTUPHUII Makcaauaa Ba XaB(au acopariap Kemud YUKUIIU
Xamjla KEUMIIMHUHT Y3UTa XOC XYCYCHSTIAPUHUHT KENTYCHJa YPTaHWIWIIU YIyH
MPOTHOCTUK ME30HJIAp XUC00a0 YUKUIITaH.

TagKUKOTHUHT  aManuii  axaMUATH WNUIA0  YUKWITaH  OypYyH-XaJIKyM
aHTro(prOpOMaCHHU TAITXKMCIIAIT Ba JABOJIAIT AITOPUTMH JUATHOCTUKAHY SXIITHJIAI,
JTUATHOCTUK XaTOJMMKIAPHUHT TaKPOPJIAHMII JapakacH (4aCTOTACH)HH KaMaWTHUPHUIII
JaBOJIAIl TAKTUKACUHUHT TaTOMK KUJIUII CU(ATUHU, TAAUTYKIU paBullaa OeMopiiap
Xa€T cuaTUHU OMIMPUIII UMKOHUHM O€pHUIIIaH noopar.

TagkMKOT HATWKAJAPDUHUHI  KOPUM  KMJIMHMIIM. DBypyH-Xankym
aHrMo(PUOPOMACUHUHT JABOCUHH MOHUTOPUHT KUJIUII Ba PEIUAMBUHU MPOTHO3IAII
yUyH UIUIa0 YUKWITaH AUArHOCTUK Ba JaBO AJITOPUTMHU OYiiMYa OJMHTAH TaIKUKOT
HaTWKaJlapy COFJIMKHM CakJjall aMaluéTura, xkymaaaad, CaMapkaH JaBjiaT THOOUET
MHCTUTYTH KJIIMHUKAcU Ba Kaikanap€ BUIOATH OHKOJIOTHS AMCIAHCEpU aMauETura
TaTOuK KuiuHraH (COFMMKHU cakiant BasupauruHuHT 2015 #inn 16 gexabpmaru 8H-
n/72-con  MabiymoTHOMacH). JKopuil KHJIMHTaH [aBO HaTWXKalapu Yycma
KaliTananuimu yactotacuHu 2 Maprta (7,1%rada), KOH KeTull MHUKIOpuHU 1,5
Oapobapra, Tamxuciam ycynd dca xaBhmunuk gapaxacuau 97% man 60% ra
KaMalTupuil 6unan oupra, bemopnap xa€t cuaTuHu AXIKIan UMKOHUHHE OepraH.

TagkukoT HATHKAJAPUHUHT anpodaumsicu. TagkukoT Hatwxkanapu 10 Ta
WIMUN-aMaJIui alKyMaHJa, IIy skymiianad, 4 Ta xankapo kKoHdepeniusana: VII
oHkonormap cwe3aum  (Poccms, 2009); Em  Tagkuxorummapuunr I EBpoocué
onkojornap koHpepenuusicu (MockBa, 2013); Kuprusucron PecmyGiaukacu
otopuHoaapuHrosornapuauar IV cee3au (bumkek, 2014); TubOuér Ba OuosorUs
coxacu &m TankukoTumiaapuHuHr X VIII  xankapo koHdepeHIuscu (CaHkT-
ITerepOypr, 2015) Ba 6 Ta pecrnybiaumka KoH(epeHmusAcHaa: Y36eKHCTOH
onkosornmapuauHr I konrpeccu (Tomkent, 2010); «MmmyHONMorus-daniapapo
Myammoiap» uiMmuii-amanuii amkymanu (Tomkent, 2014); TuG6ouér Tanabanapu
amxymann (Camapkann, 2015); V36ekucTon oropuHONapuHIIOrIapu 1V chesau
(Tomkent, 2015); V36exucron onkonormapauar 111 xonrpecu (Tomkent, 2015)
xamaa 16.07.2013.Tib.17.01 pakammm Unmuii KeHram KOIMMIArd WIMAA CEMHUHApA
(Tomkent, 2016) Mabpy3a KUJIMHTaH.

TaakuKOT HATHXKAJAPUHUHT JIBJOH KUJIMHMINM. Jlucepramus MaB3ycu
oyinmya 40 Ta WAMUNA W Hamp KWIMHMO, yHAaH 15 Ta Makona V36ekucron
PecniyOnukacu Omnuii atTecTanivsi KOMHCCHSICMHUHT JOKTOPJIMK JAHUCCEepTalUsIapu
acoCHil HATIKaJapUHU YOI JTHII TaBCHUsl STUITAaH WIMHUNA Halpiap pyuxaTura
KUPUTWIITAH XypHAIUIap/a, Iy *ymiiajiad, 4 Tacu XajlKapo WIMHM KypHaJlJIapia qyom
ATUIITaH.
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JluccepTanMSIHUHT TY3WINIIN Ba XaXMH. Jlucceprammsi kupuin, eTTu 000,
XyJjioca, ¢oiganaHuiIrad agabuériap pyhxaTu Ba wioBalapjaaH uoopar. MurHuHT
xaxmu 200 OETHH TaALIKWII DTAJIH.

JINCCEPTAIIMSIHUHT ACOCUM MA3SMYHH

TagKUKOTHHHI KMPHUII KUCMHUAA TUCCEPTAllUsl MAaB3yCHHUHT J0JI3apOJIMTH Ba
3apypaTH acoCJIaHTaH, TAJKUKOTHWUHT MakcaJl Xamaa Basudanapu, OOBEKTH,
MpeAMEeTH AHMKJIAHIAH, TaAKUKOTHUHT Y30ekuctoH Pecnybimkacu ¢aH Ba
TEXHEOJOTUIIAP TAPAKKUETUHHUHT YCTYBOP WYHAIMIIJIAPUIa MOCIUIH KypCATWITaH,
TAIKUKOTHUHT WJIMUN SHTWINTYA Ba aMalluid HaTwkajgapu Oa€H STWIraH, OJIMHTaH
HATWKQJIAPHUHT MIIOHWIMJIMIM acOoCJaHTaH, YJIApHUHI Ha3apuil Ba amaiuii
axamMusTIIapu o4und OepuiiraH, TaJKUKOT HATHXKAJApUHU aMaIMETra >KOPUM KUJIMII
pyiixaTtyd, HMIIHUHT HaTWXKaJlapu, YbJIOH KWJIWMHTaH HIUIap Ba AUCCEPTALUSHUHT
TY3WJIUIIM OVinYa MablyMOTIap KEATUPUIITAH.

HucceprauussHuar  «bBypyH-xajgakym  anruogpudéOpoMacu  3THOJIOTHSICH,
AABOJIAHUINM Ba MNaTOreHe3 W MYAMMOJIAPUMHMHI XO3UPru XoJarm» J1ied
HOMJIaHTaH OMpUHYM O00WJa TYpTTa KUYMK OYiuMaa anaOuétnap mapxu Oepuiiras.
VYnapaa OypyH-Xaikym aHruopubpomMac MyaMMOJAPUHUHT XO3UPTU XOJaTH
TYFpUCHAA MabJIyMOTIap, WIy XKyMjaJaH, ymlOy KAacaJUIMKHUHT 3STHOJOTHUSICH,
MaTOreHEe3H!, JTMarHOCTHKACH, JaBOCH Ba acopariap TaBCU(UHU
OTOPUHOJIAPUHTOJIOTHK aMalIuETAard axaMusiTH, IIYHUHTJEK, Ma3Kyp IaToJIOTHs
aTamasiapy Ba TacHU(IapU KEITHPUITaH.

HucceprauussHuar «KIMHUK MaTepUAHUHI yMyMH TaBcu(HU, TaAKUKOT
YCYJUIAPMHM y3 MYUra OJYBYM TAaAKHKOTHMHI MaTepuaj Ba ycyJjaapmw» 1eb
HOMJIAHTaH MKKWHYU 000uaa OypyH-XaJKyM aHTHO(PUOpOMAacH TaIlIXMCH KYWHUIITaH
172 nadap GeMOp TEKIIMPYBH MabIyMOTIapH KeJITUpWUITaH OYnaubd, ynapaaH 86
Hadap Gemop (50,0%m) Y36ekucton Pecry6nukacn COFIMKHM CAaKIall BasHPIHMTH
xy3ypuaaru Pecnyonuka OHKOJI0THS UMUK MapkasuHUHT boin Ba 6yinH yeMmannapu
oynmumuna, 67 Hadap 6emop (38,9%mu) Camapkana THOOMET MHCTUTYTU KIMHUKACH
JIOP o6ymumuma, 11 wadap Oemop (6,39%m) TomkeHT mnenuatpusi TUOOMET
UHCTUTYTH KinHUKacuHUHT JIOP 6ynumuna Ba 8 Hadap 6emop (4,6%mu) TomkeHT
maxap Omnkonorus Jucnancepununr bom Ba OyiiuH ycmamapu Oynumuaa
TEKIIMPYBJAH YTKa3WIrad Ba naBosianrad. bemopnap €mmu 8 émman 60 Emravya 0ynmod
(20.3£8.5 &émr), 6emopaapuunr spmugan kynu (120 madap 6emop — 70,9%m) 15-21
ém nmowpacugaru €m Kypcatkuuura sra OynraH. Kymumnuk Oemopnap (79,6%m)
KaCaJUIMK aCOCUI CUMOTOMJIAPUHUHT HOTYFPHU TAJIKUH KUJIMHUIIA Ba OypyH-XaJIKyM
auruopubpomacu  OuslaH  OFpuraH  OeMopiap  eTapjiyua  TEeKIIUPYBAaH
YTKa3UJIMAaraHjauru OKuOaTuaa KacaUIMKHUHT OMPUHYM ajoMaTiiapu naiao Oymumm
OomutaHranjgan Oup ¥un keduH wuxtucocnamTupwiran JIOP €ku  OHKOJOTHK
Myaccacajiapra Myposkaat KUJIraH.

bynna 126 nadap 6emopnan 3 nadapu (2,4%wu)na amiepruk puHut, 1 Hadapu
(0,8%m)na Tum xapuecu, 51 nHadapu (40,5%m)ma OypyH artpodu OYHITUKIAPH
oy, 1 Hadapu (0,8%m)na cun kacammuru, 45 Hadapu (35,7%un)1a pUHOCUHYCHT,
1 nmadapu (0,8%m)na OypyH-Xamkym capatoH kacammuru, 14 madapu (11,1%wu)na
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raitmoput, 1 Hadapu (0,8%mu)ma Tupeoroxcukos, 1 wHadapu (0,8%mu)ma yu moxmm
HepB HeBpuTH Ba 8 Hadapu (6,3%u)na OypyH TYCUFU KUWIIAWWIIN KaOW HOTYFpH
TalIxuciap OuJIaH acoCCU3 JJAaBOJIAHTaH.

BypyH-xankym anruodubpomanapuja KacalsIUK OONUIAHMIIKIATH 3HI TE3-Te3
yupaiiauran aiomar (cumnrom) OypyHaaH Hadac onum KuiuHimamumu (96%),
OypyHnaH axpanma okuiu (68,0%), 6om orpuknapu (40,7%), OypyH uynnapuaan
KOH ketuiu (26,7%) Ba ymymuit xoncusnuk (65,7%)nan nbopat Oynras.

Komneiorep TOMorpadusicu (KT) ycynu Owmnan wmmdoxonara ETKU3HO
naBoaHryHTa Kamap 168 wadap 6emop (97,7%m) TekmmpyBaaH YTKazwian. YOy
ycya 165 xomatma ycma yerapanapu XyCyCHSTHHH aHUKJAIl WMKOHUHHU Oepu.
Maskyp ycma uerapanapu xycycusta 30 nadap 6emop (18,2%mu)aa Hoanuk Ba 135
Hadap 6emop (81,8%m)na aHuk OenTuIaHTaH.

Kaiin stum kepakku, MPTHUHT aHya axaMuSTIN yCTYHJIUTH — Oemopra Hyp
IOKJIAMACUHUHT MaBXKYyJl AMAaCIUTuaH u0opar Ba YCMaHUHT MHTPAKpaHUAJ YCUIIUTa
ryMoH KwimHranaa MPTra sxtuéx rozara kenrad. byngma MPT ycynu Tamxucian
yuyH HUcOaTaH KaM KyJutanwirat (5 xonataa — 2,9%).

Vemanu xapaén Gockudnapu Yenmiep tacuudu Oyitnua Gaxonangu: 1-60ckud
13 nadap 6emop (7,6%)na; 2-6ockuy 33 Hadap Oemop (19,2%)na; 3-6ockuu 124
Hacdap 6emop (72,0%)na Ba 4-6ockuu 2 Hadap 6emop (1,2%)na Kailn sTuiraH.

Kon ¢denorunuk mapkepsapu 172 nadap Oemopaa aHukjanraH. Pesyc-akrop
(Rh-F) 6¥itnga 16 (9,3%) xomarna canbuii Ba 156 (9,7%) xonataa mwxoOuil HaTIKA
Kai STwirad. ['MCTONOTUK mpemapaTiiapHU YpraHuil Ba KaWTagaH KYypuO YUKW
acocuma Om3HMHT y €ku Oy asomMaTiaapHUHT udopananumura Kapab 7 ta OaHgaH
nbopaT YCMaHUHT THCTOJIOTMK ME30HJIAPUMU3 TAKIU( KUIUHAM.

HMucceprauussHuHr  «BypyH-XxajJkym aHruopuOpomacu OWJIAH OFpPHUIaH
O0emopJiap KoHUJArd WHTepP(GepoH Ba TOPMOHJIAP TAPKUOJAPUHUHI TACHUDU»
ne0 HOMJIaHTaH yduH4M 0001a — 16 émnan 25 €mrava 6ynran 40 nadap 6emopaaru
UMMYHOJIOTHUK CTaTyC Ba TOpMOHal MNpodUiIHU YypraHum Oyiinya MabiymoTap
KENTUPWITaH Ba yJIAPHUHT HATHXaJlapy 3pKaK >KUHCUJAru 25 Hadap COFJIOM IIaxc
TEKIIMPYBUJAH OJIMHIAaH HaTWXanap OwiaH coiaumTupuirad. Anbda-uHtepdepoH
napaxacuau anukiam ydyH BEKTOP-BECT ¢upmacu “UDA-IFN-gamma”
pEaKTUBIApU TYIJIAMHU KYJUIAHWITAH XO0JiJla KaTTUK ¢azaii UMMYyHO(DEpMEeHTIu
TaxJ W ycyauaaH Goiaananuiim.

Kacammuk Oockuunapura kapa® peKOMOMHAHTIM anb(pa-uHTep(HEPOH TaXJIHI
KWIMHTaHJa 11y Hapca aHukiaaHauky, kacaumukauar [, 11 Ba III Gockuumapumaru
KypcaTKuujap COFJIOM MIaxciap MabiyMmMoTiapugaH 6 OapaBap IOKOpH Oyira
(cornmom mraxciappaaru kypcatkmd — 3,6 nur/mur). Kacammkawar I, 11 Ba III
OocKMwIapuaaru Kypcarkuuiaap, TeruuuM tapsaa, 17,4 nr/mm, 19,8 nr/mn Ba 18,03
MI/MILHU TalIKui Kuirad. by OypyH-xankym anruoduOpomacura sra Gemopiapaa
IOKOpY LIMTOKUH (PaojuIMru Kaila 3TuinaéTraHivuru Ba ymoly Toudaaaru 6emopiapiaa
UMMYHOKOPPEKIMUIAp YTKA3WIMIIKAA YbTUOOpra OJIMHUILIN KepaKJIUTUIAaH Jajioat
oepaau.

Kacamnuk keunmmga Yycma KaWTaJaHUIIM MaBXyJIaurura kapad anbga-
UHTEPPEPOH KYpcaTKUUJIapH YpraHwiraiaa Iy aHUKJIaHIMKY, OUpiiaMun ycMara sra
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6emoprap rypyxuna anbha-uarephepon kypcatknuu 18,4 nr/mi, ycMma KalTaaaHTaH
rypyxja 3ca 17,7 nr/mi.HM TallKWJ KWIITaH.

bypyH-xankym anrunodgubpomacura sra Oemopisapaa uHTEphEpOoH cTaTyc Ba
YCMaHUHT MOP(OJOTUK TY3WIMIIA TaXJIWJI KWJIMHTaHIa, TOMUp-Gpudposnu ycma
Typulia KypcaTkuuiap YCMaHUHT XyKailpaBuil Typuaarura HucOatan xed myoxacus
I0OKOpH OyiraHu aHukiaaHau. Tomup-Guopo3nu yecma typuaa kypcatkud 21,33 nr/mi,
YCMaHMHT XyKalipaBuil Typuga sca 14,46 nr/mMia.HM Tamkuia KuwiraHn. Maskyp
KYpcaTKuujaap COJUMIITHPWITAHAa, MabIyMOTIAPHUHI CTAaTHCTUK HIIOHYIM 3KaHH
kypunaau (p<0,05).

busz  tekmmpran  OypyH-Xankym  aHruouOpomacu  OujaH  OFpUTaH
o6emopnapausr 20%mu O (I) Rh+ kon rypyxura, 25%mu A (II) Rh+ xon rypyxura Ba
taxmuHaH 55%wu B (III) Rh+ (Mycbar) kon rypyxuaaru 6emopnapaup. ly tydaiinu
dapunronarusara yuparan 6emop 6onamap Ba yemupiapaa A (II) sa B (IIT) Rh+ xon
TrYpyXJapuHU XaB( rypyxura KUpPUTHIL KOU3KH, yJap NpoUIaKTHKa KYPUKIAPUHU
amaira omupuiia OypyH-XaJIKyM aHrMOQUOpOMAacHMHU aHMKJAIl F03acuaaH
OaTtadcui TEKIMUPYBIAH YTKA3UIUIIYU 3apyp.

TecTocTepoH KypcaTKuujapy ypraHuiranja 3ca KacaJuIMKHUHT | 6ockuuua Oy
KYpcaTKUWIApHUHT rOKopu OViranu (p<0,05) 18 Hmonb/n (HazopaTr rypyxu 11,5
HMOJIB/JT), KacaJUTMK OOCKUYJIapH HOKOpUIad OopuIM OusiaH MasKyp KypcaTKhujiap
Oupo3 macaiiramnmru aHukiaadnrad  (p>0,05). Kacammukauar II  Gockuuunna
TECTOCTEpOH KypcaTkuuu 15,5 umons/n Ba Il 6ockuunaa 14,9 HMOIIB/II.HU TaITKUAI
kuiarad. Kacamnmmk  Oockuuiapuja Ba  COFJIOM — IIaxciapAard TECTOCTEPOH
KYpcaTKU4Iapy COMUIITUPMITAHAA HITOHWIN (apKiaHunuiap onuamarat (p>0,05).

OcTpaanonl TOPMOHM KYpCaTKHYJIapW VpraHWiIraHaa Iy aHUKJIaHIUKH,
KAaCaJUIMKHUHT Oapya OOCKUWIApHAA ACTPAAMOI TapKUOM COFJIOM IIaxclapaart
KypcaTkuujapra HucOaTaH ce3wjapiu Japaxkana rokopu Oynran (kypcatkuu 11,6
HMOJb/1). Kacammkuausr [ 6ockuunaa ymoy kypcatkuy 53,4 nir/mi, 11 6ockuuunaa —
52,4 nr/mn Ba III Gockuuupma 51,4 nr/miaHu Tamkwi Kwirad. by sctpamuon
KYpCcaTKM4yM COFJIOM IIaxclapjaard Kypcatkuuiapra Hucbaran 4,3-4,8 OapaBap
UIIOHYWIM IOKOpU JKaHJIUTrHaaH aanonar oepamu (p<0,05). [IporectepoH ropmonHu
VpraHwirasja XaM XyAJu IyHJal MablyMOTaap ojdvuHrad. bynna kacammukausr I, 11
Ba Il Oockuunapupa mnporecTepoH TOPMOHUHMHT TYWMHTAHIMK Japakacu
(KOHIIEHTPALIMACH) COFJIOM Iaxciapaaru Kypcarkuuiapra Hucoaran 3,4 OapaBapaaH
10 GapaBapraua IOKOpW SKaHJIUTU AaHUKJIAHAM. YOy (apKIaHUIUIAD CTaTUCTUK
umonwin (p<0,05). 15 émraya 6emopnap opacuaa ymoy kypcarkud — 16,3 HMOIb/,
15 €mman 21 émraua Oemopnapma 15,2 amons/nm Ba 21 €mman karTa €mgaru
oemopnapna 16,4 HMOIB/I.HM  TalIKUA  KWiran. Maskyp KypcaTKudiap
COJIMIUTUPWITAHAA XaM MabJIyMOTJAPHUHI CTAaTUCTUK HoHWwiwiry (p<0,05) sna
Ooup 6op KypuHAIH.

bemopnapuunr €mmra kapa® 3CcTpaguoNl KypcaTKA4wiIapy Tax Ml KWJIMHTAHJA,
15 €mpan 21 €mraua O6emopiapaa ymOy TopMoH kypcatkuuu (56,3 mr/mm) 15
¢mraya (38,4 nr/mu) Ba 21 &€mpman karra émparu (41,2 nr/mi) OGemoprap
KypcaTkuuiapura HucOaTaH IOKOpPU OYaraH. Em rypyxjapvHH COFJIOM IIaxciap
OWIaH COJUIITHPUITAH/IAa XaM CTATUCTUK HWIIOHYIM (apKIaHUIIAp OJUHTaH
(p<0,05).
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TecrocTepon KypCaTKU4wIapu YpraHuirasia AHUKJIAHIVKH, ycMma
KalTanaHumucuz Oemopiap Typyxuaa ymoy kypcatkud 15,9 Hmonw/in, Yycma
KaiiTamanran Oemopiiap opacuja 3ca 14,8 HMOJIb/J.HU TAIIKWJI KWJITAaHU aHUKJIAHIH.
Maskyp KypcaTKAwiap COJUIITUPWITaHAA 3Ca MabyMOTJIAPHUHT CTATUCTHUK
umoHwn smaciuru (p>0,05) olauunamad. DCTpaguosl KypcaTKU4YJapu TaXJIuil
KWIMHTaHAa  OIy — aHUKJIAHAMKYA, YCcMa  KaWTajaHWIUIAapd  [IApOUTHIATH
Kypcatkuwiapu (62,8 nr/mu) KacaNIMK KeYuIIMaa YcMa — KalTajaHMmara
o6emoprnapaaru kypcatkuwiapra (49,5 nr/mu) HucOatan rokopu Oynran. Maskyp
KypcaTKA4ilap COJUIITHPUITAHAA MabIyMOTJap cTaTucTuk umoHwn (p<0,05).
[Iporectepon KypcaTkuwiapu TaxJWid KWIMHraHaa ynap Oup xun Oynran Ba 0,6
IT/MJL.HY TalIKW KWIraH. MabiayMoTiIap cTaTUCTHK UIoHWIN 3Mac (p>0,05).

VCMaHMHT Xap MKKHM THCTOJOTMK TYpPH CONMINTHPHITAHAA XyKailpaBuil ycMma
TypHJia TECTOCTEPOH KypcaTkuuu 16,7 HMOIB/1, ToMHp-HuOpo3mm ycMa Typuaa dca
15,2 HMONB/M.HM  TalIKWJI  KWIraH. Xap HKKH TypyX KypcaTKuujaapu
COJIMIITUPHWIITAHAA MabIyMOTIIAp CTATUCTUK UIIOHWIH 3Mac (p>0,05).

DcTpaauosl KYpcaTKuuM YpraHWiraHja IIyHra yXiam MabiyMOTiap OJIMHTaH.
Bypyn-xankym anruodgudbpomacu XyxahpaBuil Typuaa ymoy kypcarkud 51,2 nr/mi,
ToMUp-PuOpo3nu ycMa Typuaa sca 52,6 nr/Mi.HM Tamkuil Kwirad. IIporectepon
ypranuwiaranjia OupuHuM Typyx KypcaTtkuuu 0,5 HI/MI, UKKUHYU TYpyX KYpCaTKUYH
sca 0,7 HI/MILHM TalIKuWi KWwiraH. MabiyMoT/iap CTaTHUCTHK MIIOHWIA 3Mac
(p>0,05).

HMucceprauussHuHr  «BypyH-XxaJkym aHruopuOpomacu OMJIAH OFPHUIraH
oemopJuiap konugaru VEGF-A Ba NOS-3 rensiapu noaumMop@u3sMuHu YpraHuin
HATHKAJapw» 1e0 HoMJaHTaH TyptuHuu Oobmma 40 Hadap Oemop Ba 20 Hadap
aespau corsiom yrun 6omamaru VEGF-A (C963T, G405C Ba G1154A) renu Ba
NOS-3 (T786C Ba T894(G) reHu ydyH TakKIUM KWIMHIAH TE€HETUK MapKepiap
HATWKAJIAPUHUHT Taxyimiu Eputuirad. ['eHetuk mapkepnap PyroMark cepusiiu
FEeHETUK TaxJIMJI TU3UMHM KYJUIAHWITAH XO0JiJla MUPOCEKBEHUPOBAHUAIAII YCYJIH
OWJIaH aHUKJIAH]IH.

MasbnymoTinap TaxJuiau IIyHM KypcaTauku, Oemopiapaa C963T renerux
mapkepu Yypranwirasga CC reHoTUNW yuypalau, Aespiud COFJIOM oJlamjiapia 3ca
Ma3Kyp reHotun yupamaiau. bemopnap rypyxuna VEGF-A renununr G405C
mapkepu reHoTuruianrasga CC TeHOTUNM YYpalIMHUHT TaKpOPJAHUII Jlapakacu
(40,0%) wnazopat rypyxumra uHucobatan (15,0%) roxopwiamu anukianan. G-1154A
noymMop(U3MH  TAIKUK KWIMHTAaHJa aHruopuOpomMara sra Oemopiap Typyxuaa
HazopaT Typyxura Hucbaran (termnum Tap3ga, 30,0% Ba 10,0%) AA reHorunu
VUpAIIMHUHT TakpopiaHum napaxacu nacaiumu (10,0%) Ba GG renHotumnu
aHUKJTaHUIUIapu MUKI0pH rokopuiamu (50,0%) Ky3aTumnras.

bemopnap rypyxuma Xapau-Baitbepr myBo3anatu Oyitmdya TEHOTUILIAPHUHT
Ky3aTUJIaJUrad TaKCUMJIAHUII Japa’kacu KyWHaaru KypcaTKUuIapHHU TallKUI KAJIH:
C/C=0.55; C/T =0.30; T/T =0.15 (x°=1.6; P=0.2); cornom goHopnap rypyxuza: C/C
=0.50; C/T =0.50; T/T =0.0 (x°=0.1; P=2.2).

bemopnap rypyxuma VEGF-A rean G405C reHeTuk Mapkepu TaxJWl
KWINHTaHaa, Xapau-Baibepr myBo3aHatu OViiMua T€HOTHIUIAPHUHT KyTHJIaAUTaH
TaKCUMJIAHMIII YacCTOTacH KyHujaru kypcarkuuiaapHu tamkuia Kuaiaun: G/G =0.06;
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G/C =0.37; C/C=0.56; nazopar rypyxuna: G/G =0.49; G/C =0.42; C/C =0.09.
bemopnap rypyxujaa TEHOTUIUIAPHUHI Ky3aTWJIAJuraH TAaKCUMJIAHUII YacTOTacH
Kyhunaru kypcatkuwiapuu tamkwin kuwind: G/G =0.05; G/C =0.40; C/C =0.55
(x’=0.1; P=0.8); cormom goHopmap rypyxuma: G/G=0.45; G/C=0.50; C/C=0.05
(x*=0.7; P=0.4).

bemopnap rypyxuaa VEGF-A reau GI154A reHeTuk Mapkepu TaxJdil
KWINHTaHaa, Xapau-Baioepr myBo3aHatu OViiMua T€HOTHIUIAPHUHT KyTHJIaJAUTaH
TaKCUMJIQHHUIII YacTOTAaCH KyHuaarm KypcaTkuwiapHu tamkuin kuman: G/G=0.49;
G/A=0.42; A/A=0.09; mnazopar rypyxuma: G/G=0.09; G/A=0.42; A/A=0.49.
bemopnap rypyxuaa TEHOTUILUIAPHUHT Ky3aTWUJIAIWTaH TaKCUMJIIAHUII YacTOTaCH
Kyhugarn kypcarkuwiapau tamkwn kwinn: G/G =0.50; G/A =0.40; A/A =0.1
(x*=0.05; P=0.8); cornom noxopnap rypyxuma: G/G =0.05; G/A =0.50; A/A =0.45
(x’=0.7; P=0.4).

bemopnap rypyxuna NOS-3 rean T786C reHeTUK MapKepH TaxXJIWJ KWJIMHTaHIA
Xapau-Baitbepr MmyBo3aHaTu Oyiinya T€HOTHIUIAPHUHT KYTHJIAJIUTaH TaKCUMJIAHUIII
napaxacu Kyhujaru kypcarkuuiapHu tamkun kwian: T/T =0.6; T/C =0.35; C/C
=0.05; nazopart rypyxuna: T/T =0.81; T/C =0.18; C/C =0.01. bemopnap rypyxuaa
Xapnau-Baiioepr MYBO3aHATH oyiinua T€HOTUILIAPHUHT Ky3aTUJIaIuraH
TaKCHMJIAHMIII YaCTOTACU Kyruaaru kypcatkuuiapuu tamkwi kuiau: T/T =0.65; T/C
=0.25; C/C =0.1 (x*=1.6;P=0.2); cornom monopiap rypyxuza: T/T =0.80; T/C =0.20;
C/C =0.0 (x°=0.2; P=0.6).

bemopnap rypyxuma NOS-3 rean T894G reHeTMK MapKepw TaXJUi
KUIuHTaHaa, Xapau-Baitbepr myBo3aHatu OyiiMya T€HOTUIUIAPHUHT KYTHJIaIUTaH
TaKCUMJIAHUIII YacTOTacH KyHuaaru KypcaTkuwiapHu Tamkui kwigu: T/T =0.46;
T/G =0.4; G/G =0.11; nmazopar rypyxuma: T/T =0.68; T/G =0.29; G/G =0.03.
bemopnap rypyxuaa TEHOTUIUIADHUHT Ky3aTWUJIAJWTaH TaKCUMJIAHUII YacTOTaCH
Kyhungaru kypcarkuwiapuu Ttamkuin kuiaau: T/T =0.40; T/G =0.55; G/G =0.05
(Xz=0.1;P=O.8); corioM goHopiaap rypyxuna: T/T =0.65; T/G =0.35; G/G =0.0
(x"=0.9; P=0.3). Tankuk KWJIMHraH TYpyXJiap Opacujia TeTepO3UroTHU aHUKJIAIIaru
UIIOHWIM (papKIaHUIIAp Kalj STUiIMaraH: TaxpuOa rypyxjapuia xam, Hazopar
rypyxJjapuaa XaMm rerepo3uror Muxkaopu 18-35% arpodunpa y3rapub Typran. OHr
KaM MUKJOPJIM TeTepo3uror anruoduodpomara sra Oemopiapaa T894G renerux
MapKepH TaxJui KuinHranjaa Kkyzaruirat (40-50%).

