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KHWPUII (Pancapa noxkropu (PhD) nuccepranmsi aHHOTALUSCH)

Juccepranuss MaB3yCHHUHT 0J13ap0JIUTY BA MYXMMJIMIH. X03UPTH KyHAa
nynéna kykpak 6e3u caparonu (KbBC) aémnap opacuaa 3HT KeHI TapKairad XaB(uiu
KacaJUTMKIIapiaH Oupu xucobsianaau. KaxoH COFMKHM CakJall TallKWJIOTHHUHT
MabIyMoTHra Kypa', nyuéma 2020 jmmmmar y3umma 2.3 mun aémiapra KBC
TalIXUCH KYHWIau, mrynapjaan 685 munr Hadapu Badot straH. KbC aémnmapaa
capaToH KacaJUTMKIApu W4ujaa OUpWUHYM YpUHIA Typaau, SbHUA JIyHEAA capaToH
TAIIXUCH KYWHITaH aéiulapHUHT TYpTTagaan outracu (24,2%) KbCra moc xenmaam.
V36ekncToHIa GUp HIITHUHT y311a pyHxaTra ONMHIaH CapaToH KacalUTMKIAPUIaH,
24,6% aénmap opacuaa KbCra wamumaranmmmru kain stwirad. Iy cababmaH,
V36ekucronnga KBCHM ONIMHM OJMIN Ba JaBOJAIIA SHIH  3aMOHABHIA
WHHOBAILMOH TEXHOJIOTUsU1apaH (HoigalaHuIIHU TaK030 ATA/IH.

JIyHEHMHT eTakyd WIMHA Mapkasjiapuia oJamijapaa Kymiad CcoMaTuk
MyTalnusiiapra Ba OUp HYKJICOTHIIU ToiuMopdusmiiapra cabad Oymamuras, mry
xymianad, KbC puBoxnanummmra 60fiauK OYiaraH HOM30/ T'€HJIAPHU TEKITUPHIILI
Oopacuaa kymiad MIMHNA-TAIKUKOTIAp YTKazuirad. Ymly KacaUTMKHUHT
NIAKJJIAHUIIA Ba PHUBOXJIAHUII MEXaHU3MJIAPUHU YPraHUII Macajlacu XO3Wpru
KyHJa 3aMOHaBUi THOOUETHUHT nom3apd myammocuaup. KbBC Oy3ununuiapuma
aJoXyJa YPUHHHA OHKOCYNPECCOP N'eHJIAPHUHT, XyCYCaH, XyXKalpa kapa€HJIapHUHT
acocuit 6omkapyBuucu 6ynran TP53 renununr 3apapnanumm sramwiaian. KbCna
TP53 daonmustu mytanusiap (80% raua xonatiapaa), Upcuii OUp HYKJICOTUTU
nomumopdusminap (SNP) Ba rerepo3UroTadTWIMKHUHT HYKOJIUIIM TOMOHUIAH
Ce3uJIapJid paBulLa Y3rapuil Kaco 3Tajau.

MamitakaTuMu3a WIMUKA Ba HWHHOBALMOH IOTYKJIAPDHH AMAIHMETTA KOPUHI
sty Hatwxkacuaa KbCHu kinMHUKarada spra TallXyclall Ba KIMHUK KEYUITUHU
ONJMHIAH OWMIMIIHMHT caMapald yCy/Ulapd MIUIA0 YHKIIraH. Y30eKUCTOH
PecniyOnukacuHu sHana pUBOXIIAHTUPHUIN OYiinua Xapakatiap CTpaTermcI/ma2
«MJIMHANA TAAKUKOT Ba WHHOBAIUsA (aoNUsITHU parOATIaHTUPHIN, WIMHA Ba
WHHOBAIlMsl  IOTYKJApUHM  aMalué€rra  JKOpUHA  JTUIIHUHT  caMmapaliu
MEXaHU3MIIAPUHU sipaTuil» Basudanapu OenrwianraH. Maskyp BaszudanapaaH
kenn6 4ynkub, Y3bexucronna aénnapaun KBC 6umian maBosain camapaIopiIuruHK
9pTa aHUKJIAII, camapalid MPOTHO3JAall Ba MOHUTOPUHT KWJIHUII YIyH OMOKHUME,
MOJIEKYJISIp TE€HETHK 3aMOHaBMU ycyiulapuiad ¢oiinananum, TPS53 reHUHUHT
NOoJIMMOP(GU3MIIAPUHYU aHUKJIAII MYXUM axaMUsT KacO HTajiu.

V36exncron Pecniy6mmkacu Ipesunentuannr 2018 iiun 2 asrycriaaru K-
3894-con «Y36eKucToH PecniyGnukacuga COFJIMKHU CaKJIallHU OOUIKAPUIITHUHT
WHHOBAIMOH MOJIEINHM KOPUM ATUII Yopa-Tafadupiapu Tyrpucugarun» Kapopu Ba
V36exncron Pecniybmmkacu Ipesunentunuar 2019 iinn 17 susapaarn T1d-5635-
coH «2017-2021 imnnapna Y36ekucton PecnyGIMKacHHY  PUBOXIIAHTHPHITHUHT
Oemta ycTyBOop HyHanmuimm Oyiinua Xapakariaap crparerusicuiu  «®daon
WHBECTUIMSIIAP Ba WKTUMOUNM PHUBOXIIAHUIN HUIM»A amalira OIIMPHUILITa OUJT

! https://www.who.int/news-room/fact-sheets/detail/breast-cancer 5
2 Vs6ekucron PecnyGimkacu Ilpesmaentunnnr 2017 jimn 7 despanmarn 1ID-4947-con  «Y36ekucTon
PecnybnmikacuHy siHaa pUBOKIIAHTHPUII OYiindya Xapakatiap CTpAaTerHsICH TyFpucuaarny dapMoHu

5


https://www.who.int/news-room/fact-sheets/detail/breast-cancer

JaBIaT AACTypH TYFpucumaantu @apMoHura MyBO(PUK OHKOJOTHUK KaCAJUTMKJIAPHU
ApTa aHUKJAI Oyirya Maxcyc CKpUHUHT AAacTYpUHU KaOyJl KWIMII Ba aéimiapia
KbCHu »pTa aHUKIAIl ydyH MaxcyCc CKpUHHMHI aacTypuHd Ttacaukiam, KbC
«KAQHUEPPETUCTPUNHU IIAKIUTAHTHpUIL, THOOMET MyaccacallapyHu capaToHTa
KaplIyd JIOpH BOCUTajapu Ba TUOOMET Oyromiapu OuiaH Y3JIyKCHU3 TabMHHJIAMI
Kabu yopa-tandupiap xamja MasKyp (QaosusTra TETHHIUIM OOIKa MEbEpHUid-
XYKYKUH XyxXoKariapaa OelruiaHrad BasudanapHUHT WXKPOCHHU TabMUHIIAIIA
yiIoy auccepraius TaIKUKOTH MyaisiH Japakaga Xu3MaT KuJa/Iu.

TagKUuKOTHUHT pecnyouKacu dan Ba TEXHOJIOTUSIJIAPH
PUBOAJIAHUIIMHUHT YCTYBOP HYHAJMILIAPUra MOCAMIH. Ma3Kyp TaaKUKOT
PecnyOnuka ¢an Ba TexHonorwsuiapu puBoxJIaHUMMHUHT VI «Tubbuér Ba
(dhapMakoIorus» yCTyBOp WYHAIUIIUTa MyBO(UK OakapuiraH.

MyaMMOHMHI YPraHWITAaHJIMK Japaxacu. XO3Upru KyHIAa JyHEHUHT
KyI1ab erakud WIMHA-TaAKUKOT Mapkasznapuaa KBC puBoxiaHuid, YHU
OJIMHAAH OWIMII Ba JaBojall camMapajopiuruHu omupuiiga TP53  renu
NOJIMMOPGU3MIIADUHUHT  aXaMUSATUHUA aHHUKJIAIm Oyinya >Kyna Kyn MIMHUN-
TaJIKUKOT HIutapu onud OopunMokaa. Onkocympeccop TP53 renm rs1042522
nosiumopbusMHUHT KBC mnaroreHe3u pUBOXKIAHUIIMIATH POJIMHU TEKIIUPHUII
Oyinua taakukoTiap onub Oopuamoraa (Leu E. 2011, Hossein Pour Feiz MA.
2012, Alsbeih G. 2013, Sheikhpour R. 2014, Gohari-Lasaki S. 2015, Nihal Uren,
2016, Moradinasab M. 2017, Afzaljavan F. 2018, Akhter N. 2019, Icen-Taskin.
2020). KbC puBoxmaaumuaa TP53 renn rs1800371 moauMoppu3MHUHT pOIHHU
Oaxonam Oyitmya xaM Kymiad WiIMUNA TaAKUKOTIAp HUIUIApU OJUO OOpHIMOKIA
(Alawadi S. 2011, Al-Qasem A. 2012, Sharma S. 2014, Murphy M. E 2017).

MAX naBnatmapuna xam KbC  puBOokIaHMIIM Ba KaJaJUTAIIWIINIA
onkocymnpeccop TP53 reHu mnoaumMoppU3MIApUHUHT aXAMUSATHHU aHUKJIALI
TVFpUCcHAa KYIU1ad MIMHM TaakuKoTiIap YTkasuiaMoknaa. Kymmaman, Poccus
tHOOuéT akamemusicuHuHr Cubup drmamna KbCna TP53 reHMHUHT MyTalinoH
y3rapyBuannurd Ba rs1042522 nomumopdusmu Tyrpucuaa 6aradcusn EpuTHiral
(denucor E. 2010). [llynunraek, Poccus deaeparusiciHuHr ['po3Huil maxpuaa
o6 6opwiran Taakukotaa xam KbC puBoxnmanummaa ycumra cymnpeccop TP53
rean 1s17884159 momuMopdU3MUHUHT poJiM Ba OOFIHMKIMTUTA 0axo Oepuirad
(Mycxamxkuea JI. 2017, Bisultanova Z. 2020). Kupruz aémrapuma KBCHuHr
puBoxJianumuaa TP53 renu rs1042522 noaumMopdU3MUHUHT accolanusicu 0op
skamymrura 0Oaxo Oepwiran (Isakova J. 2017). YmOy onmu6 Oopunaérran
tagkukornapaa KBC puBoxkiaHumKMAAa MOJEKYISP-TEHETUK OMWUIAPUHUHT
aXaMHATH YpraHwiMoKJa. YOy TaJAKUKOTIApPHUHI OJIMHTaH HaTKajlapra Ba
I0TyKJapra kapamacnad, TP53 renum rs1042522, rs1800371 Ba rs17884159
nomumopdusmMuHuar  KBC  puBoxinanumuga ymoOy TeHEeTUK MapképiapiaH
KaCaJUIMKHA 53pTa TalIXHCIAIl Ba caMapand Oaxojamga  (oimamaHuI
MMKOHUSITIIApUTa OUJI CABOJIJIAp KAaMPOK YpraHUITaH.

PecnyOnukamuznga KBCHunr pusoxinanumuaa oHkocyrnpeccop TPS53 renu
NOJUMOP(U3MIIADUHUHAT ~ axaMUSTUHU  aHUKJIAm Oyiimua OupuHYM Mapra
buoduzuka Ba OMOKUME MHCTUTYTHUIA MIMUN TAIKUKOT OJINO OOpUIIIH.



TagKNuKOTHUHT AUCcepTauus O0a:kapuwiran WIMMA-TAIKUKOT
MYacCaCACHHHUHT WJIMHI-TAAKMKOT HILIAPH pekajapu OMJIaH OOFJIMKJIUIH.
Hucceptanuss TagkUKOTH bHOOpraHvk KuME WHCTUTYTHMHMHI WIMHH TaJKUKOT
nnuiapu pexacuHuHr PA-A10-T176 «OHKOIOTHK KacaJUTMKIAp 3pTa TAIIXUCH Ba
MOHUTOpPUHTHA XyXaipanan tamkapu JJTHK Ouomapkép cudaruna» maB3ycuaaru
(2013-2015), brodusrka Ba OMOKUME MHCTUTYTUHUHT WJIMHN TaIKUKOT HIILIAPH
pexacununr [13-20170930146 «Jlopu mpenapaTiapura cCe3yBYaHIMK MOTEHIMAI
MOJICKYJISIP-TeHETUK MapKEPIIAPUHUHT TaHeIMHU unuiad gukumny (2017-2020)
MaB3yCHJIary WIMHH JIOMUXaJIapy Joupacuaa OakapuiiraH.

TagKMKOTHHHT MAaKCaAH Y30eKHCTOHZA KYKpaKk Oe3d CapaTOHHHHHT
PUBOXJIAHMINK Ba Kagautamummaa TP53 reHn monuMoppu3MIapuHUHT
aXaMHUATUHU OaxoJialll.

TagkukoTHUHT Ba3udaaapu:

KBC tamxucu Taciukjianrad 6emopiap Ba IIapTIu COFJIOM a&JUIapUHUHT KOH
neiikonuTinapunan  JIHK axparum, arapo3anu renmaru  3ekropodope3 Ba
NanoDrop 2000 criekrpodoTomMeTpaapu €paamMuaa TEKIIUPHUII;

ummyHoructokuméBuit (MI'K) rtexkmupyB Hatmxkanapu yrkazuiran KbC
aéiapuna, TP53 reHU rs1042522, rs1800371 Ba rs17884159
noJIMMOPGU3MIIADUHUHT TeHOTUIHK YacTtoTaiapu Ba UI'K mapképnapu opacuaaru
OOFIMKJIMTUHHU 0axoJIalll;

y36ek aémnapuna KbC puBoxrannmman TPS53 renn rs1042522, rs1800371 Ba
rs17884159 NOJIUMOPPU3MIIAPUHUHT MTONYJISIHUOH-TEHETHUK TapKAJIAILLI
XYCYCHUSITIAPUHU TEKIIUPHIIL;

KBbC 6emopiapu Ba maptiau corsioM y30ek aémiapununr JJHK namynanapua
TP53 renu rs1042522, rs1800371 Ba rs17884159 nomumoppusMiIapuHUHT ajuien
Ba M'€HOTUILIAPHU y4dpalll YaCTOTACUHU Ba acCOIMAIMsIIADUHNA aHUKJIAI;

ypranwnaétran HabmyHanmapaa TP53 renm 151042522, rs1800371 Ba
rs17884159 mnomuMoppU3MIAPUHUHT TYpiau XWI TalJIOTHIUIAPU YacCTOTACUHU
TaxJ I KWIUIIIaH u0opar.

TankukoTHUHT o0bekTH cudaruna 207 Hadap y30ek aémaapu OJIUMHIH,
mynapaan, 100 vapap KbBC Ounan orpuran G6emopnap Ba 107 nHadap maptiu
COFJIOM a€JUTApHUHT BEHO3 KOH HaMyHaJlapy OJIMHTaH.

TagKNKOTHHHT MpeaMeTH HOpMal Ba MATOJIOTMK XOJJaru XysKaipaniapjaa
TP53 renu Hycxanapu MUKIOPUHM aHUKJIAIIaH HOOpaT.

TaakKuKOTHUHT ycy/uiapu. TagkUKOTAa OMOKUMEBUM, MOJIEKYJISIP-OMOIOTHK
(AHK  axpartuin, TOpU30HTan  renb-3iieKTpodope3,  cneKTpodoTOMETpus,
NoJIUMEpa3a  3aHXKUPJIM  PEaKUMsICH), CTAaTUCTUK  TaxXJuWil  ycyJulapujaH
dbolnananuaraH. KbCuu TalIXuCall Mammorpadus, TUCTOJIOTHA,
UMMYHOTUCTOKMME Ba 0OeMop aéulapHUHT HaMyHajapujaard OUOKMMEBUMN
KYpCaTKAWIAPWHU TEKIIUPHUII YCyJJIapuaa aHUKTaHTaH.

TaaKMKOTHUHT WIMMI STHTWINTH Kyiuaaruiapaan noopar:

TaJIKUKOTJIa aCOCHI TypyX HMMMYHOTHCTOKMMEBHUI TEKIIMPYB HaTHXKAJIapu
yrkazunran KBC aémnmapuna, TP53 renum rs1042522, rs1800371 Ba rs17884159



NOJIMMOPGU3MIIADUHUHT ~ TEHOTHINHUK  YacToTajapu Ba  HMMMYHOTHCTOKHME
Mapképiapu opacujiaru OOFIUKJINIY aHUKJIAHTaH;

y30ek aénnapuna KbC pusoxnanummaa TPS53 renu rs1042522, rs1800371 Ba
rs17884159 nomumMopdu3MIapuHUHT OOIIKA XYyIyAuUN MOMyJsuMsIapia ydparn
4acTOTacu UCOOTIIAHTaH,

¥30ex aémmapuaa TP53 renm 1s1042522, rs1800371 Ba 1s17884159
nonuMmopdusminapuauar  KbC  puBOXIaHUIIMIArd —accoluamusiapu  Xamja
IIPOTHO3TUK XyCYCHUATIIAPU UCOOTIAHTaH;

tagkukotnaru KBC Ba maptinu cofjiom rypyxjapu HamyHanapuaa TP53
reauHUHT 151042522, rs1800371 Ba rs17884159 momumopdu3MIapuHUHAT TYpJIA
XWJI FAIUIOTUILIAP YACTOTACH AHUKJIAHTaH.