Mynnaii  xkunub, TaAKUKOTIAp OypyH-XalkyMm aHruodubpomanapura sra
o6emopnapna VEGF-A renn G405C reHeTHK MapKepUHUHT SXIIM MPOTHOCTHUK
camapagopiuruan  kypcatau. lllynunraex, anrmoduOpomanap pHBOKIAHUIIUTA
MOMMIT OJTaMJIapHU APTA TAIIXUCIIAII Ba XaB() TYPYXUHU aHUKJIAII CaMapaTOpIUTHHH
omupuil yuyH VEGF-A renun G405C Ba NOS-3 rean T894G, T786C xabu 6up Heua
TCHETHK MapKepJapruHU KOMOWHAIMSIAHTaH TaXJIWJ KWJIAII MaKCaara MyBO(QUKIUTH
Eputud 6epuIIIn.

JlnuccepraudstHUHT «bypyH-xajJKym anruogudpomacu YCUIIMHUHT
MOP(}OJIOTHK Ba MMMYHOTHCTOKHUMEBHH y3Mra XoC XYyCyCHAITJIAPWHUHT
KACAIMK KAaTAJAHWILIAPH BA KEYUIIMHU NMPOTHO3JIAIIAATH aXaMUATH» 10
HOMJIAHTaH OemuH4Yn 000uaa OypyH-XalakyM aHruoguOpomacu OuiaH orpurad 118
Hadap OEMOPHUHT TMCTOJIOTUK MaTEpUaId HATHXKaJapy TaKKOCIaHTaH TaxXJIuiau 0aéH
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kunuHrad. bapua Oemopnap Ouprnamuum Ba KalTanaHraH (peuuauB) YycMa Typura
Kapal UKKH rypyxra OYJIUH]IN.
1-skanBaa
beMopapHUHT OypyH-XaJaKyM aHruoGpudOpoMacHu ruCToJIOTMK TYpH Oyin4a
TAKCUMJIAHMIIHU (ACOCHH TypYyX), (n = 69)

Vcema Kaittananuum (peunans) n=5 (7,24%)
Muxknopu = v

I'ypyxnap n (%) 1 Winnraua 3 linnraya

abc. % abc. %
Acocuii (bupnamun) ycma 69 (100) 3 4,3+2,5 2 2,9+£2,0
Tomup-pudposnu ycma 46
TypH (66,75.7) 3 6,5+3.,6 2 4,3£3,0
XyxalpaBuil ycma Typu 23 - - - -

YKAUPABHIH YCMA TYP (33,3%5,7)

2-KaABAJT
BemopJsiapHuHr 0ypyH-XaJakyM aHruo¢pudpoMacH rucToJIOrMK TypHu 0yiinda
TAKCUMJIAHMIIHU (COJTUIITHPMA IYPyX), (n=49)

Vema kaiitanannmn (pemumms) n=8 (15,4%)
Muxknopu
Typyxmap n (%) 1 fiwnraya 3 fiunraua
abc. % abc. %
Comnmrmipma - 49 (100) 5 10,2443 3 6,143 4
(kaWTamaHyBYaH) ycma
Tomup-pudbposznu ycma 39
+ +
TypH (79,6+5.8) 4 10,3+4,9 3 7,7+4,3
. - 10
XyxaiipaBuil ycMa Typu (20,4+5.8) 1 10,0+£9,5 - -

Conumtupma Typyx, Oemopiapuja ycMa KaWtanaHumu (peuuauB) 15,4%mu
(8/49)na anuk1aHraH.

buz anuknanran axo6opotr (umHbOpMaTuB) MOPGOJOrHMK ajgomatiap OypyH-
XalKyM aHruouOpomMacuHuHr 7 Ta TaBcudumaH wuodbopar OYnImMO, Xap Oup
KYpCcaTKU4HH, ¥3 HaBOaTHaa, 4 Ta KM4UK rypyxra 6ynu6 unkauk. lllynra acocnanuo,
OM3 Ma3Kyp KaCaJIMKHM MPOTHO3JAll Ba JaBOJalll MOHUTOPUHTH YYyH 7 Ta
TYPYXHHUHI Xap Oupuaaru amomariapiaad Oupu Oayiapy WHFMHAWCHHU aHUKJIANIIaH
nbopat MOPQOJIOTHK Y3rapuiuiap JapakaCHHU O€NTHiIall aJrOPUTMUHU TaBCHS
KHJIAMHU3.

Mopdonoruk y3rapunuiap gapaxacu 7 Ta TYpyXHHHT Xap Oupuaaru ajomatiap
Oaymapu WuFUHIUCH OYiinya OaxoIaH/In:

1) maromMopOJOTMK Y3rapulUIapHUHT 3HT KaMm Japaxacu 7 Oamngan 14
Oayraua;
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2) mnaroMopdoOJIOTUK Y3rapHIUIapHUHT YypTada papaxacu 15 OGamngan 21
Oayuiraya MUKJ0pra MyBO(HUK;

3) maTtomMopQoJIOTHUK Y3rapulUIApHUHT JHT KYm Aapaxkacu 22 Oamimgad 28
Oasrayva.

Kypunaauku, ycMa pUBOKIAHUIIMHUHT XyXalWpaBuil Typuaaru OypyH-XaiKym
anruodubOpomanapura sra 6emopiap acocuii rypyxunaa 6amiap wurunaucu 10 nan 13
raya OajmHU TamKuWi Kuhaau. by 1-rypyx mopdonoruk y3rapunuiapra MyBO(DUK.
VeMa  pUBOKIAHMIIMHUHT TOMHP-(GHOPO3IM Typura osra Oemopriapaa Oasiap
wuruaaucu 18-19 Oamnau Tamkun Kunub, Oy ycMamaru 2-rypyX MOpQOJIOTHK
y3rapuriapra MyBoQHKINp.YcMa PUBOKIAHUIIMHUAT TOMHUP-QHOPO3IH TypHaaru
OypyH-XaJKyMm aHruopuOpomanapura sra OEMOpIapHUHT ycMa HaMyHajlapuaa ycma
TyKuManapuaa 6upo3 Mop¢oJIOTUK y3rapuuuiap Ky3atuiaran 6ynuo, Oy 28 Oamnraua
CyMMaJiH 3-TypyX MOP(OJIOTHK y3rapuuuiapra MyBoQUK.

VEGF »skcnpeccusicu Ba P53 (mtp53) myrant renu MmaBxymaura DAKO
(Manust) dupmacu tymmamiapu EpaamMuga HUMMYHOTHCTOKMMEBUN yCyll OuiaH
aHukJanau. TankukoTaa OypyH-XalKyM aHruoguOpomanapu OupiiaMud ycmacura
sra 43 nadap O6eMop Ba Ycma KaWtananumu (peuuauB) Ounan 20 Hadgap Oemop
tannad omuHau. lactnabku (6upnamun) ycma 43 Hadap 6eMopHHU Y3 numra oymo,
ynapaaH 28 nadapu (65,1%mu) YcMa pUBOKIAaHUIIMHUHT TOMUP-PUOPO3IIK TypuUra Ba
15 nadapu (34,9%mu) XyxKaiipaBuii Typura sra GeMOpJIapHM TALIKHJ KHIraH. YcMa
PUBOXIIAHUIIMHUHAT TOMHP-GUOPO3IM Typu YpraHWITaHIA NIy aHUKIAHAUKHA, 28
Hadap 6emopruHr 3 Hadapu (10,7%mn)na VEGF skcnpeccusicu MmaBxyz 0ynmaras, 7
Hadapu (25%m)ma ypraua sxcrpeccuss C<(0%) Ba 18 nadapu (64,3%mu)ma VEGF
IOKOpH 3Kcripeccusicn Kaa stwiran — C>(10%). Kapama-kapum rypyxiaa ycma
PUBOKJIAHUIIMHUHT XyKalipaBuil Typura sra 6emopnapaa 15 nadap 6emopHuHr 12
Hadapu (80%m)ma VEGF skcnpeccuscu maBxyn smacnuru Ba 3 Hadapu (20%mu)na
VEGF kydcus skcnpeccusich Kaija sTwiran. Xed Oup xonataa VEGF rokopu
skcnpeccusacu.  bypyH-xankym — anrmouOpomanapuHr — ycma — KalTaJaHUIIH
(peumauB)na VEGF oskcmpeccusicu 20 Hadap Oemopna Vpranwirad. bynpaa
TUCTOJIOTHK Xuxatnan 16 Hadap 6emopaa Tomup-pubpo3nu ycma Typu Ba 4 Hadap
oemMopaa xykaiipaBuil ycMa Typu Kaij stuirad. Tomup-¢puopo3nu ycMma Typura sra
16 nadap 6emopuunr 2 Hadapu (12,6%mu)na VEGF skcnpeccuscu MaBxyl SMacIuru
Kaiin stunrad, 3 Hadapu (18,9%mu)na — VEGF ypraua skcnpeccusicu Ba 11 nadapu
(68,8%m)na — VEGF dakTopu 10Kopu 3KCIIpecCHsICH Ky3aTWwiraH. XyKalipaBuii ycMma
TypHia TOMHUPJIAP SHIOTEIUSICH YCUII OMUJIMHUHT SKCIIPECCUSICH MaBXYJ] YMACIIUTH
(25%) €xm xyucu3 sxcnpeccusicu (50%) kympox Kaim stunrad Ba dakartruaa 25%
xosataa VEGF 10Kkopu sKkcnpeccusicu Ky3aTHIITaH.

bemopnapHUHT Xap WKKH THUCTOJIOTHK TYpPyXJap¥ COJUINTHPUITAHAA KUECUI
rypyxjapaa WmoHwin (apkiraHunuiap oiduHraH. busHuMHT Ky3aTyBiaapummuszna 43
Haap OeMopHUHT  OypyH-XaJlKyM aHruoubpomacuma ycMmamap  Typiu
OoCKUWIapuaa TOMHUPJIAP  DHIOTENMSICH  YCUII ~ OMWJIMHUHT  SKCIPECCUSICH
ypranwirad. 43 Hadap OemopuHunr 10 nHadapuma kacammukHUHT | OOCKHWYM Kaii
stwirad. byHna akcapust xommapaa (90%), Tomupnap SHAOTENUSCH YCUII
OMWIMHHMHT 3KCIpeccusich MaBxyJ Oynamaran Ba 10% xomnataa ypraya skcnpeccus
Mmapxyn OVnrad. Kacammukuaunr I 6ockuummaru 12 Hadap GemopuuHr 4 Hadapu
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(33,3%m)na TOMHpAAp SHAOTENMICH YCHUII OMMJIMHHUHI SKCHPECCHICH MAaBKYyH
sMaciauru Ba GemopnapHuHr 8 Hadapu (66,7%wu)nga VEGF ypraua skcnpeccusicu
Kaiix stunrad. bypyH-xankym anruoduOpomacunuHr III Gockuumma 21 Hadap
oemopHuHr 2 Hadapu (9,5%mu)aa TomMupiap SHIOTENMICH YcUll (HAKTOPUHUHT
AKCTIPECCUsACH MaBxKy 3maciuru, 1 Hadapu (4,8%mu)aa Kyucus sKcrpeccusicu Ba 18
Hadapu (85,8%mM)1a I0KOPU SKCIIPECCUACH KAl STUIITaH.

Kacammkuunr I Ba 11 OGockuunapuaa OypyH-XaldKyM aHruo(puOpoMacHHUHT
KailiTanaHraH (peuuauB) XOJaTuJa, ycMma TYKUMallapuja TOMUpPJAp SHIAOTEIUSICU
YCUII OMWJIMHHMHT IOKOPH OKCIIpecCHsCH MaBxyZd Oynmarad. bBypyH-xamkym
anruopudpomanapuauar I Gockuumpa 85% Xomarnapaa YCMaHUHT  FOKOpU
SKCTIPECCUsCH Kaia atuirad. 15 €mraga 6emopnapaa 1okopu sxcipeccust 55,6%wuma,
16 €mman 20 é&mraua Oemopnapna 47,5%wuna Ba 21 émpan karra Emgard
Gemopnapaa 64,3%wuaa Kaiin stunrad. Em rypyxmapu commmrupunrasga 21 émman
karra €upraru Oemopiapaa Oomika € rypyxJjapura HucOaTtaH Ycemanu skxapacH
1oKkopu akcnpeccusicn  (64,3%) xyszatunagu. FHOxopu skcnpeccusi KOH KETHUII
anoMatiapura sra Oemopiap opacuaa (53,1%) KOH KeTull ajoMmatiiapu MaBXKyad
oynmaran xonarnapra (16,2%) aHucbaTtan Kynpok yupauu.

VCMaHMHT THCTONOIMK TypHra Kapab P53 TeHHM CympeccopH 3KCIPEeCCHsCH
TaxJIMJI KUJMHTaHJa OIy Hapca aHUKJIAHJIWKH, TOMUpP-PuOposnu ycma Typuaa 1
Hadap 6emop (3,6%mu)na kyducus skcnpeccus, 9 Hadap 6emop (32,1%mu)aa ypraua
skcnpeccus (10%pman kam) Ba 18 Hadap Gemop (64,3%m)ma roKOpHU SKCIPECCHS
(10%pman xym) xaig sTuirad. Xyxkaipasuil yecma typuna 15 wadap 6emopaunr 10
Hadapu (66,7%mu)na xkydcus skcnpeccus, 2 Habapu (13,3%m)na yprada skcnpeccus
Ba 3 wHabapu (20%m)aa IOKOpPH OIKCIpeccus Ky3aTwiraH. TakauM KUJUHTaH
mabiymotaap P53 rokopu skcrpeccusicn OypyH-XalKyM aHTHO(GUOpOMaTapuHUHT
TOMHUP-GUOPO3TN YcMa TypH YYyH XOC JIKAHJIMTHMHU TacAMKIaWau. XyKanpaBHii
ycma Typuaa P53 reH-cympeccopw 3KCIpeccHsCH  KaMm  yupadau. Yoy
(dapkanunuiap cratucTuk umoHwn (p<0,05).

BypyH-xankym aHruopuOpoMacu KailTajaHraH Oemopiap TYypyXd TaIKUK
KWIMHTaH1a, 1acTia0ku (OupiaaMun) ycManaH papkiu paBullga, YCMaHUHT Xap UKKU
TUCTOJIOTUK MIaKuiapu — ToMup-pubposnu ycma typuna (68,8%) Ba XykaipaBuii
yema typuna (75%) P53 ren-cynpeccopu 10Kopu SKcpeccusic OOpJIUTY aHUKJIaH U,
[lynra acocaH, KaiTaJlaHyBYaH YCMaHUHT JacT/Ia0ku (OupiaaMuun) ycmara HucOaTaH
arpecCUBIIUTUHU alTUIl MyMKWH. KacaqumkHuHT Oomika OocKuwiapuaad (Gapkiu
paBuiiia, OypyH-xaikym anruoduoOpomacununr I 6ockuuuaa 10 nadap 6emopHUHT
8 Hadapu (80%m)ma P53 reH-cympeccopy 3KCIPECCUSICM MaBXKYyJl IMACIWTA Ba 2
Hadapu (20%mwu)ga ymly TeHHUHT ypTadya SKCIPECCHsICH OOpIHMTu Kaia STHITaH.
bypyn-xankym anruopubpomanapununr Il OGockuumpa, acocaH, OeMOpIapHUHT
75%muna P53 ren-cynpeccopu yprauya skcnpeccusicu, 8,3%muna P53 ren-cynpeccopu
IOKOpH DKCIIPECCUSICU KAl 3Tuiaau Ba 6emopaapHuHr 16,7%muna — reH-cynpeccopu
MAaBKy/1 SMACIUTH KAl 3TUIIa]H.

Kacammkauar ©Oomika OockuwiapujaH ¢Gapkjiv paBuilnjga OypyH-XaJIKyM
anruopudpomanapuHuHr Il 6ockuunga P53 ren-cynpeccopu HOKOpU 3KCIPECCUICH
oemopaapauar 95,2%muna, P53 reH-cynmpeccopu 3KCIPECCUSICH MaBXKy[A 3MACIUTH
sca — OemopnapHuHr 4,8%muna yupaitnu. by ycmanm xapa€H OOCKUYM IOKOpUIIA0
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Ooopumm Ounan OypyH-xankym anruopudOpomacuma P53 ren-cympeccopu rOKoOpH
AKCIPECCUACH Kaila »STuivmMaad jganonar Oepaau. OIWMHTaH MablyMOTIIap
cratucTuk uimoHunu (p<0,05). Hactnabku (6upiamun) ycmanaH ¢hapkjid paBUILA,
KaliTamanrad OypyH-XaJKyM aHruoguOpomanapujga KacalIuK  OOCKUYJIapH
roKopwi1ad Oopuru 6unan P53 reH-cynpeccopu 3KCIpeccusicu XxaM Kydand 6opasu.
Kacammikauar 111 Gockuumpma P53 reH-cympeccopu  IOKOPH  DKCHPECCHUSICH
oemopaapuunr 100%muna kaita stunanu. 15 €mradya 6emopriapa I0KOpH dKCIPECCHst
77,8%muna, 16 émpman 20 &mrada Oemopimapaa — 52,5%mma Ba 21 €mmaH karta
¢mmarn 6emoprnapna — 50%wuna xkyzatuiarad. bemopnap rypyxuma reH-cympeccopu
IOKOpU JKcrpeccusicu 15 €mraua Oemoprnapaa Kain stunaau. by ymOy &émiga
KaCaJUIMKHUHT EMOH MPOTHO3MIaH AajionaT Oepaiu.

Jlemak, Ha3opat rypyxumaru 6emopiapaa P53 myTaHT reH-cympeccopu OKOpHU
DKCTIPECCUSACH aCOCHil TypyX Oemopiapumarura HucOatan 2,5 OapaBap KYIPOK
yupaiiau. by kym connam Oemopiiapja aronTo3 WYKOTHITaHJIWTWIAH, NTYHUHTACK,
JIHK mumkactnanraHuziad Ba TE€HOM Oy3WIMIILIApUra sra Xyskaipamap CHUKUO
YUKApWITaHUJAH CYHI  XyXkailipa OOCKMYM  Keuuiuura siHaga  udoganu
HOMYBO(UKIUTHIaH JajnojaT Oepanu. by reHetuk Oekapopiimkka oiu0 Kejlaau Ba
xaB(hJu y3rapulliapHu KEITUPUO YUKaPaJIH.

HucceprauussHudr «bypyH-xajJkym anrmoguOpomMacuaa Kyn OMUJLJIM Ba
KOpPpeJsiliMOH TaXJW/» Je0 HOMJIAHTaH OJTHHYM O000uaa kym yiauyamid “Kyn
OMIUIN CTATUCTUK TaXJIWJ YyTKazuirad. byrma Ou3 TOMOHMMU3IaH TaHIab OJMHTaH
158 Ta anomarnan 35 Tacu SHr axamuATian OYynmuO yukau. Kacammuk mporHo3uHu
aHUKJalIa KaTTa axaMHUsATra sra acocHil KacajsluK aJoMaTiapu KyhuaaruiapaaH
nbopar Oynmu: yemanu skapa€H xycycuaru (1-omur), 6EMOpPHHUHT >KUHCH (2-OMHII),
€mm (3-ommi), Tamxucnam (4-omun), KoH Oumupyounu (5-omwmr), ACT (6-omun),
AJIT (7-omun), kKoH MoueBHHacH (8-omuit), kpeaTuHuH (9-omui), TectoctepoH (10-
omun), actpaauon (11-omun), mporecrepon (12-omun), anbpa-untepdepon (13-
oMui), ycMmanu skapaéH Oockuwiapu (14-omumn), omeparus typu (15-omun),
XKapPOXJIUK (orepaliys) Wyau OuiaH AaBoJalia KoH Hykotunuiap Xaxmu (16-omun),
ycma  Kadtananuimm - (17-omun), wMopdonoruk Typiaapu  (18-ommi), rennap
nosmmopduszmu (19-33-omumiap), koH dakropu pesycu (34-omui), KoH rypyxu (35-
OMHUIN).

VYaapHuHT y3apo KOppessuus OOFIMKIMKIAPUHM YpraHuil yumldy OoMuUIUIap
opacuaa omepauus TypH, YCMaiH >Kapa€H OOCKUYIapu, YCMaHUHT MOPQOJIOTHK
Typiapu, TeHdap  noauMoppusMu,  anbpa-uHTephepoH  Ba  TOPMOHIIAP
KYypcaTKuujaapy, Onepalusuiap BakTHAAa KOH MYKOTHILIAp XakMu, Oemopiap &
KaCaJJTUK KEUHIIIMTa Ba TIPOTHO3UTA KAaTTa TAbCUP KYPCATUIIIMHA TACTUKIIA]TIH.

HMucceprauussHuHr «bypyH-Xxankym anruoguOpoMacuHM onepanus WyJau
OnJIaH JaBoJiall caMapaJOPJIUTHHUHT KUECH A TaXJINJIn» 160 HOMJIAHTaH €TTUHYH
0o0uma OypyH-XalkyM aHruopuOpomacu I03acuJiaH Typiud  omepaiusiap
HATWKaJIapy KEJITUPWITaH. BU3HUHT TeKIMpUILIAPUMU3 JacTiadku (OupiaaMun)
ycmara  HuUcOaTaH  JKAppOXJMK  Hynu  OwinaH — gaBojiaml  OypyH-XaJIKyM
anrnopubpomacura osra 172 Hadap Oemopaa YTKasHILH. YCMald >KapaéH
OOCKUWIapHU Ba TapKAJITaHJIMK Japakacura Kapad, KyWuaaru Typiaapjard sKappoxXJIuk
1ynu OWiaH naBoJail aMaira OUIMpPUIIIN:
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1) YycmanuHT Tabuuii ymmap opkamu (TpaHcopasd, TpaHCHA3ald Tap3aa) OJuo
tanutanuimu 17 vadap 6emop (9,9%m)na;

2. enkep ycynu 6yiinua 8 Hadap 6emop (4,7%wu)na;

3. Myp ycynu 6yitnua 122 nadap 6emop (70,9%mn)na;

4. YyemanuHr Myp moaudukainusacu Oyinya onu0 Tanutanuim 25 Hadap 6emop
(14,5%m)na.

buz kentupu6d Yyrtran Chandler O6yitmua TtacHudmam (1986 i.) Ycmanu
Kapa€HHUHT TapKAJITaHJIMK JapakacuHU Ba Ou3 (oilnamaHUITaH KXappOXJIUK Hyu
OwsaH JABOJIATHUHI AaKcapuaT XoJUlapja YCMaHMHI TapKaJraHJIUK Japakacura
OOFNIMK OyiraH Xa)kMUHHA OOBEKTHB paBHILIAa KypcaTtagu. Myp Oyiinda >kappoxJiuK
Wynmu OwnaH naBonam erakuum ycyd xucoOmanamu. Kacammukaunr I Ba IV
Ooockuwiapuga 66,6% xomatna ymoOy ycynman ¢oimananuwiran. [l 6ockuyma
YCMaHUHT TYJIUK OJIMO TAlUTAHWIIM Ba acopaTjapHU KaMaWTUPHIL YyYyH y4yH Ou3
Myp 6Viinua oneparnusiHu Mogudukanus Kuiaauk. buz Mogudukanus kuiaradn Myp
Oylinua OMepalMsHUHT Y3Ura XoC XYyCYCHUSTH IIyHAaH HOOpaTKd, IOKOpU Jad
KECWIMIIKM JJAOHWHT YpTacuJaH sMac, Oajdku YHUHT OypyH-1ab OypMmacu 4YeKKacu
Oyiinua amanra omupwiagd. Maskyp onepalusHUHT sitHa OUp Y3Ura Xoc XyCyCUSITH
IOKOpY JKaF OYIUIWFU OJi ACBOPUHUHT ¢akaTtruHa 3/1 Menwan KUCMU KecuO
TalllJIaHUIIK (pe3eKuusicu), Oy OYIITMKHUHT OpKa Ba MeIuall JieBopyaiapy KEHT
PE3EKIUSACH, IIYHUHTIEK, KalJ] STUITaH CysiK OMJIaH TUMOF CYSITH (COUTHUK) YEKKACU
pesekuuscu Oaxapuiumuaan uoopart. Kaiig stunran cysk Tapkubiapu pe3eKIHsICcH
KEHT Omeparys KW UMKOHUSTHHN TabMUHJIAWIM, Oy 3ca YCMaH! SPKUH aKPaTHUIII
Ba TYJIHMK ONMO TAalUIAHWIIMHYU aMaira OIIMPUII UMKOHMHM Oepamu. Kaiia stunran
Oapua CysKk TapkuOIapw TYIUK PE3eKIUsS KWIMHTAHIAaH Ba YcMa MOOMIIM3AIIHS
KWIMHTAHIAH CYHT YCMAHHHT aXpaTIIMIIN OOLUUIAHAAM. YCMaHH aXpaTHII Ba
MOOWMIIM3AIUS KIJIHII YCMaHU KapoxaTiaMaciuK yuyH (akat 6apMmok €pmammia Ba
yT™Mac yCKyHa OpKalM amaira omupwuiaau. Myp Oyiimdya aHaHaBuM (KJIACCHK)
onepauusnan Gapkiau paBuniia Myp Oyiinua MoauQUKalMs KWIMHTAH OMepalus
ycyauja I0KOpH XKar MellioHa YCUFUHUHT OYypYyH Cysaru OuiaH TyTall KUCMHU OypyH Ba
kY3 €m cyskiaapu OuiaH Oupra cakjaaHuO koivHaau. IyHUHTIEK, FaJIBUPCUMOH
CYSKHUHI KY3 IIJJaCTUHKACH HSCTETHK CaMapaJopivuK Y4YyH KHUCMaH pPE3eKIMs
KUJIMHAH.

Tynnanran amammii Taxpu6a [ Oockud OypyH-XaldKyM aHruopuOpomacu
XyXaiipaBuii ycma Typua TallKd YHKY apTepUsCHHH OOFJAIIHU paj KHUJIMIIMMH3Ta
UMKOH Oepau. ByHHHr yuyH OypyH-XalkyMm aHruopudpomacu XyxailpaBuii ycma
Typuaa Ma3Kyp OOCKMYZard YCMAaHUHT KOH OWJIaH TabMHUHJIAHUIIA KaMpPOK
udonananranmurn acoc Oynau. Hatmkamap Tax) i IIyHU KYpCAaTIUKH, ycMma
KalTaJaHUIIM TaOUMUi WyImap OpKalud aMaira OIIMPHITaH ONepalnusiiaH KeMUH SHT
Ky Ky3aTuiarad — 6emopnapruar 10 madapu (58%m)na. Yema kaitrananumu Myp
ycyau OViinya aMaira olMpuiran onepauusiiapaad cyHr 122 nadap 6emopiapHUHT
21 nadapu (17%mu)na, Jenkep ycynu Oyilmua amanra omMpuirad omnepaunusiapia
cyur Oemopiuapuunr | Hadbapu (12,5%m)na anuknanrad. bypyH-Xxajikym
anrnouOpomManapuHy JaBojall yCyJUlapd YCMaHUHI TapKajrahJIuK Japa)kacura,
KJIMHUK CUMIITOMJIAPHUHT U(oJanaHTaHIuK Aapa)kacura, alHukca, yecMmaaan npodys
KOH KETUIIM Japakacura, UIYHUHTJAEK OOll CysArd AacOCHUHUHI JIECTPYKTHUB
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y3rapunuiapura, YCMaHUHT TUCTOJIOTHK Typilapura Kapal, Ky3aTyBlapuMmusaa Oapua
o6emopuitap 3 rypyxra OYJIUHIH.

Taxyun HaTwKanapy WIyHU KYpCaTIUKHU, YCMaJaH KOH KETHII aJoMaTiapucH3
OOl Cysard acOCHMHHUHI CysIKJIap JeCTpyKUuscHra jsra OemMopiap Trypyxuaa
JABOJIAHMILI ~ OTepalusi aMajira OIIUPWIMINM OwiaH OonulaHraHga ycma
KalTaJaHUIIMHUHT FIOKOPU 4acTOTacu Kaila stuirad. byHna appoxJIuK aMaauéTu
yTrazwiran 18 nadap Oemopuunr 11 nadapu (61,1%mu)na ycma kalTanaHuiLiapu
anukianrad. llly Ownman Oupra, Hypiu Tepanus Ba omepanusnan cyHr 15 nHadap
o6emopuuHr 1 Hadapu (6,7%m)na ycMa KalTalaHUIIN Kaia 3TUATaH. Yoy rypyxaa
3 nadap OeMopia ONAMHAAH ONEpalnuAradya TAIIKA YHKY apTepusicd OOFfJIaHTaH.
WkxuH4M rypyxaa, 0ol Cysrd aCOCUHUHT CySIKJIap IeCTPYKLUMACH aJOMaTiIapucu3 Ba
YcMazaH KOH KETHIIl aioMaTiapura sra 6emopiap opacuaa 90 vadap 6emopHunr 67
Hadapuaa 11y 3ax0Td CTAaHAAPT Olepalusiap amanra ommpwirad. bynna 67 nadap
o6emopHuHr 15 Hadapu (22,4%mu)na ycma KalTanaHumnapy anukiaaHrad. OnauHaaH
TaMIIOH KYWUII, TallKd YWKY apTEepUsCMHM OOFMWIAlll Ba ONEpalus amanira
omupwiraigad cyur 20 wnHadgap OemopHunr 2 Hadapu (10,0%m)ma Ycma
KalTaJlaHUIIUIApY AaHUKJIAHTaH.

bour cyaru acocMHMHI CysiKjap JIECTPYKIMSCHCHU3 Ba YCMaJaH KOH KETHUII
ajoMatiapucu3 OeMopJiiapAaH TalIKWI TOMraH YYUHYM TypyxJa KappOoXJIUK
amanuéTu yTraswirangaH cyHr 44 nadap Oemopuunr 4 Hadapu (9,0%mu)na ycma
KalTajaHuIUiapy Ky3aTwirad. JKappoxJiuk aManuéTuiaH OJNAUHAAH HYpPIH Tepamus
Ba JKappOXJIUK aManuETH YTKazuiramiapHuHr (2 Hadap 6eMop) xeu Oupuaa xoiaTaa
yCMa KaWTaJlaHUIIN yYpamaiu.

Xynnac, YTKa3uwiaraH JaBojialll HaTWwKajdapu Taxjuwid Oapya JaBoJjall
rypyxJjapuia oOmepanusiaH OJIUHTH HypJIu Tepamus YycMma KalTaJlaHHILIapH
YaCTOTACHHU CE3WJIApJM Japa)xkaga nacautupuiumau tacaukiaanan (p<0,05). bypys-
XaJIKyM aHTHO(PUOpOMAacHHU >KappoXJuK #ynu OwiaH maBonamga Myp OViinua
MOAU(UKALMS ~KWIMHTAH  YCYJHUHT KYJUIAaHWJIUIIM ~ YCcMa  KalTaJlaHMIIIapH
yactotacunu 2 6apanap (8%raua) macalTUpuIll UMKOHUHU OEp/IU.

buz OypyH-xaikym aHruodubpomacura yuyparaH OeMOpJapHM JaBOJiall
yCyJUlapy Ba YJapHUHT €lulapura Kapad ycma KaWTajdaHWIIM JapakKaCUHU TaXJIul
KWWK, AKcapusT xojapaa ycMma Katananumu 21 €mian karTa €mjgard rypyxaa
15 wnadap Oemopuunr 11 wnadbapu (73,3%mu)na yupamgu. by OypyH-XanKym
anruopuOpomacu KalTamaHummga €M XyCyCHSATIApUHM XaM XuUcoOra OJHII
3apypJIMTHHU KypcaTaau. Vema KafiTamaHuIy 103ara KeTHIIMHEHT JaBOMUIIIra 4
oiian 64 oiiraua, yprada — 8 OMHM TAIIKWI KHNAmH. YCMa KaiiTalaHHIINra 5ra
OypyH-XalnKyM aHTHO(GUOPOMACHHUHT KJIMHUK CHUMIITOMJIAPU  YPTraHUIUIIHHHA
Ky3aTUIUIAPUMHU3  [IyHU KYPCATAUKH, YcMa  KaWTaNaHUIIUHUHT  OMpPUHYH
CUMIITOMJIApUJAH OupHu OypyHIaH KOH KETUIN XucoOiaaHuO, Oy Oemopmapuunr 31
Hadapu (91,2%m)na Kaiia STUIraH.

Kaittananran (peuuauB) ycmanap Myp ycynmu OVitmua omnepauus 34 Hadap
o6emopuunr 21 nadapu (61,8%mu)na, lenkep OVitmua omeparusi 6emopiapHusr 1
Hadapu (2,9%mu)na, tabuuit iymiap opkanu (ofu3 Ba OypyH OpKaju) omepaius
oemopnapuunr 10 wnHadapu (29,4%mu)na Ba Myp ™Moaudukanuscu Oyitnua
GemopapHuHT 2 Hadapu (5,9%M)Ia amaira ONMPHIAH. YcMa KaWTalaHWIIM 9HT
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IOKOpH Japakacu TaOuuil Myiiap opKaiu onepauusagad cyHr 17 Hadap GeMOpHUHT
10 wnadapu (58%m)na Ba Ycma KalTallaHMIIM DSHr KaMm Jaapaxacu Myp
Moaudukanusicu Oyiinda omnepauusigad cyHr 14 nHadap OemopHuHr 1 Hadapu
(7,1%mn)na peruauB Kaiia sTwirad (0u3 unuiad yukKKaH omneparus Typu). JeHkep
ycynu Oyitmua omnepauusjian cyHr OemopnapHuHr 1 nHadapu (12,5%mu)na ycma
KalTalaHUIIM KaiJ dTUiIrad. Takpopuil KalTalaHUIUIApPHU J1aBoJialll OypyH-XaJIKyM
anruopudOpomacura sra 7 Hadap OeMopaa amaira OIUPWIAA. bemopiapHUHT 2
Hadapu (28,6%m)na nypnu tepanus, [IXT yTkazunran Ba 6emopiaapHunr 5 Hadapu
(71,4%mn)na Myp ycymu OViinya omepanus VTKazwian. Xap 3 oiiga OGemoprap
yCTUJIaH IHWHAMUK Ky3aTyBnap oiu0® Oopunau. bemopnap 6 oiiman 10 iHunrauya
Kky3atu6 Oopunau. llyHuHraex, kain STHIAMKH, YcMa KalTaJaHUIIMra Iy40p
Ooynran 2 Hadap Oemop 2 HuiImaH CYHT YCMaHHHT OOl MUsAA TapKaJIUIIN Ba ycMma
MaJUTHU3AIUACH (AHTHOCAapKOMa)aH BaoT ITraH.

FO3aku Tekmmpuin €ku erapianda TEKIIMPUIMACIUK OeMopiaapHUHT 126 Hadapu
(73,4%m)na nUAarHOCTUK Xaroiukiapra onuO keiaran (6 oipaH S5 Huiraya) Ba
oemopaapuunr 101 nadapu (58,7%mu)na kacamukHuHr YTka3zuo rodopunrad (111 Ba
IV) Oockuunapu aHukiIaHrad. bypyH-XxalkyM aHruopuOpomanapujia IUarHOCTUK
XaTOJUKIAPHUHT acocuil cababiapy KACAIUIMKHUHI aCOCUM KIMHHUK CUMITOMIIAPH
HOTYFPU TAJKUH KWIMHHUIINJIAH KeJINO YMKKAH.

buz OypyH-xankym anruodubOpomacu OwmiaH KacainaHraH Hadap Oemopnaa
JlaroneH  AOpH-TapMOH  BOCHTAaCH  CaMapaJOpJiMIMHU  TEKIIHPUO  KYPAMK.
ComumTupuin Ba Ha3opaT y4yH KOH KETHIIMHU aHbaHAaBUU ycymnap OwuiaH
TYXTaTyBUM Mpenapariap KyJIaHwiraH OypyH-XalKyM aHruoguOpomacu Oumnan
orpurad 13 Hadap OeMOpPHUHT peTPOCHEKTUB aHanu3uAaH ¢oinamanunau. Jlaronexn
Jopu-apMoH BocuTacu onepanusirada 10 gakuka onauu 0.05 r - 10 mi1 no3aga BeHa
nuura 1000puian. Acocuil Typyxja KOH HYKOTHIIHMIIN XaKMU TAacT OYJIN Ba aCOCHMA
rypyxaa 200 mi, HazopaT rypyxuaa — 600 MILHM Tamikwil KWiad. Maskyp XoJiar,
mryoxacus, JlarojgeHn nOpHU-JapMOH BOCUTACHMHMHI T€MOCTATHUK camapalopiMruiaH
nanoJiat 6epaju.

bypyH-Xaikym aHrmopuOpOMAacCMHUHI K€Y TallIXHUCJIAHUIIU cababiaapuHu
aHUKJIAII Ba NIy TalIXHC acocuaaru 0eMopiiapHu mudoxoHara ETKU3WITYHra Kajap
Ba mudpoxoHaga €TUO NaBojaHUII OOCKUYIapula ylap YCTUJAH ONTUMal Ky3aTyB
o0 Oopulll yuyH ymly OeMopiapHHM TallIXHCJAIl Ba JIaBOJIAl aJITOPUTMHU HIILTA0
YUKATIIH.
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XYJOCAJIAP

1. Bypyn-xankym anrmoduOpomacu OwiiaH KacaJlaHTaH OeMopiiapia COFJIOM
mraxciapra HucOaTaH 3CTpaauoN TUTpH 5,7 OapaBap Ba MPOTeCTEPOH THUTPU 2
OapaBap ommmu Kaiin stwiagu (p<0,05). lllynunarnexk, Oemopnap KoHHAA O-
PEKOMOMHAHTIN MHTEpPEPOH MUKIAOPUHU 6 MapTara OIIMIIMHUA Y3 MYMra OJIraH
MyailsiH Oy3unuimap Maxyn Oymamu (p<0,05) Ba Oy y3rapumuiap gaBoJiamd
VYTKa3UIuIInaa, andarra, ypTubopra onuauiny kepak. bemopmapuunr 80% na A (11)
Ba B (III) xoH rypyxmapu Kaija sTwiran. by Typiu cypyHKanu OypyH-XaJIKyM
KacaJuluru OujiaH OFpuraH ycmupiap Ba Oosiamap opacuga XaB(d TypyXHUHH
Oesrmiaiia Hazapa TYTHIMIINA KEPaK.

2. AHrnopubpoMa pHUBOXKIIAHUIIUTA MOWMI oJamiiap XaB( TypyxXJIapUHU
MIaKJJJAHTUPUII BAa KAaCAJUIMKHM 3pTa TaIIXUCJIAIl caMapaJopJUTrMHA OLIMPUII YUYYH
oup Heua reHetuk mapkepiap — VEGF-A rean G405C Ba NOS-3 renu T894G,
T786C renetuxk MapKepJapUHHHT KOMOWHAIMSIAHTAH TAXJIUIUHU YTKA3UII TaBCUS
KWINHAIH.

3. Bypyn-xankym anrunodpuOpomacuma YycmMaHUHT MOPQOJIOTHK Tabuatu Ba
KIMHUK KEUHWIll >Kapa€HW YypTacuaa JaBOJaH OJJIWH XamJa JaBOJaH KEWWHTHU
O6ocknyaa y3Bui Oornmukiank anukiaangu. mtP53 Ba VEGF rennapunuHr 1okopu Ba
¥pTada sKCrpeccusiiiapu MaBXyIJIUTH CajJOWii TPOTHOCTHK ajloMaT xucobmanaau. by
KaCaJUIMKHUHT OFUP LIAKJIUIaH AaoyaT Oepaiu.

4. VIkasuwiran kynm  ymaamiad “kYn OMWUIM  CTATUCTHK TaxJHI  IIYHH
KypcaTnauku, Tannad onuHrad 158 ta anomataan 35 (22,2%) Tacu 3HI axamMUSTIH
o0ynmub, OypyH-xadkyM aHruopuOpomacuja KacaUIMKHM  TPOTHO3JIAIl  Ba
TalIXHCIall[Aa YJIAPHUHT POJIMHUA YpraHuil WMKOHMHU Oepau. YmnapiaH 3HT
axaMUSATIMIApu Kyiuaarunap: Oemop €mm (21 €mpman karra), ycma Japaxac,
ycmanuHr Mopdomoruk TypH, anbda-uHTEpPEepoH Ba TOPMOHIAP XOJATH, KOH
TYpyXH, T€HJIap TOJTUMOPPU3MHE, OTIEpAIUs TYPU XaMmIa HYKOTHITaH KOH XaXMH.

3. BypyH-xankym anruodgubpomacuga, KynuH4Ya, JUArHOCTUK XaTOJHMKIIApTra My
kyiunaau (73,3%). by xaronap acoccu3 Ba Moc Oyiamaran jgaBosiaiira oiaub Kenaiau.
Ma3skyp XaTOJWMKJIApHM KaMaWTHpPWII YYyH KACAJUIMKHUHI aCOCUN CHUMIITOMJIApU
MaBXyAJuruaa 0eMopiiap MaXMyH TEKIIUPYBIAH YTKA3UIUIIN Kepak.

6. BbypyH-xankym anruopubpomacua xKappoxjIuk Wyau OuiaH aaBonamiaa Myp
Oyinya MoauduKanus KWIMHTAaH YCYJIHUHT KYJUIAHWIUIIM YcMma KalTaJTaHUIIH
JapakaCUHU aHbaHABUM KappoxJMkka HucOatan 2 maprta (17man - 7,1%raua)
nacaitupuin uMKonnHn Oepanu. [lly Gomc Ma3kyp ycyna KOH KETHII MUKIOPHHH
KaMalTUpaayd Ba MUPOBapAKMIA Ma3Kyp KacaJUIMKKa Jydop OyiaraH OeMopiapHUHT
Xa€T cu(aTHHU SXIUATANIH.
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HAYYHBIN COBET 16.07.2013.Tib.17.01 IIPH TAHIKEHTCKOI?'IU
MEJUIIUHCKOU AKAJAEMMUMU 110 ITPUCYKAEHUIO YYEHOU
CTEIIEHHU JOKTOPA HAYK

TAIIKEHTCKHUHA UHCTUTYT YCOBEPIIEHCTBOBAHMS BPAUYEN

ABAYPAXMAHOB OTABEK BAXTUAPOBHUY

KINHUKO-TATOI'EHETUYECKHUE OCOBEHHOCTH
AUATHOCTHUKHU U JTEYEHUA AHTHODPUBPOMBI
HOCOI'JIOTKH

14.00.04 — OTOPMHOIAPHHT0JIOTHS
(MeqMIUHCKHE HAYKH)

ABTOPE®EPAT JJOKTOPCKOM TUCCEPTAIIUHA

TAIIKEHT - 2016
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Tema JOKTOPCKOW AMccepTalMM 3aperucTpupoBaHa B Boicieill aTTecTAIMOHHOH KOMHMCCHH
npu Kaéunere MunuctpoB Pecny6auxu Y36exkucran 3a Ne30.09.2014/62014.3-4.Tib19

JlokTOpcKas muccepTaliysl BRIIOTHEHA B TalllkeHTCKOM HHCTUTYTE YCOBEPIICHCTBOBAHHMS BpaveH.
ABTopedepar auccepTaldi Ha TPeX s3bIkax (y30eKCKHM, pyCCKHU, aHTIIMICKHIA) pa3MellleH Ha BeO-

ctpanunie Hayunoro coBeta mo aapecy (www.tma.uz) u Ha WHbopManmoHHO-00pa30BaTeIbHOM TOpTAlIe
“ZiyoNet” (www.ziyonet.uz)

Hay4yHbIi J:xka66apoB Kapum /[:ka66apoBuy,
KOHCYJIbTAHT: JIOKTOP METUITMHCKUX HayK, Ipodeccop
Odunuanbubie Kganr Xpion Kum,
ONIMOHEHTHI: JIOKTOP METUITMHCKUX HayK, podeccop

IToasikos Baagumup I'eoprueBuy,
akageMuk PAH, MOKTOp MEAMIIMHCKHUX HAYK, Ipodeccop

Kaceimos Kadya KaceimoBuy,
JOKTOp MEJULMHCKUX HayK, IIpodeccop

Bexymas opranmusanus: Meanuunckuii ynusepeuret I'pan (ABcTpusi)

3ammTa COCTOHTCS «.» ........ 2016 t. B ..... "yacoB Ha 3acemanmm HaydHoro coBeTa
16.07.2013.Tib.17.01 npu TamkeHTckod MeaunmHckol akamgemuu (Aapec: 100109, r. TamkeHr,
Anmasapckuii paiion, yii. ®@apoowu, 2. Ten./pakc: +99871-150-78-25, e-mail: tta2005@mail.ru).

C [IOKTOPCKOHM amccepTaldeii MOYKHO O3HAaKOMHUThCS B MHGOPMAIMOHHO-PECYPCHOM IICHTPE
TamkeHTCKOH MeOUIMHCKOW akaaeMun (3apeructpupoBaHa 3a Ne ...) (Aapec: 100109, r. Tamkenr,
Anmazapckuii paiioH, yin. @apodu, 2. Ten./dakc: +99871-150-78-25).

ABTOpedepar auccepTanuy pa3ociaH «__ » 2016 rona.
(mportokomn pacceinku Ne_ ot 2016T1.).

.M. Kapumos,

IIpencenarens HAyYHOTO COBETA MO MPUCYKACHUIO

Y4YEHOM CTENEHU JIOKTOpa HayK, 3aCIy>KEHHBIN JieqaTellb Hayku PY3,
akamemuk AH PY3 u PAH, n.m.H., mpodeccop

P. . CynHaToB
YuéHbli cekpeTapb HAYYHOT'O COBETA MO MPUCYKIESHUIO
y4EHOU CTENEHU AOKTOpa HayK, .M.H., JOLICHT,

X.9. IlaiixoBa,

[Ipeacenarens HAy4yHOTO CEMUHapa MPU HAYYHOM COBETE
IO MPUCYXJICHUIO YYEHOH CTETIeHH JIOKTOpa HayK, I.M.H., Ipodeccop
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BBEJIEHUE (AHHOTAUs JOKTOPCKOM IUCCEPTALIUM)

AKTYaJlbHOCTh M BOCTPe0OOBAaHHOCTHL TeMbl Auccepranmu. [lo maHHBIM
BcemupHON opraHusanuu 34paBOOXpAaHEHUS U MEXIYHApOAHOM T'MCTOJIOTMYECKOU
knaccudukanuu, anruopuOpoma  HocornoTku  (AH), sBIASICH  OMyXOJIBIO

KPOBEHOCHBIX COCYIIOB ME3EHXHUMaJIbLHOTO IPOUCXOXKICHUS, cpenu

N00pOKAaYECTBEHHBIX OMyX0Jield 00JacTh To0BbI U 1en coctasiseT 0,05%, a cpeau
. 1

N00pOKaYeCTBEHHBIX omyxojied Hocornotku — 50% . B Hacrosimiee Bpems

nokasarenb 3aboneBaemoctd AH cpenu OONBHBIX € OTOPUHOJAPHUHIOJIOTMYECKOM
[IaTOJIOTUEN COCTaBISET 1:5,000—1:60,0002. OnHuM U3 cBO€OOpa3HBIX 0COOECHHOCTEN
AH sBnsgercst To, 4TO OHa B OCHOBHOM BCTPEYAETCS Y MaJIbUYUKOB MOJPOCTKOBOTO
Bo3pacTa (B cooTHomeHuu 18:1), 1 X0Ts cunTaeTcst 10OpOKaueCTBEHHOM OIMyXOJIbIO B
THCTOJIOTMYECKOM OTHOIICHWH, arpecCMBHO pa3BUBACTCS, 3a CUET pa3pylICHHs
OKpY>KaIOIIHUX KOCTEH, MPOHUKAs Yepe3 eCTECTBEHHbIE OTBEPCTHS, PACIIPOCTPAHIETCS
obictpo, B 10-20% cinydasx BcTpedaeTcs BHYTPHUUEPEIHOE pPACIPOCTPaHEHHE
omyxonmxn’. BakKHO OTMETHTh, YTO B MHPOBOM MaciiTabe OTMeYaeTcs pOCT
nobOpokadecTBeHHOM omyxonu JIOP-opranos, ciemoBarensHO, B mociemanue 15 met
3a001eBaeMOCTh JOOpOKadecTBeHHOM ommyxoibio AH yBenmnuunace ot 6,2% 10 9,5%,
BO MHOIOM BCTpedaeTcss B OCHOBHOM cpenu nered B Bo3pacte 4—10 mer. Bee ato
MOKAa3bIBAET, HACKOJIBKO BXKHOE MEAUIIMHCKOE M COIMAIbHOE 3HAUYEHHUE UMEET 3Ta
npobiema. Ecnu yuects, uto peunauB AH mocne onepauuu cocrasusier ot 10 g0
50%, B OCHOBHOM MHBAJIHMJIaMHU CTAaHOBSITCS MaJbUMKHU MOJPOCTKOBOIO BO3pacTa, U
TO, YTO UHOTa 00JI€3Hb 3aBEPILAECTCI CMEPTHIO, MOXKHO YBUJIETh, UTO BCE AT CIIy4au
MPUOGPETAIOT BaXKHOE 3HAYCHUE B MEIHIIHHE .

[Tocne mpuoOpeTeHuss HE3aBUCHUMOCTM B HaIlle CTpaHe, B Mpollecce
npeoOpa3oBaHUs CUCTEMBI 3/IpaBOOXPAHEHUS OXpaHEe MaTEepUHCTBA U JETCTBA
ynaensieTcs eie OoJipliiee BHUMaHUEe. B pe3ynbrare oCylIecTBIsSIEMbIX MPOTPaMMHBIX
Mep, 3a ToJbl HE3aBUCUMOCTHU JOCTUTHYTHI BECOMBIE YCIEXH B JIel€ OKa3aHHs
KaueCTBEHHOW MEIUIIMHCKOW yCIyru HaceleHuto. OmnpeeneHHbIe MOI0KUTEIbHbIC
pe3ynbTaThl  JOCTUTHYTHI B OOJAacTH  YKpeIJIEHUS  370pOBbS  YENOBEKa,
CBOCBPEMEHHOTO BBISIBICHUS M A(G(GEKTUBHOTO JIEYCHHS Hapsiay C APYTUMHU
3a007€BaHUSIMA W TAaKUX HEIYTrOB, KaK OTOPUHOJAPUHIOJIOTHYECKUE U
OHKOJIOTMYeckue 00se3Hu, B ToM uncie AH.

OnyxoseBble  3a00JIEBaHMS  SBIAIOTCS  MYJbTH(PAKTOPUAIbHBIMU, B  UX
BO3HUKHOBEHUHU M Pa3BUTHM yYaCTBYIOT Pa3IUYHbIE IK30 U SHJOTE€HHBIE (PaKTOphI, B
TOM YHCJI€ HACJEICTBEHHbIC, HKOJIOTMYECKHE, BUPYCHl HIIM COYETAHHOE JEHCTBUE
HECKOJBbKUX (pakTopoB. He M3yueHHOCTh B JIOCTATOYHOM CTENEHU BIUSHUSA U POJIU
3THUX (aKTOpOB, a TaKK€ HEJOCTATOUHOCTh TMOHITHA O MAaTOr€HETUYECKUX
MEXaHu3Max ¢ JAMAarHOCTUPOBAHUSA 3a00JEBaHUS OMNPEICNAIOT aKTyalbHOCTb
npo6sieMbl popmupoBanusi AH.

! Maiixec H.A. FOnomeckas anruopubpoma ocHoBaHus yepena. — M.: Meauuuna, 2005. — 214 c.

Coetra B.N. Juvenile Nasopharyngeal Angiofibroma // Comp. J. Pathol. — 2015. — Vol. 152, Ne2-3. — P. 274-277.

3Gates G.A. et al. Flutamide-Induced Regression of Angiofibroma // J Biol Chem. — 2005. — Vol. 280, Nel6. — P. 16467-16475.
*Thompson LDR. Head and neck pathology. 1. ed. Cleveland; 2006.
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Paznuuus B xapaktepe OTOPHUHOJAPUHTOIOTHICCKUX OCIOKHEHHM, TPEOYIOMMX
MOBTOPHBIX BMEMNIATENIbCTB, 4 TAKXE OTCYTCTBUE YHUDHUIIMPOBAHHOIO MOJXOJA K
pelieHnto 3ToW mpoOiembl TpeOyIOT TMPOBEACHHS CTPYKTYpPHOTO — aHajiIu3a
HEYJIOBJIETBOPUTEIbHBIX PE3YJbTATOB IOCIE XUPYPIHUECKMX BMEIIATEIbCTB Ha
opraHax BEPXHMX JIbIXaTeJIbHbIX MYyTEH, C BBISBICHUEM CHEIU(PUUYECKUX KPUTEPUEB
IpPOrHO3a TE€YeHUsl 3a00JeBaHUSI M ONTUMU3ALMEN BbIOOpA MPaBUIILHOTO PEIICHUS
TaKTUYECKUX U OpraHM3allMOHHBIX BOIpocoB. Bmecre ¢ Tem B cucreme
3[paBOOXPAHEHUS] W 3allUThl 3/0pOBbsA, B MEPBYID OuYepeab, B OOJACTHOM H
pPaiOHHOM 3BEHBSX, CBSI3aHHBIE C TOBBLIINICHHEM YPOBHS MPOPUIAKTAKH Pa3BUTHS
OCIIO)KHEHUN U KadyecTBa OKa3blBAEMOW OTOPUHOJAPUHTOJIOTUYECKOW MOMOIIU
COCTOSIHUS SIBJISIFOTCSI HE TOJHOCTBIO PEIIEHHOW Mpo0JieMOil, BCIEACTBUE YETro
OCTaeTCsl MPUOPUTETHHIM HAIIPABICHHUEM HAYYHBIX UCCIICTOBAHMM.

Hacrosimee nucceprallioOHHOE HCCIAEAOBAaHUWE B OMPECICHHON CTENeHH
CIYKUT peallu3alii 3aJlad, HMCXOJSAIIMX M3 COOTBETCTBYIOIIUX JOKYMEHTOB,
OpUHATBIX ~ NocTtaHoBieHusaMHu  IIpesupenta PecnyOnuku — Y30ekucran  «O
rocyaapcTBeHHOM mnporpamme «['0Jf TapMOHUYHO Pa3BUTOrO MOKOJEHUsS» OT 27
saBapst 2010 roga Ne 1271, «O rocynapCTBEHHOM NMPOTpaMME PAHHETO BBISBICHUS
BPOXKJICHHBIX W HACJIEJICTBEHHBIX 3a00JIEBaHUN ISl MPEAYNPEKACHUS POXKICHUS
MHBaIUI0B ¢ AeTcTtBa Ha nepuoxd 2013-2017 roge» ot 12 mapra 2013 roga Ne 1235
u «O rocymapctBeHHOM mporpamme «I['on 3mopoBoro pedberka» ot 19 ¢espans 2014
rojga Ne 2133.

CooTBeTCcTBHE HCCJIEI0BAHUS € TNPUOPUTETHHLIMU HANpPABJEHUSIMH
Pa3BUTHSI HAYKH U TEXHOJIOTHI pecny0/uKH. /[aHHOE HCCcIen0BaHNe BHITTOIHEHO B
COOTBETCTBUM TPUOPUTETHOTO HAMPABICHUS PA3BUTUS HAYKA W TEXHOJIOTHM
pecnyonukn VI. «Menuumna u ¢dapmakonorus» ['HTII-9 «Paspaborka HOBBIX
TEXHOJIOTHIA TPO(UIAKTHKY, TUAaTHOCTUKH, JICUCHHs] U peadmmuranuu 3a001eBaHUN
YEJI0BEKa.