TagKNKOTHUHT aMaJIMii HATHXKAJIAPM KyHuaruiapaad noopar:

tagkukorna KBC MMMYyHOTMCTOKMME TEKIIMPYBH YTKa3uiraH Oemop
aéiapuna, TP53 reHU rs1042522, rs1800371 Ba rs17884159
NOJIUMOP(GU3MIIAPUHUHT TeHOTUNUK YacTotanapuau, UI'K Ounan Gornukiuru Ba
ynapauar Her2/neu, Ki67 mapképiapu OuiiaH FOKOPH YacTOTaja acCOIMAIUSICH
OOp PKaHIUTU UCOOTIIAHTaH;

y30ek aémmapuna TPS53 renu rs1042522 nomumopdusmununar C amienu Ba
G/C, C/C renorurmnapu ypracuna, rs1800371 nmonumopdusmununr T amienu Ba
C/T renorunu, myHuHrAek, rs17884159 nomumopdusmununr T amnenu Ba C/T,
T/T renorumiapu Ownan KBC xaBhu pUBOXKIAHMIIKM Ba KIWHUK KEUMIIUHU
camMapaJju MporHo3Jall YpTacuaa OOFIUKIUK MaBXY/IJTUTH aHUKJIaHTaH.

TagKuKOT HATHKAJIAPUHMHI HINOHWIMJIMIM. TagkuKoTaa KYyJUIaHWUITaH
WiIMUR €HJalmyB Ba ycyiap, oau0 OOpWwiIraH TEKIIMPYBJIAPHUHT YCIyOuil
KUXATIAH TYFPWINTH, YpraHwiraH OeMopjap COHUHUHI €TapJIWJIWTH, TaJIKUK
KWINILJIA Ba IPOTHO3JAII MyoJlaxkacuaa pS3 TeHUM axaMmMHusATd Ba YJApHU
MpOTHO3MAI Oyiuda onub Oopuin TapTHOM XalKapo Xamjaa MaXaJUTdd
TaIKUKOTIAp OWJIaH TAaKKOCJIAaHTaHW, IIYHUHTACK, CTATUCTHUK TaxJIMJI yCyJulapu
OMJIaH acoCJIaH/IH.

TagKUKOT HATHXKAJIAPUHUHI WIMHHA Ba aMajMil axaMusTH. TagKuKOT
HAaTWKACUHUHT WIMUNA axamusith oHkocynpeccop TP53 renm rs1042522 Ba
rs1800371 momumoppu3MIapUHUHT aJijiel Ba TEHOTUITUIUIAP TAPKAIUII YACTOTACH
Ocué xankjJIapuHUHr dYacTtoTacura wmoc kenaau. TP53 renum rs17884159
MOMMOP(PU3MUHUHT aJlJie]l Ba MEHOTUIUIAP YaCTOTAaCHMHUHT Tapkaiuiiu EBpona
XaJKJIapuHUHT 4actotacura Moc kenaau. WI'K  Tekmmpysmapum yTkazuiaran
oemopnapga TP53 reHu TaaKUKOTAA YpraHwiraH MNOJUMOPGU3MIAPHUHT
TCHOTHUIIMK YaCTOTACH TapKAJIMIIK Ba CTATHCTHUK TaXJIWII HaTmwkamapuaa Her2/neu,
Ki67 wmapké€pnapu OulaH IOKOPU 4YaCTOTaja accollMalusIcu O0p SKaHJIWIU
aHUKJIaHau, neMak, ymoy Hatwkaiap KbC xaBhu pUBOXIIAHWUIIMHU OJITUHJIAH
OaxoJali, camapaid IPOTHO3JIAaII OMIaH U30XIaHaAIH.

TanKuKOT HATMXKAJApUHUHT aMajuil axaMusITH IIyHAaH uOopaTtku, TP53
rean 1s1042522, rs1800371 Ba rs17884159 mnomumopdusmnapu KBC xaBdu
PUBOXKIIAHUIIIMHU OJITUHAAH OaxoJamiga, MPOTHO3JAIIIA, KACALTUKHUHT OJITUHU



OJIUIIIA Ba MOJEKYJISIP-TEHETUK TEKIIUPHUII YYyH TOJMMeEpa3a 3aHKHUPIH
peaKIMsICH TYTIIIaMJIapUHHA YUKAPHUII YUYH acoc OYmaau.

TagkukoT HAaTWKAJAPUHUHT xopuii  Kuiamnumu. KbBC  xaBdu
puBoxJanumuaa TPS53 renn nmonmumopdusmiiapuan TaBcuduiam Oyinda oJIMHTaH
WIMHUI HaTH>Kallap acocua:

TP53 reun 151800371 wmapképununr KbBC Oaxonamugard OJMHTaH
axamusTi Hatwkanapaaln « The project of Medical Center at Training & Research
Institute - Jeramba Ilmu Sukses» mnoiimxacunga KBbCHu spra Tamxuciam Ba
JaBoJIaIl camapaopiauru Mapképu cudaruaa doimananunrad (Mamgone3uns yKyB Ba
WIMUNA-TAIKUKOT HHCTUTYTH THOOMET wMapkasu, 2021 #wun 10 wuronmaru
MabrymoTHOoMacHu). Hatmwkana maskyp TP53 renm rs1800371 momumopdusmuu
MOJICKYJIIp TEHETHK JKMXAaTHaH TCHOTUIUIAIIHWHT KYJUTAHWIWIIN — CapaToH
PUBOKJIAHUINK XaB(PUHU aHUKIAIIA MaxCyC TE€HETUK Mapkép ae0 XucoOmarl
UMKOHUHHU OepraH;

TP53 reun Arg72Pro mapképHuHr KBCHUHr pHBOKIIAHMILIIATA POJUHU
Oaxojamn TYFpucuaa oJMHraH Hatmwxamapugan «Quaid-1-Azam University of
faculty of Biological Sciences, department of Biochemistry» wimuii
nabopatopuscuna ¢oinananuwirad ([Tokucron Quaid-1-Azam university, 2021
wun 18 wmaiimarm  mabaymotHoMacu). Maskyp TP53  remum  Arg72Pro
noJIMMOpGU3MHN  OMOKUMEBUM Ba MOJIEKYJSIp TEHETHK KYJUTaHWJTU TN
HaTHKacUJa capaToH XaBWHU aHUKJIAIIAa Ba MPOTHO3JAIIA Y3UTa XOC TCHETHK
noMuMophu3M OV MyMKHHIIUTA UMKOHUHU O€pras.

TagKuKOT  HAaTHXKAJIAPMHUHI  anpodaumsich.  Maskyp  TaaKHUKOT
HaTWxanapu 4 ta xajikapo Ba 14 Ta pecnyOnrka WIMHUN amManuii aHKymaHjiIapuaa
MyXOKaMaJIaH YTKa3WIIH.

TaakuKOT HATHXKAJAPUHUHT JBJOH KWJIMHraniauru. J[lucceprarus
Map3ycu Oyiinya >xamu 26 Ta WIMUN WIN YOIl STUJITAH, NIyJapJaH V36exucron
Pecniy6onukacu Ommit Atrectranus Kommccusicununr dancada moxropu (PhD)
JTUCCEPTAIMSUIADUHUHT  aCOCUN  WJIMUNA HATIKAJADUHU YOM  JATHUINTa TaBCHUS
ATWITAH WIMHUHN Hampiapaa § Ta MaKoJia, ymiiajaaH, 7 Tacu pecnyOiauka Ba 1 Tacu
XOPWKUH KypHAJUIapa Halp dTHIITaH.

JluccepTauMSIHUHT TY3WJIMIIM Ba Xa:KMH. [[ucceprarust TapKuOW KUPHIIL,
yara 000, Xymnocamap, doiinananuiaran agabuétinap pyhuxaTugaH uOopar.
HuccepranustHuHT Xakmu 119 GeTHU TalKuI STraH.

JIUCCEPTALIMSIHUHT ACOCUM MA3MYHH

Kupum xucMmuna yTkazwiraH TaAKUKOTIAPHUHT J0J3apOJIUTU Ba 3apypartu
acocjaHraH, TaJKMKOTHUHI MakcaJu Ba Basudanapu, OObEKT Ba MNPEIMETIIApU
TaBcU(IaHraH, pecnyOauKa aH Ba TEXHOJOTUSIAPU PUBOXKIAHUIIMHUHT YCTYBOP
WYHaIMIUIapura MOCIWTA KypCaTWITaH, TAJAKUKOTHUHI WJIMHUN SIHTWIIMTH Ba
amalliii HaTuXKanapu 0a€H KWIMHTaH, OTMHTaH HaTHKAJIAPHUHT WIMHI Ba aMajuii
axaMusATH ounmO OepwiraH, TaJKUKOT HATMOXKAJApUHUA aMajiuérra KOPHM KUJIMIL,
HAallp OSTWITaH WIDIap Ba JAUCCEpPTAalUA TY3WIMIIM Oyiinya MabilyMOTiIap
KEJITUPWJITAH.



HMucceprauussaunr «TPS3 yeumra cynpeccop renm (pS3 okcuim), ycumMra
PUBOKJIAHMIIMHUHT OMOKMMEBUH MeXaHM3MJIapW» €0 HOMJIAHTaH OUPHUHYU
06o06una TP53 renu Ty3mnuiim, QYHKIUACH, T€H CTPYKTYPACHHHUHT OY3WJIUIIH,
VarapunuiapuHUHT KBCHUHT [IAKJUTAaHWIIK, PUBOXKJIAHUINK Ba OHMOKMMEBHUMN
MeXaHu3MJIapu OusiaH OOFIMKIMIru Oatadcun EputuiaraH OYViamO, XOpHkKuN Ba
Maxauiui  agabuétnap Taxjawiau Kypcatwiarad. TP53 reHuHuHr mnoaumopd
TY3WIUIIMHUHT YMYMHM XapakTepuctukacu Oepwirad, TP53 HUHT Ty3wiuid Ba
Bazubanapu Eputud Oepunran, TP53 reauaa rerepo3uroTaIMIMKHU HYKOTHIITHUHT
aXaMHATH Ba KYKpaK capaTOHUJArd OMOKMMEBHMM TabCUpJAp XAKUAa MabIyMOT
Ooepunrad. TP53 reHuHUHr nonmuMoOpd BapUAHTJIAPUHUHT [PEIUKATHB Ba
MPOTHOCTUK aXaMUATH KEITUPUIITAH.

Hucceprauusinuar «Kykpak 0e3m  capaToHM  PUBOXKJIAHMINUIATH
OMOKUMEBHMH, TeHeTMK OMWLIAP POJUMHHA 0axXOJIAIHMHI 3aMOHABHUI
METOJ0JIOTHSAACH Ba MaTepuauiap» ae0 HOMJIAHTaH UWKKUHYM OoOupja
TaIKUKOTIApHU  oNuO  Oopuimr  OOCKUYIapH, VJIAPHUHT  OaKapUIIUIINIA
doinananunaTrad MaTepuaiap Ba TaJIKUKOT YCIyJulap TaKAUM 3TWITaH. XyCycaH,
TaJKUKOT/A, Y30eKkucTonaa suosun 207 Hadap aéIapHUHT, XKyMIagaH, ypraya
52,2+1,7 émparu 100 nadap KBC OGemop aémmapu acocuil rypyxHU Ba ymilOy
KacaJUIMK Kahj odtuiamaran yprada 51,4+1,4 €mpmarm 107 nHadap Hazopar
TYpyXUJaru IIapTid cofiaoMm aémiap Ttamkuia 3trad. KbCHu TamxucianiHu
V36exucton Pecny6rmmkxacy COFIMKHM Cakjiall BasHpPIMTHHHHT PecryGmuka
uxtucocnamran Onkosiorus Ba Panuonorus unmuii-amanuii TMOOUET Mapkaszu
TowmkeHT maxap guivany MaMMoOJIOrusl OyIumMuaa Mammorpadus Ba TUCTOJIOTHS
TEKIIUPYBU HATHXKAJapy acoCHJA aHUKJAHTaH. YOy TaJAKUKOTHUHT MOJEKYJIAp
FeHeTHK TEKIIMPYBIapH Y36ekucToH PecnyGmukach COFIMKHH — CaKJIaml
Ba3UPJIUTUHUHT Pecry0iika MXTUCOCTAIITUPWITaH FeMaToJIoTUsl WIMHM-aMaliui
MapKkasu, MOJICKyJsp THOOMET Ba XyKailpa TexXHajorusiap OYynuMmuma amanira
omupwirad. TaIKUKOT UM UXTHEPUNITUK Ba Max(OUIJIUK TaMOWUIIapUra puos
KWIMHTaH Xoiaa onud Oopunmu. Tankukor maBomuaa TPS53 renununr 3 Ta
noyiuMopd BapuaHTH YpraHWIJIH.

buoxumésuti  maoxuxom  ycnybaapu. Hamynanaru OMOKMMEBUIA
KYpCaTKAYWIAPHUA aHUKJIANl YYyH KOHHUHT OMOKUMEBUM TaXJWIM Ba THCTOJIOTHK
tekmmpyB yTkazwinu. KbCra wanuaran 6emopiap, mapTin COFJIoM aélijIapHUHT
BEHO3 KOHHUAaH cTaHaapt ¢deHon-xyuopopopm ycymu €paamuna JIHK axparud
omuaau Ba axpatunran JIHK cudatu Ba mukmopunu 1,5% araposa remuaa
anekTpodopes ycynu OWinaH TEKIMHUPUIAU. YMyMHH OUOKMMEBUHN KypcaTKA4iap
KOH 3apnoouna «Human» Ttect Tymimamu OuiaH aHUKIaHAu. TyKuMma
HaMyHaJlapuHUHT TUcTooruk TekmupyBu Thermo Fisher Scientific (TFS, AKII)
komnanuscuHuHT STP 120 kapycen acooOuga yTKa3uira.

Monexynap-ecenemux maokukom ycayonapu. OZaMHUHT BEHO3 KOHHJIaH
resoMm JHKHu «Ammmullpaiim Pubo-pen» (OOO «Hekcr buo», Poccusi) Ba
Diatom " DNA Prep 100 (JIaGopartopust U3oren, Poccrst) Tmiammapu épaamuna
unuiad yuKapyBumiap KypcarmMacura MyBoQHK axpaTwigu. Axkparunran JIHK
cupatn Ba wMukaopuHu NanoDrop-2000 (NanoDrop Technologies, AKII)
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CHEeKTPO(OTOMETP KUX03UAa AHUKJIaH/H. Vpranunaérran T€HHUHT
nomumopduzmiapu Jutex (01338-100 OO0 HIID “Jlutex” Poccus) Ba CuHTON
(Poccus) ¢upmanapunuar  [13P  TecT-Tymmamu épramuna  unuiad
YHKapyBYMIAPHUHT KypcaTtmanapura myBoduk Rotor-Gene Q (QIAGEN Hilden,
Germany) amminuKaTopua TeKITHPUIIIH.

Cratuctuk taxawuiap yayH « WINPEPI 2016, Version 11.65» Ba «Doctor
Stat 2013, Version 1.9», «EpiCalc 2000 Version 1.02». nactypiapunan
doitnaaHuIan.

JluccepranustHUHT «Kykpak oe3u capaToHu PHUBOKIAHUILH,
nporpeccusicn Ba aapojamaa TP53 renu rs1042522, rs1800371 Ba rs1788415
MapKEépPJAPHHUHT AXAMHATH» 71¢0 HOMJIAHTAaH y4HHYH 600Ma Y36eKHCTOHIA
TP53 renmn 151042522, 1s1800371 Ba 151788415 mnonumopdusmMiaapuHUHT
tapkKanmu yacroranapu Ba KbC puBoxknanumm, nporuosnama Ba yaapHuar KbC
OwiaH OOFJIUKJIUTUHUHT TOMYJISIMOH-TEHETUK XYCYCUSITIapU HATIKalapH
kentupwirad. TP53 TeHMHMHr YypraHuiaran mnoiauMopd BapUaHTIAPUHUHT
OMOKMMEBUIN KypcaTKuuiIap OuiaH OOFIMKINTY aHUKJIAHTaH.

KBEC  pusosxcnanuwunune oOuokumésuii mexaruzmiapy. 1 OMEOCTa3HUHT
y3rapuiiy KaCANTMKHUHT KIWHUK KYpPUHMINWJAH aH4ya OJJUH CcOoaup Oynasnu,
IIYHUHT y4yH OMp KaTop jabopaTopus TeKmmpyBiapu HykTau Hazapuaan KBC
PUBOXIAHUINKA KIWHUKAJAH OJJIMH yMYMHM KOH TaxJIWIM Ba KOHHHUHT
OMOKMMEBUN TaxJIWI KYpCAaTKUWIAPUHUHT Y3rapHIIMHA Oaxoniall aHUKJIaH[IU.
Myaunaraex, KbC G6emopmapunaa TP53 ren rs1042522, rs1800371, rs17884159
SNPiapHuHT OMOKMMEBHH KYpcaTKUWIapy OUIaH OOFIMKIIUK TaXJIWIU YTKA3UIIIH.
bynna, TP53 renn ymoOy SNPnapu reHoturiapu opacuga ymMyMuid OuinypyOuH,
KpeaTuH, YMyMHUH OKCWJ, TeMOIJIOOWH, paHr KYypcaTKW4H, JIEHKOUUT Ba
SPUTPOLUTIAPHUHT YYKHII TE3IUTH KYPCATKUUWIAPUHUHT (papKiIapu aHUKIAH/IH.

TP53 eenu noaumopgusmnapu ounan cenomunianean KbC bemopnapunume
UI'K kypcamkuunapu opacuda xuécuu maxkociaw. bynna, 42 nadap KbBC
oemopnapuau  WI'K, swHuM sctporen penentopiapu (ER), mporectepon
peuentopiapu (PR), omamuuHr snuaepman ycuin (GakTtopu perentopiaapu 2
(Her2/neu) Ba 3apapim XyKadpaJapHUHT OYJHHHIN TE3JUTMHU Oeruiaiaurad
(Ki67) mapképnapununar, TP53 renm rs1042522, rs1800371, rs17884159 SNP

OnIaH OOFITMKJIMK aXaMUSITHHUHT TaxX i yTrasuinau (1 - 3-xkaaBajira KapaHr).
1 —skaaBana
UTI'K texumpysu yrkazuiaran KbBC 6emopaapu 6unan TPS53 renu rs1042522
NMOJIUMOP(U3MHHUHI T€eHOTHUIIMK OOFIUKJINTH

(1042522 ER- PR- Her2/neu- Ki 67-
X0J1aTH X0J1aTH X0J1aTH X0J1aTH
I'enoTuniap n + - + - + - + -
G/IG 29 18 11 | 17 | 12 18 11 26 3
G/C 10 7 3 6 4 2 8 8 2
C/C 3 2 1 2 1 1 2 2 1
Kamn 42 27 15 | 25 | 17 21 21 36 6

H3zox: (+) — wxobuit €ku MycoOar; (-) — canouit éku MaH(wHid.
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1-xxanBanra kypa, TP53 renu rs1042522 nomumopdusmunuar nopma G/G
reHotunu 29 HapapHU TAIIKWAI 3TIU Ba yIIOy FEHOTUITHUHT WHXKOOUN HaMyHalapu
OwJiaH accolMalusIcu KYyNpoK yuparawnurd anukiaangu. I[lynapman Oupw,
HER2/neu peuentopu mwxobuit 6ynran 18 nadap (62,0%) Oemopaa Ttepamnus
camapasiu Ba kosraH 11 wHadap (38,0%) canbuit KypcaTkud aHUKJIAHTaH
Ooemoprnapiga camapacus yTumm Oenrwinanad. YmoOy xansanga WMIK  ycynm
épaamMuia TeKIMpIran 6emopiap rypyxuaa G yHKIroHaN )KUXaTaaH, XaBhiau Ba
xaB(pcU3 TEHOTUIUIAPHMU CajJOWii Ba WKOOWM TypyXJjapaa ydpail dYacToTaniapu
Tax)IWJI KWJWHTAHIA, CTAaTUCTHUK KUXATHaH axamusaTim (apkiapu ¢akarruHa
Her2/neu mapképuaa anuknanau. Kymnagan, Hopma G/G reHotun (MOC paBHUILIa
38,0% Ba 62,0%, X2:4J p=0,04; RR=0,5; 95% CI: 0,28-0,85; OR=0,2; 95% ClI:
0,04-0,81), rereposurora G/C renorun (moc pasumiga 80,0% Ba 20,0%, X2=3,3;
p=0,07; RR=2,0; 95% CI: 1,17-3,31; OR=5,8; 95% CI: 1,06-32,08), myraunt C/C
reHotun 3ca (Moc pasuimiga 66,7% Ba 33,3%, X220,3; p=0,5; RR=1,3; 95% CI:
0,57-3,24; OR=2,1; 95% CI: 0,17-25,17) rtamkui >Tumu anukaangu. Ilynmai
kb, G/C reTepo3uroTalii T€HOTUITHM TalllyBUM MaH(PUU Typyxra KUPYBYU
oemopnapna KbC HuHr kuMmEBuil maBosamjgard OapKapOpIWTHHUHT HUCOMIA
xaB(UHU 2 MapTa Ba SXTUMOJIIUK HUCOATUHU 5,8 MapTara OMUPHUIITN aHUKJIAHTH.

Hemak, UI'K tekmmpysmapu ytkaszuwiran KbC aémnmapupa, TP53 renu
rs1042522 nomumopduszmu Ba UT'K mapképnapu Ouiian OOFIMKJIUTY aHUKJIAH]IH.
busz ymbOy TP53 renun rs1042522 nomumopdusmunu, WHI'K Texmumpysiapu
Vyrkazunran KbC kacammmruau mporHosinaiijia reHeTuK Mapkep cudartuaa Kysianm
MYMKHH J1€0 XUCOOIaliMu3.

2-xanBanga UT'K Texkmmpysu yTrasunran KbC 6emop aémmapu Ounan TP53
reHu rs1800371 MOKyCHHMHT T€HOTUIHUK OOFJIUKJIUTY Opacujia KUECUN TaKKOCIaIl
yTrazwiau. Yoy 2-xaasanra kypa, TP53 reau rs1800371 nomumopdu3MUHUHT
Hopma C/C renotunu 40 HadapHHU TAIIKWI 3TIW Ba YIIOY F€HOTHUITHUHT M>KOOHI
HaMyHaJlapyu OWJIaH acCOLMAIMICH KYTPOK yuparannuru anukiannu. [lynapaan
oupu, Ki67 penenropu mwxobuit 6ynaran 35 nadap (87,5%) Gemopna Tepanus
camapay Ba Kosran 5 Hadap (12,5%) canbuit kypcatkuwim 6eMopaa camapacus
YTHIIM aHUKIaHIU (2-)KaaBajira KapaHr).

2—KaaBaJ
HUTI'K tekmmpysu yTkazuiaran KBC 6emopaapu 6uiaan TP53 renn rs1800371
NOJMMOP(PU3MHHMHT TeHOTHITHK OOFTMK/IUTH

rs1800371 ER- PR- Her2/neu- Ki 67-
X0JIATH X0JIATH X0JIATH X0JIATH
I'envorumiap | n + - + - + - + -
C/C 40 | 25 15 | 24| 16 18 22 35 5
Cc/T 2 1 1 1 1 1 1 1 1
Kamu 42 | 26 16 | 25| 17 19 23 36 6

H30x: (+) — wxoOmii Eku Mycoar; (-) — canouii €xku Manduii; TT - reHOTHIT yupamaiu.

Yoy xanpanga UI'K mapképmapu €paamuaa TeKIIMpUIraH Oemopiap
rypyxuaa GyHKIHOHAJ XKUXaTaaH, XaBhiau Ba XaB()cHU3 TeHOTUIIApUHM calOnil Ba
WKOOMI TypyxJlapuaa yupaill dYacToTajdapy TaxJIMi KWIMHTaHAa, CTaTUCTHK
KuxatnaH axamusatiau  Qapkiaapu  ¢akarruHa Ki67 wmapképuaa aHUKIAHIU.
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Kymnanan, rereposurora C/T renotunu (moc pasumiaa 50,0% Ba 50,0%, x2=2,1;
p=0,1; RR=6; 95% CI: 0,43-83,53; OR=7; 95% CI: 0,37-130,5). Axcunua, KbC
xaBhunan xumosuioBuM C/C reHOTUIIM Oemopiapja CTaTUCTHK (apKiap
gyerapacu axaMHATIU Japakara €TUIIH Ky3aTHIIId (X2=2,1; p=0,1; RR=0,8; 95%
Cl: 0,59-1,23; OR=0,1; 95% CI: 0,007-2,67). lllynnaii xuau6, C/T reHoTHIIHH
TamyBYd MaHuit rypyxra kupyBuum Oemopiapaa KBCHuHr kuméEBuit
JaBojamaary 0apKapopJUrHHUHT HUCOUN xaBPuHM 6 MapTa Ba SXTHUMOJUIMK
Hucbatuuu 7 wmaprara ommpumn anukiaapau. Jemak, UI'K yrkasunran KBC
aémmapuna TP53 renu rs1800371 momumopdusmu Ba MI'K mapképnapu Omnian
Oofrnmukaury  Oopnuru  aHukiaanau. bu3z  ymOy TP53 renm rs1800371
nomumoppusmuan  MUI'K  texmmpysnapu  ytkasunran  KBC — 6emopnapunu
MPOTHO3JIAIIJIa TEHETUK MapKEp cudaTuia Kyuiam MyMKAHIUTA aHUKIaHIH.
3-xanBanga tagkukoraa MI'K rekmmpysnap ytrasunran KbC 6emop Gmman
TP53 renu 1517884159 mnomuMoOppU3MHUHT TEHOTHUIUK OOFIMKIUTU Opacujia
Kkuécuit Takkoca yTkasuwinay (3-kaaBanra Kapanr). Yoy skaasaira kypa, TP53
reau 1517884159 nomumopduzmununr Hopma C/C renotunu 17 HadapHU TalIKUI
ATAM Ba YOy T€HOTUITHUHT WKOOMM HaMyHallapyu OWJIaH acCOLMALMSICH KYTIPOK
yuparawmru anukyianau. llynapnan 6upu, Ki67 peuentopu mwxobuit 6ynran 16
Hadap (94,1%) Oemopnma Tepanusi camapanu Ba 1 Hadap (5,9%) canbwuii
KypcaTkuwin OeMopiiapia camapacu3 ytuiid aHukianau. [yHunraek, ymoOy
xkanBanga UWI'K ycynum é€pnamuaa Texkmupuiran Oemopiap Typyxuaa
(GyHKUIMOHAN KUXAaTAaH, XaBQuM Ba XaBPCU3 F€HOTUILUIAPUHU calOUidl Ba MKOOMIA
rypyxJjiapujia yupaml 4YacToTajapu TaxXJWJ KWIMHTaHAa, CTATUCTUK >KUXATIaH
axamuatiu gapkiapu axarruna Ki67 mapképuna anukiaanau. KymnanaHd, Hopma
C/C renotun (Moc pasumaa 5,9% Ba 94,1%, X2=1,6; p=0,2; RR=0,3; 95% CI: 0,06-
2,33; OR=0,2; 95% CI: 0,02-2,36), rereposurora C/T reHOTHN (MOC paBHIIIA
15,8% Ba 84,2%,, ¥°=0,06; p=0,8; RR=1,1; 95% CI: 0,46-2,71; OR=1,2; 95% ClI:
0,22-7,05), myraut T/T renotun d3ca (Moc pasumga 33,3% Ba 66,7%, x2:2,l;
p=0,1; RR=3; 95% CI: 0,69-12,93; OR=4; 95% CI: 0,54-29,27) Tamkui 3TUIIN
anukmanan. [ysagait kunu6, T/T perneccuB roMo3Wroraid T€HOTHUITHU TallyBUd
MaH(puii rypyxra kupyBuu Oemopnapaa KBCHuHr xuMEBHiII maBomamiiaru
OapKapopJIUrUHUHT HHUCOWN xaBPuHM 3 MapTa Ba JXTUMOJUIMK HHcOatuHuU 4

Maprara OLIHPUIIN aHUKIaHIH.
3 - KaaBaJ
HUTI'K tekmmpysu yrkazuiaran KbBC 6emopiapu 6mnan TP53 renn rs17884159
NMOJIUMOP(U3MHHUHI T€eHOTHUIIMK OOFIUKJINTH

117884159 ER- PR- Her2/neu- Ki 67-
X0J1aTH X0J1aTH X0J1aTH X0J1aTH
I'evorumiiap | n + - + - + |- + -
C/C 17 | 12 5 | 12 5 7 10 | 16 1
C/T 19 | 13 6 | 12 7 9 10 | 16 3
T/T 6 2 4 2 4 4 2 4 2
Kamu 42 | 27 15 | 26 | 16 20 | 22 | 36 6

H30x: (+) — wxoOuii €ku mycoOat; (-) — canbuii éku MaHUil.
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UI'K rtekmmpyBnap ytkazwiran KBbC OGemop aémmapuma, TP53 renu
rs17884159 nomumopduzmu Ba UI'K mapképnapu Ounan OOFIMKINTH aHUKJIAHIH.
buz ym6y TP53 renmn rs17884159 nomumopduszmunun, UT'K yTraszunran KBC
KAaCAJUTUTMHU MPOTHO3JAIIa TeHETUK MapKEp cudartuia KyUTaHUIIA MyMKHH.

Vibexucmonoa KECuune PUBONCIAHUUUUOA TP53 2eHU
nonumopguzmnapunune  nonyaayuseui  maxauau. TP53  renm  rs1042522
nosuMopbu3MuHUHT MuHOp C ayutenu yupamu 16,8 GousHu Tamkui 3TraH Ba Oy
KYpCaTKU4 OCHENMKIIAp oOpacuuaru Ttapkamumra Moc kenagu. [Llynunrnex,
HazopaT Ba acoCUil Typyxjapja T€HOTHIUIADHUHI TAaKCUMJIAHUIIM XapIu-
Baiin6epr myBo3zanatura moc kenau. llomymsauusa rypyxuga TP53 reHuHuHT
rs1042522 nonmumopduismura HUcOAaTaH XWIMa-XWUIMITKA MAacT KypcaTKU4ura ira
DKAHJIUTH  aHMKJIaHAM, OyHIa KyTWIA€TraH TeTEepO3UrOTAIMK  J1apa)kacu
(Hexp=0,282) xuitmatra TeHr 6ymu0, Oy kuiimMar 0,2<Hey<0,3 opanmkka Moc
kenau. Texkmupmiaérran noauMopOU3MUHUHT KyTHIAETTaH reTepo3UTroTaInKIaH
orumn kodpdurmuentu (D*), D* = —0,007 manduii KuiimMat OWIaH YUKUIIH
reTepo3UroTasiap TAHKUCIUTHHUHT ONTUMAI Japakac SKaHJIUTUHU KYpcaTa.

TP53 renu rs1800371 nmomumopdusmununr Munop T amnenu yupamm 0,5
dbouszHu TamKWwi 3Taau, Oy KYpcaTKU4Y OCUETUKIAP Opacujard TapKaIull
yacToTacura Moc kenraH. Haszopar Ba acocwil rypyxjapaa T€HOTHUILUIAPHUHT
TaKCUMJIAHMIIIA XaM Xapau-BaiiHOepr MyBo3aHaTHUJaH OFHUIN Ky3aTHJIMaras.
[omymsiius rypyxuaa TP53 renu rs1800371 monumMoppu3MUHUHT XUJIMa-XUJUIUTH
HUcOaTaH TacT KypcaTKWura OSrajurd aHuKjJIaHraH, OyHJa KyTHJIAaE€TraH
rerepo3urotanuk aapaxkacu (Hep=0,009) kuiimaTra TeHr SKaHIWIU aHUKJIAHIU.
Ky3arunaérran  rerepa3uroTAIMKHUHT  KyTWJIA€TraHura  HucOaTaH  OFHUII
ko3 urmentu D* =-0,1 111 Tamkun 3tau, Oy 3ca OM3HUHT MOMYJsAUUsIa YOy
T€HOTUITHUHT CEJIEKTUB YCTYHJIUTUHU KypcaTMaIu.

TP53 renn rs17884159 nonmumopdusmununr T amnenu 21,3 GousHu Tanrkumn
9TraH, Oy KYpcaTKu4 eBpPOMAIMKIAP Opacuiard TapKaJIHII YacTOTaCUra MOC
kenau. Hasopar Ba acocuid rypyxJiap/ia FeHOTUIUJIAPHUHT TAKCUMJIAHUIIW Xapau-
BaitnOepr myBo3aHaTugaH ofuml kKy3atuaMmanu. [lomymsimus rypyxuma TP53
reHuHUHT 151042522 mnonmumopduszmMura HUCOATaH XWIMA-XWUIMTH —ypTada
KypcaTKAura d5ra JKaHJIUTH aHWKJIaHaW, OyH/Ia KyTWUJIAETraH TeTepO3UTOTATHK
napaxkacH (Hexy=0,337) kuitmatra teHr 0ynu0, 0y kuiiMat 0,3<Hey;<0,4 opanukka
MOC Kenjau, Oy 3ca MNONyJSIUsSAard 3XTUMOJ - YOy TEeHOTHUIIHUHI YpTaya
Japaxkanaru CEJICKTUB YCTYHJIUTHUHU KypcaTau. Vpranunaérran
NOJIMMOPGU3MUHUHT  Ky3aTWJIa€TraH TeTepa3suroTaJIuKHUHT  KyTUIa€TraHura
HucOaran oruml kodddunuentu D* = -0,003 kuiiMaTra THr SKaHJIUTU aHUKJIAHIH.