O030p 3apy0eKHBIX HAYYHBIX HCCJIE0BAHMHA IO TeMe MCCEPTALMH.
HayuHo-uccnenoBarenbckue paboThl, HAIPABICHHbIE HA HKOJOTHYECKUE, KIMHUKO-
UMMYHOJIOTHYECKHE, TOPMOHAJIbHbBIE, HACJIEACTBEHHBIE (DaKTOPBhl yrpo3bl Pa3BUTHUSA
AH, MexaHu3mbl naroreneruueckoro pa3sutusi AH, nuarHoctupoBaHus, JeUYEHUS U
OpenaynpexIeHuss 3Tod O0JIe3HU, MPOBOJATCA B BEAYIIUX HAy4YHBIX IEHTpax H
BBICIITUX O00pa30BaTENbHBIX YUPESKICHUSAX MHpa, B ToM uucie B University of
Cambridge (Anrmms), University of Melbourne (Asctpanust), University of
Auckland, Harvard University (CIIIA), Heidelberg University, Depertment of Human
Genetics and Teratology (I'epmanus), National University of Singapore (Cunramyp)
u Vrije Universiteit Brussel (bembrus), Graz University (Asctpus), Radboud
University (Hunepnannasr), Poccutickuii oHkosorndecknii HayaHbiid 1ieHTp (Poccus),
CaMapkaHACKUN MEIULUMHCKUNA HWHCTUTYT, PecmyOInMKaHCKUIl OHKOJIOTHMYECKHUN
Hay4HbIN HIeHTp (Y30eKucTaH).

B xonme numarHoctupoBanusi u yeueHus AH u B pe3ynbrare NpoBeAEHHBIX
UCCJIEIOBAHUI B MHpE, MOJYYEHBI CIIEIYIONIME HAyYHbIE PE3yJIbTaThl: BBISBICHO
BJIMSIHUE aroIlTO3HOr0, MUTO3HOTr0, MpojudupaimonHoro npoueccoB AH Ha stan
paszButus onyxonu (University of Auckland, Harvard University, CII1A); noka3an Ha
OCHOBE  MOP(OJIOTMUECKMX, HMMYHOTHCTOXMMHYECKUX  ucciaegoBanuii  AH
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MyTal[MOHHAsl OpraHU4YecKasi CBA3b MEXAy OHKOreHamu res-cynpeccop P53, C-MYC,
C-FOS u Ki-ras, Ha-ras, Her-2/neu) (Vrije Universiteit Brussel, Beabsrus)’; Hay4HO
J0Ka3aHO mnocpencTBoM wuccinenoBanuss AH B 1abopaTOpHO-3KCIEPUMEHTAIbHBIX
YCIOBUSIX M3MEHEHHE KOJMYECTBA JKEHCKUX TOPMOHOB B KpPOBHU IIOCIE JIy4€BOTO
nedyenus (Radboud University, Hunepnanmasr).

B HacTos1ee BpeMss B MUPOBOM MacIITade 10 JUAarHOCTUPOBAHUIO, JICUEHHUIO,
3¢ (eKTUBHON NPOPUIAKTUKE ATOH OO0JNE3HM BEAYTCS HAay4HbIE MCCIEAOBAHUS IO
pSAy IPUOPUTETHBIX HAMpPaBIECHUH, U3 HUX OIMyXOJIEBbIE 3a00J€BaHUs, B TOM UYHCIE
M0 BBISIBJICHUIO HACIEACTBEHHBIX (DAaKTOPOB, MNPOBOLIMpYIOMMX mosBieHue AH;
OTIPE/ICNICHUIO0 B JMAarHOCTUPOBAHUU CBOCOOPA3HBIX HOBBIX MMMYHOT€HETHYECKUX
MapKepOB; BEIOOPY COOTBETCTBYIOIIETO MPUEMA B JICUEHUH O0JIE3HH U COBEPILICHCTBY
B CHCTEMAaTHUYHOM OTHOILIEHUHU; COBEPIICHCTBY  KIMHUKO-MOP(OIOTUYECKUX
UCCIICIOBAaHMUM, a TakKe KOMIUIEKCHBIX IIOAXOJ0B TMpPHU JTUATHOCTUPOBAHUU H
JedyeHuu; pa3paboTke  A(PQPEKTUBHBIX  XUPYPIUYECKUX  IPUEMOB  JICUEHMS
MOCJIEONEPAIMOHHBIX TOCIEACTBUM.

Crenenb uM3y4eHHOCTH MNpodiaembl. Cpenn Hay4yHbIX padOT, MOCBSIIEHHBIX
JAHHOM  HAy4yHOM  TeMaTHKe, OTHEIbHO MOXXHO IOJYEPKHYTh  HAy4dHO-
MccienoBaTenbckyro  pabory Xacamoa Y.C.> 1o 3a60neBaHMAM — BEPXHHX
AbIxaTeapHbIX myTed. [lo pesyiapTaraMm €ro HayyHOro HCCJIENOBaHUS, YPOBEHb
arornro3a M MWUTO3a B TKAaHU SIBISIETCA OJHUM M3 3HAYMMBIX JIMArHOCTUYECKHUX
nokasareiel M HU3KUI ypOBEHb CIIOHTAHHOTO WM WHAYLUHUPOBAHHOTO aromNTO3a
KJIETOK MOXET OBITh OCHOBOM [Isl YCHJICHHMS YCTOMYMBOCTH K JIIOOOM
npoauQepaTuBHON MPOU3BOAHOM.

B pa6otax Jlyrdymiaesa I.V.° Ha 0CHOBE pe3y/IbTaTOB M3ydeHHS H3MEHEHHI
KOJIMYECTBA CIIEUATIBHBIX OHKOJIOTMYECKUX MapKepoB B KpoBU 00ibHBIX ¢ AH u Ha
OCHOBE MOJyYEHHBIX PE3yIbTAaTOB JOKA3aHO, YTO MOKA3aTelb OHKOMAapPKEPOB B KPOBU
IpEIONpPEAEIIAET YPOBEHD TAKECTH 3a00I€BaHUS.

[To naHHBIM Hay4HBIX pabOT, MPOBEIEHHBIX y HAC B CTPaHE IO JAHHOMY
3aboJieBaHu1o, 3a nocnegnue 30 et B Y30eKUCTaHe OTMEUYEHO YBEIMUYEHUE YAaCTOTHI
AH na 10-12%’.

AHanu3 NMoCIeIHUX JaHHBIX MO Y30EKUCTaHY IOKA3bIBAET, YTO CBEICHUS O
yactoTe 3aboneBaeMocTH neredl AH, mx pacnpocTpaHeHHMH, MAaTOTEHE3€e SIBIISIOTCS
pa3pO3pEHHBIMU, U TIOITOMY MU3yUEHbI HE IOJIBHOCTHIO.

Mycaes M.M.® mokasan, 4To ¢ HACTYILIGHHEM IIOJIOBOH 3PENOCTH OIYXOIb
YMEHBIIIAETCSl WJIM TOJBEpPraeTcsl MojaHoNW uHBOMOUMU. Kpome Toro, moutu y Bcex
TakuX OOJBHBIX OTMEUYAeTCsl 3aMEMJICHHOE TIO0JIOBOE pAa3BUTHE, TIOITOMY B
MPOUCXOXKACHUN U yBEJIMYEHUH HOBOOOpPA30BaHUN OH MpHUAAET OONbIIOE 3HAYCHHUE
TOPMOHAJILHBIM HapYIICHUSM.

Apudos C.C.” 1 1pyrue coaBTOpbI COBEPIICHCTBOBAIN MOJICINPOBAHHE HOBBIX

Xacanos V.C. ABroped. ... IUC. IOK. Mex. Hayk. — Tamkent, 2008. — C. 11-23.

SJIyrdymnaes I'.Y. Hekor. 0co6. xup. ned. pacn. Anr. Hoc. // Tes. moki. Pecr. Hayu-npakt. koH(. — Tamrkent, 2006. — C. 85-86.
"Kynmarues JI.P. K mopdornoruu roHomeckux anrnoducpom // Tes. noxn. Pecrr. Hayd.-mpakT. koud. — Tamkent, 2006. — C. 82-83.
$Mycaes .M. YIbTpacTpyKTypa IOHOLIECKHX aHrHOHOPOM ocHoBauHus depena // [IBO. — 1981. — Ne2. — C. 51-54.

Apudos C.C. Orenxa 3ppexTuBHOCTH Teuenns 60nbubIx ¢ AH // XKypH. By, HOC. i ropi. XBopo6. — 2009. — Ne6. — C. 85-87.
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TEXHOJIOTH, CO3/IAf0NINE HOBBIC TUATHOCTHYECKHUE U JiedeOHbIe BO3MOKHOCTH AH, B
TOM  4YHUCJI€  TIOCPEJACTBOM  KOMIIbIOTEpA,  IIUPOKO  MPUMEHSEMOIo B
OTOPUHOJIAPUHTOJIOTUU. B CBSI3W € 3TUM, CTaHOBUTCS AaKTyaJIbHbIM IOUCK
BO3MOXHOCTEM MCIOJIb30BAaHUSI BHUPTYAIbHBIX KOMIBIOTEPHBIX TEXHOJOTHM MJis
paboThI C MAlIMEHTAMH.

Jlo HacTosIero BpPEMEHM B HKOJOTMYECKHM HEOJaronoilyyHbIX perdoHax
pecnyOJIuKM HE MPOBOJAUIUCH CUCTEMHBIM M KOMIUIEKCHBIM aHanmu3bl (haKTOpOB,
MOBBIIAIOIINX BEPOSTHOCTh YACTOTHl M Pa3BUTUSA PACHPOCTPAHEHHOCTH OIMyXOJieh
ymIei, Hoca u ropia. Jlo cux mop He pemeHsl MpPoOIeMbl ONTUMATIBLHOTO BEIACHUS
TaKTUKU y JIeTeld B JI0 U MOCJIEONEPAlMOHHBIX Mepuojax. Bce BbIIEH3I0KEHHbIE
BOIMIPOCHl  TPEOYIOT TMPOBEACHUS  YIUIYOJICHHOTO  HWCCJICNIOBaHWS B  IUJIaHE
MaTOr€HETUYECKOTrO 000CHOBaHUS JIMarHOCTUPOBAHUSI, JIeYEHUs u
MPOQPIITAKTHIECKUX MeP, pa3paboTKu dPPEKTUBHBIX, OE30NMACHBIX U YKOHOMHYECKH
BbITOAHBIX MeTOJ0B 1pu AH. [ToaToMy B 1aHHON Hay4yHOI paboTe Mbl AKIEHTUPYEM
BHUMAaHHE Ha HEOOXOJUMOCTh pa3pabOTKU HOBOTO MOAXOAA B AMArHOCTUPOBAHUU U
neyeHn AH ¢ ydeTom BblllIeyKa3aHHBIX aKTyaJIbHBIX IPOOJIEM.

CBsi3b TeMBbI JUCCEPTALMM € HAYYHO-MCCJIEI0BATEJbCKUMH padoTamu
BbICIIET0 00pa30BaTEJbHOI0 Y4Ype:XKIAeHHs, Ie BbINOJHEHA IHCCEePTAIHA.
JluccepTallMOHHOE HCCNEOBAaHUE BBIOJIHEHO B COOTBETCTBUU C IJIAHOM HAy4YHO-
UCCIIeI0BATENhCKUX pa0b0T TalIKeHTCKOr0 MHCTUTYTa YCOBEPIIEHCTBOBAHUS Bpayei
B pamkax Tembl: «HoBble TexHOJOrHMM B OOIIEH, CennaTu3upOBAHHON XUPYPIUH U
AKCTpEeHHOUN MeauuHckoi nomorm» (2009-2013 rr.).

Heabo wuccieqoBaHUsl SBJISIETCA  YJIY4YIlEHHE PE3yJbTaTOB  METOO0B
JTUATHOCTUKU W JiedyeHus aHruouOpomer HocornoTku (AH) myrem wu3ydeHwus
KJIIMHUKO-TIATOT€HETHUECKUX U MOJICKYJIIPHO-TEHETUYECKUX OCOOEHHOCTEH.

3agaum ucciiel0BaHuA:

U3YYUTh COCTOSTHUE TOPMOHAJIBHOTO (T€CTOCTEPOH, ACTPAJAMOI, MPOTeCTEPOH)
u uaTepdepoHoBoro craryca (o-unrepdepoHn) y 6oasubix AH;

U3YYUTh CTENEHb BCTPEYAEMOCTH HaMOOJee XapaKTepHbIX MOJUMOPPHBIX
MapkepoB: (¢aktopa pocta KpoBeHocHbIX 3HAoTenui VEGF-A: C963T, G405C, -
1154A wu nutpokcucunteradpl NOS-3: T786C u T894G M BO3MOXKHOCTH HX
UCIIOJIb30BAHUS JJIsl paHHEH JUAarHOCTUKH aHTHO(UOPOM HOCOTJIOTKH;

pa3paboTKa KPUTEPUEB AKTUBHOCTU POCTa aHTUO(DUOPOMBI HOCOTJIOTKH IS
MPOTHO3UPOBAHUS KX BO3MOXKHOTO pELUIAMBUPOBAHUS HA OCHOBE CBEACHUU
MOP(}OTOTHUECKOr0 UCCIIECOBAHNS;

ONPENCIIUTh B3aUMO-KOPPEISLIMOHHBIE CBS3W MEXIY BbBISIBICHHBIMU U
M3YYEHHBIMHU MOJIEKYJISIPHO-TEHETHIECKUMHU MapKepamu y 00ibHbIX AH;

BBISIBUTh MPUYUHBI TO3MHENH auarHoctuku AH, paspaborath W BHEIPUTH B
MPAKTUKY AJICOPUTM JUATHOCTUKU W JieUeHUs: nmanueHTtoB ¢ AH nns ontumanbHOTO
BEJICHUS HA JOTOCHUTAIIBHOM U TOCIUTAIBLHOM JTarnax;

ONPENEINTh TAaKTUKY XUPYPTHMUECKOrO0 BMENIATENbCTBA C YYETOM CTaJuu U
JOKaJIu3alMd onyxoiu y OonpHbix AH, a Takke OLEHUTh 3HaYeHUE
IpelonepalMoHHON JIy4eBOM Tepamuu, CO3JalolIed yCIOBUS JUIsl  U3y4YEHUs
pPE3YNbTATOB XUPYPrUUYECKUX METOJOB, UCMOJIb3yeMbIX Uil JedeHuss AH, ¢ menbto
yYMEHbBIIEHUS1 00beMa OIMYXO0JIH, TOJHOTO YCTPAHEHUS OIYXOJIU U CHHXKEHHSI prUcKa
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peluIBa B MOCICONEPAIMOHHOM MIEPUOJIE.

O0beKkTOM HCCJaeA0BAHUA ABJAIOTCH 172 mamueHTa ¢ JUArHo3om
anrnouOpoma HOCOTJIOTKU U 25 310POBBIX JIUIl AaHAJIOTUYHOTO BO3pacTa U roJja.

IIpeamer uccienoBanusi — OOJIbHBIE C JUATHO30M aHTMO(PUOpPOMA HOCOTJIOTKH,
OMoMTAaT OMYXOJIU, B3SAThIE Y OOJBHBIX, IEpU(EpUUecKasi BEHO3HAs KPOBb.

Meroasl  uccaenoBanmil.  Kimnuueckue — uccrnenoBaHusi — (KIMHUKO-
1abopaTopHbIE, KJIMHUKO-CTaTUCTUYECKHE), UMMYHOTUCTOXUMUYECKOE
uccnenoBanue (P53, VEGF, NOS-3), ropmoHanbHble HCClI€IOBaHUE (TECTOCEPOH,
ACTPANHON, TpOorecTepoH), wuHTepdepoHoBoe (craryc) wuccaenoBanue, MCKT
HOCOTJIOTKM W TPHUAATOYHBIX mMa3yX Hoca, (PUOPOIHIOCKOMNHUS, CTATHCTUYECKHE
HCCIIEIOBAHMUSI.

Hay4ynasi HOBU3HA MCCJIeIOBAHUSA 3aKII0YAETCS B CJICIYIOIIEM:

BriepBbie B aHrroduOpomax Hocornotku (AH) myreM packpwiTHsi TeH-
cynpeccopa P53 u daktopa pocta kpoBecHOCHBIX sHuoTenuit VEGF, a Ttaxxe
reHeTu4eckux u3MeHeHuit B reHax NOS-3 BbIsBIEHO, 4YTO TeueHHe OO0JIe3HHU,
POUCXOXKICHUE PELUIMBUPOBAHUS OMYXOJIM CBA3AHO C MOJUMOP(PU3MOM T'€HOB, U
YTO 3TH MOKA3aTeNIM UMEIOT 3HAUCHHE MPU TPOTHO3UPOBAHUU 3200JICBAHMS;

pa3paboTaHbl KPUTEPUM TOPMOHAIBHOTO U HMHTEPPEPOHOBOTO MIpodus,
UMEIOIIKE MTPOTHOCTUYECKYIO 3HAYUMOCTh B Pa3BUTUH aHTHOPUOPOM HOCOTJIOTKH;

HAa OCHOBAaHMM HW3MEHEHUN MOpP(OIOTrHYECKUX HCCIECOBAaHUN OIpPEEICHbI
KPUTEpUH AaKTUBHOCTHM pPOCTa OMyXOJed JUisi MPOTHO3HPOBAHUS TEYEHUS U
pEUANBAPOBAHUS 3a00JICBAHMS;

ONpEeICIICHbI B3aUMO-KOPPEISIIITUOHHBIE CBSI3U MEXY HauOoIee
WHOOPMATUBHBIMU  TEHETHYECKUMH, HMMYHOJOTUYECKUMH, TOPMOHAJIHHBIMH
npu3HaKaMu U Ipyrumu gakropamu npu AH;

MPaKTUYECKH 00OCHOBAH YCOBEPIICHCTBOBAHHBIN (MOAM(PUITMPOBAHHBIN) METO]T
neyeHus nytem onepaunu AH, KOTOpbId NO3BOJWI 3HAYUTEIBHO YIYUYIIUTh
pe3ynbTaThl JIEYEHUS, COKPATUTh OOBEM KpPOBOMOTEPU M YMEHBIIUTh YacTOTY
peuuInBa.

IIpakTHuyeckue pe3yabTaThl HCCIACAOBAHUSA 3aAKIIOYAIOTCS B CJIeYIOLIEeM:

VYcoBepiieHCTBOBaH U 000CHOBAH TPAHCMAKCUIISIPHBINA METO/ JICYEHUS JIy4OM U
ylaleHus Omyxoyied Juisi oOecredeHHs] YHaleHHs TMOJHOCThIO OIyXOoJielh C
MUHHMAaIU3alUeN TOBPEXKAECHUS BO BPEMS ONEPALUY;

MOKa3aHbl KPUTEPUH MOPQPOJIOTHUECKUX CHUMITOMOB, IAIONIUX BO3MOXKHOCTH
CTpaTU(PUITUPOBATH TUCTOJIOTHUECKYIO popMy AH ¥ BBIIETUTH KaTETOPUIO OMyXOJIH
C BBICOKUM PHCKOM PEIHIMBA U HEOJIArONMPUSATHBIM MMPOTHO30M;

pa3pabOTaH W BHEIPEH B TNPAKTUKY aJITOPUTM JIUAaTHOCTHKHA W JICUCHUS,
MO3BOJISIIOIIMNA YIYYIIIUTh PAHHIOK JUArHOCTUKY W TaKTUKY jedeHus AH, cHU3UTH
4aCTOTY AMATHOCTUYECKUX OITHOOK.

JlocTOBEpHOCTL Pe3yJIbTATOB MCCJIC0OBAHMS PA3BICHIETCS COBPEMEHHBIMU
B3aUMOJOTOJIHSOIUMHU KJIMHUKO-UHCTPYMEHTAJIbHBIMU, XUPYPrUYECKUMU,
UMMYHOJIOTHYECKUMH, TOPMOHAJIBHBIMA U CTAaTHCTUYECKUMHU METONAMH, a TAKXKE B
JOCTATOYHOU CTENEHU KOJUYECTBOM OOIBHBIX.

Hayynass m mpakTuyeckKass 3HAYUMOCTH Ppe3yJbTaToB HcciaegoBanus. C
HAy4YHOM TOYKM 3peHUsi OOOCHOBAHA TEOPETUYECKAs] 3HAUYMMOCTh MOJYYEHHbIX
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pPEe3yJbTAaTOB UCCIIEIOBAHUS, BBIBOJbI U MPEJI0KEHUSI BHOCIT CYIIECTBEHHBIN BKJIA]l
B H3y4YEHUE KIMHUKO-QYHKIMOHAIBHBIX OCOOEHHOCTEH TEYeHUs] aHTHOPUOPOMBI
HOCOIJIOTKH TOCJI€ HEaJeKBATHOIO JieueHUs 3a00s1eBaHUM, TPEOYIOMMUX MOBTOPHBIM
orepaluii ¢ BBICOKMM PUCKOM JIETAJIbHOTO UCXO0Jla U MHBanMuau3anuu. [logcuntansl
POTHOCTHUYECKUE KPUTEPHUH B LEISAX NUATHOCTUPOBAHUSI OCHOBHBIX TEOPETUUYECKUX
pe3yibTaTOB HAyYHO OOOCHOBAHHOTO HCCJENOBaHUS U (POPMUPOBAHUS HOBBIX
3 (PEKTUBHBIX METOJOB AMATHOCTUKM M JICUEHHS, a TaKkKe s JajdbHEHIIero
M3YYEHUS CBOCOOPa3HBIX OCOOCHHOCTEH OMAacCHBIX CUMIITOMOB.

[IpakTnyeckass LIEHHOCTb  HMCCJIEJOBAHMS  3aKJIIOYaeTci B TOM, UTO
pa3pabOTaHHBI aJIrOPUTM JUArHOCTUKKM U JedeHuss AH 1gaeT BO3MOXKHOCTB
YAY4YIIUTh JUArHOCTUKW, YMEHBIIUTh YacTOTYy MOBTOPEHUS JUAarHOCTUYECKHUX
OIMMUOOK, TOBBICUTh KA4YECTBO BHEIPEHUS TAKTUKH JICYCHHS, COOTBETCTBEHHO
Ka4eCTBO KU3HU OOJIbHBIX.

BHenpenne pe3yabTaToB HCCA€I0BAHUSL. AJITOPUTM BBISBICHHUS CTEIEHU
MOP(OJTOTUYECKUX U3MEHEHHH aHrMouOpPOMBI HOCOTJIOTKM JUIsl  MPOTHO3a
PEUUAMBOB U MOHUTOPUHTA JICYEHUS] BHEAPEH B MPAKTHUKY 3PaBOOXPAHEHUS, B TOM
quCIie, OT/ACJIEHUS OTOPUHOJIAPUHTOJIOTMH KIMHUKA CaMapKaHICKOr0 MEIUIIMHCKOTO
MHCTUTYTa W ONyXxoyied rojioBbl u 1men KamkagapbuHCKOro 001acTHOrO
OHKOJIOTMYECKOT0 JucraHcepa (crmpaBka MwuHUCTEpCTBa 3ApaBoOXpaHeHus 16
nekabps 2015 roma Ne 8H-n/72). IlonmydenHble pe3yiabTaThl HCCIEIOBaHUS
MO3BOJIMJIM YMEHBIIUTh YacTOTy peuuauBa B 2 pasza (mo 7,1%), oObem
KpoBen3isiHus — 1,5 pasza, a MeTox IMarHOCTUPOBAaHUS Hapsily C YMEHbIIEHHEM
cTeneHn onacHoctu ¢ 97% no 60% co3nanu BO3MOXKHOCTh YIIYYIIEHUS KauecTBa
KU3HHA OOJIHHBIX.

AnpoGanus  pe3yJibTAaTOB  HMCCJIeJ0BaHUsl. Pe3ynpTarbl  HCCIIENOBaHUSA
W3JIOKEHBl B BHUJAC JIGKIIMM ¥ TPONUTM ampodamuio Ha 4  MEeXTyHApOIHBIX
KoH(pepeHusax, B ToM yuciae VII che3q OHKOJOroB C ydyacTHUEM MEXAYHapOIHbIX
cnennauctoB (Poccus, 2009); 11 EBpa3uiickas oHkosoruyeckass KoHGEepeHIus s
MOJIOABIX MCCleloBarenel noa sruaoi BecemupHoi opranu3anuu 3paBoOXpaHEeHUS
(Mocksa, 2013); IV cwe3n otopunHosapunroysoroB PecmyOnuku Keipreizcran
(bumkek, 2014); XVIII MexnayHapoaHas Meauko-Ouoiornyeckass KOHGMEpeHIHs
mononbix uccienonareneit (Cankt-IletepOypr, 2015) u 6 pecrnyOauKkaHCKUX HAYyYHO-
NPaKTUYECKUX KOH(epeHIMsx, B ToM uucie Il KoHrpecc OHKOJOroB Y30ekucTaHa
(Tamxkent, 2010), «IMMyHODOTHSI — MEXIUCHUIUTMHAPHBIE TpoOaeMbDy (TamkeHT,
2014); Hay4yHOW KOH(EPEHIIMU CTYACHTOB-MEAUKOB C YYacCTHEM MEXIyHapOIHbBIX
cneruanuctoB (Camapkann, 2015); IV cbe3n OTOPHUHOJIAPUHTOJIOTOB Y30E€KHUCTaHA
(Tamkent, 2015); III konrpecc onkosioroB Y3oekucrana (Tamkent, 2015), a Takxke B
HAy4YHOM ceMuHape npu HaydHoM cosete 16.07.2013.Tib.17.01 (Tamkent, 2015).

Ony0/MKOBaHHOCTD pe3yabTaToB. [1o Teme nuccepraiyu omyOIMKOBaHbI BCETO
40 Hay4HBIX pa0boT, B TOM 4yucie 15 B pecnyOiaMKaHCKUX U 4 B 3apyOe)KHBIX KypHajax,
PEKOMEHIOBaHHBIX BrICHIel arrecTalimoHHOW Komuccuen PecnyOnmku Y30ekucTtan
JUIs ITyOJIMKAlMU OCHOBHBIX HAYYHBIX PE3YJIbTATOB TOKTOPCKUX AUCCEPTALIUH.
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Crpykrypa m o0bem puccepranmu. CTpyKTypa IuCCEpTalMM COCTOMT U3
BBEJICHUS, CEMHU TIJlaB, 3aKJIIOYEHHUs, CIIMCKa MCIOJb30BAHHOW JIUTEpaTypHl,
npuioxenuit. Oobem auccepranuu cocrapisieT 200 cTpaHUIl TEKCTa.

OCHOBHOE COJIEPKAHME JIUCCEPTALIUU

Bo BBegenmu 000CHOBaHa aKTyaJdbHOCTh M  HEOOXOAMMOCTH  TEMBI
JUCCEPTAIMK, OMPENCICHBI IeNb M 3aJadd, OOBEKT W MPEaMET HCCISIOBaHUS,
YKa3aHO COOTBETCTBHME paOOThl Ba)XHbIM HAMpPABJICHUSIM PA3BUTUA HAYKH H
texHosorun PecnyOnukn Y30eKHCTaH, a TakKe pacKpbIBA€TCS HaydyHash HOBH3HA,
OPUBOJSITCS MPAKTUUECKUE PE3YyJIbTaThl UCCIEAOBaHUS, 0OOCHOBAHBI JOCTOBEPHOCTD
pE3yNbTaTOB, YKa3bIBAETCA HX TEOPETUYECKOE U MPAKTHUYECKOE 3HAYEHHUE, aKT
BHEJIPEHUS] Pe3yJbTaTOB Ha MPAKTHKE, CTENEHb OOBSBICHHOCTH, MHpOpMalus 00
OMyOJIMKOBAaHHBIX TPYJAaX U CTPYKTYpE ITUCCEPTAIUU.

B nmnepBoii rmaBe nucceprauuu «CoBpeMeHHOe COCTOSIHME  NPOOJIeMbl
ITHOJIOTUM, JIEYEHHUsI U MATOreHe3a aHTHO(PUOPOMBI HOCOTJIOTKI» OTPaXEH 0030P
JUTEPATYPHI, COCTOSIIIIAA U3 YETHIPEX TOJIJIAB, B KOTOPHIX MPHUBOAITCS CBEIACHUS O
COBPEMEHHOM COCTOSIHUM TpPOOJeMbl aHTHO(QUOPOMBI HOCOTJIOTKH, BKIIIOUas
OMHCAHWE JSTHUOJIOTHH, TMAaTOTeHe3a, JICUCHUS W OCIOXHEHWH, 3HA4YCHHE B
OTOPUHOJIAPUHTOJIOTUYECKON MPAKTUKE, a TAKKEe TEPMHUHOJOTUU U KIaCCU(PUKAINH
JAHHOU MAaTOJOTHH.