TP53 cenu rsl1042522 nonumopguzmunune KBC pusoscranumuoacu
accoyuayusinapu. TP53 rtenn rs1042522 nonuMoppu3MHUHUHT (PYHKIHOHAI
x)uxatnan xaBpau *C amren 6emopiap Ba Ha30paT TYPyXUJard ydparl 4acToTacu
TaxXJIMJI STUITaHAAa CTAaTUCTHK KHUXATJaH acCOIMallis aHUKJIaHIU (x2=2,1; p=0,1;
RR=1,3; 95% CI: 0,90-1,98; OR=1,4; 95% CI:0,88-2,34). Axcunua, KBC
xaBpugan xumosioBud G amienu, CTaTUCTUK (apkmap uerapacu axaMUSTIN
Japaxara eTUINWA aHWKJIAHIW (X2:2,1; p=0,1; RR=0,9; 95% CI: 0,84-1,02;

14



OR=0,7; 95% CI. 0,42-1,13). Ilynmaéi xkwmo6, xaBhau C amreum KBC
pUBOXJIaHUII HUCOWN xaBpuuu 1,3 Mapra Ba sxTUMOUIMTMHM 1,4 Maprara
omupuiy aHukiaanan. TP53 renm rs1042522 nomumopdusmuauar Hopma G/G
T€HOTHUII aCOCHM Ba Ha30paT T'YPyXHJaru ydpall 4acTOTacH TaxJIuji KWIMHTaHa,
CTAaTUCTHK >KUXATHAH OOFJIMKJIHK (X2=1,9; p=0,1; RR=0,8; 95% CI: 0,71-1,06;
OR=0,6; 95% CI: 0,37-1,18) axamusaTiu ngapaxara eTuinu ucOoTianau (4-
)KaJ[BaJIra KapaHr).

4 -;kapBana

Acocuii Ba Hazopat rypyxJjapaa TP53 renn rs1042522 nosiumop(pu3MHUHUHT ajuies1 Ba
TFCHOTHUIVIAPDUHHU TAPKAJIUII YaCTOTAJIapA Ba CTATUCTUK ([)apw]apu

Texmupuiran anieniap
Ba TCHOTUILIAP
Aensa [TrC O | Hasopar | 2 | P |RR| 95%Cl | OR | 95%Cl
TeHOTHUILIAP
rypyx rypyx
n % n %
G 155 | 77,5 | 178 | 83,2
o % 225 36 165 2L |01|L13|090-198 | 14 |088-234
GIG 60 | 60,0 | 74 | 690 |19|01/08]| 071-106 | 06 | 037118
GIC 35 | 350 30 | 280120312 083187 | 1,4 | 0,76 2,49
CIC 5 | 50| 3 | 30 |07|04|18]|043-727 | 18 | 042784
G/C+CIC | 40 |400| 33 [310[19[01 13| 089-1,88 | 1,5 | 0,84—2,65

Ms0x5— G: 1°=2,1; p=0,1; RR=0,9; 95% ClI: 0,84-1,02; OR=0,7; 95% CI: 0,42-1,13

* — (apK CTaTUCTHUK KHUXATAAH aXaMHUITIN

Oyukuuonan xkuxaraan xaB@uu G/C reHotunu acocuid Ba Hazopar
rypyxJiapuja ydpaml 4acToTajapy TaxXJWI KHJIMHTaH[Ia, CTaTHCTUK >KUXATIaH
aXaMHUSATCU3 DKAHJIUTH aHUKJIAHIA (X2=1,2; p=0,3; RR=1,2; 95% CI: 0,83-1,87,
OR=1,4; 95% CI: 0,76-2,49). XaBdau myrant C/C reHoTHN acocuii Ba Ha3opar
TYpyXUJard ydpaml dYacTOTacH TaxJWI KWIMHTAHJA, CTaTUCTHK KUXATIaH
OOFIMKJINTH WYK SKaHIUTH HCOOTIaHIN (x220,7; p=0,4; RR=1,8; 95% CI: 0,43-
7,27, OR=1,8; 95% CI. 0,42-7,84). dyHKIMOHAN >XMXATAaH XaBpuH ymymui
*G/C+C/C reHOTHIT acocHii Ba Ha3opaT TypyXHJard ydpail 4acTOTach TaXJIW
KWJIMHTaHga, CTAaTUCTHK JKUXATdaH OOFIUKINK aHUKIaHIU (x2:1,9; p=0,1;
RR=1,3; 95% CI: 0,89-1,88; OR=1,5; 95% CI: 0,84-2,65). Ulynnaii kunuo, ymoy
xaBpu ymymuit G/C+C/C reHoTturuiapHu TamyBuu aémnapuaa, xaBdpcusz G/G
reHoTUIra HucOaTaH, ymoly KacalsIMKKa MOMMJUIMKHUHT HUCOuM xaBdu 1,3 mapra
Ba OXTUMOJUIMK HucObatu 1,5 maprara omupumu anukiaangu. LlyHuHTOCK,
rs1042522 nokycHuHr ¢QyHKIMOHaAN >kuxartnaH xaBdpmu *C amnenu TaOumii
paBuIia corjoMm aoHop aémiapra HucOaraH, KBCHUHT mpemeHanay3aiu KUYUK
TYpYXJiM aéjuiapuia CTaTUCTHK KUXATIaH Ce3napin Aapaxaaa yCTyH KeIau (Moc
pasuiaa 16,8% Ba 27,8%, x°=3,4; p=0,06; OR=1,9; 95% ClI: 0,95-3,81; RR=1,6;
95% ClI: 0,98-2,78). Hemak, xaBhau *C amren KBC Ounan xkacaiaHuIn
XTUMOILTIIIATHHY 1,9 MapTa Ba HucOMit xaBuu 1,6 MapTa OMIMPHUILIN aHUKIAH]IH.
Mynnai kunmub, TP53 renu rs1042522 nomumopdusaMu TagkUKOTAA YpraHuiran
rypyxmaap *C amrenn Ba *G/C+C/C reHoturuiap 6vpJ/aliMaJapUHAHT HAUCOUU
xaBpu (RR) xamma sxtumosmk HucObatu (OR) xypcatkuumra myBopux KBC
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OWwJiaH CTaTHCTHK JKMXATAaH axaMUATIM acCOlUalusiap aHuKIaHad. Yoy
nomumopdusmMauar G amrean Ba 1y JokycHuHr G/G  reHotunu - ymoy
NATOJIOTUSIHUHT  PUBOXKJIAHUIIWTA HHUCOATaH MIIOHWIM XUMOsJam Oelrucu
skawymru  aHukiaaHau. TP53  renumnunr 151042522 mnomumopdusmu  KbBC
PUBOXIIAHUIIIMHU MPOTHO3JAIIAA TeHETUK MapkEpiapaad oupu cudaTtuiaa Kysuiaii
MYMKUHJIUTH aHUKJIaHIH.

TP53 cenu rs1800371 nonumopguzmunune KHC pusoscranumuoacu
accoyuayusnapu. TP53 rennm rs1800371 ¢ynkumonan sxuxarnan xaBpmau *T
ayteTy 6emMopIiap Ba Ha30patT TypyXy 4acTOTaJIapu TaxXJIWI KUJIMHTaH1a CTATUCTHK
KUXATIaH ceswiapin dapk anukmanmm (y°=8,2; p=0,005; RR=10,7; 95% CI: 1,38-
82,82; OR=11,2; 95% ClI:1,42-88,38). Axcunua, KbCaan xumosoun C ajien,
CTaTHCTHK (DapKiIap derapacd aXaMHsTIM Aapakara eTHIIM aHuKiaHin (x°=8,2;
p=0,005; RR=0,9; 95% CI: 0,92-0,98; OR=0,09; 95% CI: 0,01-0,70). Ilynnmaii
k6, xaBhau *T amneum KbBC Ownan kacayuiaHuI SXTUMOJUIMTHHA 11,2
MapTara Ba HucOuit xaBpuuu 10,7 maprara omupuim ucobotinanau. TP53 renu
rs1800371 momumopdusmMuHUHT GyHKIMOHAN >kuxaTaaH Hopma C/C reHotunu
acocHil Ba Ha30paT TYPyXUJaru y4upail 4acTOTacH TaXJIWJ KWJIMHTaHAa, CTATUCTUK
dapkiaap derapacu axaMHATIN Japakara €TUIINN HCOOTIaHIU (X2:8,4; p=0,004;
RR=0,1; 95% CI. 0,85-0,97; OR=0,08; 95% CI: 0,01-0,67). ®yHkumuoHan
xuxatnan xaBgumm *C/T TeHOTUIIMHUHT acOCHIl Ba Ha3opaT TYpyXUJard ydparl
YaCTOTACH TaXJWJ KWIMHTAHIA, CTaTUCTUK XUXATIAaH acCOIMAIMs aHWUKJIaHIIN
(x*=8,4; p=0,004; RR=10,7; 95% CI: 1,39-82,07; OR=11,8; 95% CI: 1,48-93,77).
[Mynaait kunuo, ymoy C/T renorunau tamum Ounad KbC puBoxkianuin xaBdu,
ym0y TeHoTHWnra sra OynMaraH aémaapra KaparaHja, KacaJUITMKHUHT HHCOWN
xaBpuau 10,7 mapra Ba 3XTUMOIIMK HUcOatmHM 11,8 Maprara omumpuim
aHUKJIaHIU. YOy TaIKUKOTHUHT acocuil Ba Hazopat rypyxjapuna T/T reHotunu
yupaMaciuri anukaanu (5-)kaaBaira KapaHr).

5-xanBana
Acocuii Ba Hazopat rypyxJjaapaa TP53 renu rs1800371 nonumop(pu3MuUHUHT ajljies Ba
TeHOTHINVIAPHHHU TAPKAJHMII YaCTOTAJIAPH Ba CTaTUCTHK (apKiaapu

Texkmmpuiaran ajuiesiap
A BAa reHOTHUILIAP
eI BA T oenit | Hasopar | | P | RR | 95%Cl | OR | 95%Cl
reHOTHILIAp
rypyx rypyx
n % n %
C 190 | 95,0 | 213 | 99,5 _ _
82| 0005 | 107 | £ | 112 | 3o
T 10 | 50| 1 | 05 : :
0,85 0,01
ciC 90 | 900 | 106 | 990 | 84 | 0004 | 01 | """ | 008 | o
1,39 1,48
CIT 10 [100| 1 | 10 |84 0004|107 | gro | 118 | gios
TIT 00| 00|00 [00[00[ 00 |00| 00 |00]| 00

H30);:—C:x2=8,2; p=0,005; OR=0,09; 95% CI: 0,01-0,70; RR=0,9; 95% CI: 0,92-0,98
* — (apK CTaTUCTHUK KUXaTAaH axamusTiu T/T-reHoTun yupaMaciauru aHuKIaH /.
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Mynnaii kunubd, onuHraHn Hatwxanap y30ek aémmapuna TPS53 reHuHuHT
rs1800371 nomumopduzmu KBC puBOXIaHUIIT MEXaHU3MHUJA MYXUM axaMUATTa
ara skanymru Tacaukiaanad. TP53 renu rs1800371 nmomumopdusmununr T amnenu
Ba C/T renorunu KBC xaBdpunu ommumpysBum, C amienu Ba C/C reHOTHNHK
BapUaHTH YIIOy NATOJOTUSHUHT PUBOXKJIAHMUIIWTA HUCOATaH MINOHYIN XUMOS
Bazudacuuu yramuuru tacaukiaanau. Jemak, TP53 ren rs1800371 nokycu KbC
KacCaJUIUTH PUBOKJIAHMIN SXTUMOJIIUTUHU aHUKJIAIIIA MYXUM TEHETHK Mapkép
cudaTuia Kyiam MyMKAH 1e0 XHUcoOmanmMus.

KBC  pusoscnanuwuoa TP53 eenu rs17884159  nonumopgusmunune
accoyuayusnapu. TP53 renn rs17884159 dyuxnumonan xuxatgan xaBpum *T
ajuienn Oemopiiap Ba Ha30paT TypyxujJa ydpall yacToTajapu TaXJWJ KUJIUHTaHJa
CTAaTUCTUK >KUXATIAH CE3WIapiau OOFJIMKINK aHUKJIAHIU (X2:1,4; p=0,2; RR=1,2;
95% CI. 0,87-1,74; OR=1,3; 95% CI:0,83-2,07). lllynnait kwmb, xaBhau *T
autenmun KbBC puBoxnmanum HucOui xaBhuuau 1,2 mMapTa Ba SXTUMOJUIMTUHA 1,3
MapTa OIIMPHINY aHUKIaHau (6-KaaBaira KapaHr).

6-sxagBag
Acocuii Ba Hazopat rypyxJjapaa TP53 renu rs17884159 noimmoppu3MuHUHT ajsien
Ba TCHOTUILVIADUHHU TAPKAJIUII YaCTOTAJAp BA CTATUCTHK (])apwlapn

TekmMUPUIITAH AJJIeJJIAp
Altesiap Ba IeHOTHUILIAP

Ba Acocuii Ha3sopar xz P | RR 95% ClI OR 95% CI

TeHOTHILIAP rypyx rypyx

n % n %

C 147 | 73,5 | 168 | 78,5
14,02 |12| 087-1,74 | 1,3 | 0,83—-2,07

T 53 | 265 | 46 | 215
C/IC 54 | 540/ 66 |61,7|12|02 (08| 069-1,11 | 0,7 | 0,42-1,27
C/T 39 390 36 | 336060412 081-166 |13 | 0,71-2,22
T/T 7 7,0 5 47 105|104 |15| 049-456 | 15| 0,47-5,00
C/C+T/T 46 | 460 | 41 (383 |12(02|12| 087-165 |14 | 0,78—2,38

Hzox: — C: X2:1,4; p=0,2; RR=0,9; 95% CI: 0,84-1,04; OR=0,7; 95% CI:0,48-1,19
* — (hapK CTaTUCTHK KMXATIAH aXaMHUSTIN

Axkcunua, KbCaan xumosimoBun C ajuiesr Ha3opaT Ba aCOCHM TypyXJia ydpaml
gacToTamapu Taxamn kwimaraEmza (x°=1,4; p=0,2; RR=0,9; 95% CI: 0,84-1,04;
OR=0,7; 95% CI:0,48-1,19) cratuctuk ¢apkiap dYerapacd axaMHUSTIHIATH
anuknanau. TP53 ren rs17884159 nokycuHuHT (GyHKIMOHANT KUXATIAH
Hopmanaru C/C reHOTHNHM Ha30paT Ba acOCHM TypyxJa ydpall dacToTajapu
TaxJIWJI KWIMHTAaH/Ia, CTATHCTHK (apKjap Yerapacu axaMUsITIU Japaxkara eTHIIN
aHUKJIaHIU (X2=l,2; p=0,2; RR=0,8; 95% CI: 0,69-1,11; OR=0,7; 95% CI: 0,42-
1,27). XaBpau C/T reHOTHIIM acCOCHI Ba HA30paT rypyxXuiard ydparl 4acToTacu
TaxJIMJI KWIMHTAH[a, CTATUCTUK KUXATIAH OOFJIUKIMK HUYK SKAHJIUTK aHUKJIaHIIU
(¥*=0,6; p=0,4: RR=1,2; 95% ClI: 0,81-1,66; OR=1,3; 95% CI: 0,71-2,22). XaBcu
T/T renotunm acocuil Ba HazopaT TrypyxJjapuia ydpall 4YacTOTacH TaxJIMi
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ATWITAH/A, CTATUCTHK >KUXATIAH CE3WJIAPJIA aCCOIUSATUB OOFIUKIUTH WYKJIUTH
ncbornanmn (x°=0,5; p=0,4; RR=1,5; 95% CI: 0,49-4,56; OR=1,5; 95% Cl: 0,47-
5,00). ®dynknuonan xuxataan xaBpum ymymud C/T+T/T renotunu acocuii Ba
Ha30paT TYpyXUJard yupall 4acTOTacu TaXJIWJI KUJIMHTaH/Ia, CTATUCTUK KUXATIaH
OOFJIMKJIUK MYK DKaHJIUTH (X2=1,2; p=0,2; RR=1,2; 95% CI. 0,87-1,65; OR=14;
95% CI. 0,78-2.38) anmkmangu. Illynunrmek, rs17884159  noxkyCHHHT
dbyHkuuoHan xkuxataan xaBhau *T amienu aHbaHaBUM paBHILA COFJIOM JOHOP
aémapra Hucbaran, KbCHUHT MeTacTazaim KWYuK TypyXJjid aéiiapuaa CTAaTUCTHK
KUXATIAH Ce3Wyapiid Japaxkajaa ycTyH kemau (Moc pasumiaa, 21,5% Ba 30,0%,
¥*=3,3; p=0,07; OR=1,5; 95% CI: 0,96-2,54; RR=1,4; 95% ClI: 0,97-2,00). [emax,
xaBpau *T amnennun KBC Ounan xacammaHUII SXTUMOJUTMIMTHHU 1,5 mMapTa Ba
HucOuil xaBpuuu 1,4 mapra ommpumm anukianad. [yngait kw0, TPS3 renn
rs17884159 NOJIMMOPHU3MHU ypraHuiran rypyxJjap *T aJuiesnu
OupJalMalapuHUHT HUCOMI xaB(pu xXamaa SXTUMOJIIHK HHCcOaTH
kypcatkuwiapura myBopuk KBbC OwunaH CTaTUCTUK IKUXATAaH axXaMUATIU
accommanusuiap anukianau. bupox C/T, T/T, C/C+T/T renoturuiapu OuiiaH
CTaTUCTHK XKUXAT/IaH aXaMUSATIN HaTKaJIap MYKJIUTH UCOOTIaHIH.