Bo Bropoii rmaBe muccepranuu «OOmAasi XapaKTePUCTHKA KIHMHUYECKOIrO
MaTepHaia, MaTepHaJbl M MeTOAbl HCCJIAeAOBAHUS» TIPUBEACHBI JaHHBIC
uccienoBanust 172 GonbHbIX ¢ AuarHo3oM AH, w3 HUX NpOUUIM UCCIEIOBAaHUSA U
neursiuch 86 (50,0%) — B oTAeNEeHUN OMyXOoJel TojoBbl U 1eu PecnyOiamkaHckoro
OHKOJIOTMYeCcKOoro HaydHoro uentpa M3 PV3, 67 (38,9%) — otnenenuu JIOP
KiK. CaMapKaHJCKOTO MEIUIIMHCKOro uHCTuTyTa, 11 (6,39%) — B oTaeneHun
JIOP xnuHukn TamkeHTCKOro neauaTpuyeckoro MEAUIMHCKOIO WHCTUTYTa U 8
(4,6%) — B OTHENIEHUM OIYXOJIE TOJOBbl M IIeM TalIKEeHTCKOrOo TOpPOJICKOTO
OHKOJIOTMYECKOro JucraHcepa. Bo3pact manueHToB BapbupoBail oT 8§ no 60 ner
(20.3+£8.5 ner). bonee momoBuHBl OompHBIX (120 — 70,9%) wmenu Bo3pacTHOM
nmokazarenb B npeaenax 15-21 ner. bonpmmacTBO nanmenToB (79,6%) oOpatunuck B
cnernuan3upoBanibie JIOP wim oHKOIOTHYECKHE YUPEXKACHUS Yyepe3 ro OT Havyaia
MEePBLIX CUMIITOMOB 3a00JIEBaHUsI, W3-32 HEMPABWILHOW WHTEPIPETAIIMA OCHOBHBIX
CUMIITOMOB 3a00JieBaHUs U HepooOcnenoBanust 6oapHbIX ¢ AH.

[Ipu >TOM ¢ HenpaBWJIBHBIMU JUArHO3aMU HEOOOCHOBAHHO JICUWIHCH: U3 126
601nbHBIX 3 (2,4%) ot amieprudeckoro punuta, 1 (0,8%) — kapueca 3y0a, 51 (40,5%)
— Mojuna Hoca OKoJIOHOcOoBbIX maszyx, 1 (0,8%) — TyOepkynesa, 45 (35,7%) —
punocunycura, 1 (0,8%) — paka Hocornorku, 14 (11,1%) — raitmopura, 1 (0,8%) —
TUpeoToKcHKo3a, 1 (0,8%) — HeBpuTa TpoliHMYHOTO HepBa U 8 (6,3%) — UCKpUBIICHHUS
MEePEeropoIKM HOCa.

Hawnbonee wacteim cumntomom mpu AH B Hauame 3a0oneBaHUS SBISIOCH
3aTpyaHeHre HocoBoro nbixaHus (96%), Bwimenenue w3 Hoca (68,0%), rosioBHbBIE
6omu (40,7%), kpoBOTedYeHHE W3 HOCOBBIX myTel (26,7%) m olbmas cmabocTh
(65,7%).
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Metonom KT no rocrnmrammsanum 0su10 o0cinenoBano 168 mamuentos (97,7%).
OTOT METOJ MO3BOJIMI B 165 ciydasx OmpenenuTh XapakTep TpaHul] OIMyXOJH,
KOTOpbIe oleHeHbl kak HedyeTkue y 30 manuentoB (18,2%) m uverkue — mus 135
6onbHbIX (81,8%).

Cnenyet OTMETUTh HEMAJIOBaXKHOE npeumMyiecTBo MPT — oTcyTcTBHUE Ty4eBOM
Harpy3ku Ha nanuenta. [Ipu atom Mmerog MPT 1uist AMarHOCTUKY MPUMEHSIICS PEIKO
(5 cayuaes — 2,9%).

Cragun omyXxoJeBOoro mpolecca onpeaeneHsl no knaccudukanuu Yenanepa: Ha
I cramuu — y 13 (7,6%) 6ombabIX; 11 — 33 (19,2%); 11T — 124 (72,0%) u IV — 2 (1,2%).

deHoTUNIMUECKHE MapKepbl KpoBH ompeneieHsl y 172 6onbbXx. [lo pesyc-
daktopy (Rh-F) B 16 (9,3%) ciyuasx ompeneneH oTpurarenbHbii 1 B 156 (9,7%)
MOJIOKUTENIBHBIN  pe3ynbTarbl. Ha  OCHOBaHMM M3y4yeHMST UM IIEPECMOTpa
TUCTOJIOTUYECKUX TMPEMapaToB HaMU MPEJIOKEHbl THUCTOJIOTMYECKUE KPUTEPUU
OITYXOJI, KOTOPbIE€ COCTOSIT U3 7 MyHKTOB B 3aBUCUMOCTHU OT BBIPAXKEHHOCTU TEX WJIH
MHBIX TPU3HAKOB.

B Tpertneit rnaBe guccepranun «XapakTepuCcTHKA coAepKaHus MHTepdepoHa
U TOPMOHOB B KPOBH Y 00JbHBIX aHTHOG(GUOPOMOIl HOCOTTIOTKH» IPUBEICHBI
JAHHBIE MO U3YYEHUIO MMMYHOJIOTMYECKOTO CTaTyca M FOPMOHAIBHOTO MPOPUIIs y
40 OonpHBIX B BO3pacTe oT 16 g0 25 ner, pe3yabTaTbl KOTOPBIX CPaBHUJIU C
pe3ynbTaTamMu 25 310pOBBIX JIMI] MY>KCKoro mnoJjia.Jljis onpeneneHus ypoBHs anbda-
UHTEp(PEepOHA UCTIONH30BAJICA METOI TBEPAO(DHAa3HOr0 UMMYHO(EPMEHTHOTO aHaIN3a,
¢ ucnonb3zoBanueMm Habopa peakTuBoB "MUDA-IFN-gamma" ¢pupmsr BEKTOP-BECT.

[Tpu ananm3e peKOMOMHAHTHOTO aib(a-uHTepPepoHa B 3aBUCUMOCTH OT CTaIUU
3a0oneBanuss ycranoBiaeHo, uro npu I, II u III cragusx mokazatenu B 6 pas
MIPEBBINIATHN, JaHHBIC 3JOPOBBIX JHUIT (TTOKa3aTenb y 3M10poBbixX — 3,6 mir/mu). [lpu 1, 11
u III cragmsx 3a0oaeBaHus MOKa3aTellb COOTBETCTBOBAI — 17,4 nr/mia, 19,8 nr/mit u
18,03 wmr/ma. DTO TOBOPUT O TOM, YTO OTMEYAeTCS BBICOKAs IIMTOKWHOBAS
aKTUBHOCTh y O0NbHBIX ¢ AH u 3TO HEOOXOAMMO YYUTHIBaTh MpPHU IMPOBEACHUU
UMMYHOKOPPEKIIMH Y 3TOU KaTeropuii 00IbHBIX.

[Ipu usyuyenuu anbba-uHTEpPEpOHa, B 3aBUCHUMOCTH OT HAIMYMS pPELMIUBA
OIYXOJIM B T€UEHUE 3a00JIEBAHUS YCTAHOBJIEHO, UTO B IPyIiNe OOJbHBIX C IEPBUYHOM
OIYXOJIbIO MOKa3atenb paBHsIcs 18,4 mr/mii, a B rpyIe ¢ peruanuBOM OIyXOJu OH
cocTtaBwi 17,7 nr/mi.

[Ipu anammuze uHTEpPEpOHOBOTO cTaryca y OOJBHBIX € aHTHOPUOpPOMOI
HOCOTJIOTKM W MOP(OJIOTHYECKON CTPYKTYPHI OIMyXOJH YCTAHOBJIEHO, YTO TIPH
cocyaucTo-puOpPO3HOM THIIE OIMyXOJW TMOKa3aTeau ObUIM JOCTOBEPHO BBINIE, YEM
IpU KJIETOYHOM THIIEe onyxoiu. [Ipu cocyaucto-¢pudpo3znom ture o paBHsics 21,33
nr/mi, a mpu KJIeTouHoM Tume coctaBun 14,46 nr/mn.  [lpu cpaBHEHUM 3THX
MoKa3aTtesyiel JaHHbIe CTAaTUCTUYECKU TOCTOBEpHHI (p<0,05).

Cpenu o0cienoBaHHBIX HaMU OOJBHBIX ¢ aHruopudpomoi Hocornotku 20%
umenu rpynmy kpoBu O (I) Rh+, 25% — A(II) Rh+ u okono 55% umenu B(III) Rh+
MOJIOKUTENIbHYI0 Tpynny KpoBu. I[losTomy, OONBHBIX JeTed M MOAPOCTKOB C
(dapunronartuei rpymnmsl KpoBu A(Il) u B(II) Rh+ Mo»xkHO oTHECTH K rpyIine pucka,
X HEoOXoIuMO 000cieaoBaTh Ha mpeaMmeT oOHapyxkenust AH, mpu npoBeneHue
npOPHUIAKTHYECKUX OCMOTPOB.
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[Ipu m3ydeHuu mokasatesiss TECTOCTEPOHA YCTAaHOBJICHO, YTO TMOKAa3aTeIu ObLIN
Boime (p<0,05) B I ctanuu 3aboneBanust — 18 HMosb/n (KOHTpoabHAs rpynna — 11,5
HMOJIB/JI), C HapacTaHMEeM CTaaud 3a00JeBaHUs I[OKa3aTeJM  HECKOJIbKO
ymenbmanuch (p>0,05). Bo Il cragum moxaszartens TecTocTepoHa coctaBuia —15,5
HMoab/1 u Il cragum — 14,9 Hmomb/n. JlocTOBEpHBIE pa3auyusi MPU CPaBHEHUHU
nokasareyied craguu 3a00JIeBaHUS TECTOCTEPOHA M 3O0POBBIX JIMI[ HE MOJIYYEHBI
(p>0,05).

[Ipy m3yueHuM mokaszaTesredl TOPMOHA 3CTPaauoia YCTAHOBJIIEHO, YTO BO BCEX
CTaAMSIX COJEpNKAHUE ACTPAANOa ObUIO 3HAYMTEIIHHO BBINIE, YEM Y 370POBBIX JIHII
(mokazarens 11,6 amons/n). [pu I ctagum 3a6oneBanus o paBusuics — 53,4 nir/mu, 11
craauu — 52,4 nir/mut u 11 craguu — 51,4 /M. 3To TOBOPUT O TOM, UTO MOKA3aTENb
sctpaguona 4,3-B 4,8 paza [OCTOBEpPHO MNPEBBIIAT TOKa3aTedb 3J0POBBIX JIUI
(p<0,05). AHanorvyHele JAAHHBIE MMOJTYYEHBI IPH U3yYEHHH T'OPMOHA MPOTE€CTEPOHA.
[Ipn 5TOM yCTaHOBIIEHO, YTO KOHIEHTpauusi ropmoHa rporecrepona mnpu I, 11 u 111
ctanguu npesbimana oT 3,4 go 10 pa3 mo cpaBHEHHIO CO 3J0POBBIMHU JMIAMHU. OTH
paziuuusi ctatucTudecku goctoBepHbl (p<0,05). Cpemu OonpHbIX 10 15 et
nmokaszaTteib cocTaBuil — 16,3 HMoJb/11, B Bo3pacte 15-21 rox — 15,2 uMomw/a u 6osee
21 roma — 16,4 umonw/n. Ilpu cpaBHEHHM TMOKa3aTelied NaHHbIE CTATUCTHUUYECKH HE
noctoBepHsI (p>0,05).

[Ipu ananu3e mokasarenel ACTpajanoiia B 3aBUCUMOCTH OT BO3PACTa BBISBIICHO,
4T0 y 00JBHBIX B Bo3pacTe 15-21 roa mokasarenb 3TOro ropMoHa ObLI BbIIIe — 56,3
IT/MII, YeM B IPYTUX BO3PACTHBIX rpymmax a0 15 ner — 38,4 nr/min u 6onee 21 rona —
41,2 nr/mn. [Ipu cpaBHEHMH BO3PACTHBIX TPYIII CO 3J0POBBIMH JIUIIAMU TTOTYUYEHBI
CTaTUCTUYECKHU JOCTOBEpHBIE pazinnuus (p<0,05).

[Tpu n3ydeHnn mokazaressi TECTOCTEPOHA BBISIBJICHO, YTO B TPYIINE OOJBHBIX 0€3
penuanBa OMyXOJU OH COCTaBWI — 15,9 HMONB/1I, a cpeau OONBHBIX C PEIUIUBOM
omyxoim OH coctaBuil — 14,8 Hmonw/n. Ilpu cpaBHeHHMM moOKa3aTenell JaHHbIC
cTaTUCTHYecku He aoctoBepHbl (p>0,05). [Ipu ananmmuze moxazarened >CcTpaanosa
YCTAHOBJICHO, YTO MPHU PEUUIMBAX OMYXOJM MOKa3aTelau ObUIM Bbiie — 62,8 mr/mi,
yeM y OOJIbHBIX 0€3 peluIuBa OMyXojiau B TeueHue 3adosieBanus — 49,5 nr/mi. [pu
CpaBHEHUU NOKa3aTesiel JaHHbIe cTaTuCcTUYecKH TocToBepHbl (p<0,05). Ilpu ananusze
nokasaresieil MporecTepoHa OHU ObLTN OJMHAKOBBI U cocTaBuiiv — 0,6 nir/mut. [laHHbie
CTATUCTUYECKHU HEe JocTOBepHHI (p>0,05).

[Ipu cpaBHeHHHM 00€MX THCTOJOTUYECKUX THIIOB OMYXOJH YCTaHOBJICHO, YTO
Py KJIETOYHOM THIIE TMOKa3aTellb TECTOCTEPOHA COCTaBWI — 16,7 HMOJNB/I a TpH
cocyaucto-pudbpo3HoM Turie omyxoiu — 15,2 amons/n. [Ipu cpaBHeHUN MOKa3aTenen
o0eux rpymnm JaHHbIe CTATUCTHYECKU HE JocTOBEepHHI (p>0,05).

AHaJIOTUYHbIE JaHHBIE MOJIYYEHBI MPU U3yUYCHUU NOKa3aTens scTpaauoina. [Ipu
kierounoM tune AH on coctaBun — 51,2 nr/mi, a cocyaucto-pubpo3Hom THme —
52,6 nr/mn. Ilpu u3ydeHuu nporecTepoHa Mnokaszareib B MEPBOM IpyIine COCTaBUI —
0,5 ur/mi, a Bo Bropoii rpynne — 0,7 ar/mia (p>0,05).

B uyerBeproii riaBe muccepranuu «Pe3yabTarbhl M3yYyeHHs NMOJaMMOp(dusma
reHoB VEGF-A u NOS-3 B kpoBH y 00JbHBIX aHTHPUOPOMAMH HOCOTJIOTKH
OCBEIIICH AaHaJIu3 Pe3yJbTaTOB TeHeTUUecKnX MapkepoB y 40 mamuentoB u 20
NPAKTUYECKU 30POBBIX MAIbUYMKOB, KOTOpbIE ObLIM TpeacTaBiensl s rena VEGF-
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A (C963T, G405C u GI1154A) u rena NOS-3 (T786C u T894G). I'eneTnueckue
MapKepbl ONPENesIMCh METOJIOM MUPOCEKBEHUPOBAHUSI C MPUMEHEHUEM CHUCTEMBI
reHeTu4eckoro aHanusa cepuu PyroMark.

AHanu3 JaHHBIX MMOKa3all, 4YTO y OOJbHBIX, IPU aHATU3€ FEHETUYECKOTO MapKepa
C963T, Bcrpeuaerca reHotun CC, Torga Kak y HPaKTUUECKH 3I0POBBIX JIKOJEH
JAHHBIA TeHOTHN OOHapykeH He Obul. [Ipu reHoTunupoBanun Mapkepa G405C rena
VEGF-A B rpynne 00ibHBIX 00OHapYXUBAETCA YBEJIMUYEHHUE YaCTOThl BCTPEYAEMOCTH
reHotuna CC (40,0%), B cpaBHeHUU ¢ KOHTpoJibHOW rpynmnoit (15,0%). B ciyuae
uccnenoBaaus nomumoppusma  G-1154A  wabmomanoce cHmwxkenue (10,0%)
BCTPEYAEMOCTH TEHOTHIA AA W yBEeTWYCHHE KOJIMYECTBA OOHAPYKEHUU TEHOTHIA
GG (50,0%) B rpymie mauueHToB ¢ aHTHO(GUOPOMON, MO CPABHEHUIO C KOHTPOJIEM
(30,0% u 10,0%, COOTBETCTBEHHO).

OxupmaeMasi 4yacToTa pacHpelesieHuss TEeHOTUIIOB [0 PaBHOBECHUIO Xap.u-
Baiibepra cocrasmia: C/C=0.55; C/T =0.30; T/T =0.15 (y*=1.6; P=0.2); B rpymme
3710poBbIX 1oHOpoB: C/C =0.50; C/T =0.50; T/T =0.0 (*=0.1; P=2.2).

IIpu ananuze renerndeckoro Mapkepa G405C rena VEGF-A oxunaemas
4acToTa pacHpeiesieHus: TeHOTUIOB 1Mo Xapau-Baitoepry coctaBuia: G/G =0.06;
G/C =0.37; C/C=0.56; B rpynmne koHtpoisi: G/G =0.49; G/C =0.42; C/C =0.09.
Ha6nrogaemas yactora pacnpejesieHuss TeHOTHNOB B rpynne 0onbHbIX Obuia: G/G
=0.05; G/C =0.40; C/C =0.55 (x*=0.1; P=0.8); B TpyImIe 340POBBIX IOHOPOB:
G/G=0.45; G/C=0.50; C/C=0.05 (x*=0.7; P=0.4).

[Ipn anamuze renernueckoro mapkepa G1154A renma VEGF-A oxunaemas
yacToTa pachpesesieHus TeHOTHNOB mo Xapau-Baitbepry B rpymme OONbHBIX
cocraBuna: G/G=0.49; G/A=0.42; A/A=0.09; B rpymnme xontposs: G/G=0.09;
G/A=0.42; A/A=0.49. Habmonaemasi yacToTa paclpeesieHus TEeHOTUIIOB B TPYIIIe
GompHbIX ObuTa: G/G =0.50; G/A =0.40; A/A =0.1 (x°’=0.05; P=0.8); B rpymme
3710poBBIX 10HOPOB: G/G =0.05; G/A =0.50; A/A =0.45 (y’=0.7; P=0.4).

Oxumaemasi 4yacToTa pacHpeliesieHuss TeHOTUIIOB [0 paBHOBECHIO Xapu-
Baii6epra (PXB) B rpynmne OOJbHBIX MpU aHalM3e reHeTudeckoro mapkepa T786C
rena NOS-3 cocraBuna: T/T =0.6; T/C =0.35; C/C =0.05; B rpynne xkoutposs: T/T
=0.81; T/C =0.18; C/C =0.01. HaGmromaemast 4yacTota pacnpeacieHus TCHOTUIIOB T10
PXB B rpymme GombHbex Obuta: T/T =0.65; T/C =0.25; C/C =0.1 (x*=1.6;P=0.2); B
rpymme 310poBbix goHopos: T/T =0.80; T/C =0.20; C/C =0.0 (x*=0.2; P=0.6).

[Ipu anamuze renetnueckoro Mapkepa T894G rena NOS-3 oxugaemast yactora
pacnpenenenus reHotunos no PXB B rpynmne 6ompHbIx coctaBuna: T/T =0.46; T/G
=0.4; G/G =0.11; B rpymme koutpoms: T/T =0.68; T/G =0.29; G/G =0.03.
Habmonaemasi yactota pacmnpezesieHus TeHOTUIOB B rpynme O0onpHbIX Oblma: T/T
=0.40; T/G =0.55; G/G =0.05 (x°=0.1;P=0.8); B rpymme 310poBbIX H0HOpOB: T/T
=0.65; T/G =0.35; G/G =0.0 (x*=0.9; P=0.3). JIOCTOBEpHBIX pa3IH4Hil B
ONpeeIeHUN KOJUYECTBA F€TEPO3UTOT CPEAN MCCIEAOBAHHBIX TPYII BBISIBJICHO HE
ObLJIO: Kak B OMbBITHOM, TaK MU B KOHTPOJBHON TIpyMNmax KOJIMYECTBO T'€TEPO3UTOT
BappupoBaio B npenenax 18-35%, HauMmeHblIee KOJMYECTBO TIE€TEPO3UTOT
HaOIIOAaI0OCh TPU  aHaimM3e TreHetndeckoro wmapkepa T1894G y  OOJIbHBIX
anruodudpomoii (40-50%).
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Takum o00pa3oM, wHCCIEAOBaHMS TOKa3aldM XOPOIIYID MPOTHOCTUYECKYIO
s dextuBHOCTL reHetndeckoro Mmapkepa G405C rena VEGF-A y 6onbnbix AH.
Takxe NPOAEMOHCTPUPOBAHA I11€J1I€CO00PA3HOCTh KOMOMHUPOBAHHOTO —aHANU3a
HECKOJIbKUX renetnyeckux mapkepoB - G405C rena VEGF-A u T894G, T786C rena
NOS-3 — nns nosbiieHus: 3GPEKTUBHOCTA paHHEN TUAarHOCTUKU U (POPMUPOBAHUS
IPYII PUCKa JIOJEH, CKIOHHBIX K Pa3BUTHIO Y HUX aHTUO(UOPOM.

B maror rmaBe muccepraumu  ocBelieHbl «Pouab  Mopdosiornyeckux u
HMMYHOTHCTOXMMHUYECKHUX 0COOEHHOCTEeH pocTa aHruo(pudpPpoOM HOCOTJIOTKH B
NMPOrHO3e peluIMBOB M TedeHHs 3al0oaeBanms». lccienoBaHue MPOBEACHO HA
matepuaine 118 GonbHbix ¢ AH. Bce GonbHble ObLIM pa3feneHbl Ha JIB€ TPYMIbI B
3aBUCUMOCTH OT MIEPBUYHON U OT PEIUIAUBOB OmyXxou (Tadm. 1 u 2).

Ta6auna 1.
Pacnpenesienue 001bHBIX 0 rucTosIornyeckomy tTuny AH (ocHoBHast
rpymnma),(n = 69)

Perunusel n=5 (7,24%)
Kon-Bo
['pyninbt n (%) no 1 roga 10 3-X neT
aoc. % ao0c. %

OcHoBHas (epBUYHAS 69 (100) 3 43425 ) 2.942.0
OTyX0JIb)
Cocynucro — 46
(huOpO3HBIN THIT (66,7+5,7) 3 6,5+3,6 2 4,3+3,0

. 23
Knerounsmii Tun (33.345.7) - - - -

Tab0auna 2.

Pacnpenesienue 001bHBIX IO rucTOIOTHYecKoMy THILY AH (cpaBHuTe/IbHAS
rpynmna), (n=49)

PeruauBel n=8 (15,4%)
[pymmsl KO?O;B)O 1o 1 rona 10 3-X JIer
e abc. % abc. %

Cpasnera 49 (100) 5 10,2443 3 6,14£3,4
(peunanBHAS OITYX0JIb)
Cocynucro- 39
GbuOpO3HBIN THUII (79,6£5,8) 4 10,34.9 3 7,7%4,3

. 10
KiteTounbri T (20,4+5.8) 1 10,0+£9,5 - -

Y OONBHBIX CPAaBHUTEIHHOW TPYMMbl PEUUIUBHI ObLIM BbIABIEHBI y 15,4%
(8/49).

NupopmatuBHBIMH MOP(OIOTHUECKUMH TPU3HAKAMU, BBISIBICHHBIMU HaMH,
ABISAKOTCS 7 xapaktepuctuk AH, KaXaplii MNOKas3aTellb B CBOK OYEPEAb MBI

MoApa3eauiIn Ha 4 MOATPYIIIbL.
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Hcxons w3 3TOro, Mbl NpeajaraéM ajiropuTM OINPEAENICHHsS] CTENEHU
MOP(OJTOTUYECKUX HM3MEHEHUW MJIi MPOrHO3a M MOHUTOPHHIA JIEYEHUs JTaHHOIO
3a00€eBaHusl, KOTOPBIA 3aKIIOYAETCS B ONPEEICHUH CyMMbl OalloOB OJHOTO W3
MIPU3HAKOB B KOXKI0M U3 7 TPYIIIL.

O crenenn MOp(}OJIOTrMYECKUX H3MEHEHUH Mbl CYyAWIA MO CyMMe OaJjioB
IIPU3HAKOB B KOXKIOM U3 7 TPYIIIL.

| — HauMmeHbIIasi CTENEHb MaTOMOP(OJOTUYECKUX HU3MEHEHUN COOTBETCTBYET
cymme OamnoB ot 7 o 14;

2 — yMepeHHas CTeNeHb MaToMOP(OIOTMYECKUX H3MEHEHHUH COOTBETCTBYET
cymme 6amioB ot 15 go 21;

3 — HauOoJbIIas creneHb NaTOMOP(OIOrHIECKUX U3MEHEHUN COOTBETCTBYET OT
22 1o 28 6anios.

Takum oOpa3zom, B ocHOBHOW rpynmne OonbHbIX AH ¢ KJIETOYHBIM THUIIOM
OMYyXO0JIEBOIO pocTa cyMMma OamioB coctaBuiia oT 10 go 13, yto coorBeTcTBYeT 1-it
CTENeHH MOP(OJIOTHYECKUX H3MEHEHHH. Y OOJIBHBIX C COCYAUCTO-(PUOPO3HBIM
TUTIOM ONYXOJEBOro pocta cymma Obuia 18-19 6amioB, 4TO COOTBETCTBYET 2-
CTeneHu MOP(OJIOrMUECKUX U3MEHEHHM B onyXoiu. OmyxoseBbie 00pasiibl 00JIbHBIX
AH ¢ cocyaucto-puOpo3HbIM TUIIOM pOCTa UMENTU HauOOJIbIIue MOP(OIOrHUECKHUE
M3MEHEHHS B OIyXOJEBOM TKAHH, YTO COOTBETCTBOBAJIO 3 CTENEHU C CYMMOM 0asuioB
1o 28.

Hamnune skcnpeccun VEGF u myrtantHoro rena P53 (mtp53) onpenesnsnu
UMMYHOTHCTOXUMHUYECKUM METOJ0M ¢ Tomoinbio Habopos ¢upmel DAKO ([lanus).
Hnst  wccnenoBanuss ObuT0  BeIOpaHO 43 OOJMBHOTO C TEPBUYHOM OIMYXOJIBIO
aHrnopuOpomMbl HOCOTIIOTKU M 20 OOJBHBIX ¢ penuauBoM. [lepBuuHas oOmyxousb
BKrOyasia 43 OonbHBIX, W3 HUX 28 (65,1%) coctaBuau OOJBHBIX C COCYAHMCTO-
¢ubpo3HbiM TUTIOM omyxoiu u 15 (34,9%) OOonbHBIX C KJIETOYHBIM THUIOM. [Ipm
U3YYEHUHU COCYAUCTO-(HUOPO3HOTO THUIA OMYXOJH YCTAHOBJIEHO, YTO U3 28 OOJIbHBIX
y 3 (10,7%) orcyrctBoBana skcnpeccus VEGF, y 7 (25%) ormeuena cpenuss
skcnpeccusa (C<0%) m y 18 (64,3%) Boicokas skcnpeccus VEGF (C>10%). B
IPOTHUBOIOJIOKHON TpyIlie — MPU KIETOYHOM THUIIE OMyXoJikd u3 15 GonpHbIX y 12
(80%) ormeueno otcyrctBue skcnpeccun VEGF u y 3 (20%) crnabas skcnpeccust
VEGF. Hu B ogHOM ciiyyae He oTMedalioch Bbicokas skcnpeccus VEGF. Ilpu
peuunuBHbIX onyxoisx AH skcnpeccus VEGF usyuena y 20 GonbHbIX. [Ipu 3TOM
THCTOJIOTHYECKH y 16 OTMeueH cocyaucTo-(puOpO3HBIM THUM OMyXoidn U y 4 —
kieTouHslid THO. U3 16 G0nbHBIX € coCcynucTo-(pUOPO3HBIM THUIIOM OIMyXOJud y 2
(12,6%) otmeueno orcyrctBue skcnpeccun VEGF, y 3 (18,9%) — cpenuss
skcripeccust VEGF u y 11 (68,8%) — Boicokas skcrpeccust pakropa VEGF. Ilpu
KJIETOYHOM THIIE OITyXOJIM MPEBAIMPOBAIO OTCYTCTBHE H3Kcnpeccun (25%) wnm
cmabas skcnpeccus (50%) dakrtopa pocTa SHAOTENUS COCYIOB, W TOJBKO B 25%
ciyyaeB oTmedyeHa Bbicokas odkcrpeccuss VEGF. ITlpu cpaBHeHun o0eux
TUCTOJIOTUYECKUX TpYyNN  OOJBHBIX TOJYYEHbl JIOCTOBEPHBIE  pa3nyusi B
CpaBHUBaeMbIX rpynmax. B Hamux HaOmogeHusx y 43 OoJbHBIX H3ydeHa
sKcrpeccus GpakTopa pocTa 3HAOTENHS COCYIOB B PA3IUYHBIX CTAUSAX OMYXOJIH MPH
AH. U3 43 OGonbupix y 10 ormeuena | cramgus 3aboneBanus. Ilpu sTom, B
oonpMHCTBE ciayyasax (90%), oTcyTcTBOBaja sKcnpeccus pakTopa pocTa SHIOTENHS
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cocynoB u 10% ciydasx mpucyTcTBOBaja cpennss xcrpeccus. M3 12 6ompHbIX co 11
craaueit 3aboneBanus y 4 (33,3%) oTMedeHO OTCyTCTBUE 3Kcnpeccuu u'y 8 (66,7%)
6osbHBIX — cpeansis sxkcrpeccuss VEGF. Tlpu 11 cragun anrnogpuOpoMbl HOCOTJIOTKH
u3 21 6onbHOrO y 2 (9,5%) 0T™MeueHo otcyTcTBUE, ¥ 1 (4,8%) — ciabast skcnpeccus u
y 18 (85,8%) oTmeuena BricOKast akcIpeccus pakTopa pocTa SHIOTENHS COCYA0B.