Vpeanunaémean — namynanapoa TP53  eemu  rs1042522, rs1800371,
rs17884159 nonumopguzmnapurune mypau xun eaniomuniapu 4acmomacuHune
maxauny. byHnma, acocuii Ba TONyJSIUS HaMyHalapujaa yduTa TEeHOTHUI
KOMOMHAIIMSCUHUHT yuTa HOE0 XonaTiiapu aHuKIaH 1. byHmait HOE0 xonaTiapaan
Ooupu, Yypranwiaran TP53 renu mnoaumopdusMIapuHUHT OUTTAIUK XaBQIH
TEHOTUIIUK BapUaHTU XHUcOOJaHAW. YOy XaB(pau TEHOTUIIHUHI acoOCUd Ba
Ha3opaT TYPYXUJard y4dpalnl 9acTOTaCH TaX I KAJIWHTaH/Ia, CTATUCTHK KUXATIaH
axaMuATCH3 OOFNUKJIMK aHukiIaHau (Moc pasumga 45,0% Ba 37,4%, X2=1,2;
p=0,2; RR=1,2; 95% CI: 0,85-1,63; OR=1,3; 95% CI: 0,78-2,39). [Tonmumopdux
WKKUTAINK XaB(JIM TEHOTHUIUTADWHUHT aCOCHH Ba HA30paT TypyXHWAard ydparl
yactotacu Taxyiul  KwinHranaa, KbC Owiman ce3unapid  accouualiaTuB
OOFNMKINTH HYK dKaHIUTH WCOOTIaHIN (X2=O,7; p=0,3; RR=1,4; 95% CI: 0,62-
3,21; OR=1,5; 95% CI: 0,59-3,69). TP53 reuu mnoaumMopbu3IapUHA yd XK
TCHOTUITHUHT TYPJAM XWJI KOMOWHANWMSUTADUHUA OWp BAaKTHUHT Y3WJa TAIIIWII,
Oemopiap TypyXMHH Ba Ha3opaT HaMyHaJllapu OWIaH TaKKOCJIaHTaHJa, TaOWHii
paBumga XaBCU3 TEHOTUIUIAP aCOCHM TypyxXra HucOaTaH Ha30paT TypyXujia
KYIPOK ydpamn aHuKIaHmu (Moc pasumga 34,0% Ba 53,3%, y°=7,8; p=0,006;
RR=0,6; 95% CI: 0,46-0,88; OR=0,4; 95% CI: 0,26-0,79). Axcunua, xaBdau
yaranuk reHotunnt KbCHuHT acocwii Typyxuaa, Hazopar Trypyxura HucOartan 10
Gapobap KYIpoK ydpaimm aHuKmaHmd (Moc pasumma 9,0% Ba 0,9%, y°=7,3;
p=0,007; RR=9,6; 95% CI: 1,24-74,65; OR=10,5; 95% CI: 1,30-84,33). [emax,
yui0y xaB(uIM ydYTajJuK TEHOTUIIHM TallyBuu aéijapjaa, ymly TeHOTUIra sra
oynmaran aémnapra Huc6atan, KbC puBoxutanum HucOuit xaBdpu 9,6 mapra Ba
AXTUMOJIMN MOMMIUIMK HUcOaTuHu 10,5 maprara ommpuinu aHukiaadau. yngai
k6, ymoy taakukor KbC puBoxiaHuiiy OOLIKApUIAA MIITUPOK 3TAIUraH
TP53 reHMHMHT YpraHwiran MNoIuMOpQu3iIapu ypracuigard y3apo TabCcuUpiapu
UIIOHYJIN Tap3/1a aHUKJIaHTH.
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KBC pusoosicnanuwuda ypeanunean 2eHemux MApKEPAAPHUHS NPOSHOCMUK
Kypcamkuynapy. TalKUK KWIMHTAH TOJUMOP(PUIMIAPHUHT MYCTaKWJI TEHETHK
Mapképnap cudaruna y30ex nonymsuuscuaa KbC xaBpuuu onguugaH Oumumd
Y4yH MPOTHOCTUK aXaMUSITHHHU YpraHullia KyrWuaard KypcaTkuujiap aHUKJIaHIM:
CE3yBUAHJIUK - Se, y3ura xocaurd -Sp Ba Mapké€p - AUCHHUHI NPOTHOCTHK
camapagopiurd. bupunum Oockuuna Taakuk KuiauHraH rs1042522, rs1800371,
rs17884159 5OKyCHMHT MPOTHOCTHK caMapaJopiuru Vpranwiau (7-ajasaira
kapanr). [Ipornoctuk camapagopink (AUC-knaccudukarop) cranaapt ¢popmyrna
ounan anuknangu: AUC=(Se+Sp)/2; Oy epaa Se Ba Sp reHeTHK MapKEPHUHT
CE3TUPJIUTH Ba Y3UI'a XOCIIUIH.

TP53 renn 151042522 nmomumopdusmu SE Ba SP kypcarkuanapu 0,40/0,69,
AUC camapagopauru 3ca Moc pasuiiga 0,55 TeHr 3KaHIWru aHukjiaHad. TP53
renu 151800371 renerux Mapképuunr SE Ba SP k¥ypcatkuunapu 0,1/0,99, AUC
caMapaJopiiuru 3ca Moc pasuiiaa 0,55 ra TeHr skaHauru ucoornanau. TP53 rean
rs17884159 mnomumopdusmu SE Ba SP  kypcarkuurnapu 0,46/0,62, AUC
camapaaopiuru 3ca moc pasuiia 0,54 TeHr sxaniauru aHukiganau. bupok AUC
kypcarruuu 0,55 nan ommaau. OnuHrad Oy KypcaTrudjiap UIyHH W30XJIalINKH,
KBC xaBdu puBoxiaHummaa 613 TEKIMPTraH TeHHUHT OOIIKa TOJIUMOpPU3MITIAPH

Xamja OoIIKa HOM30/] TeHIapy OuJlaH OOFIMKIUTHIAH 1apak Oepaiu.
7 - aaBaJja
praHI/IJIaéTFaH T€HETHUK MapKépJ'[apHI/IHl" leOFHO3TI/IK caMapa)lomern

N | Temernk SE | sp | AuC OR (95%Cl) |
MapKép

1| rs1042522 | 040 | 069 | 055 | 14(0881-2339) | 014 | 2.1

> | 151800371 | 01 | 099 | 055 | 11,2 (LA422-8838) | 0,005 | 8,2

3 | rs17884159 | 046 | 0,62 | 054 | 153(0,837-2,071) | 023 | 1.

H3zox: SE — cesrupmuk; SP — y3ura xocnuk; AUC — NPOTHOCTHK camapaiopiuK, *p —
duiiepHN aHUK CUHOBH.

Ymby 600HuHr myxokamacuna, KbC puBoxianumn xaBpu OWIaH OOFIUK
Oynran OMOKMMEBUN, UMMYHOTMCTOKUMEBHUI Ba FTEHETUK MAPKEPIAPUHUHT a1a0uit
TaxJIMIM ~ YTKa3WIaM. Ymly agabuér MabiaymMoOTiapu acocuja MHUHOP
aJUIeJJIAapHUHT JAyHEAA ydypall YacTtoTacu Kuécuid taxiuiau Yyrtakazuiub, KbC
TapKanumuaara xaB myxoxkama kunuuau. [lynunraek, ypranuwiaran TPS53 renu
nosmmophusman KbBC xaBpu Ounan OOFIUKIMTAHA TAAKUK KWIMIIHUHT MYXUM
ToMoHJapu Kypuo6 uukwirad. KBC pHBOXIaHMIIMHU OJJUHHU OJUII Ba YHHU
JaBoJIall Oyinya Kelakak/1ard TaAKUKOTIApPHUHT UCTUKOOIUTapy OeNTHIaHTaH.

3aMOHAaBUN TEXHOJOTUSJIAPHU THOOMET amanuérura KUpUO KEIUIN
KacaJIMKJIap MAaTOTeHEe3WHU TYIIYHHINTa UMKOH Oepanu. By aca kacammukiapHu
TYFpU TalXUCHallJa Ba caMapalii JaBojaliga XamJa KIWHUK KEUUIIWHU
nporHo3namaa MyxuM xucoOmanaau. Illy Hykram HazapjaH, OUOKMMEBHI Ba
MOJIeKYJIsIp TeHeTuK ycyiuiap Ounan KbC HOM301 rennap TapMOFUHU TEKIIMPHUIIT
acocuJia ymoy KacaJUIMKKa KaHYaJIUK Japa)kaja MOMWJUIMK OOpJIUTMHMU aHUKJIAII
MyMkuH. YmoOy tankukotrna, KBC puBoxnanummumga TP53 renm rs1042522,
rs1800371, rs17884159 nonumopdusmiapuuu Y30ekuctonna Tapkammmu Ba KBC

xaB(U pUBOXKIAHUIINA aXaMUSITH TeKupwirad. KacammmkHuHr HUcOuid xaBhu
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RR xampa sxtumommk HucbOatu OR kypcarkmumapura myBoduk, TPS53 renm
rs1042522 nonumopdusmununr C aminenu Ba G/C, C/C renoturuiapu, rs1800371
nosumopbusmunuar T amrenu Ba  C/T renotunu,  rs17884159
nonumopusmuHuHr T amtenu Ba C/T Ba T/T renotunnapu 6mian KbC xaBhunu
PUBOXIIAHMIIK Opacujaru Oornukiukiapu anukiaanrad. [lynpmait  xkumu0,
TeKmupwiran onkocynpeccop TP53 reaununr rs1042522, rs17884159, rs1800371
nonumopdusminapu Owian KBC puBOXIaHUIIM oOpacuiaru KOppesiusiiap
HucOaTH Ba XaBd napakaiapu aHukjianrad. OnuHrad HaTikanap acocuga TPS53
rean 1s1042522, rs17884159, rs1800371 nonmumopduszmiapu KbC kacammuruauur
PUBOXKJIAHUII OSXTUMOJUIUTHHN aHUKJIANIAA, KIWMHAK KEYWIA Ba JAaBOJIAII
camMapaJopJINTUHU OJAWHAAH OWIMIIIA MYyXUM TCHETHKAaBHM Mapkép cudaruaa
KYJUTAaHWJIWIITH MYMKHWH JeTaH XyJjiocara KeJIUI MyMKHH.

XYJIOCAJIAP

1. Kykpak ©6e3u caparoHu Ycma XyKalpaJapUHUHT  PUBOKJIAHUII
MAaTOTEHETUK MEXaHU3MHJIa WUMMYHOTHCTOKMMEBHUI TeKmupyBUHUHT Her2/neu,
Ki67 wmapképnapu Ba  onkocyrnpeccop TP53  reHuHuMHr  ypranwiraH
noJIMMopU3MIIapU Opacujia acCOUATUB OOFIMKIIMK aHUKJIAHIH.

2. Omnxocynpeccop TP53 renu rs1800371 nokycununr C/T reHOTHIHK
BapUaHTU KYKpak O0e3n VYcMa XyxKalWpaJlappuHUHT MIAKIJIAHUIINAA MYCTaKHII
npeauKTop cudaruaa axamusarra sra SkaHaurd tacaukiaaHau (p<0.05). Yoy
TCHOTHUITMK BapUaHTHU TaIlyBud aémiapia KyKpak 0e3u capaTOHH PHUBOKITAHHIIN
sxtumonu 11,8 maporabara axamusitiau optuiin mymkud (OR=11.8). Iy Gunan
oupra, TP53 renu rs1800371 moxycuraunr C/C TeHOTUTIMK BapuaHTH KyKpak O0e3u
capaTOHW TIATOTEHETHK MEXaHM3MHUAa WKOOMH axamMusTra (XMMOSIIOBYH
Bazupacu) ara SKaHJIUTH TacAUKIIAHIH.

3. TP53 onxocynpeccop renu rs1042522 Ba rs17884159 nonumopdusmnapu
alyiellb Ba TEHOTHUNHUK BApUAHTIAPUHUHT KYKpak Oe3u CapaTOHUHU KUYHUK
mpeMeHamnay3aid Ba ~ MeTacTa3aid  TypyxJjapuaa Kykpak 0Oe3m  ycma
Xy)KapaJapHUHT  IIAK/UIAHUIIUJArd POJIM  Ba  KYKpak Oe3u  capaToHU
MaTOTeHE3W/1a MHIMBHUIyaJl aCCOIMATUB OOFIUKIUTH aHUKJIaAH/IH.

4. TP53 onxocymnpeccop rtenm 151042522, rs1800371 Ba rs17884159
JIOKYCIIAPHUHT OMPTaMKIary ¥3apo (aJ/INTHB) TAhCUPU Ba KYKpak 0e3u capaToHU
PUBOXKIIAHUIIN YpTacHJa axXaMHUSTIH acCOIMAaTHUB OOFIMKIWK MaBXKYJIUTH
AHUKJIAHIN (X2=7,3; p=0,007).

5. Kykpak 6e3u capaTOHH PUBOXIIAHWINY Ba KJIWHUK KCUWITUHUHT camapalid
MIPOTHOCTUK ME30HJIApY TaKOMUJUIAIITUPUIIIH.
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BBenenne (aHHOTAIUsI JUccepTanuu 1okTopa ¢uiocodpuu (PhD))

AKTYaJIbHOCTh M 3HAYUMOCTH Te€MbI JAuccepranun. B mupe B Hacrosiee
Bpemsi pak MmojouHou kene3sl (PMXK) sBmsercs omnum u3  Hamboiee
pacnpoCTpaHEHHBIX OMACHBIX 3a00JieBaHW cpeau o keHmuH. [lo  mgaHHBIM
BcemupHon opranuzanuu SﬂpaBOOXpaHeHI/IHl, B 2020 romy B mumpe y 23
MUJUIMOHA >KEHIIMH Obl1 auarHoctupoBan PMIK, u3 koTopeix 685 Thicsd C
JeTanbHbIM HcxoaoM. PMOK 3anumaeT nepBoe MecTo 1o 3a00JIeBa€MOCTH PAKOM Y
JKEHIIMH, a ATO O3HaydaeT, 4yTo Kaxnas yeTBeptas (24,2%) KeHIIMHA B MHpE
3aboneBaer PM)K. B V30ekucrane cpenu >keHIIMH oTMeuaercs 24,6% ciydacs
PMX, 3apeructpupoBaHHbIX 3a oauH Toj. [lo 3Tol mpuuuHe B Y30eKHCTaHE
TpeOyeTCcs UCIOJIb30BAaHUE HOBBIX COBPEMEHHBIX MHHOBAIIMOHHBIX TEXHOJOTHUN B
npodunaktuke u aedyeHun PMXK.

B Beaymux Hay4dHBIX IIEHTpaXx MHUpa ObUIO TMPOBEICHO MHOXKECTBO
UCCJIEIOBAHUM MO HW3YYEHUIO TE€HOB-KaHIWAATOB, BBI3bIBAIOLIMX Yy YEJIOBEKa
O0OJBIIOE  KOJMYECTBO  COMATHYECKMX  MyTaUuid W OJAHOHYKJIEOTHIHBIX
noJIMMOP(GU3MOB, B TOM YHUCIE CBsI3aHHBIX ¢ pa3ButueM PMIK. Bonpoc nsyyenus
MEXaHU3MOB (POPMHUPOBAHUS W MPOTrPECCUU JAAHHOTO 3a00JIEBaHUS B HACTOSIIEE
BpeMs ABIISIETCS aKTyaJIbHOUM Mpo0sieMoil coBpeMeHHOM MenuirHbl. Oco0oe MecTo
B KaptuHe HapymeHnnii npu PM)XX 3aHMMalOT NOBpPEXKIEHHS TE€HOB-
OHKOCYNPECCOPOB, B YAaCTHOCTH TeHa [P53, sBistomerocs KIHOYEBbIM
PEryJISITOPOM KJIETOYHBIX TpoleccoB. AKTUBHOCTH TPS53 B PMIK 3HauutenbHO
u3MeHseTcss B pesyinbTare MyTtauui (mo 80% cimydaeB), HacIEICTBEHHBIX
OJTHOHYKJICOTUIHBIX TToIuMOpPGhu3MoB (SNP) u moTepu reTepo3uroTHOCTH.

B Hamieil ctpaHe B pe3yibTare BHEAPEHHUS HAYyYHBIX M HHHOBALMOHHBIX
JOCTH)KEHMM B MPaKTUKy pa3paboTaHbl 3(P(EKTUBHbIE METOAbl paHHEU
JMarHOCTUKU W TPOTHO3UMPOBaHUs KiauHuyeckoro teueHuss PMJK. B crparerun
NeiCTBUI 10 mambHeiiIeMy pa3BUTHIO PecryOmmku Y30eKucTan” Ompe/ieIeHsl
3aauu 1o «Co3nannio 3p(HEeKTUBHBIX MEXaHU3MOB MOOMIPEHNS HHHOBALIMOHHOMN U
HAy4YHO-UCCIIEI0BATEIbCKON  JEATEIbHOCTH, BHEAPEHUI0 WHHOBALMOHHBIX U
HAy4YHO-UCCIIEI0BATEIbCKUX JTOCTHKEHUI B MPakTUKY» U «COBEPILIEHCTBOBAHUIO
CUCTEMBI 3/IpaBOOXPAHEHNS U COUMAIBHON 3alIUThl HaceneHus». Mexons u3 aTux
3a/lady, Ha OCHOBE  WCIIOJIb30BAaHUSA COBPEMEHHBIX METOJOB OHOXMMHUHU U
MOJICKYJIIPHOM T€HETUKH ompesenenne nonumopdusmoB rena TP53 mnsa panneit
JTOKJIMHUYECKON TUarHOCTHKHU, TPOTHO3UPOBAHKS 1 MOHUTOPHUHTA () PEKTUBHOCTH
JICYCHHS paKa MOJIOYHOM KeJIe3bl Y KCHIIUH ¥Y30€KUCTaHa, UTPAeT BAXKHYIO POJIb.

JlaHHO€E HCcCepTalOHHOE UCCIIEIOBAHUE, B ONPEAECICHHON CTEIEHH, CITYKHUT
BBITIOJTHEHUIO 33J1ay, MPEAYCMOTPEHHBIX B COOTBETCTBUU ¢ YKa3zoM [Ipe3unenra
Pecniyonuku Y30ekuctan I[II1-3071 «O wmepax mno pajibHeWIIeMy pa3BUTHIO
CHEIUAIM3UPOBAHHON  MEIMIIMHCKOM  ToMoImM  HaceleHuro  PecmyOmuku
V36ekuctan» ot 2 abrycta 2018 roma, B coorBerctBuu ¢ Ykazom Ilpesunenra
PecniyOonuku Y30ekuctan «O TOCyIapCTBEHHOM MporpaMMe IO peanu3aluu

! https://www.who.int/news-room/fact-sheets/detail/breast-cancer
2 Vkas Ilpesunenra PecniyGmukn Ys6ekncran 7 despamst 2017 r. VII-4947-con «O crparernn AeiiCTBHI IO
JATbHEHUIIIEMY Pa3BUTHIO Y30eKHCTaHa)»
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CTpaTeruy JACUCTBUM MO TMSITH NPUOPUTETHBIM HAMNPABICHUSM Pa3BUTHS
PecniyOnuku VY36ekucran Ha 2017-2021 roasl «l'oJ aKTMBHBIX WHBECTHIUN U
coruaibHoro pazutusi»» I[1D-5635 B suBape 2019 roma, dopmupoBaHue
«kaHueppeructpa» PMIK, npunstHe cnenuasbHOW MPOrpaMMbl IO pPaHHEMY
BBISIBJICHUIO OHKOJIOTMYECKUX 3a00JieBaHMM, OOECIEUEHUIO0 peau3alii TaKux
Mep, KaK ITOCTOSTHHOE oOecrieyeHue MEJIUIIMHCKHAX YUPEKICHUM
MPOTUBOPAKOBBIMH TIPEMApaTaMu W U3ACIUSMH MEAULIUHCKOTO Ha3HA4YEHUd, a
TaK)Ke IPYruX HOPMATUBHO-TIPABOBBIX JJOKYMEHTAX MPHUHATHIX B JaHHOU cdepe.

CooTBeTCcTBHE HCCJIEIOBAHUA NPUOPUTETHBIM HANPABJIEHUAM Pa3BUTHUA
HAaykn uW TexHuku PecnyOauku. J[anHoe wuccienoBaHUE BBIIIOJIHEHO B
COOTBETCTBUM C MPUOPUTETHHIM HAIpPABICHUEM PAa3BUTUS HAYKW U TEXHUKHU
pecnyOnuku VI «MenuuunHa v papMaKoJIOTHs».

Crenenb M3y4eHHOCTH NPoOJeMbl. B HacTosiiiee BpemMsi MHOTHE BEAYIIHE
UCCIIEI0BATENbCKUE IIEHTPBI IO BCEMY MHUPY IPOBOJAST MHOTO HCCJEIOBAaHUMN MO
pazButuio PMXK u ompenenenuio BakHOCTH mnoiaumMopdusMoB rena TPS53 B
MPOTHO3UPOBAHUM U TOBBINMICHUN dPPEeKTUBHOCTH JieueHus1. B HacTosiee Bpems
MPOBOJIATCA UCCIEIOBaHUS MO M3Yy4EeHHIO poiiu mosumopdusma rs1042522 rena
onkocymnpeccopa TP53 B pazsutuu naroreneza PMXK (Leu E. 2011, Hassein poor
Feiz MA. 2012, Alsbeih G. 2013, Sheikhpour R. 2014, Gohari-Lasaki S. 2015,
Nihal Uren, 2016, Moradinasab M. 2017, F. 2018, Akhter N. 2019, Icen-Reassure.
2020). MmHorue Hay4yHbIE UCCIEAOBAaHUS TMPOBOJATCS 1O OIEHKE POJHU
nonumopdusma rs1800371 rena TPS53 B paszsutuu PMXK (Alawadi S. 2011, Al-
Qasem A. 2012, Sharma S. 2014, Murphy M. E 2017).

B crpanax CHI' mnpoBOOHUTCS MHOIO HAay4YHBIX HCCIEIOBAaHUM IO
OIPEEICHUIO 3HaYE€HUS MOTUMOp(PU3MOB reHa oHkocymnpeccopa TP53 B pazsutun
u nporpeccupoBanun PMIK. B wactHoct, B Cubupckom ¢unnane Poccuiickoi
MEIMIIMHCKOM  akajgeMuu ObUla TMoJlydeHa ToApoOHas wuHpoOpMaIus O
MyTaIMOHHONW W3MeH4YuBOCTH reHa TP53 u momumopdusma rs1042522 8 PMXK
(HdenucoB E. 2010). Takxe B mccienoBaHUU, MPOBEJACHHOM B Topoje ['po3HoM
Poccuiickoit @eneparnnu, ObuIa OleHEHa POJIb U CBA3b oiuMopdusma rs17884159
reHa-cynpeccopa onyxonu TP53 B pazsutum PMIXK (Mycxamxkuesa JI. 2017,
bucynranoBa 3. 2020). Ilogcuurtano, 4ro y >keHUMH Kuprusuum cymniectByer
accorranus noaumopdusma rs1042522 rena TP53 B passuruu PMXK (Isakova J.
2017). B nmaHHOM WCCIEIOBAaHUM HW3Yy4yaeTCsl BaXXHOCTh  MOJICKYJISIPHO-
reHeTrudeckux ¢aktopoB B pa3zButuu PMOK. HecMoTpst Ha gocTukeHHsl B 3TOM
00J1aCTH, BOMPOCHI O BO3MOXXKHOCTH HMCHOJB30BaHUS nonaumopdusmoB rs1042522,
rs1800371 u rs1788415 rena TPS53 B panHeil nuarnoctuke u 3pPeKTUBHON OIIEHKE
3a00yieBaHUsl IO 3TUM T€HETUYECKUM Mapkepam mpu pazsutuu PMK ocrarorcs
MaJIOU3y4YE€HHBIMHU.

Brnepseie B UHCcTUTYTE OMODU3UKH 1 OMOXMMUU ObUIM MPOBEICHBI HAyYHBIE
UCCJIEIOBaHMS IO M3YyUYEHUIO 3HAUYEHHUS MOJIMMOPPU3MOB I'eHa - OHKOCYIIpeccopa
TP53 B pa3sutun PMXK B nHameit PecriyOnuke.

CBsi3b TeMBbI JUCCEPTANUM € HAYYHO-HCCJIE0BATEIbCKUMH padoTamu
HHCTUTYTA, T/le BbINOJHEHA auccepramus. J[uccepTalMOHHOE HCCIEA0BaHUE
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BBIIIOJIHEHO B paMKaxX HAy4YHBIX IPOEKTOB IUIaHA HAyYHO-UCCIEI0BATEIbCKHUX
pabor MHHctuTyra OumoOopraHuueckol xumuu AxagemMuu Hayk PecnyOnuku
V36ekucran ®A-A10-T176 «Bueknerounas JIHK B kauecTBe OMomapkepa paHHen
JIMarHOCTUKM W MOHUTOPHHTA OHKOJOTHuYeckux 3aboseBanmit» (2013-2015 rr.)
Nucturyra Ouoduszuku u Omoxumuu [13-20170930146 «Pa3pabotka maHenu
MOTEHUUAJIBHBIX MOJIEKYJISIPHO-TEHETHUYECKUX MAapKEpOB YYBCTBUTEIBHOCTH K
JeKapcTBeHHBIM npenapatam» (2017-2020 rr.)

Leabio ncciae10BaHus SBISICTCS OIIEHKA 3HAYUMOCTHU MOJIUMOPPU3MOB reHa
TP53 B pa3BuUTHU U NPOrPECCUPOBAHUY PaKa MOJIOYHON KeEJIE3bl B Y30€KHCTAHE.

3agaum uccjieJ0BaHUsA

Boiienenue JIHK w3 J1eMKkonmTOB KpOBM YCIIOBHO 3J0pPOBBIX JKCHIIUH M
NAIMEHTOB, Y KOTOPBIX ObUT oATBepxkAeH auarHo3 PMIK, nmpoBenenue ananusa c
NOMOIIBIO 3JIeKTpodope3a B arapo3HoMm rene u crekrpodoromerpa NanoDrop
2000;

OLICHUTH 3aBUCUMOCTb MEXIY Ir€HOTHITMYECKUMHU 4acTOTaMH
nosmmopdusmoB 151042522, rs1800371 u rs17884159 rena TPS53 u mapkepamu
NI'X xenmun npu PMX ¢ pe3ynbTaTaMu IMMYyHOTHCTOXUMHYECKOTO aHAJIN3a;

UCCIIEI0BaTh OCOOCHHOCTH MOMYJISIUOHHO-TEHETUYECKOTO PacIpOCTPaHEHHU S
nosmumopduszmoB 151042522, rs1800371 u rs17884159 rena TPS53 npu pazButuu
PMX y sxenmun Y306ekucraHa;

ONPEAENUTh YaCTOTy BCTPEYAEMOCTH M ACCOLMALMI aieJedl U TeHOTHUIIOB
nosumoppuzmoB rs1042522, rs1800371 u rs17884159 rena TP53 B oOpasmax
JIHK Gonbabix PMX 1 ycnoBHO 340pOBBIX Y30€KCKUX KEHIIUH;

IPOBECTH aHAIU3 pPa3JUYHbIX TalJIOTUNOB MoauMopdusMoB 151042522,
rs1800371 u rs17884159 rena TP53 B uzyueHHsIx oOpa3uax.

B kauecTBe 00beKTa MccJeI0BAHUA ObUIH B3SThl 00pa3ibl BEHO3ZHONW KPOBU
207 y36ekckux xeHiuH, u3 Hux 100 manuentok ¢ PMXK u 107 ycinoBHO 310pOBBIX
YKEHIIVH.

IIpeameTom uccIe10BaAHMS SIBISETCS ONPENEIICHNE KOJIMYECTBA KON TeHa
TP53 B HOpMabHBIX U MATOJOTHYECKUX KIIETKAX.

Metoab! ucciegoBanus. B nccienoBaHuM UCHOIb30BaHbl OMOXUMHUYECKUE,
MOJIEKYyJIIpHO-Ononorndyeckue  (Beimenenue JIHK, rTopu3oHTanbHBIA — Telb-
aneKkTpodopes,  CHeKTpoPoTOMETpusi,  HOJUMEpa3Hass  IeMHas  peaKius,
CTaTUCTUYECKUE MeTonabl aHaim3a). Jluarnoz PMIK ompenensiim ¢ moOMOIIbIO
MaMMOTrpaduu, THUCTOJOTUH, MMMYHOTMCTOXUMHUU M METOJAMM HCCIEIOBAHMS
OMOXMMHUYECKUX TOKa3aTenel B KPOBU OOJbHBIX KEHIIIHH.

HayuyHasi HOBH3HA HcCJIeI0BAHMS 3aKIIIOYAETCS B CIIETYIOIIEM:

OMpeJieieHa  3aBUCUMOCTh ~ MEXJY  TI€HOTHMIMYECKUMH  4YacTOTaMu
nomumopdusmoB 151042522, rs1800371 wu rs17884159 rena TP53 wu
MMMYHOTMCTOXUMHUYECKUMU MapKepamu y keHIInH ¢ PMOK,

J0Ka3aHa 4acToTa BcTpedaeMocTH nonuMopdusmon rs1042522, rs1800371 u
rs17884159 rena TPS53 mpu passutun PMX y y30eKkckux »XEHIIMH U B JIPYTHX
PETMOHABHBIX MOMYJISIUAX;
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JIOKa3aHbl aCCOIMAIMM U OCOOCHHOCTH IMPOTHO3ZUPOBAHUS MOTHUMOPHU3MOB
rs1042522, rs1800371 u rs17884159 rena TP53 npu pazsutuu PMXK y y306ekckux
KECHIIMH;

ompeJieSieHa 4acToTa Pa3jUYHBIX TalIOTUIOB moJuMopdu3sMoB rs1042522,
rs1800371 u rs17884159 rena TP53 B o6pa3nax ¢ PMX u ycioBHO 310pOBBIX
rpynmnax.

IIpakTH4yeckue pe3yabTaThl HCCJIETOBAHUSA:

B HCCIEJOBaHUU OBLIO JI0KAa3aHO, YTO Yy manueHtok ¢ PMXX mnpm
MMMYHOTUCTOXMMHYECKOM  ucciienoBanmun red  TP353  koppemupyer ¢
TeHOTUITUYECKUMH  4YacToTaMu mnonuMopdusmon  rs1042522, rs1800371 wu
rs17884159, UT'X u mx BBICOKOYACTOTHOW accommanueld ¢ mapkepamu Her2/neu,
Ki67;

oOHapyxeHo, uto mexay C amnenem u renotunamu G/C C/C noaumopduszma
rs1042522, a taxxe amienem T u renotunamu C/T momumopduszma rs1800371,
ameneM T u reHorunamu C/T u T/T momumopduszma rs17884159 rena TPS3
CYIIECTBYET 3aBUCUMOCTh MEXKIY PHUCKOM pa3BUTUA U IPHEKTUBHOTO
MPOrHO3UpOBaHus KiIMHUYecKoro TeueHus PMXK y y30ekcKux >KeHIIUH.

JIOCTOBEPHOCTH Pe3yJIbTATOB MCCJIe0BaHus. HayuHblil OAX0 U METOBI,
UCIIOJIb30BAaHHBIE B HCCIEJOBAaHUM, OBUIM OCHOBaHbl HA METOJIOJOTHYECKOM

TOYHOCTH IIPOBEICHHBIX HCCJIEIOBAHU, aJICKBATHOCTH KOJINYECTBA
00cCJIeTOBAaHHBIX MAIMEHTOB, BAXKHOCTHU T'€HA 153 B HUCCIEIOBAHUSAX U MPOIEAYpE
MIPOTHO3UPOBAHUS, CpaBHEHUH MOopsiJIKa 150. MIPOTHO3UPOBAHHUS c

MEXIYHAPOJAHBIMA M MECTHBIMU HCCIEAOBAaHUSMH, a TaKXe METOJlaMu
CTaTUCTUYECKOTO aHaJIn3a.

Hayuynass u npakTuyeckasi 3HAYUMOCTH Pe3yJIbTATOB MCCJIEAOBAHUS.
HayuyHass 3Ha4YMMOCTh UCCJIEJOBAHMS 3aKIIOYAaeTcsl B TOM, YTO YacToTa
pacnpeneneHust ajuieeldl U TeHOTUNoB noauMopdusmoB rs1042522 u rs1800371
reHa oHkocymnpeccopa TP53 cooTBeTCTByeT yacToTe a3MaTCKuX HapojioB. YacTtora
aisienel u reHotunoB noiaumopdusmoB rs17884159 rena TPS53 coorBeTcTBYET
4acTOTE€ €BPOINEUCKUX HapojoB. Y mamueHToB ¢ aHamuzoM WMI'X  Obwio
oOHapykeHo, uTo TeH TP53 mmeer accormaruio ¢ mapkepamu Her2/neu, Ki67 B
pe3ynbTarax TIEeHOTUIUYECKOTO pAacHpeleseHUusT YacTOT M CTaTUCTUYECKOTO
aHaJIn3a MoJIMMOP(PHU3MOB, U3yUYEHHBIX B UCClIeOBaHUU. [10oJTyueHHbIE pe3yIbTaThl
OOBSACHSAIOTCS TpPEABAPUTEIIBHON OLEHKOW pucKa pa3BUTUA U A(OPEKTUBHBIM
nporaozom PMK.