IIpu peumaue omyxomu AH B I m Il cragum 3abosieBaHus OTCYTCTBOBaja
BBICOKAsl AKCIIpeccusi akTopa pocTa dHIOTENUs cocy1oB B TKaHu omyxouu. [Tpu III
CTaauu aHTHO(PUOPOMBI HOCOTJIOTKU B 85% ciydaeB OTMEUYEHA BBICOKAs HKCIPECCUs
omyxoJii. ¥ OOJbHBIX 10 15 JeT BhICOKas 3Kcmpeccus oTMedeHa y 55,6%, B Bo3pacTte
16-20 mer — y 47,5% u y 60onpHBIX B Bo3pacte Oonee 21 roma — y 64,3%. Ilpu
CpPaBHEHUHM BO3PACTHBIX TPYIII, B BO3pacte crapue 21 roma JOCTOBEPHO BBIIIE
OTMEYAETCA BBICOKAsl AKCIpeccusi omyxosieBoro mpoiecca (64,3%), yuem B apyrux
BO3pPACTHBIX I'pynmnax. YCTaHOBJIEHO, YTO BBICOKAs 3KCIPECCUS OTMEYAETCS CPEAH
OONBHBIX € Mpu3Hakamu KpoBoTeueHus (53,1%), yem mpu OTCYTCTBHM MpU3HAKA
kpoBoTeuenus (16,2%).

[Ipu anammuze osKcopeccun reHa-cymnpeccopa P53 B 3aBucuMoOcTH  OT
TUCTOJIOTUYECKOI0 THUMA OMYXOJIM YCTaHOBJIEHO, YTO MPU COCYAUCTO-(HpuOpO3HOM
TUIE omyxoyu ciabas skchpeccuss otmeueHa y | OombHOro (3,6%), cpenssis
skcnpeccus (menee 10%) ormeuena y 9 GonbHbIX (32,1%) U BhICOKast dKcCHpeccHs
(6onee 10%) ormeuena y 18 6osbHbIX (64,3%). [Ipu kneTounom tune u3 15 60JIbHBIX
cnabast skcopeccusi ormeueHa y 10 (66,7%), cpeansist skcrnpeccusi y 2 OONbHBIX
(13,3%) u BeIcOKas 3kcrmpeccus y 3 OompHBIX (20%). [lpencraBnennple TaHHBIC
MOKA3bIBAIOT, YTO BhICOKas 3Kcmpeccus P53 xapakrepHa nis cocyaucto-pudpo3HOro
Tma aHruo(PuOpOMBI HOCOTIOTKH. JIIsi KJIETOYHOrOo THIa MEHee XapaKTepHa
JKcHpeccusi reH-cympeccopa P53, DOTu pa3nuuusi CTaTUCTUYECKH JTOCTOBEPHBI
(p<0,05).

[Ipu wuccrnemoBaHuM Trpynnbl  OOJNBHBIX C  PEUMIAUBOM  AHUTO(UOPOMBI
HOCOIJIOTKM YCTaHOBJIEHO, YTO B OTJIMYHME OT MEPBUYHOM OIYyXOJHM OTMEYAETCS
BBICOKasi dKcrpeccus reHa-cymnpeccopa P53 B oOeux rucrtojoruyeckux Qopmax
OIyX0JI1 — cocyaucTo-puodpo3znom tume (68,8%) u kierounoM tune (75%). Ucxons
U3 ATOr0, MOKHO AyMaTh 00 arpeCCUBHOCTH PEIUMAMBHON OMYXOJIM MO CPABHEHUIO C
NEePBUYHON OMyXoJiblo. B oTnuume oT apyrux craauil 3aboneBanus, npu | craauu
AH u3 10 GonbHbIX y 8 (80%) oTMedaeTcst OTCYTCTBUE SKCIPECCUM T€Ha-Cynpeccopa
P53 u y 2 (20%) — cpennsisi skcnpeccus 3toro reHa. Bo Il craauu, B OCHOBHOM,
OoTMeYaeTcsl cpenHsisi skcrnpeccuss — y 75% OonpHBIX, y 8,3% OTMeueHa BBICOKas
sKcIpeccust TeHa-cympeccopa P53 u y 16,7% O0abHBIX — OTCYTCTBHUE T€Ha-
cympeccopa.

B omimnume ot apyrux crtaaui, BbICOKash SKcOpeccus TeH-cynpeccopa P53
ormeueHa npu 11l cranum 3a0oneBanus y 95,2% OG0MbHBIX, 2 OTCYTCTBHE IKCIIPECCUU
reH-cymnpeccopa P53 — y 4,8% O0oybHBIX. DTO TOBOPUT O TOM, YTO C HApacTaHUEM
CTaJMM OIMYyXOJIEBOTO IMPOIlECCa OTMEYAETCSl BBICOKAs 3KCIpPECCHsl FeHa-CyNpeccopa
P53 nmpu AH. IlonmydeHHble paHHBIE cTaTUCTUYECKH aocToBepHBI (p<0,05). B
OTJIMYME OT TEPBUYHOM omyxonu npu peuuauBax AH c Hapactanwem craauu
3a00JIeBaHMsI PE3KO BO3pacTaeT 3Kcnpeccus rena-cynpeccopa P53. Ipu Il craguun
BBICOKasi dKcIpeccusi reHa-cynpeccopa P53 ormeuaerca y 100% OonbpHbIX. Mcxons
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M3 BBIIICYKA3aHHOTO, MOXHO TMPEANOJIOKUTh, YTO PELUUJIUB OIYXOJIH SBISETCS
IPOrHOCTHYECKH HEOJaronpuaTHBIM MPU3HAKOM 3a0osieBaHus. B Bo3pacte 10 15 ner
BBICOKas dKcnpeccust oTMedeHa y 77,8% 0osbHBIX, y 00JIbHBIX B Bo3pacTe 16-20 net
— 52,5%, n 6onee 21 ner y 50%. B rpyrmrme OGoJbHBIX BBICOKAsl SKCIPECCHs T'€Ha-
cynpeccopa oTMeuyaeTcs y OOJIbHBIX B Bo3pacte 10 15 jeT. DTo roBOPUT O IJIOXOM
IporHo3e 3a0oJjieBaHMsl B 3TOM Bo3pacte. Takum 00pa3oM, y OOJBHBIX TPYIIIBI
CpaBHEHUSI BBICOKasi IKCIIPECCUsI MYTAHTHOr'O reHa-cyrnpeccopa P53 Bcrpeuanach B
2,5 pa3 yaiie, 4eM B OCHOBHOW rpymme. JTO CBHACTEIbCTBYET O MOJAABICHUU
amornro3a y OOJBIIOTO0 KOJIMYECTBAa OONBHBIX, a TaKke O O0ojee BBIPAKEHHOM
HECOOTBETCTBUM B HOPME IMPOXOXKACHHS KJIETOYHOTO LUKJIA IOCIE MOBPEXKICHUS
JJHK u BbDKHMBaHUS KJIETOK C HApyWIEHUSIMU TIE€HOMA. OTO MPUBOAUT K
BO3HMKHOBEHHUIO T€HETUYECKONW HECTAOMIIBHOCTH M CHOCOOCTBYET 3710KAa4E€CTBEHHOM
TpaHchopMaIim.

B mecroin rmaBe mnpencraBieH «MHOTo(pakTOPHBIA M KOPPeEJIANUOHHbIN
aHaJIu3 npu aHruopuépome HOCOrJOTKW». [Ipy mpoBeneHHH MHOTOMEPHOIO
«MHOTO(AKTOPHOT0» CTATUCTUYECKOTO aHaIn3a u3 158 BbIOpaHHBIX HAMU MTPU3HAKOB
HaumOoJiee 3HAYMMBIMU OKa3aJIMCh 35, KOTOpPbIE MO3BOJMIA ONPENETUTh UX POJib B
nporHo3e 3aboneBanus npu AH paznuunoii nokanuzanuu. OCHOBHBIMU MPU3HAKAMHU
3a00seBaHusl, KOTOpbIE UMEJU CYIIECTBEHHOE 3HAYEHUE B OINpPEACIICHUHM MPOTrHO3a
3a00JieBaHMs, IBUIKCh: XapakTep omyxoJjeBoro mporecca (P-1), mon (d-2), Bo3pact
(®d-3), muaraos (D-4), ounupyoun xkposu (D-5), ACT (D-6), AJIT (D-7), moueBuHA
kpoBu (®D-8), kpeatunun (dD-9), tecrocrepon (D-10), scrpaguon (D-11),
nporecrepon (P-12), anpda-untepdepon (P-13), craaus omyxoseBOro mpoiecca
(d-14), Tun omepammu (D-15), 00BEM KPOBOMOTEPH TPU XUPYPTHUESCKOM
BMmemarenscTBe (D-16), peruaus omyxonu (D-17), mopdonorudeckue tumbi (D-18),
noymmMophu3m reroB (D-19-33), pesyc dhaktop kposu (D-34), rpynmna kposu (D-35).

N3yuenne ux KOpPPENSIIMOHHONW B3aMMO3aBUCUMOCTH MOATBEPAMUIIO, YTO CPEIU
3TUX (aKTOpPOB OONbIIOE BIWMSAHME HA TEUEHUsS 3a00JIEBaHMSI OKa3bIBAIOT THII
ofepaluy, dTalbl OIMYXOJEBbIX MPOLECCOB, MOP(OJOTHUYECKUE BHUIBI OMYXOJH,
nosmmMoppu3M TeHOB, anbha-uHTEphepoHa, 0ObeM MOTEPSHHON KPOBU BO BpEeMs
orepaluii, BO3pacT NalueHTa.

B ceapmoii  rimaBe «CpaBHUTEIbHBIH  aHaIM3  3(PPEeKTHBHOCTH
XHPYPIru4yecKoro jJe4yeHusi aHruopuopoMbl HOCOTJIOTKI> TIPUBEACHBI PE3YIIbTAThI
pa3IMYHBIX ONEpaluid IO TOBOAY aHTHOPUOPOM HOCOTJIOTKU. XHUPYPrHUECKOE
JIeYeHHE TI0 OTHOIICHUIO K MEPBUYHON OIMYyXOJIM HAaMU MPOBEACHO Y 172 GONBHBIX C
AH. B 3aBucHMMOCTH OT CTaAMM W PACIPOCTPAHEHHOCTH OITyXOJIEBOrO IMpolecca
MIPOU3BEACHBI CIIEYIONINE BUbI XUPYPTUUECKOTO JICUCHUS:

l. VYnpanenue onyxonu 4Yepe3 €CTECTBEHHbIE NyTH  (TPaHCOPAIBHO,
TpaHCHa3aJIbHO) — 17 601bHBIX (9,9%);

2. Ilo lenkepy — 8 6osbHbIX (4,7%));

3. ITo Mypy — 122 6onbHbIX (70,9%);

4. Y nanenue onyxoiu no Mmogaudukauu Mypa — 25 6onbnbix (14,5%).

Ucnonb3oBannas Hamu kiaccudukanus mo Chandler (1986 r.) mosponuia
OOBEKTHBHO OLEHMWBATH PACIHPOCTPAHEHHOCTh OIyXOJEBOr0 Ipoliecca U 00beM
UCIOJIb30BAaHHBIX HAaMU OMNEPATUBHBIX BMEIIATEIBCTB, KOTOPBIE, B OOJBIIUHCTBE
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CIIy4aeB, 3aBHUCEJH OT PACHPOCTPAHEHHOCTH OMYXOJU. METoa XUPYpruyecKoro
nedyenus no Mypy siBisercst BenymuM. B 66,6% ciiydaeB MeTos ObLI MCIOJIb30BaH
npu Il u IV cragusx 3aboneanus. s nonHoro ynanenus omyxonu Il craguu Mol
MoauUIMpoBaK  onepanuio 1o Mypy. OTiIMUUTENbHOM  OCOOEHHOCTBIO
MOJAU(PUIIMPOBAHHOW HaMHU orepauud no Mypy dBisSieTCss TO, YTO pacceuyeHHe
BEpXHEU ryObl MPOU3BOJATCA HE MO cepearHe ryObl, a 1Mo Kparo ee xenobda. pyroi
OTJIMYUTENBHOW OCOOEHHOCTBIO SIBJIIETCA PE3EKIMS TOJIbKO 1/3 MeauanbHOW 4acTu
IIEpEIHEN CTEHKM BEPXHEYEIIOCTHOW I1a3yXH, BBINIOJHEHWE IIMPOKOM PE3ECKUUU
3aHEW U MEIUATIbHOW CTEHOK 3TOM Ma3yXH, a TAKXKE PE3EKIUs YKa3aHHOTO KOCTHOTO
3aJIHETO Kpas COITHUKA. Pe3eKiusi yka3aHHBIX KOCTHBIX CTPYKTYp OOecCTeurBacT
ITUPOKHUI  OMEPAIMOHHBIM JIOCTYI, YTO TMO3BOJIIET OCYIIECTBUTh CBOOOIHYIO
OTCENapoOBKY W TNOJIHOE yAaieHue omyxonu. OTcenapoBKa OIyXOJHM HAYMHAETCS
MOCJIE TOTO, KOT/Ia BCE YKA3aHHBIE KOCTHBIE CTPYKTYPhI PE3CHUPYIOTCS MOTHOCTHIO U
OMyXOJIb CTaHOBUTCA MOOWJIBHBIM. OTcenapoBka U MOOWJIM3AIMS  OMYXOJU
OCYUIECTBJISIETCS TOJIBKO MPU MOMOIIM NaJIbLIEM U TYNbIM MYTEM ISl TOTO YTOOBI HE
TPaBMHUPOBATh OIMYXOJb. B OTAMYME OT KiaccHyeckol omepauuu mo Mypy, B
MOJAU(PUIIUPOBAHHONW OMEPAIMOHHOM METOAMKE, TIpaHUyalas 4YacTb HOCOBOIO
OTPOCTKA BEPXHEN YEIIFOCTU C HOCOBOM KOCTBIO COXPAHSETCS BMECTE C HOCOBOM M
CJIE3HOM KOCTSIMH, a TaKKe YaCTUYHO pe3euupyercs OyMa)kHas IUIACTUHKA
penieTyaToi KOCTH (yIOBIETBOPSAET ICTETUUECKUM TPEOOBAHUSM).

HaxkoruieHHbI NpakTUYECKUM OMBIT MO3BOJIMJ HAM OTKAa3aTbCs OT MEPEBSI3KU
Hapy>XHOU coHHOW aptepuu npu kietounoM turne AH I craguu. OcHoBaHuem st
ATOT0 TOCTYKHJIO TO, 4YTO TpH KieTtouHoMm Tune AH kpoBocHaOXeHHE OMyXOJH
JAHHOW CTaauM MEHee BhIpaKEeHO. Hamm wuccnemoBaHusl mMoKa3aid, 4TO O0BEM
KpOBOIIOTEPU BO BpEMs OMEpallMd 3aBUCET OT PACIPOCTPAHEHHOCTH OITYyXOJIEBOTO
MpoIecca M TUCTOJOTHYECKOTO BapuaHTa (KJIETOYHBINA WM COCYIUCTO-(PrOpPO3HBIM
TUI). AHamu3 pe3yJbTaTOB I[OKa3aJl, YTO PELUHIUB OIYXOJW HauOoJIee YacTo
HaO0JII01AJICA TIOCTIE Ollepaluu, KOTopasi MPOU3BOIUIACh YEPE3 €CTECTBEHHbIE TyTH —
10 6onbHBIX (58%). U3 122 O0nbHBIX, MOCTIE NPOU3BEACHHBIX OMEpaluid MO METOY
Mypa, peunnus onyxonu BbisiBiieH y 21 (17%), nmocne onepanuu no Jenkepy y 1
6onpHOTO (12,5%). Metonsl neuenuss AH Takke 3aBUCETN OT pacpOCTPAHEHHOCTH
OMYXOJIM, BBIPAKEHHOCTU KIMHUYECKUX CHUMIITOMOB, OCOOEHHO Mpody3HOIro
KPOBOTEUYEHHSI M3 OIyXOJIM, a TaKXKe OT JECTPYKTUBHBIX HW3MEHEHUW KOCTEU
OCHOBaHHUsI 4epena, THCTOJIOTMYECKOr0 BapuUaHTa M MPOpPACTaHUSL OIMYyXOJU B
OKOJIOHOCOBBIC Ta3yxu. B 3aBHCHMOCTH OT 3TOTO, B HAIIMX HAONIOACHUSIX BCE
OonpHBIE OBUTH TOpa3aeneHsl Ha 3 Tpynmbl. Kak mokasanmu pe3ynbTaThl aHAIW3a, B
rpynme OOJMBHBIX C JNECTPYKIHEH KOCTH 03 KPOBOTEUCHHUS W3 OIyXOJH, KOoraa
JIEYEHWE HAYMHAJIOCHh C BBINOJHEHUS] OINEPATHBHOIO BMENIATEIbCTBA, OTMEUYEHA
BBICOKAs YacToTa penuauBa omyxonu. [Ipu 3ToM u3 18 GONBHBIX, TOJBEPTHYTHIX
OMepaTUBHOMY BMeIIaTenbCTBY, y 11 (61,1%) BbIsiBIIeH penuauB onyxoiu. B Toxe
BpeMsi, MOCJIE JIy4eBOil Tepanuu U omnepaiuu u3 15 6onapHbIX y 1 (6,7%) oTMedeH
peuuauB omyxoid. B 3Toi rpynme y 3 OOJbHBIX NpeIBapUTEIBHO 10 OIepaluu
BBITIOJIHEHA TIEPEBsi3Ka HApy>XKHOW COHHOW apTepuu. Hu y omHoro 0oibHOro mocsie
orepaluy peluIMB OIyXO0JiM He BbIsIBIEH. Bo BTOpoOil rpynne, cpenu OOJIbHBIX 0€3
JIECTPYKIMHU KOCTHOM CTPYKTYpPHI C MPU3HAKAMU KpoBoTeueHus, u3 90 60JIbHBIX Y 67
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BBITIOJTHEHBI cpa3y cTaHAapTHbIE onepauuu. [Ipu atom, u3 67 6ompHbIX y 15 (22,4%)
BBISIBJIEH peuuauB onyxonu. llocne mnpeaBapUTENbHONM TaMIIOHAIbl, TEPEBSI3KU
HapY>KHON COHHOM apTEepUu M ONEPaTUBHOTO BMeEHIATENbCTBA, U3 20 OONBHBIX Yy 2
(10,0%) BBISIBIIEH pEUIUB OMYXOJIH.

B 3akmioueHuun crienyer OTMETUTh, YTO MPOBEICHHBIN aHalM3 pe3yJIbTaToB
JICYEHHS TTOKA3bIBAET, YTO BO BCEX JIEUEOHBIX IpyNIax MpelornepaloHHas JydyeBas
Tepanusi 3HAUUTEIbHO CHIDKAET 4acToTy peruauba omnyxoiu (p<0,05). [Ipumenenue
MoAUUITIPOBAHHOTO MeTo1a 110 Mypy B xupyprudeckom jieueHun AH mo3Bosnuio B
2 pa3a CHU3UTh YaCTOTy peuuanBa omyxoyiu (10 8% ). CHUKEHUE YaCTOThl PELHINBA
OMyXOJIM  SABJISETCS OJHUM W3  OCHOBHBIX  KpUTepueB  dPGHEKTUBHOCTH
XUPYPTUUECKOTO JIedeHUs y 00bHBIX ¢ AH.

Hamu mnpoBeseH aHanmM3 4YacTOThl PEIMAMBA OMYXOJHM B 3aBHCHUMOCTH OT
METOJIOB JieueHus U Bo3pacta 6onpHBIX ¢ AH. Bo3pact GonbHbIX Kosebascs ot 10 qo
47 net, B cpeaHeM coctaBui — 20,8 sier. B O0NBIIMHCTBE CiTy4aeB PEIUANB OIYyX0JIr
BBISIBJIEH B Bo3pacToil rpynne 6oisiee 21 roga — u3 15 GonbHbix y 11 (73,3%). D10
TOBOPUT O TOM, UTO UMEIOTCSI BO3pACTHbIE OCOOEHHOCTH NpH peuuauBupoBannu AH.
JITUTENbHOCT, BO3HUKHOBEHMS PELUMBA OMYyXOJU COCTAaBUJIA B CpeJHEM — 8 Mec.
N3 34 6onbHbIX B TeueHue 3a0oseBanus y 29 (85,3 %) orMmeueH 1 penuauB omyxodu,
y 4 (11,8%) — 2 peuunusa, y 1 (2,9%) — 6 peuuauBoB. B Hammx HaOIroAeHUSX
U3y4YeHHUE KIMHUYECKUX CUMIITOMOB peluIuBHOM onmyxoyin AH nokasano, 4To ofHUM
M3 TIEPBBIX CHMIITOMOB PEIUANBHON OITyXOJM SIBJSUIOCH KPOBOTEYCHHE M3 HOCA,
kotopoe otmeueHo y 31 OomepHOrO (91,2%). 34 OONBHBIX OMEPATHBHOE
BMEIIATeNbCTBO MO MeTory Mypa npousseneHo y 21 (61,8%) 6oxabHOTrO, 110 JleHkepy
y 1 (2,9%) 6onpHOTO, OTIEpaIysi IO €CTECTBEHHBIM ITyTSAM (Uepe3 pOT U 4epe3 HOC) Y
10 (29,4%) u mo momudukanuu Mypa y 2 (5,9%)60onpubix. Hanbonee BbicoKas
YacToTa pelMIMBa OMYyXOJIM OTMEUYEHa IMOCJE OMEPATHBHOIO BMEIATENbCTBA Yepes3
ectecTBeHHble TyTH — U3 17 OonbHBIX y 10 (58%) ¥ HammeHblee KOJIUYECTBO
peuuaMBOB TMocie omepauud no moaupuxkamuu Mypa — u3z 14 y 1 (7,1%)
(pa3pabotanublii Hamu Buj onepauuu). [locne omnepauuu JleHkepa y oOAHOrO
oonpHOTO (12,5%) OTMEueH peluauB OmyXxoJju. JleueHue MOBTOPHBIX PELMIUBOB
npoBoguiock y 7 OonbHbix ¢ AH. VYV 2 (28,6%)000bHBIX MpoBeeHA JTy4yeBas
tepanus, [IXT uy 5 (71,4%) 6onapHBIX — pou3BeieHa onepaius no Mypy. Kaxnabie
3 Mecsna 3a 00JIbHBIMU MPOBOAMIIOCH AMHaMu4eckoe Habmoaenne. Cynp0a 60JIbHbBIX
npociexena oT 6 mec. 10 10 mer. Taxke oTMedeHO, 4TO 2 OOJBHBIX, KOTOPHIC UMEIH
PELHINB OIyXOJH, Yepe3 2 ToAa yMEPJIH OT PaclpOCTPAHEHUS OIyXOJIH B TOJIOBHOM
MO3T ¥ MAJIMTHU3AIUH OITyXOJIU (aHTHOCAPKOMA).

VYcTaHOBNEHHBIH JAMarHo3 3a0ojeBaHMsT Ha OCHOBAaHUM IOBEPXHOCTHOTO
oOcnenoBanusi wium HenooOcnenoBanuss y 126 (73,4%) OONBHBIX NPUBENO K
muarHoctudeckuMm ommobOkam u y 101 (58,7%) OGOMbHOTO BBHISBICHBI 3amMylIeHHBIC
craguu (III u V) 3a6oneBanusi. OCHOBHBIMH MPUYUHAMH TUATHOCTUYECKUX OITUOOK
npu AH sBusercs HenpaBWiIbHAs WHTEPHNPETALUS OCHOBHBIX KIMHUYECKUX
CUMIITOMOB 3200JI€BaHMUSI.

Mpe1 uccnenoBanu 3hPeKTUBHOCTh mnpemnapara JlarogeH y 25 6onpHbIX ¢ AH.
Jliist cpaBHeHUs1 ObUT MCHONB30BaH aHanu3 y 13 6onpHBIX ¢ AH ¢ TpagulmoHHBIMU
METO/IaMH OCTAHOBKH TOCJIEONEepPallMOHHOTO KpoBoTeueHus. JlarogeH BBOguIM
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BHyTpuBeHHO — B jg03¢ 0,05 r - 10 mun 3a 10 munyt no omepauuu. OO6bem
KPOBOIIOTEPU B OCHOBHOH rpymme ObLT JOCTOBEpHO Hmke M coctaBua 200 M B
OCHOBHOW Tpymme, B Tpynmne cpaBHeHuu — 600 My, maHHOe 0OCTOSTENBCTBO,
0€3yCIIOBHO, CBUCTEIICTBYET O reMocTaTudeckoM 3¢ dekte JlaromeHa.

JIiss  BBISIBIICHWSI TPWYMH TO3MHEH jawarHoctukn AH wu  mpoBeacHuUs
ONTHMAJIBHOTO HAOJIOJICHUS HaJa OOJIBHBIMH C 3THM JIMarHO30M J0 Pa3MEIICHHUS
OOJIbHBIX B OOJILHUIIBI OBLT pa3pab0TaH arOPUTM JUTHOCTUKU U JIeYEHHUS OOTbHBIX.