[IpakTryeckasi 3HaYMMOCTb PE3yJbTATOB UCCIEIOBAHUS 3aKIIOUYAETCA B TOM,
yto nonumopusmel rs1042522, rs1800371 u rs17884159 rena TPS3 sBustorcs
OCHOBOM i1 TpOorHo3upoBaHus pucka paszsutus PMXK, npodunakrtuku
3a0o0sieBaHusl U 0OecreueHruss BO3MOXKHOCTH HAaOOpa [Jisi MOJMMEpPa3HOW LIEMHOU
PEAKLHH C UEBI0 MOJIEKYJIIPHO-TEHETHYECKOTO TECTUPOBAHUSI.

BHenpenue pe3yabTaToB MccaeoBaHus. Ha 0CHOBE MOMyYEHHBIX HAYYHBIX
pe3ynpTaToB nomuMop@u3MoB rena TPS3 B passutuu u nporpeccupoBanuu PMK:

3HauMMble pe3ynbTaThl, MOdXy4deHHble npu oueHke PMIK wmapkepom
rs1800371 rena TP530butn ucnons3oBansl B npoekte «Theectect MeaumuHckoro
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HeHTpa npu Y4eOHO - uWcciemoBaTenbckoM HHcTUTyTe-Jeramba Ilmu Suksesy
(Uunonesniickuii  yueOHO-UCCIEI0BATEILCKU HMHCTUTYT VccaeaoBaTenbckoro
IICHTpA) /I paHHeH AUarHocTuku u 3¢ dextuBHocTH Tepanun PMIK. (CnpaBka ot
10 urons 2021 roga). IHomumopdusm rs1800371 rena TPS53, koTopblii MpUMEHSIICS
OpyU  MOJIEKYJSIPHOM TE€HOTUIIMPOBAaHUM MOXXHO CUUTATh CHeUU(PUUIECKUM
F€HETUYECKUM MAapKEPOM Pa3BUTHS PaAKa,;

pe3yJIbTaThl, OJYUYCHHBIE MIPU OLICHKE posiu Mapkepa reHa TPS53 Arg72Pro B
pazsutun  PMIK, wucnonp3oBainch B HayyHOW JsabopaTopuu ¢akynbTera
Ouonornueckux Hayk, kKadenpol Omoxumun yHusepcuteta QUAID-I-AZAM".
(CrmpaBka Yuusepcutera QUAID-I-AZAM Ilakucrana ot 18 mas 2021 roma).
[Momumopdusm rena TP53 Arg72Pro moxeT ObITh crienupUIeCKUM FeHETHYECKUM
MapKepOM BBISBJICHUS M MPOTHO3UPOBAHUS PUCKA PAa3BUTHUS paka B pe3yibTaTe
OMOXUMHYECKOTO U MOJIEKYJIIPHO-TEHETUYECKOTO TECTUPOBAHUS.

AnpoOauust  pe3yJbTATOB  HCCJIeAOBaHUA.  Pe3ynbraThl  JaHHBIX
UCCJIeIOBAaHUM OBUTM JO0JI0KEHBI Ha 4 MexIyHapoaHbiX U 14 pecmyOnnKaHCKUX
HAYYHO- MPAKTUYECKUX KOHPEPECHITUSX.

Ony01MKOBAaHHOCTH pe3yJbTATOB HMccaeqoBanus. [lo TeMe nuccepranuu
OITyOJIMKOBAHO BCEro 26 MEYaTHBIX padOT, U3 HUX 8 HAYYHBIX CTAaTel, B TOM YHUCJIE
7 — B pecnyOnukanckux U | — B 3apyOeKHOM XKypHaje, PEKOMEHIOBAaHHOM
Bricmieit arrectanimonHoi komuccuet Pecy6auku Y30ekucraH.

Crpykrypa u o0bem auccepraumu. J[uccepramusi COCTOUT U3 BBEICHUS,
TpeX TJIaB, BHIBOJOB, CIIMCKA MCIOJIL30BAHHOU JiuTepatypbl. O0beM AuccepTanuu
coctaBisieT 119 meyaTHBIX cTpaHMII.

OCHOBHOE COAEP XAHUE JUCCEPTALINHU

Bo BBegenumum 00OCHOBaHa aKTyaJbHOCTh W BOCTPEOOBAaHHOCTH TEMBbI
auccepTanuy, cGOpMHpPOBAaHBI LIETM M 3aJadyd, a TaKKe OOBEKT W MpeaMeT
UCCIICIOBAHUsI, TPUBEIACHO COOTBETCTBUE  HCCICAOBAHUM  IPUOPUTETHHIM
HaIpaBJICHUSIM Pa3BUTHUSl HAYKU U TEXHUKH PecnyOnuku Y30eKkucTaH, U3J10KEHbI
Hay4yHasi HOBM3HA U IIPAKTUYECKHE pE3YyJbTAaThl HCCIECIOBAHUM, PACKPBITHI
TEOPETUYECKAs U MPAKTUYECKAS 3HAYMMOCTD ITOJYyYEHHBIX PE3YyJbTAaTOB, YKa3aHBbI
CBEJICHMS O BHEAPEHUU PE3YJIbTATOB B IIPAKTHUKY.

B nepgoii rnase auccepranuu «I'en-cynpeccop omyxosaun TPS3 (6enok p53),
OMOXMMHYECKHEe MeXaHM3Mbl pa3BuTus omnyxoam» [IpeacraBien 0030p
3apyOeKHON U OTECUECTBEHHOU JIMTEPATYPHI MO JTaHHOU TeMe. [Ipoananu3npoBaHbl
COBPEMEHHbBIE TIPE/ICTABIICHUS O POJIK U 3HaYeHuH reHa TP53 B popmupoBanuu u
nporpeccupoBanun  PMOK. Jlana oOmas XapakTepucTuka MoiIuMopdHOR
cTpykTypsl TeHa TP53, ocBemenbl ctpyktypa u (QyHkiuu TP53, IlpuBenenst
CBEJICHHS O 3HAYEHUU MOTEPU TeTEPO3UrOTHOCTH B TeHe TPS53 u OnoxuMuueckux
adpdexrax mpu PMIK. IlpencraBieHO NPEAUKTUBHOE U MPOTHOCTHYECKOE
3HaYeHHe MOMUMOPQHBIX BapuaHToB reHa TP53.

Bo BTOpoii rnase nuccepranuu «CoBpeMeHHbIe METOAbl U MATEPHAJIbI AJIs1
OLICHKH POJIH OMOXMMHMYECKHUX M FeHeTHYeCKHX (PaKTOpOB B Pa3BUTHH PaKa
MOJIOYHOM 3KeJsie3bD> MPEICTABIEHBI dTAallbl UCCIEA0BAHNN, MATEPHUAIIBI U METOJIBI,
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UCIIOJIb3yEeMbI€ MpPU MPOBEACHUU HCCIEAOBAHMS. B 4acTHOCTH, B HCCIEIOBaHUE
OblTa BKJIIOYEHAa OCHOBHasg Tpynna u3 207 SKEHIIMH, NpPOXUBAIOIIUX B
V36ekuctane, B ToM uuciie 100 »xenmuH mnanueHToB ¢ PMJK B Bo3pacte B
cpeaqneMm 52,2+1,7 roga u 107 310pOBBIX >KEHIIMH B KOHTPOJIbHOW TpyIIie B
Bo3pacte B cpenHeM 51,4+1,4 roma, y KOTOpBIX HE OBUIO 3aperuCTPUPOBAHO
nanHoe 3aboneBanue. lmarno3 PMOK ompenensin Ha OCHOBaHUM PeE3yJbTATOB
MaMMOTpauu M THUCTOJIOTHYECKOro HcciieqoBaHusi B OTIEICHUHM MaMMOJIOTHH
Tamkentckoro ropojackoro ¢unuana PecnmyOnukanckoro Crenuaan3upoBaHHOTO
Omnkonorunyeckoro HayuHo-nmpaktuueckoro Megunuuckoro Llentpa Munznpasa
PV3. MonekynsipHO-TeHETHUECKHE MCCIEN0BaHud MpoBoauauck B Ortnaene
MOJIEKYJIIPDHOM MEIWUMHBI W KJIETOYHBIX TEXHOJOorud PecnmyOaumkaHCKOro
Cneunamu3upoBaHHoro I'emaronorndeckoro HaydHO-TIpakTHYECKOro IIEHTpa
Munszgpaa PVY3. PabGora mnpoBoaunack ¢ COOJIOJIGHMEM  MIPUHIUIIOB
10OpOBOJIBHOCTH U KOH(pUaeHManbHOCTH. [Ipu mpoBeneHun uccienoBaHuii Obun
u3y4eHsbl 3 moauMop@HbIX BapuanTa rena TP53.

buoxumuueckue memoowt ucciedosarnus. J1ns onpenaesieHUss OMOXUMUYECKUX
nokasaresnei B o0Opa3lax MpoBeAeH OMOXMMMUYECKUN aHAU3 M TMCTOJIOTHYECKOE
uccienoanue kpoBu. JIHK wu3 Benosnoit kpoBu O6onpHbix PMIK 1 ycroBHO
3I0POBBIX JOHOPOB BBIAEISUIM CTAaHAAPTHBIM (PEHON-XIOPO(YOPMHBIM METOJOM,
HAaTUBHOCTh U uncToTy BhIAeneHHol JJHK mpoepsiin meronom snexrpodopesa B
1,5% arapo3nom rene OOmme OHOXMMHUYECKHE IIOKa3aTed ONpEeNesiin B
CBIBOPOTKE KpPOBH C TMOMOUIBIO TecT-Habopa «Humany. I'uctonormyeckoe
UCCleIoBaHUE O00pa3loB TKaHEH mnpoBoAwId Ha mnpubope kapycenb STP 120
¢upmbl Thermo Fisher Scientific (TFS, CILA).

Memoovr  monexynapuo-eenemuueckoz2o ucciedosanus. I'enomuyto JIHK
BBIJICJISTM U3 BEHO3HOM KPOBU C UCIOJb30BaHUEM HAO0poB «Amnaullpaiiv Pubo-
npeny (000 «Hexcm Buoy, Poccus) u Diatom '™ DNA Prep 100 (JTaGopatopus
N3oren, Poccrs) B COOTBETCTBUM C MHCTPYKLIMSAMHU Ipou3Boautenia. KadectBo u
konmuuecTtBo BeimeneHHor JIHK ompenensiom B Onoke  crmektpodoroMerpa
NanoDrop-2000  (NanoDrop  Technologies,  CIIIA).  Ilomumopduszmbl
UCCIIelyeMOro reHa mcciefoBain B ycunurene Rotor-Gene Q (QIAGEN Hilden,
Germany) B COOTBETCTBUH C MHCTPYKLMSAMHU MPOU3BOJIUTENICH C UCIOIb30BAHUEM
tecT-Habopa ITLP ¢upm Jlutex (01338-100 OOO HII® "Jlutekc" Poccus) u
Cunron (Poccus).

Jns craTuCTUYECKOro aHaliu3a HCHOJIb30BAIUCh mporpammel « WINPEP]
2016, Version 11.65» ea «Doctor Stat 2013, Version 1.9», «EpiCalc 2000 Version
1.02».

B tpetbeii rnaBe auccepranuu «3HaueHue mapkepos rs1042522, rs1800371
u rs1788415 rena TPS53 B pa3BuTnH, NPOrpecCHPOBAHMU U TEPANMM PaKa
MOJIOYHOM 2KeJjie3bD> IPUBEIACHBI PE3yibTaThl MOMYJISALUOHHO-TEHETHYECKHUX
XapaKTepUCTHK YacTOT pacrpeaeneHus noaumoppusmon rs1042522; rs1800371,
rs17884159 rena TP53 B Y30ekucrane U MX KOPPEJSAIUHN C Pa3BUTHEM, IPOTHO30M
u nporpeccupoanueM PMOK.  VYcraHoBieHa — acconmanus — HM3yYEHHBIX
noJuMop(HBIX BapuaHToOB reHa TP53 ¢ OMoXUMHUYEeCKUMU TIOKa3aTeNsIMU.
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buoxumuueckue mexanuzmor pazsumua PMJK. W3MeHeHune romeocTasa
MPOUCXOJUT 3HAYUTENBHO paHbIlle, YeM KIMHUYECKass KapThHa 3a00JIeBaHuUs,
nodtoMy npu pazButuu PMXK ucxons w3 nabopaTopHbIX HCClIeIOBaHUN Oblia
MIPOBE/ICHA OLICHKA M3MEHEHUs MapaMeTpoB OOIIEro U OMOXMMHUYECKOro aHalIn3a
kpoBu OonbHbIx Tipu PMOXK. VYV mammentoB ¢ PMIXK Obln  mpoBeneH
KOPPEJSLUOHHBIN aHaiu3 OHOXMMHUYECKUNM TMOKa3aTenel ¢ mnoaumMoppu3Mom
rs1042522, rs1800371, rs17884159 rena TP53. Onpenenensl paziuuusi B oO1eM
OowmpyOuHe, KpeaTuHe, oOmemM Oenke, TeMOrjJoOWHE, I[BETOBOM HHJIEKCE,
MOKA3aTeNsAX CKOPOCTH OCEIAHUS JICMKOIMTOB U APUTPOLIUTOB CPEIX T€HOTUIIOB
THX noaumopdu3moB rera TPS3.

Cpasnumenvrasn xapakmepucmuxa noxazameneu UI'X y eenomunuposanmbix
nayuenmog ¢ noaumoppusmamu ecena TP53 ¢ PMJK. TlpoBeneH aHanu3
3HAUYMMOCTH accounanuu pesynbraroB UI'X ¢ mommmopduszmamu rena TP53 y 42
naimeHToB ¢ PMIK. Tlokazana B3aumocBsizb  penentopoB sctporena (ER),
nporectepoHa (PR) u snupepmansHOoro ropmona pocta denoBeka (Her2/neu) u
MapKepoB, OMNPEAEISAIONIUNX CKOPOCTh JelieHus Bpeanbix kietok (Ki67) c
nosumopduzmamu 151042522, rs1800371, rs17884159 rena TPS53 (cMm. Tabmuity

3.1.).

Taoauna 1
I'enornnuyeckas acconuanus noaumopdusma rs1042522 rena TPS3 y naumnenToB ¢
PMXK, npomenmmx UI'X anaau3

Craryc Craryc Craryc Craryc

rs1042522 ER PR. | Her2ineu- | Ki67-
I'enoTunbl n + - + - + - + -
G/IG 29 18 | 11 | 17 | 12 | 18 11 26 3
G/IC 10 7 3 6 4 2 8 8 2
C/C 3 2 1 2 1 1 2 2 1
Bcero 42 | 27 |15 |25 |17 | 21 21 36 6

Ilpumeuanue: (+) — NOJIOKHUTEITHHO WIIH ILUTFOC; (-) — OTPHUIATEIHHO MM MUHYC.

CornacHo Tabnuie 1, y manueHToB, UMEIOLUX reHOoTUll G/G noaumopduzma
rs1042522 rena TP53 B HOpMeE, y 29 4YenloBEK, yCTAaHOBJIEHA acCOLMALUSA ATOTO
IeHOTHUIIAa C TOJIOKUTEIbHBIMU 00pa3iiamMu. B oqHOM U3 HHUX ObUIO YCTaHOBJIEHO,
yto Tepanus Obuia 3ddextuBHor y 18 (62,0%) manueHToB C MOJIOKUTEIBHBIMU
nokazarenasmu  HER2/neu, a yocrampubix 11 (38,0%) nanueHTOoB C
OTpULIATEIBHBIMU TIOKa3aTeNnsiMu Tepamnus Obuta HeapdekTuB M3 3Toil Tabauisl
TaK)X€ BUJIHO, YTO aHAJIU3 YacTOT (PYHKIIMOHAJIBHBIX, PUCKOBAaHHBIX U O€30MaCHBIX
TCHOTUIIOB B  OTPUIATENBHBIX H  TIOJOXKUTENBHBIX TpYyINax MalleHTOB,
oOcnenoBanHbIx MetogoM WI'X, mokaszanm CTAaTUCTUYECKH 3HAYUMBIC Pa3TUUMS
TONIbKO T0 Mapkepy Her2/neu. BxmouutensHo, renotun HopMmbel G/G
(cootBerctBeHHO 38,0% U 62,0%, x2=4; p=0,04, RR=0,5; 95% CI. 0,28-0,85;
OR=0,2; 95% CI: 0,04-0,81), rerepo3urorasiii reHotunt G/C (COOTBETCTBEHHO
80,0% u 20,0%, x°=3,3; p=0,07; RR=2,0; 95% CI 1,17-3,31; OR=5,8; 95% Cl:-
32,08), B To BpeMs kak myTtaHTHbIH TeHoTHn C/C (cooTBeTcTBEHHO 660,7% WU
33,3%, *=0,3; p=0,5; RR=1,3; 95% CI: 0,57-3,24; OR=2,1; 95% CI: 0,17-25,17).
TakuMm 00pa3oM, ObUIO YCTaHOBJIEHO, YTO OTHOCUTENIbHBIM PUCK CTaOMIBHOCTH
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PMIX mpu xumuoTepanuu y HAlUHMEHTOB, BXOMSAIIMX B OTPULATEIBHYIO TPYIIILY,
HECyIux rerepo3urotHeiii renotun G/C, yBenuuuiics B 2 pasza, a KO3PQUIHUEHT
BeposiTHOCTU-B 5,8 paza. Tak, y »eHmuH ¢ PMXK, y KOTOpbIX ObIOM MPOBEICHBI
ananusbl UI'X, o6HapyxeHo, uto redH TP53 cBsazan ¢ noaumopduzmom rs1042522
n Mapkepamu WUI'X. Ha ocHOBaHMH MOJYYEHHBIX PEIYJIBTATOB, MOKHO CUHUTATh,
yto nonuMopdusm rs1042522 rena TP53 mokeT ObITh MCIOJIB30BaH B Ka4eCTBE
TeHEeTHYECKOr0 MapKepa JJisi MporHo3upoBaHus, 3adonesanust PMIK, npu kotopom
ObLTM TIpoBeeHbI ucciaegoBanus MI'X.