AN OPHTH MIATHOCTHE 9 0N HBIX ¢ ATL

I TL 07 {"TAL & MY B CR 01T} H a0 I—) I Bo3p (T {*IMLe HHOLEE CRITT) I—)I HeT I

A HTTI0 ISP OM: HO C OTTIOTRIL € bonmareceire (in mTon k1 i - )
(HeneHEe 3 DTCVTOTRIR IHIGCK O IeCKHe
HOCOBOT ¢, ThIX AHIIL. MEeTOTRI
Y HOCOBLIE K] OB 0TevIeHIIe. HCCTTE TOR AHILAS
[ mer | CAERHCTBIC I THOMHBI¢ TEC]H € THAA H 3 JHAA
PHLTETEHIIA H? HO (Y PIHOCK O, OIC
IINDVHOMTOTINT ¢ CREET: Y] OB €HE ab-{a- T 0IOBHBIC G0 WL THY(AB 0 (Tb
MHTE e 0D R K] ORI N v v
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| HeT I I A OV X0TIE e(Th
TopMOHATMEHENL Y OB ¢HE 1CT] 10 I ¢ J’
HPFOUEUTEP CHA R KPR B
1 (MOPOITON I CREE THITRT I A I I HeT |
l AH) l
- N JI¥<1¢Bb1¢ METOTBI
TeHeTIMeCkIIT I IV HHOTTLCTO XHMIT e R T -
- ~ - IICCTIe OB AL
NCUTIETOBAHIA: drapkep G-405CTena VEGF- DNCRT.MPT (mpix
AHTSOL L1736 reHaNOS 3, PS3. rpyima He0BTOTEMOCTIE)
kproei A(IT n B(TIT)
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BbBIBO/IbI:
1. ['opmonanbHbIl Tipoduiib y 60sibHBIX AH MyKCKOTo moJia XapakTepu3yeTcs
MOBBIIIEHUEM YPOBHS ACTpajivoia B KpOBU B 5,7 pa3a U mporectepoHa B 2 pasa 1o
cpaBHeHUIO co 3a0poBbiMH Junamu (p<0,05). IlokazaTenb UMMYHOJIOTHYECKOIO
cTaTyca — ypoBE€Hb peKOMOMHAHTHOTO a-uHTepdepoHa npu AH noseimaercs B 6 pas
(p<0,05), uro Oosiee BBIPAXKEHO MPH COCYAUCTO-OUOPO3HOM THIE OMYXOJIU U
noctoBepHo yanie otrMmeudaercs y 80% OonbHbix ¢ A (II) u B (IIl) rpynnoii kposwu.
OTu moKa3aTeNu SBISIOTCS JAMATHOCTUYECKUMHU KPHUTEPUSMHU BBICOKOTO PpHCKA
pa3zButus AH y moapocTkoB u aetTei.
2. Y  oOompHbix AH  ycraHoBnmeHa = sHAOTeNHMambHAs ~— AUCQYHKIIHS,
aCCOIMUPOBAHHAS C YBEJIMYEHUEM KOHIIEHTpaluu renerudeckoro mapkepa G-405C
reHa VEGF-A u ¢ napamienbHbIM pocToM cuHTe3a MapkepoB reHa NOS-3 — T894G u
T786C. KomOMHHMpOBaHHBIA aHaJIN3 MCCIEAOBAHHBIX TE€HETHMUYECKUX MapKepoOB
noBbIaeT >PEGEKTUBHOCTh paHHEH JOUArHOCTUKUM M TO3BOJISIET C(HOPMUPOBATH
IPYIIIBI JIUL, CKIIOHHBIX K PA3BUTHIO aHTHO(PHOPOMBI.
3.  BriaBieHa accouuatuBHAs CBSI3b MEXKIY MOP(OJIOTHUECKON XapaKTEPUCTUKOM
AH u kJIMHMYECKMM TEUEeHHEM OIyXOJIEBOrO IIpoliecca 1O W MOcie JICYEHUS.
Hanuuue Boicokoil u cpeaneit skcrpeccuu renoB mtPS53 u VEGF B Tkanu omyxounu,
O0COOCHHO TIPU COCYAUCTO-GUOPO3HOM THIIE AHTHO(PUOPOMBI, CBUIETEIBLCTBYET O
Obonee  Tskenmodt  gopme  3abosieBaHUS W SABISAETCS  HEOJArompHSATHBIM
MPOTHOCTUYECKUM MPU3HAKOM.
4. [IpoBeneHHBI KOPPEIALMOHHBIN aHalu3 MOKa3al, YTO W3 H3YyYEeHHBIX 158
npU3HAKOB HauOoJiee CyliecTBeHHbIMU B nuarHoctuke AH okazamuce 35 (22,2%).
Cpenu Hux Hambosiee JOCTOBEPHOE BIUSHUE HA TEUEHHE M MPOTHO3 3a00JIeBaHUs
OKa3pIBAIM MOJ M Bo3pacT OosbHOTO (cTapmie 21 roga), craiusi OIyXOJEBOTO
mpouecca, MOp(OJOrHUecKHid THMN OMYXOJH, I[OKazaTelan o-uHTepdepoHa MU
TOPMOHOB, a Tak)Ke rpyIa KpoBH OOJIbHOr0, MOJMMOPGU3M T€HOB, TUIl OIEpaluHy,
00BbEM KpOBONIOTEPU BO BPEMSI OTEPALIUU.
5. [Ipu anrnodguOpomMe HOCOTIOTKM YacTO JOMYCKAIOTCA JUAarHOCTHYECKUE
omnbku (73,3%), KOTOphIE NPUBOJAAT K HEOOOCHOBAHHOMY U HEaJIEKBATHOMY
JICYEHUIO, YTO CIIOCOOCTBYET pa3BuTHUIO 3anmyieHHbIX ctanuid (111 u IV) 3a6oneBanus,
3ano3aanoil auarHoctuke AH. OCHOBHOW NPUYMHOM NUATHOCTHUYECKUX OLIMOOK
ABJISIIOTCSL HEMpaBWJIbHAS WHTEPHPETALUS OCHOBHBIX KIMHUYECKHX CHUMIITOMOB
3a00/ieBaHUs, OTCYTCTBHE  MOP(OJIOrMYECKOTO  HMCCIEIOBaHHUS  yJaJICHHBIX
oOpa3oBaHMi, HEJOCTATOYHOE  HUCHOJb30BaHUE  (PUOPOIAPUHTOCKOMUIECKOTO
(9HIOCKOMUYECKOTO) U JTYYEBBIX METOJOB TUATHOCTHKHU. Pe3ynbTaThl MPOBEIEHHOTO
MCCJIEIOBAHM MMO3BOIMIIN pa3paboTaTh aJrOPUTM PAHHEW AUArHOCTUKH U (PaKTOPOB
BBICOKOTO pHUCKa pPa3BUTUS PEUUAMBOB aHTMO(QUOPOM HOCOTJIIOTKA TOCHE
ONEPATUBHOIO JICYEHUS], UMEIOIIUX MPOTHOCTUYECKYIO HIEHHOCTb.
6. Hcnons3oBanue B xupyprudeckom Jyedennn AH III craguu momudukarmm
meTona Mypa no3Bonmiio B 2 pasza (¢ 17 1o 7,1%) CHU3UTh KOIMYECTBO PELIMAUBOB.
[IpengonepanuonHas jiydyeBasi Tepanus Ipu JECTPYKIIMU KOCTe OCHOBAHMS yepena y
O0onpHbIX AH 1O03BONSET YMEHBIIUTh YAacCTOTY PELMIMBOB OMYXOJH, YTO
CBUJIETENBCTBYET 00 3P(HEKTUBHOCTH XUPYPrUUECKOTO JICUCHUS.
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INTRODUCTION (Annotation of the doctoral thesis)

Topicality and demand of subject of the dissertation. According to statistics
of World Health Organization and International histology classification angiofibroma
of nasopharynx accounted for 0.05% among all the benign tumors of the head and
neck area, as well as among patients with benign tumors of the nasopharynx
angiofibroma occurs in almost 50%'. Refractive AN incidence among patients with
ENT - pathology is 1: 5000-1: 60000*. The relevance and practical importance of the
problem of benign tumors, including nasopharyngeal angiofibroma (AN), due to the
increasing prevalence among children and adolescents with this extremely severe,
frequently recurring diseases (with a high probability of relapse, up to 30-50%), as
well as the lack of effectiveness of representations pathogenetic mechanisms of the
disease and diagnosis. AN occurs more frequently in boys (18:1) at the beginning of
puberty’. It should be noted that he is not only a medical but also a social problem
worldwide. Over the past two decades, been an increase in the frequency of AH
among children aged 4-10 years (from 6.2% to 9.5%). This pathology is
multifactorial, involving different exo and endogenous factors in its origin and
development: hereditary, environmental, infectious diseases, viruses, or the combined
effect of several factors. To date, increased the impact of these factors and their role
in the development of nasopharyngeal angiofibroma determines the urgency of the
problem”.

In the Republic of Uzbekistan the process of transformation of the health
system, maternal and child health is given the status of public policy. In the years of
independence, the implementation of measures aimed at providing high-quality
medical care, achieved considerable successes. In this series, improving the quality of
care provided to patients has become one of the objective criteria of the results
carried out reform. However, in the health and protection of the health system
remains an unresolved issue associated with an increase in the level of development
of the prevention of complications and quality of ENT care in the first place in the
regional and district level. Differences in the nature of ENT complications requiring
re-treatment and the lack of a unified approach to solving this problem requires
structural analysis of unsatisfactory results after surgical treatment for upper
respiratory tract organs, with the identification of specific criteria for prognosis of the
disease and the optimization of the choice of the correct decision tactical and
organizational questions.

This research project meets the goals set in the State program "Year of
harmoniously developed generation", approved by the President of the Republic of
Uzbekistan dated January 27, 2010, Noe PP-1271; "On the State Program of early
detection of congenital and hereditary diseases to prevent the birth of disabled
children for the period of 2013-2017 years" on March 12, 2013, Ne PP-1235
and "Year of healthy child" for the number of PP-2133 approved by the Decree of the

'TMaitxec H.A. IOuomeckas anrnodubpoma ocHOBaHuS deperna. — M.: Mexunuua, 2005. — 214 c.

Coetra B.N. Juvenile Nasopharyngeal Angiofibroma // Comp. J. Pathol. —2015. — Vol. 152, Ne2-3. — P. 274-277.

3Gates G.A. et al. Flutamide-Induced Regression of Angiofibroma // J Biol Chem. — 2005. — Vol. 280, Nel6. — P. 16467-16475.
*Thompson LDR. Head and neck pathology. 1. ed. Cleveland; 2006.
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President of the Republic Uzbekistan dated 19 February 2014.

Conformity of research to priority areas of development of science and
technology of the Republic. The thesis work is done in accordance with the priority
areas of science and technology of the Republic of Uzbekistan 6 «Medicine and
Pharmacology" SSTP-9 "Development of new technologies for prevention, diagnosis,
treatment and rehabilitation of human diseases.

Review of foreign scientific researches on the topic of dissertation.
Scientific research work aimed at the basic treatment of patients with angiofibroma of
the nasopharynx, depending on the clinical - morphological characteristics of the
tumor, under the following major international medical centers: University of
Cambridge (England), University of Melbourne (Australia), University of Auckland,
Harvard University (USA), Heidelberg University, Depertment of Human Genetics
and Teratology (Germany), National University of Singapore (Singapore) and the
Vrije Universiteit Brussel (Belgium), Graz University (Austria), Radboud University
(Netherlands), Russia Cancer Research Center (Russia), Samarkand medical Institute,
the National Cancer Research Center (Uzbekistan).

Significant scientific results to improve the efficiency of diagnosis and
treatment of nasopharyngeal angiofibroma, as well as the introduction of new, more
effective treatments obtained in ENT leading organizations, such as, (the University
of Auckland, Harvard University, USA); conducted advanced genetic,
morphological, immunological methods when angiofibroma of the nasopharynx
(Vrije Universiteit Brussel, Belgium); pathogenetic scientific basis of the therapy
with apoptosis and proliferation factors are conducted in scientific research
organizations: (Radboud University, the Netherlands). Today, in order to improve the
clinical and morphological studies and integrated approaches in the treatment of
angiofibroma of the nasopharynx in the world carried out research work in the
following priority areas: improving diagnostic efficiency angiofibroma of the
nasopharynx, the development and selection of appropriate methods of disease
treatment, improving treatment and predotvarit and reduce the recurrence of
nasopharyngeal angiofibroma on the basis of clinical and morphological changes.

The extent of the problem of knowledge. Hasanov U.S.” showed that a
significant level of a prognostic marker of mitosis and apoptosis in the tumor tissue.
A low level of spontaneous or induced apoptosis of tumor cells can be a basis in the
development of resistance to anticancer therapy. According to Lutfullayev G.U.® AN
occurs more frequently in boys (14:1) at the beginning of puberty (mean age 16
years). Musayev I.M.” showed that with the onset of puberty, the tumor is reduced or
subjected to a complete involution. Therefore, the origin of these tumors, many
authors attach great importance to hormonal disorders. In addition, almost all of these
patients have delayed sexual development”.

According Arifov S.S. et al.” technologies have emerged in recent years, which
have opened up new diagnostic and therapeutic possibilities, including

Xacanos V.C. ABroped. ... IUC. IOK. MeX. HayK. — Tamkent, 2008. — C. 11-23.
SJIyrdpymnaes I'.Y. Hekor. 0co6. xup. ned. pacn. Anr. Hoc. // Tes. nokn. Pecr. Hayu-npakt. koH(. — Taurkent, 2006. — C. 85-86.
"Kynpamues JI.P. K mopdosnoruu roHomeckux anruodpudpom // Tes. noxi. Pecir. Hayu.-npaxT. koud. — Tamkent, 2006. — C. 82-83.
$Mycaes .M. YIbTpacTpyKTypa IOHOLIECKHX aHrHodUOpoM ocHoBanus uepena // [IBO. — 1981. — Ne2. — C. 51-54.
Apudos C.C. Orenxa 3ppexTuBHOCTH Teuenns 60nbubIX ¢ AH // XKypH. By, HOC. i ropi. XBopo6. — 2009. — Ne6. — C. 85-87.
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computer modeling, which has been widely used in otorhinolaryngology. In this
regard, it is relevant to seek opportunities to use virtual computer technology to work
with the patients.

To date, a comprehensive and systematic analysis of the frequency, the
prevalence of ENT diseases, as well as for the study of risk factors for research in the
areas of ecological trouble was conducted. Issues in the management of patients
before and after the operating activities have not been solved. No work on the
prevention of the Academy of Sciences, depending on the influence of various
factors. In the available literature there is no uniform data on the state of molecular
genetic, hormonal status in patients with AN (data available only in malignant
tumors).

All of the above requires in-depth study in terms of pathogenetic studies, the
development of effective, safe and cost-effective methods of diagnosis, treatment and
prevention activities at the Academy of Sciences.

Relation of the subject of the dissertation with a research work of the
research institution where the dissertation is carried out. The thesis work was
done in accordance with the plan of research of the Tashkent Institute of Postgraduate
Medical Education on the topic: "New technologies of private, general surgery and
emergency medical care" (State registration number: 5436/02090009, 2009-2013).

Purpose of the research: improvement of results of methods of diagnostics
and treatment by studying of clinico-pathogenetic and molecular genetic peculiarities
of nasopharyngeal angiofibroma.

The stated purpose of the study determined the need to solve the following
tasks:

to study a state of hormonal (testosterone, estradiol, progesterone) and
interferon statuses (alpha interferon) in patients with NA;

to study the occurrence of most typical polymorphic markers: factor VEGF-A:
C963T, G405C,-1154A and nitroxysynthetase NOS-3: T786C and T894G and a
possibility of their use for early diagnostics of nasopharyngeal angiofibromas;

to identify criteria of activity of growth of nasopharyngeal angiofibroma for
forecasting of a possibility of their recurrence on the basis of data of morphological
study;

to identify correlation relations between molecular-genetic markers in patients
with NA;

to establish reasons of late diagnostics of NA; to develop an algorithm of
diagnostics and treatment of patients with NA for optimum management of patients
at pre-hospital and hospital stages;

to determine tactics of a surgical intervention carried out taking into account a
stage and localisation of a tumour in patients with NA and to study results of
utilisation of surgical accesses used for treatment of NA of various prevalence and
configuration taking into consideration a character of a tumour as well as evaluate
importance of preoperative radiotherapy promoting oncotomy with a decrease in the
volume of intra-operative blood loss and relapses during the postoperative period.
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Object of research: The study included 172 patients with a primary diagnosis
of angiofibroma of the nasopharynx and 25 healthy individuals of similar age and
gender to assess and compare the immunological, hormonal, genetic status.

Subject of research: Patients with a diagnosis of angiofibroma of the
nasopharynx, biopsy of the tumour, peripheral venous blood.

Research methods. Clinical studies (clinico-laboratory, clinico-statistical),
immunohistochemical study (P53, VEGF, NOS-3), hormonal study (testosterone,
estradiol, progesterone), study of the interferon status, MSCT of nasopharynx and
adnexal sinuses of the nose, fibroendoscopy.

Research novelty of the study consists of the following:

for the first time, on the basis of complex studying of clinical, immunologic,
genetic, hormonal parameters of a pathogenetic peculiarity and a course of tumoral
process in dynamics is established;

criteria of hormonal and interferon profiles of prognostic importance in
development of nasopharyngeal angiofibromas are found.

On the basis of changes of morphological study, criteria of potency of tumour growth
for prognosis of the course of the disease and recurring are established;

the most informative signs are determined, viz., genetic, immunologic,
hormonal and correlation relation between factors in NA;

the algorithm developed for diagnostics and treatment of NA taking into
account clinical, morphological and molecular-genetic peculiarities of the tumour
makes it possible to lower a frequency of diagnostic mistakes and to carry out
adequately treatment methods;

to ensure radicality of neoplasm excision with minimisation of a surgical
injury, radiotherapy and a transmaxillary method of oncotomy are developed and
proved.

Practical results of the study consist in the following:

complex diagnostics of NA with regards to clinical and radiological signs,
MSCT and MRT data, immunologic and hormonal statuses and molecular-genetic
analysis of indicators in the blood and tumoral tissue allows to determine a degree of
prevalence of the tumour and tactics;

a rise in the level of alpha interferon, estradiol and progesterone as well as
detection of blood group A (II) or B (II) is criteria of a high risk of nasopharyngeal
angiofibroma;

studying of genetic changes in P53 and VEGF genes in angiofibromas enabled
us to establish that a course of the disease and occurrence of recurrent tumour as well
as prognosis depend on polymorphism of genes;

the developed criteria of morphological signs in NA allowed to stratify a
histological shape and to select a category of a tumour with a high risk of relapse and
adverse prognosis;

the modified method of surgical treatment of NA has considerably improved
treatment results, reduced the volume of blood loss and frequency of tumour
recurrence;
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the developed algorithm of diagnostics and treatment has allowed to lower a
frequency of diagnostic mistakes, improved early diagnostics and tactics of treatment
of patients with NA.

The validity of the results is confirmed by a sufficient number of studies and
applied research in modern, complementary clinical and instrumental, hormonal,
genetic, surgical, immunological and statistical methods.

Theoretical and practical importance of results of the study. A theoretical
importance of the results obtained in the study is that the positions received by the
applicant, the conclusions and suggestions make a significant contribution to studying
of clinico-functional peculiarities of the course after inadequate treatment of diseases
requiring repeated operations with a high risk of a lethal outcome and disability. The
basic theoretical results of the study are a base for further studying of peculiarities of
the course of this heavy complication to form new competitive methods of
diagnostics and treatment. Some results of the work can be used to improve the
content and structure of an educational curriculum for students as well as masters,
clinical interns and cadets in diagnostics and treatment of patients with
nasopharyngeal angiofibroma.

A practical value of the work consists in the fact that its basic conclusions and
recommendations can be used in diagnostics and treatment of nasopharyngeal
angiofibroma in medical facilities of various levels. A practical importance of the
study also includes the following:

- Morphological criteria in NA are developed for the first time in the clinic;
they enable doctors to prognosticate a course of the disease;

- For the first time in the clinical practice an expression of suppressor gene P53
and VEGF as well as NOS in NA have been studied which have a substantial
importance in the disease prognosis;

- A modified method of NA surgery is developed and introduced into the
clinical practice in NA which has allowed to reduce considerably intra-operative
blood losses, to decrease a frequency of relapse, to improve the quality of patients'
lives;

- The developed algorithm of diagnostics and treatment of NA has allowed to
improve diagnostics, to reduce frequency of diagnostic mistakes, to increase the
quality of rendering medical tactics, and respectively, the quality of patients' lives.

Implementation of research results. The algorithm for determining the degree
of morphological changes angiofibroma of the nasopharynx for predicting recurrence
and monitor treatment of nasopharyngeal angiofibroma introduced into medical
practice, including the results of the study are introduced into the clinical practice of
otorhinolaryngology department I - Clinic of Samarkand Medical Institute;
introduced into clinical practice department of head and neck tumors Kashkadarya
Oncology Center (Summary Ne72 from 12.16.2015, the Ministry of Health of the
Republic of Uzbekistan). The results of research have allowed to optimize the
prehospital and hospital stages, methods of diagnostic evaluation of disease severity,
specify grandstanding to adequate surgical treatment to reduce the recurrence rate of
almost 2-fold (from 17% to 7.1%). Issued guidelines for clinicians and
undergraduates' algorithm for determining the degree of morphological changes
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angiofibroma of the nasopharynx for predicting recurrence and monitor treatment. "

Work approbation. The results were presented at 10 scientific conferences,
including 4 international conferences: VII congress of oncologists with international
participation (Russia, 2009); II Eurasian Oncology conference for young researchers
with the support of the World Health Organization (Moscow, 2013); IV congress of
otolaryngologists of the Republic of Kyrgyzstan (Bishkek, 2015); XVIII International
biomedical conference of young researchers (St. Petersburg, 2015) and 6 Republican
conferences: Il Congress of Oncologists of Uzbekistan (Tashkent, 2010); Scientific-
practical conference "Immunology - interdisciplinary problem" (Tashkent, 2014);
Scientific Conference of Medical Students with international participation
(Samarkand, 2015); IV congress of otolaryngologists of Uzbekistan (Tashkent,
2015); III Congress of Oncologists of Uzbekistan (Tashkent, 2015) as well as a
scientific seminar at 16.07.2013.Tib.17.01 scientific council (Tashkent, 2015).

Results published. Theme dissertation published 40 scientific papers,
including 11 journal articles in domestic journals, 7 articles in international journals
and 22 abstracts.

The structure and volume of the work. Dissertation is typewritten on 200
pages and consists of 7 chapters of their own research, discussion of the results,
conclusions, practical recommendations, bibliography.

THE MAIN CONTENTS OF DISSERTATION

The Introduction justifies the urgency of the dissertational work, formulates a
goal and research problems, general provisions to be defended, a scientific, research
and practical importance of results of the work, the volume and a short structure of
the dissertation is given.

Chapter one «The current state of the problem of aetiology, treatment and
pathogenesis of nasopharyngeal angiofibroma» presents an review of medical
sources and it consists of four sub-chapters which state data on the current state of the
problem of nasopharyngeal angiofibroma including a description of aetiology,
treatment, pathogenesis and complications in the otorhinolaryngological practice as
well as terminology and classification of this pathology.

The second chapter «Material and methods» presents data on examination of
172 patients with the main diagnosis of NA who were examined and treated: 86
(50.0%) of patients - in the department for tumours of the head and neck of the
Republican Oncologic Research Centre of the Republic of Uzbekistan Ministry of
Health, 67 (38.9%) patients — in the ENT department of 1* clinic of the Samarkand
Medical Institute, 11 (6.39%) patients — in the ENT department of the clinic of the
Tashkent Paediatric medical institute and 8 (4.6%) patients - in the department for
tumours of the head and neck of the Tashkent City Oncologic Dispensary. The age of
patients varied from 8 to 60 years (20.3+8.5 years). More than a half of patients (120
patients made 70.9%) had an age indicator in the range of 15-21 years, those under 15
years old and over 21 made respectively 20.4% and 8.7%. A majority of patients
included into sampling were males, viz., 167 (97.0%) whereas there were only 5
females (3.0%). A majority of patients (79.6%) visited specialised ENT or oncologic

institutions a year later from the onset of first symptoms of the disease due to a wrong
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interpretation of basic symptoms of the disease and under-examination of patients
with NA.

Of 172 patients, 126 (73.3%) were treated for various diseases prior to hospital
admission. Of those 126 patients, 3 (2.4%) had allergic rhinitis, 1 (0.8%) — tooth
caries, 51 (40.5%) — a polyp of the nose of paranasal sinuses, 1 (0.8%) —tuberculosis,
45 (35.7%) — rhinosinusitis, 1 (0.8%) —nasopharyngeal cancer, 14 (11.1%) —
genyantritis, 1 (0.8%) —thyrotoxicosis, 1 (0.8%) —neuritis of the trigeminal nerve and
8 patients (6.3%) had deflection of the nasal septum.

Most frequent symptoms of early NA are a difficulty in nasal respiration (96%),
nasal discharges (68.0%), headaches (40.7%), a nasal bleeding (26.7%) and general
weakness (65.7%). The said symptoms of the disease increase with a advancement of
a tumoral process. Of great importance here is the time of the onset of the disease and
the treatment undertaken. The more time was missed (over 6 months), the more
pronounced clinical symptoms of the disease are. For example, nasal discharges in an
early period of the disease occurred in 68.0% of patients and on admission to the
clinic —in 79.5%. Or another one: headaches occurred in 40.7% of patients and in
87.8% of patients on admission. Voice nasonnement was noted in 2.9% of patients
which increased to 60.0% on admission.

CT of nasal sinuses in axial and coronary projections confirmed the presence of
angiofibroma and detected the borders of its prevalence, a ratio with genyantrum and
pterygopalatine fossa, the sieve plate, clinoid sinus and the Turkish saddle.

A method of CT prior to hospitalisation was used in examination of 168 patients
(97.7%). In 165 cases this method allowed to determine a character of borders of a
tumour which were evaluated as indistinct in 30 patients (18.2%) and distinct in 135
patients (81.8%).

MRT is not an obligatory study in diagnostics of angiofibroma as in studying of
a pathology regarding the nasal cavity, nasopharynx, nose sinuses, i.e. structures with
osteal walls, preference i1s given to CT as a method of greater diagnostic value. MRT
is needed in case where an intracranial growth of a tumour is suspected. It is
necessary to note an important advantage of MRT being absence of radiation
exposure to the patient. But the method of MRT for diagnostics was used seldom (5
cases — 2.9%).

Stages of tumoral process were classified according to Chandler: 1 stage — in 13
(7.6%) patients; stage 2 — in 33 (19.2%) patients; stage 3 — in 124 (72.0%) patients
and stage 4 — in 2 (1.2%) patients.

Phenotypic markers of blood were determined in 172 patients. Rh factor (Rh-F)
showed a negative result in 16 (9.3%) cases and a positive one in 156 (9.7%).
According to blood groups patients were distributed as follows: 1 group — 37
(21.6%); 2 group — 70 (40.4%); 3 group — 53 (31.0%) and group 4 — 12 (7.0%).

On the basis of studying and revision of tissue specimens we have suggested
histological criteria of the tumour which consisted of 7 points depending on
expression of those or other signs.

The third chapter «Characterization of the level of interferon and hormones
in blood of patients with nasopharyngeal angiofibromay presents data on studying
of the immunologic status and hormonal profile in 40 patients at the age from 16 to
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25 years whose results were compared to those of 25 healthy male individuals.

To carry out tests 3 mL of blood was taken from the ulnar vein to a centrifuge
test tube treated with heparin (10 U/mL). We determined a level of blood hormones
(testosterone, progesterone, estradiol) with a radio-immunologic method using kits
manufactured by Beckman Coulter Co. (USA).

To determine a level of alpha interferon, a method of a solid phase enzyme
immunoassay was used a kit of reactants "ELISA-IFN-gamma" manufactured by
VECTOR-BEST Company.

In analysis of recombinant alpha interferon depending on a stage of the disease
it was established that in stages I, II and III indicators exceeded those of healthy
individuals by 6 times (in healthy individuals the indicator was 3.6 pg/ml).

At stages I, II and III of the disease the indicator was 17.4 pg/ml, 19.8 pg/ml and
18.03 mg/ml. It means that a high cytokine activity in patients with NA is noted and
it should be taken into account in carrying out of immune correction in this cohort of
patients.

When an indicator of recombinant alpha interferon depending on age of patients
with NA was studied, it was established that an indicator of interferon alpha was
significantly higher in all age groups than that in healthy individuals. In comparison
with other age groups the indicator of interferon alpha was higher in patients with NA
aged to 15 years, viz. 20.5 pg/ml, at the age of 15 to 21 it was 17,2 pg/ml and 19.0
pg/ml in individuals over 21 years old. In all age groups of patients the indicator of
interferon alpha was higher than in a group of healthy individuals.

When alpha interferon depending on the presence of tumour recurrence was
studied during the disease it was established that the indicator made 18.4 pg/ml in a
group of patients with a primary tumour and it was 17.7 pg/ml in a group with a
recurrent tumour.

The analysis of the interferon status in patients with nasopharyngeal
angiofibroma and a morphological structure of the tumour showed that in a vascular
fibrotic type of the tumour the indicators were reliably higher than in a cellular type
of the tumour. In a vascular fibrotic type it was equal to 21.33 pg/ml, and in a cellular
type it was 14.46 pg/ml. In comparison of these indicators the data are statistically
reliable (p<0.05).

20% of patients with nasopharyngeal angiofibroma examined by us had blood
group O (I), 25% — A (II) Rh+ and about 55% had B (III) positive blood group.
Children and adolescents with pharyngopathy of blood group A (II) and B (III) Rh+
can be considered as a risk group and during preventive examinations they should
also be examined for NA.

It is established during studying of a testosterone level that the indicators were
higher (p<0.05) at stage I of the disease being 18 nmol/l (11.5 nmol/l in the control
group), and they slightly decreased with advancement of a stage of the disease
(p>0.05).

At stage II a testosterone indicator was 15.5 nmol/l and at third stage it was 14.9
nmol/l. No reliable differences were obtained in comparison of indicators of
testosterone and a stage of the disease and healthy individuals (p>0.05). During
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studying of indicators of estradiol it was established that at all stages the level of
estradiol was significantly higher than in healthy individuals (11.6 nmol/l).

At stage I of the disease it was equal to 53.4 pg/ml, at stage Il — 52.4 pg/ml and
stage III — 51.4 pg/ml. It means that estradiol indicator reliably exceeded that of
healthy individuals by 4.3-4.8 times (p<0.05). Similar data are obtained in studying
of progesterone hormone. It is established that concentration of progesterone in
stages I, IT and III was 3.4 to 10 times higher than that in healthy individuals. These
differences are statistically reliable (p<0.05). The indicator was equal to 16.3 nmol/l
in patients under 15 years, 15.2 nmol/l at the age of 15-21 years and 16.4 nmol/l in
patients over 21 years. In comparison of indicators the data were statistically not
reliable (p>0.05). When indicators of estradiol were analysed depending on age, it
was found that an indicator of this hormone was 56.3 pg/ml in patients aged 15 to 21
years being higher than in other age groups, viz. it was 38.4 pg/ml in patients under
15 years and 41.2 pg/ml in those over 21. In comparison of age groups with healthy
individuals statistically reliable differences (p<0.05) were obtained.

Studying of the testosterone indicator showed that it was 15.9 nmol/l in a group
of patients without recurrent tumour, and in patients with recurrent tumour it was
14.8 nmol/l. When the indicators were compared, the data were statistically
unreliable (p>0.05). it was found during analysis of estradiol indicators that the rates
were higher in recurrent tumours making 62.8 pg/ml than in patients without a
recurrent tumour during the disease being 49.5 pg/ml. In comparison of the indicators
the data were statistically reliable (p<0.05).

Progesterone indicators were identical and were equal to 0.6 pg/ml. The data
were not reliable statistically (p>0.05).

It was established during comparison of both histological types of the tumour
that in a cellular type the testosterone indicator was 16.7 nmol/l and in a vascular
fibrotic type of the tumour it was 15.2 nmol/l. When the indicators of both groups
were compared, the data were statistically unreliable (p>0.05).

Similar data were received in studying of the estradiol indicator. In a cellular
type of NA it was 51.2 pg/ml and vascular fibrotic one — 52.6 pg/ml. For
progesterone the indicator was 0.5 ng/ml in the first group and 0.7 ng/ml in the
second one (p>0.05).

The fourth chapter «Results of studying polymorphism of genes VEGF-A and
NOS-3 in blood of patients with nasopharyngeal angifibromas» presents the
analysis of results of genetic markers in 40 patients and 20 practically healthy boys
who were presented for gene VEGF-A (C963T, G405C and G1154A) and gene NOS-
3 (T786C and T894G). Genetic markers were determined with a method of
pyrosequenation with utilisation of a system for genetic analysis of PyroMark series.

The analysis of the data demonstrated that patients sometimes had a CC
genotype when genetic marker C963T was analysed, whereas this genotype was not
found in practically healthy people.

In genotyping of the G405C marker of gene VEGF-A in a group of patients
there was an increased frequency of occurrence of genotype CC (40.0%) in
comparison with a control group (15.0%). In case of study of G-1154A
polymorphism a reduction (10.0%) in occurrence of genotype AA and a rise in a
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number of detection of genotype GG (50,0%) was observed in a group of patients
with angiofibroma in comparison with the control (30.0% and 10.0%, respectively).

An expected frequency of distribution of genotypes according to Hardy-
Weinberg balance (HWB) in a group of patients in analysis of genetic marker C963T
of gene VEGF-A made: C/C =0.49; C/T =0.42; T/T =0.09; in the control group:
C/C=0.56; C/T=0.37, T/T=0.06. An observable frequency of distribution of
genotypes according to HWB in a group of patients was: C/C=0.55; C/T =0.30; T/T
=0.15 (x*=1.6; P=0.2); in a group of healthy blood donors: C/C =0.50; C/T=0.50; T/T
=0.0 (x*=0.1; P=2.2). In analysis of genetic marker G405C of gene VEGF-A an
expected frequency of distribution of genotypes according to HWB in a group of
patients was G/G =0.06; G/C =0.37, C/C=0.56; in the control group it was G/G
=0.49, G/C=0.42, C/C=0.09. An observable frequency of distribution of genotypes in
a group of patients was G/G =0.05, G/C =0.40, C/C=0.55 (3°=0.1; P=0.8); in a group
of healthy donors it was G/G=0.45, G/C=0.50, C/C=0.05 (x*=0.7; P=0.4).

In analysis of genetic marker G1154A of gene VEGF-A an expected frequency
of distribution of genotypes according to HWB in a group of patients was G/G=0.49,
G/A=0.42, A/A=0.09; in the control group it was G/G=0.09, G/A=0.42, A/A=0.49.

An observable frequency of distribution of genotypes in a group of patients was
G/G=0.50, G/A =0.40, A/A=0.1 (x*=0.05; P=0.8); in a group of healthy donors it was
G/G=0.05, G/A=0.50, A/A=0.45 (x*=0.7; P=0.4).

No reliable differences in determination of heterozygotes among the groups
studied were found, viz. both in the experimental group and the control one a number
of heterozygotes varied within 40-50%, the least number of heterozygotes was
observed during analysis of genetic marker C963T in patients with angiofibroma.

Thus, the studies undertaken to detect a frequency of occurrence of gene VEGF-
A polymorphism enabled us o establish that patients with NA had genotype CC of
genetic marker C963T, an increased frequency of genotype CC to 40.0% in analysis
of marker G405C, a decreased frequency of genotype AA to 10.0% and an increased
frequency of genotype GG to 50.0% in analysis of marker G-1154A.

The found SNP-polymorphism of gene VEGF-A in the positions located within
the promotor region influences the VEGF synthesis with stimulated peripheral
mononuclear cells.

To confirm the assumption we carried out a research into a frequency of
occurrence of polymorphism of genetic markers T786C and T894G of a synthase
gene of nitrogen oxides NOS3. The analysis of the data showed that in analysis of
genetic marker T786C patients sometimes had genotype CC whereas this genotype
was not found out in practically healthy people.

An expected frequency of distribution of genotypes according to HWB in a
group of patients in analysis of genetic marker T786C of gene NOS-3 was T/T=0.6,
T/C=0.35, C/C=0.05; in the control group it was T/T=0.81, T/C=0.18, C/C =0.01. A
frequency of distribution of genotypes according to HWB in a group of patients was
T/T =0.65, T/C =0.25, C/C =0.1 (x°=1.6; P=0.2); in a group of healthy blood donors it
was T/T =0.80;,T/C=0.20, C/C =0.0 (x*=0.2; P=0.6).

In analysis of genetic marker T894G of gene NOS-3 an expected frequency of
distribution of genotypes according to HWB in a group of patients was T/T =0.46,
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T/G =0.4, G/G =0.11; in the control group it was T/T=0.68, T/G=0.29, G/G =0.03.
An observed frequency of distribution of genotypes in a group of patients was
T/T=0.40, T/G=0.55, G/G=0.05 (x*=0.1; P=0.8); in a group of healthy donors:
T/T=0.65, T/G=0.35, G/G=0.0 (¥=0.9; P=0.3). No reliable differences in
determination of heterozygotes among the groups studied was found: both in the
experimental and control groups a number of heterozygotes varied within 18-35%,
the greatest number of heterozygotes was observed during analysis of genetic marker
T894G (40-50%) in patients with angiofibroma. Thus, the studies showed good
prognostic efficacy of genetic marker G405C of gene VEGF-A in patients with NA.
Expediency of a combined analysis of several genetic markers - G405C of gene
VEGF-A and T894G, T786C of gene NOS-3 was also demonstrated for enhancement
of efficacy of early diagnostics and formation of risk groups of people prone to
development of angiofibromas in them.

The fifth chapter covered «The role of morphological and
immunohistochemical peculiarities of growth of nasopharyngeal angiofibromas
in prognosis of relapses and a disease course». The study is carried out in 118
patients with NA. All patients were divided to two groups depending on primary and
recurrent tumours. In patients of a comparative group relapses were found in 15.4%
(8/49).

We found 7 features of NA which were its informative morphological signs and
we subdivided each indicator, in its turn, into 4 subgroups. Proceeding from that we
suggest an algorithm of determination of a degree of morphological changes for
prognosis and monitoring of treatment of this disease which consists in determination
of a score of one of signs in each of 7 groups.

Table 1
Distribution of patients according to a histological type of NA (basic group),
(n=69)
— 0
Number Relapses n=5 (7.24%)
Groups n (%) Less than 1 year Less than 3 years
Abs % abs %
Basic (primary | ¢4 100 3 4.342.5 2 2.942.0
tumour)
Vascular  fibrotic 46
type (66.725.7) 3 6.5£3.6 2 4.3+£3.0
23
Cellular type (33.325.7) - - - -
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Table 2
Distribution of patients according to a histological type of NA (comparative
group), (n=49)

Relapses n=8 (15,4%)
Number
Groups n (%) Less than 1 year Less than 3 years
Abs % abs %
Comparisons 49 (100) 5 10.2+4.3 3 6.1£3.4
(recurrent tumour)
Vascular  fibrotic 39
type (79.6-5.8) 4 10.3+4.9 3 7.7+4.3
10

Cellular type (20,445 8) 1 10.0£9.5 - -

We judged on a degree of morphological changes on the sum of points of signs
in each of 7 groups.

1 — the least degree of pathomorphologic changes corresponds to a score from 7
to 14; 2 — a moderate degree corresponds to a score from 15 to 21; 3 — the greatest
one from 22 to 28 points.

Thus, in the basic group of patients with NA with a cellular type of tumoral
growth the score ranged from 10 to 13 that corresponds to the 1% degree of
morphological changes. In patients with a vascular fibrotic type of tumoral growth
the sum was 18-19 points corresponding to the 2™ degree of morphological changes
in the tumour.

In tumoral samples of patients in the group of comparison with a cellular type of
growth the score ranged from 20 to 21 being a maximum sum for a moderate degree
of morphological changes. Tumoral samples of NA patients with a vascular fibrotic
type of growth had the greatest morphological changes in the tumoral tissue
corresponding to the 3™ degrees with a score up to 28.

Studying of molecular-biological characteristics of NA goes to the foreground in
clinical practice for detection of prognostic biomarkers and risk groups among
patients with primary diagnosis of the disease. 43 patients with a primary NA tumour
and 20 ones with relapses participated in the study.

A primary tumour included 43 patients; of them 28 ones (65.1%) had a vascular
fibrotic type and 15 (34.9%) patients were with a cellular type. It was established
during studying of a vascular fibrotic type of the tumour that 3 patients of 28 (10.7%)
had no VEGF expression and 7 individuals (25%) had medium expression of C<(0%)
and 18 patients (64.3%) high expression of VEGF C>(10%)).

In the opposite group — in a cellular type of the tumour 12 patients of 15 (80%)
had no VEGF expression and 3 ones (20%) had weak expression of VEGF. High
expression of VEGF was not noted even in a single case. In recurrent NA tumours
VEGF expression was studied in 20 patients. A vascular fibrotic type of the tumour
was noted histologically in 16 subjects and 4 patients had a cellular type.

Of 16 patients with a vascular fibrotic type of the tumour 2 ones (12.6%) had no
VEGF expression, 3 ones (18.9%) had medium expression of VEGF and 11 (68.8%)
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— a high expression of VEGF factor. In a cellular tumour type absence of expression
(25%) or a weak expression (50%) of a factor of growth of endothelium of vessels
prevailed, and only in 25% of cases a high expression of VEGF was noted.

In our observations we studied expression of the factor of growth of
endothelium of vessels at various stages of the NA tumour in 43 patients. Of those 43
patients, 10 had 1* stage of the disease. In a majority of cases (90%) there was no
expression of the factor of growth of endothelium of vessels and 10% cases had a
medium expression. Of 12 patients with stage II of the disease 4 patients (333%) had
no expression and 8 (66.7%) patients had medium expression of VEGF. In stage III
of nasopharyngeal angiofibroma 2 of 21 patients (9.5%) had no expression and 1
individual (4.8%) had a weak expression and 18 (85.8%) a high expression of the
factor of growth of vascular endothelium. In NA recurrent tumour in stages I and II
of the disease there was no high expression of the factor of growth of vascular
endothelium in the tumour tissue. At stage III, 85% of cases had a high expression of
the tumour. Expressions of the growth factor of vascular endothelium were studied in
primary and recurrent tumours, separately in males and females. In males high
expression in a primary tumour of the growth factor of vascular endothelium was
noted in 38.5% of cases and in recurrent tumour it corresponded to 57.9%. In females
these indicators made 75% and 100%. It means that expression of the growth factor
of vascular endothelium in females is reliable higher than in males (p>0.05). In
patients under 15 years high expression was noted in 55.6%, at the age of 16-20 years
—1n 47.5% and in patients over 21 years — in 64.3%. When expression of a tumoral
process was compared in age groups it was noted that in patients over 21 years it was
reliably higher (64.3%) than in other age groups. It is established that high expression
is noted in patients with signs of bleeding being 53.1% of cases than in the absence of
a bleeding sign (16.2%).

It was established during analysis of expression of suppressor gene P53
depending on a histological type of the tumour that in a vascular fibrotic type of the
tumour 1 patient has weak expression (3.6%), medium expression (less than 10%)
was noted in 9 patients (32.1%) and 18 individuals had high expression (more than
10%) (64.3%). In a cellular type weak expression was noted in 10 (66.7%) of 15
patients, medium expression in 2 individuals (13.3%) and high expression in 3
patients (20%). The data presented show that high expression of P53 is characteristic
for a vascular fibrotic type of nasopharyngeal angiofibroma. Expression of suppressor
gene P53 is less characteristic for a cellular type. These differences are statistically
reliable (p<0.05). In studying of a group of patients with relapse of nasopharyngeal
angiofibroma it was established that unlike a primary tumour, high expression of
suppressor gene P53 was noted in both histological types of the tumour — a vascular
fibrotic type (688%) and cellular type (75%). Proceeding from that, it is possible to
think of aggressiveness of the recurrent tumour in comparison with the primary
tumour. Unlike other stages of the disease, in NA stage I 8 of 10 patients (80%) had
no expression of suppressor gene P53 and 2 (20%) had medium expression of this
gene. At stage II, basically, medium expression was noted, viz. in 75% of patients;
8.3% had high expression of suppressor gene P53 and 16.7% of patients had no
suppressor gene. Unlike other stages, high expression of suppressor gene P53 was
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noted at stage III of the disease (95.2%) and expression of suppressor gene P53 was
absent in 4.8% of patients. It means that expression of suppressor gene P53 increases
in NA with advancement of a stage of the tumoral process (Tab. 5.12). The data
obtained are statistically reliable (p<0.05). Unlike a primary tumour, expression of
suppressor gene P53 sharply increases in relapses of NA with advancement of a stage
of the disease. At stage III high expression of suppressor gene P53 is noted in 100%
of patients. Proceeding from the aforesaid, it may be assumed that tumour recurrence
is a prognostically adverse sign of the disease.

High expression of gene P53 in the tissue of the tumour in a group of males with
a primary tumour was noted in 46.2% of cases and it was equal to 68.4% in a group
with a recurrent tumour. In females these indicators made 75% and 100%
respectively. High expression was noted in 77.8% of patients under 15 years old,
52.5% in patients at the age of 16-20 years, and in 50% of those over 21. High
expression of a suppressor gene was noted in a group of patients under 15 years old.
It means that the prognosis of the disease is unfavourable at this age. Thus, high
expression of mutant suppressor gene P53 occurred 2.5 times more often in patients
of the control group than in the basic one. It suggests on suppression of apoptosis in a
considerable number of patients and more pronounced inadequacy in the norm of the
passage of a cellular cycle after damage of DNA and survival of cells with genome
disorders. It results in occurrence of genetic instability and promotes malignant
transformation.

The sixth chapter deals with "Multifactorial and correlation analysis in
nasopharyngeal angiofibroma'. Multidimensional "multifactorial" statistical
analysis showed that of 158 signs chosen by us, 35 were most significant and they
enable us to study their role in prognosis of the disease in NA of various
localisations. The basic signs of the disease which had essential importance in
determination of prognosis of the disease were: a character of tumoral process (F-1),
sex (F-2), age (F-3), diagnosis (F-4), blood bilirubin (F-5), AST (F-6), ALT (F-7),
blood urea (F-8), creatinine (F-9), testosterone (F-10), estradiol (F-11), progesterone
(F-12), alpha interferon (F-13), a stage of tumoral process (F-14), a type of surgery
(F-15), the volume of blood loss in a surgical intervention (F-16), tumour recurrence
(F-17), morphological types (F-18), polymorphism of genes (F-19-33), rhesus factor
of blood (F-34) and a blood group (F-35).

Studying of their correlation relationships showed that a course of the disease
and its prognosis were influenced by the following factors: a type of surgery, a stage
of a tumoral process, a morphological type of the tumour, polymorphism of genes,
alpha interferon and hormone rates, a volume of intra-operative blood loss, patients'
age. These factors had a direct relative with other factors and it was demonstrated by
the correlation analysis carried out. That should be taken into account during
determination of prognosis of the disease.

The seventh chapter «Comparative analysis of efficacy of surgical treatment
of nasopharyngeal angiofibroma» focuses on results of various operations
concerning nasopharyngeal angiofibromas. Surgical treatment for a primary
tumour was undertaken in 172 patients with NA. Depending on a stage and
prevalence of a tumoral process the following types of surgical treatment were
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carried out: 1. Oncotomy through natural ways (transorally, transnasaly): in 17
patients (9.9%); 2. According to Denker: 8 patients (4.7%); 3. According to Moore —
122 patients (70.9%); 4. Modification of Moore: — 25 patients (14.5%). In all cases a
choice of a method of surgical treatment depended on results of examination and
prevalence of tumoral process. In majority of cases surgical interventions were
performed via natural ways (47.0%) and according to modification of Moore
technique (32.0%) in patients under 15 years, and surgery according to Denker
(50.0%) and Moore (59.0%) was carried out mainly in patients at the age of 16-20
years.

The classification according to Chandler (1986) presented by us objectively
evaluates prevalence of the tumoral process and volume of surgical interventions
used by us which, in most cases, depended on prevalence of the tumour. The method
of surgical treatment according to Moore is a leading one. The method was used in
stages III and IV of the disease in 66.6% of cases. On the contrary, 8 patients (47.1%)
were operated on via natural ways at stage III due to underestimation of prevalence of
tumoral process. But it is inadequate surgery at stage III. To remove the tumour of
stage III completely we modified Moore's technique. Especial emphasis should be
made of Prof. V.S. Pogosov's merit in improvement of the technique of this surgery
which even now is used successfully in medical practice of various ENT clinics. A
distinctive peculiarity of the surgery modified by us is that dissection of the upper lip
is made not in the middle of the lip but in the margin of its philtrum. Due to that a
part of the postoperative cicatrix on the face is hidden being of importance from the
aesthetic view point. Another distinctive peculiarity is resection of only 1/3 of the
medial part of the anterior wall of the genyantrum, performance of a wide resection
of posterior and medial walls of this sinus as well as resection of the said osteal
posterior edge of the vomer. Resection of the osteal structures mentioned ensures a
wide operational access and that enables the surgeon to carry out free separation and
complete oncotomy. Tumour separation begins when all the said osteal structures are
resected completely and the tumour becomes mobile. Separation and tumour
mobilisation is carried out only with the help of a finger and a blunt object not to
injure the tumour. Unlike a classical surgery according to Moore, in the modified
surgical technique according to Moore, the adjoining part of the nasal process of the
upper jaw with a nasal bone is preserved with nasal and plaintive bones and the paper
plate of the latticed bone is also resected partially (to meet aesthetic requirements).

To decrease bleeding on excision of tumours stages Il and III we apply ligation
of the external carotid artery on the side of spreading of the tumour. But the practical
experience gained allowed us to reject ligation of the external carotid artery in a
cellular type of NA of stage I. It is based on the fact that in a cellular type of NA the
blood supply of the tumour of this stage is less pronounced. Our studies showed that
the volume of intra-operative blood loss depended on prevalence of tumoral process
and a histological variant (a cellular or vascular fibrotic type). The analysis of results
demonstrated that tumour recurrence occurred most often after surgery performed via
natural ways, viz. in 10 patients (58%). Of 122 patients, recurrent tumour was found
in 21 cases (17%) after surgeries performed according to Moore's method and in 1
patient (12.5%) following surgery according to Denker. Methods of treatment of NA
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also depended on prevalence of the tumour, expression of clinical symptoms,
especially profuse bleeding from the tumour and on destructive changes in the bones
of the skull base, a histological variant and invasion of the tumour into paranasal
sinuses. Depending on that we subdivided all our patients into 3 groups. The first
group comprised 36 patients with destructive changes of the bones of the skull base
without signs of bleeding. Of 36 patients we performed standard operations in 18
cases (50%), and in 15 subjects we carried out preoperative radiotherapy of SBD 2 Gr
TBD to 40 Gr. In 3 weeks following termination of radiotherapy we performed
surgical interventions required for oncotomy; tamponade, ligation of the external
carotid artery and surgical interventions were performed in 3 patients. The second
group included 90 patients with profuse bleeding without destruction of the bones of
the skull base who needed urgent actions in the form of anterior and posterior
tamponade and ligation of the external carotid artery where lesions of paranasal
sinuses on a relevant side were seen. Subsequently, as the general state improved and
general blood rated normalised, we carried out a surgical intervention on excision of
NA in 20 patients, 3 patients underwent preoperative radiotherapy and 67 ones —
standard surgical interventions. The third group consisted of 46 patients with NA
without signs of bleeding and with destruction of skull base bones. We performed 44
standard surgeries and in 2 cases preoperative radiotherapy and surgery were
executed.

Results of the analysis showed that high frequency of a recurrent tumour was
noted in a group of patients with bone destruction without tumour bleeding when
treatment was begun with performance of a surgical intervention. Of 18 patients
subjected to a surgical intervention, recurrent tumour was found in 11 patients
(611%). At the same time, 1 patient (6.7%) of 15 had recurrent tumour following
radiotherapy and surgery. Prior to surgery, 3 patients of this group underwent ligation
of the external carotid artery. Following this operation, no recurrent tumour was
found even in a single patient.

In group 2, standard operations were performed at once in 67 of 90 patients
without destruction of the osteal structure with signs of bleeding. Recurrent tumour
was found in 15 (22.4%) of 67 patients.

After preliminary tamponade, ligation of the external carotid artery and a
surgical intervention, a tumour recurred in 2 (10.0%) of 20 patients.

In group 3 of patients without bone destruction and bleeding from the tumour, a
tumour recurred in 4 (9.0%) of 44 patients after performance of a surgical
intervention. No cases of recurrent tumour were noted after preliminary radiotherapy
and surgery (2 patients).

It should be noted in conclusion it that the analysis of results of treatment
undertaken shows that preoperative radiotherapy considerably reduces a frequency of
recurrent tumour (p<0.05) in all groups of treatment. Utilisation of a modified
method according to Moore in surgical treatment of NA enabled us to lower a
frequency of a recurrent tumour by 2 times (to 8%). A decrease in a frequency of a
recurrent tumour is one of the basic criteria of efficacy of surgical treatment in
patients with NA. We carried out an analysis of a frequency of a recurrent tumour
depending on methods of treatment and the age of patients with NA. The age of
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patients ranged from 10 to 47 years, and the average one was 20.8 years. Majority of
cases the tumour recurrence was found in the age group over 21 years, viz. in 11
(73.3%) of 15 patients. It means that there are age peculiarities in recurrence of NA.
During the disease 1 recurrent tumour was noted in 29 (85.3%) of 34 patients, 4
patients (11.8%) had 2 relapses and 1 patient (2.9%) had 6 relapses. Our observation
of clinical symptoms of the recurrent tumour of NA showed that one of the first
symptoms of the recurrent tumour was nasal bleeding which occurred in 31 patients
(91.2%) and it was absent in 3 cases (8.8%). The third, basic symptom of the disease
was discharge from the nose: it occurred in 24 (70.6%) patients, and was absent in 10
cases (29.4%). Of 34 patients a surgical intervention according to Moore's method
was carried out in 21 (61.8%) patients, according to Denker - in 1 (2.9%) patient, an
operation on natural ways (through the mouth and nose) in 10 (29.4%) and according
to modification of Moore in 2 (5.9%) patients. Repeated tumour recurrence was noted
in 7 (24.1%) of 34 patients during a follow-up period 4 months to 60 months. The
highest frequency of a recurrent tumour is noted after a surgical intervention through
the natural ways: of 17 patients in 10 (58%) and the least number of relapses after
surgery according to modification of Moore, viz. of 14 in 1 (7.1%) (a type of surgery
developed by us). Treatment of repeated relapses was carried out in 7 patients with
NA. Radiotherapy, polychemotherapy was performed in 2 (28.6%) patients and in 5
(71.4%) patients surgery according to Moore was carried out. A dynamic follow-up
was carried out each 3 months. The patients were followed-up during 6 months to 10
years. It was also noted that in 2 years two patients, who had a recurrent tumour, died
of tumour invasion into the brain and tumour malignancy (angiosarcoma). This
chapter also deals with issues of diagnostic and tactical errors in treatment of 172
patients with NA at various stages. Diagnosis of the disease based on superficial
examination or under-examination resulted in diagnostic mistakes in 126 (73.3%)
patients. In the very beginning NA diagnosis was not established correctly and
inadequate methods of treatment were undertaken (from 6 months to 5 years). During
this time, due to unjustified and inadequate methods of treatment, advanced stages
(IIT and IV) of the diseases were revealed in 101 (58.7%) patients. We investigated
efficacy of a drug Lagoden in 25 patients with NA during 2011-2014. A retrospective
analysis was used in 13 patients with NA for comparison and control with traditional
methods of stopping of postoperative bleeding without Lagoden. All patients were
males aged 10 to 22 years. NA occurred more often at the age from 16 to 20 years.
Lagoden was administered intravenously in a dose of 0.05 g - 10 ml, 10 minutes prior
to surgery. The blood loss volume in the basic group was reliably lower and made
200 ml in the basic group, whereas in the control group it was 600 ml. This
circumstance certainly suggests on a haemostatic effect of Lagoden. Results of the
work in a comparative aspect in a Lagoden group showed that transfusion of blood
preparations was needed during the first 24 hrs only. Absence of the indication the
effect of Lagoden administration was obvious as no repeated transfusion of blood
preparations was required on day 3 in comparison with the control group.

For the implementation in practice of ENT doctors we recommend "Diagnostic
procedure angiofibroma of the nasopharynx," and based on our experience of surgical
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treatment of the AN, we have developed recommendations in the form of "Algorithm
of treatment of patients with nasopharyngeal angiofibroma".

Algorithm of diagnostics of Nasopharyngeal Angiofibroma

I Sex (oftenmale) H ves I—) I A ge (often adolecsent)

yes

Nasopharyngeal Angiofibroma . ]
pharyng 9 Y Clinical symptoms (at least Endoscopic
- " 3): absence of nasal investigation:
* breathing, nasal bleeding, anterior and
1o | yes mucus and pusfrom the posterior rhinoscopy.
nose, twang FLS
Immunological: the level of alpha-interferon
in the blood
I no I I yes Presence of tumor
Hormonal: thelevel of estrodiolin the blood * ¢
| Biopsy (morphological I yes I I no I
typesof AN)
~lr A ll'

Genetic and immunihistichemical

investigations: G-405C of VEGF-A and k-l':g'llélg:;'sl;\ii}olls :
T894, T786 of NOS-3,P53,blood group A() (; lﬁ(;ll"ll]
1 B(IIT) T b

Algorithm of treatment of Nasopharyngeal Angiofibroma

I, IT, III stages

A 4 \ 4
With no bleeding and destruction Without bleeding from the skull base
of bones of the skull base I, II, bone destruction
III stages
vaseular-fibretic | | Lstage -
The front and rear tamponade, type cellular type
ligation of the external carotid
artery, restorative therapy ‘L
A 4 A Transnasal,
transoral
I stage I1, III stages
v 1 \ 4

) Radiotherapy before operation
Radlca_l surgery — and Radical surgery —
transmaxillary approach transmaxillary approach
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CONCLUSIONS

1. Patients with NA have a 5.7-fold increase in estradiol titre and a 2-fold rise of
progesterone in comparison with healthy individuals (p<0,05). The blood of patients
with nasopharyngeal angiofibroma has certain disorders with a 6 fold rise in
recombinant interferon rates (p<0,05). That should be taken into account in carrying
out of muilimodality therapy. In 80% of NA cases, blood groups A (II) and B (III) are
registered and that should be taken into consideration in determination of a risk group
among young men and children with various chronic pathologies of nasopharynx.

2. To enhance efficacy of early diagnostics and formation of risk groups of people
prone to development of angiofibroma, it is recommended to carry out a combined
analysis of several genetic markers such as G405C gene of VEGF-A and T894G,
T786C of gene NOS3.

3. Presence of high and medium expression of genes mtP53 and VEGF is an
adverse prognostic sign that suggests on a severe type of the disease.
4.  Diagnostic mistakes (73.3%) in NA occur quite often resulting in unreasonable

and inadequate treatment. To decrease these errors a multipurpose examination of
patients is needed if basic symptoms of the disease are present.

5. NA recurrence has some age peculiarities: patients over 21 may be considered
as a risk group. With the age of patients prognosis of the disease and a treatment
outcome worsens. That should be considered in carrying out of curative actions and
follow-up in the postoperative period.

6. Utilisation of a modified method according to Moore in surgical treatment of
NA makes it possible to lower by 2 times a frequency of the tumour recurrence (from
17 to 7.1%), in comparison with traditional surgeries. The method enables the

surgeon to lower the amount bleeding and to improve qualities of the life of patients
with NA.
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BJAT'OJAPHOCTD
MHe xoTenoch Obl BEIPa3uTh UCKPEHHIOIO MTPU3HATEILHOCTh U OJ1ar01apHOCTh
npodeccopy ['apyp-AxyHoBy Mupza Anusposuuy! S 6b11 Ha Topore BeIOOpa MyTH
B wu3HA. OH MOMOT MHE MOBEPUTH B ceOs, M Jaj MOHUMAHWE TOTO, YTO CHEJaTh
MO>KHO BCE, HO JUISl 3TOTO HA/I0 MPOCTO HAYMHATH JeJaTh. Sl MOIydns BO3MOKHOCTh
YBUJI€Th, YTO MOXHO J>XKUTh IO JAPYroMy, B Jlaqy C COOOW W pa3BUBATHCS Kak

muaHOCTh. [To6ombiie Ob1 Taknx HacTaBHUKOB! Erie pa3 orpoMuoe cacu6o!
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