B Ttabmuie 2 mnpuBeAeHbI CpPABHUTEIbHBIC IMOKA3aTEeId TEHOTUIIHMYECKUX
koppemsinuid  okyca rs1800371 rena TPS5S3 ¢ keHUMHaAMM-MAIMEHTKaAMU TpU
PMX, xortopeie mpouumn ananu3 UI'X. CornmacHo Tabnune 2, nHopmansabii C/C
reHotun noaumopduszma rs1800371 rena TPS53 BoisaBien y 40 denoBek, u
YCTaHOBJICHO, YTO Y 3TUX OOJIbHBIX HAOJII0Janach aCCOLMALINAS 3TOTO TEHOTHUIIA C
MOJIOKUTEIbHBIMUA OOpa3iiaMu. B 01HOM U3 HUX OBLJIO YCTAaHOBIIEHO, YTO TEparus
onu1a addexrrBHON y 35 (87,5%) MalMEHTOB C MOJOKUTEILHBIMU MTOKA3aTeISIMH
Ki67, a y ocranpubix 5 (12,5%) manueHTOB ¢ OTPUIATEIILHBIMU IMOKA3aTEISIMU
Ob110 HeI(DPEKTUBHOE JICUCHHE.

Taoauma 2
I'enoTunuyeckas accouuanus noaumopgpusma rs1800371rena TP53 y nauueHToB ¢
PMXK, npomenmmx UI'X anaau3

Craryc Craryc Craryc Craryc

rs1800371 ER PR. | Her2ineu- | Ki67-
I'enoTunbl n + - + - + - + -
C/C 40| 25 15 |24 | 16 18 22 35 5
C/T 2 1 1 1 1 1 1 1 1
Bcero 42 | 26 16 | 25| 17 19 23 36 6

Ipumeuanue: (+) — MONOKUTENBHO WK TUTIOC; (-) — OTpPHIATEIbHO Wik MUHYC;, TT -
TEHOTHI HE BCTPEUALTCSI.

B nanHOi Tabnuue mnpu aHaiM3e 4YacTOThl BCTPEYAEMOCTH Pa3IMYHbBIX
TEHOTUIIOB B IpyImme OOCIeIOBaHHBIX MAIlMEHTOB C MCIIOJIb30BAHMEM MapKepOB
UI'X B oTpunatenbHOW ¢ TOJIOKHUTEIBHOW Tpynmax ObuM OOHAPY>KEHbI
CTATUCTUYECKU 3HAYMMBbIC Pa3Inyusi TOJIbKO 1Mo Mapkepy Ki67. I'erepo3uroTHsIit
redotun C/T (coorBerctBeHHO 50,0% 1 50,0%, X2=2,1; p=0,1; RR=6; 95% CI:
0,43-83,53; OR=7; 95% CI: 0,37-130,5). B ortnuuue OT 5TOro, y MaiueHTOK C
reHotunioM C/C, KOTOpBIH 3amuinaeT ot pucka pa3Butus PMIK, ormedeHo, uto
TpeJiel CTATHCTHYECKUX PA3IHuMil JOCTHraeT 3HaunMoro yposus (x°=2,1; p=0,1;
RR=0,8; 95% CI: 0,59-1,23; OR=0,1; 95% CI: 0,007-2,67). Takum oOpa3zoM, ObLIO
YCTaHOBJIEHO, YTO OTHOCUTENBHBIN pucK cTabuibHocTH PMIK mipu xumuoTtepanuu
y TalUEeHTOB, BXOJMIIMX B OTpULATeNbHYIO Tpymmy, ¢ reHotunoMm C/T,
yBenuuwicsa B 6 pa3, a kodpuUIMEeHT BeposTHOCTU-B 7 pa3. Takum oOpazom,
0Ka3ajoch, 4TO Yy keHIUH ¢ npoBeaeHHbIM UI'X, nepenectmx PMIK, ren TP53
umeeT cBs3b ¢ nonumoppuzmom rs1800371 u mapkepamu UI'X. YcranoBneHo, 4To
nomumoppusm rs1800371 rema TP53 moxkeT ObITh HCHOJB30BAH B KayeCTBE
TEHETUYECKOr0 MapKepa Ipu NMporHosupoBanny nanueHToB ¢ PMOK ¢ Ha ocHoBe
aHamm3os 1I'X.
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B Tabmume 3 mnpuBeneHO CpaBHEHHE TEHOTHIIMYECKUX KOPPEISAIHiA
nonumopduzma rs17884159 renma TP53 mamumentoB ¢ PMXK, y koTopsix
npoBoawnchk ucciuenoBanuss MI'X. CorjmacHo stoi Tabmwmie, HopMmaiabHbii C/C
reHotun nosmmopdusma rs17884159 rena TP53 cocraBun 17 denoBek, U ObLIO
YCTaHOBJICHO, YTO HAOJI0/1a]Iach aCCOIMAIUS TOTO TEHOTUIIA C TTOJIOKUTEIbHBIMU
oOpasuamu, Tepanus Obula d3ddexktuBHO y 16 (94,1%) mnamueHToB C
MOJIOKUTENbHBIMUA TIOKa3zarensimu  Ki67, a y oxpHoro mnamuenta (5,9%) ¢
OTpHUIIATENFHBIM TIOKa3aTeleM Tepamus Obuta HeapdekTuBHOM. Takke B 3TOM
TabNIUIle MpU aHAJIW3€ YacTOT (PYHKIIMOHATbHBIX, PUCKOBAaHHBIX M OE30MAaCHBIX
TEHOTUIIOB B OTPUIIATENBHBIX U TMOJOXUTEIBHBIX TpyNnax Yy MalueHTOB,
oOcnenoBaHHbIXx MeTogoM MI'X, craTuCTUYECKH 3HAYUMBIC pa3Iuuus ObLIH
oOHapy>keHbl TOJbKO 1O Mapkepy Ki67. B wactHocth, reHotun HopMmbl C/C
(cootBeTcTBeHHO 5,9% u 94,1%, ¥°=1,6; p=0,2; RR=0,3; 95% CI: 0,06-2,33;
OR=0,2; 95% CI: 0,02-2,36), rerepo3urotnbiii reHotunt C/T (COOTBETCTBEHHO
15,8% u 84,2%, x*=0,06; p=0,8; RR=1,1; 95% CI: 0,46-2,71; OR=1,2; 95% CI:
0,22-7,05), u myrantsbiidi reHoTHI T/T (coorBeTrcTBeHHO 33,3% M 66,7%, x2:2,l;
P=0,1; RR=3; 95% CI: 0,69-12,93; OR=4; 95% CI: 0,54-29,27).

Takum o0pa3om, OBUIO YCTAHOBJEHO, YTO OTHOCUTEIBbHBIA PHUCK
crabunbHoctt  PMJK 1mpu  xumuoTepanuu |y TaIlMEHTOB, BXOMSIIUX B
OTPUIIATEIBHYIO TPYIIY, UMEIOIIUX PElEeCCUBHBIA TOMO3UTOTHBIA TeHoturn T/T
puck 3abonieBanust PMOK, yBennuuncs B 3 pa3a, a Koap(HULUEHT BEPOATHOCTU-B 4
pasa.

Tabuauna 3
I'enoTunuueckas accouuauusi noaumoppusma rs17884159 rena TP53 y naumueHToB ¢
PMK, npomrenmmx UI'X ananus

Craryc Craryc Craryc Craryc

rs17884159 ER PR- | Her2/neu- | Ki67-
I'eHoTHNDBI n + - + - + - + -
C/C 17 12 5 |12 5 7 10 16 1
C/T 19 13 6 | 12 7 9 10 16 3
T/T 6 2 4 2 4 4 2 4 2
Bcero 42 27 15 | 26 16 20 22 36 6

Ilpumeuanue: (+) — NOJOKUTEITBHO WITH ILUTFOC; (-) — OTPHUIIATEIIBHO MM MUHYC.

V¥ nanuentok ¢ PMXK, npomenmux odcnenoanue UI'X, Obs10 00Hapy*)eHO,
yto noaumopdusm rena TP53 rs17884159 xoppenupyer c mapkepamu MI'X.
[Tomumopdusm rs17884159 rena TPS53 moker ObITH MCHOJIB30BaH B KadecTBE
Ir€HETUYECKOr0 MapKepa npu nporsosupoBannn PMOXK.

Honynayuonnoii ananuz noaumopguszmos cena TP53 6 pazeumuu PMIK 6
V36exucmane. Berpedaemocts MunopHoro amtens C nmomumopdusma rs1042522
reHa TP53 cocrtaBwio 16,8 mporeHTa, 4TO COOTBETCTBYET PaCIPOCTPAHEHHOCTHU
cpean aszuaToB.Takke KOHTPOJb U PACHpPENCIICHHE TE€HOTUIIOB B OCHOBHBIX
TpyIIax COOTBETCTBOBAIM pacmpeseneHuo mno Xapau-BaitaOepry. B rpymme
HaceJeHus: ObUIO OOHapyX)eHo, 4To reH TP53 mmeeT HUBKYH0 KOPPEISIUI0 C
noumopduzmMom rs1042522, B KOTOPOM OKUJIAEMbBIM YPOBEHb MeT€PO3UTOTHOCTH
(Hexp =0,282) paBeH 3HaueHHUI0, cOOTBETCTBYyOUIEMY Auana3ony 0,2< He, <0,3.
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Uccnenyemprii  momumopdu3M  BBIMIET ¢ OXHIAeMbIM KO3 dummeHTOM
reTepo3uroTHoro otrkiaoHeHus (D*), D* = -0,007 oTpunaTenbHOTO 3HAYECHUS, YTO
yKa3bIBaeT Ha ONTUMAaJbHBIA YPOBEHb r€TEPO3UTOTHOTO ACPUITUTA.

[Tomumopdusm rs1800371 rena TP53 sBiusercs MUHOpHBIM BapuaHTOM T-
amenss  nomumMopdusma, dYro coorBerctByeT 0,5 TpolieHTaM  YacTOThI
pacmpocTpaHeHuss MexAy azuaramu. KOHTposib U pacrpejielieHhe T€HOTHUIIOB B
OCHOBHBIX TpYIINax TaKXe HE OTIMYAIUCh OT pachpenesieHus Mo Xaplu-
BaiinGepry. B rpymnme Hacenenuss ObUIO OOHapy:K€HO, YTO pasHOOOpas3ue
nosmmopdusma rs1800371 rena TP53 mmeeT OTHOCUTENBHO HU3KOE 3HAUCHHE, B
KOTOPOM OKHIAeMBbIil ypOBEHb reTepo3uroTHoCT! (Hexy =0,009) okazancs paBHbIM
1o 3HaueHu0. KoapumueHT oTKIOHSHHS TT0 CPAaBHEHHUIO C 0KUAAEMOM YaCTOTOM
HaOJII0/1aeMOM TeTEpPO3UroTHOCTU cocTaBuil D* =-0,11, 4ro He yKa3bIBaJio Ha
M30MpaTENbHOCTh 3TOT0 TEHOTUIIA B HALIEH MOIMYJISIIIUY.

Amnens nonumopduszma rs17884159 T renma TPS53 cocraBun 21,3%, uro
COOTBETCTBYET 4YacCTOTE€ pacCIpOCTpaHEHUs cpeau esporeines. KoHTpons u
pacrpeqieieHhe TEHOTUIIOB B OCHOBHBIX TIpyHnax HE OMIMYAIUCH OT
pacmpenenenus no Xapau-BaitnOepry. B rpynne Hacenenusi Obuio 0OHApYX eEHO,
yro reH TP53 umeer cpenHIO Bapualdi0 MO OTHOIICHHIO K MOJUMOPPU3MY
1s1042522, B KOTOPOM OXHIAaeMblii ypoBeHb IeTepo3uroTHOCTU (Hexp = 0,337)
paBeH 3HAYCHHUIO, KOTOpPOe COOTBETCTBYeT auanasoHy 0,3<Hp<0,4, uro
yKa3blBa€T HA TO, YTO MOIYJSUSA, BEPOSITHO, UMEET CpPEIHEE CEJIEKTUBHOE
npeo0iajaHie 3TOr0 TFeHOTHNA. YCTaHOBJICHO, YTO KO3(PQPUIMEHT OTKIOHEHHS
paBeH 3HaueHuto D* = -0,003 1o OTHOIIEHHIO K 0XHMJIa€MOMY BO3HUKHOBEHUIO
Ha0JII0AaeMOM TeTEPO3ZUTOTHOCTH UCCIEAYEMOTO MOIUMOp(hHU3Ma.

Accoyuayuu nonumopguzmos rsl042522 cena ounxocynpeccopa TP53 6
pazeumuu pucka PMJK. Tlpu ananuze nomumopduszma rs1042522 rena TPS53 y
MaIMEeHTOB ¢ (YHKIIMOHAIBHO onacHbIM *C aJjiesieM U 4acTOThl BCTPEUaeMOCTH B
KOHTPOJILHOM Trpyrie Oblla BBISBIEHA CTATUCTUYECKH 3HAYMMAsi acCCOIIHAIlUs
(x*=2,1; p=0,1; RR=1,3; 95% CI: 0,90-1,98; OR=1,4; 95% Cl:0,88-2,34;). "
Hao00poT, Mpu nokazarensx G amiens, 3alUIIaIIero oT pucka pa3sutus PMXK,
OOHapy>K€HO, YTO TpEeNeN CTAaTUCTUYECKUX Pa3IUIUil JOCTHTaeT 3HAYMMOTO
ypoHs (x°=2,1; p=0,1; RR=0,9; 95% CI: 0,84-1,02; OR=0,7; 95% CI: 0,42-1,13).
Taxkum oOpa3om, OBIJIO YCTAaHOBJIEHO, YTO pUCK pa3Butus C ayiens yBeTuIHMBaeT
otHocutenbHbI puck PMIK B 1,3 pa3a u BepostHocTh B 1,4 paza. [Ipu ananuse
nonmumopduszma 151042522 rena TP53 G/G reHotuma B HOpME IO YaCTOTe
BCTPEYAEMOCTH B OCHOBHOM M KOHTPOJIbHOW Tpynmax ObUIO JO0Ka3aHO, YTO
CTATUCTUYECKAsl KOPPETSLIU (x2:1,9; p=0,1; RR=0,8; 95% CI: 0,71-1,06; OR=0,6;
95% CI: 0,37-1,18) nocturia 3Ha4MMOTO ypoBHs ( Tabyuia 4).
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Taoauna 4
YacToTa pacnpocTpaHeHus ajJielieil 1 reHOTHNOB nojuMopgpuima rs1042522 rena TP53 B
OCHOBHBIX M KOHTPOJIbHBIX FPpyHmax

I/Isyqennble ajJieJim u
T'€CHOTHUIIbI
ACIU U |y oppag | KOHTPOML- |2 | I pp | 9506C1 | OR | 95%ClI
I'€HOTHUIIbI HadA
rpynmna
rpynmna
n % n %
G 155 | 775 | 178 | 832
c 5 205 36 168 21| 01|13 |090-198 | 14 |083-234
GIG 60 | 600 | 74 | 69,0 1,9]01]08| 071-106 | 06 |037—118
GIC 35 | 350 30 | 280120312 083-187 | 1,4 | 076249
CIC 5 | 50| 3 | 3007|0418 043-727 | 18 |0,42_7.84
GIC+CIC | 40 400 33 [31,0|1,9]01]13|089-18 | 1,5 |0,84-265

Ipumeuanue:— G: X2:2,1; p=0,1; RR=0,9; 95% CI: 0,84-1,02; OR=0,7; 95% CI: 0,42-1,13

* _ CTATUCTUYECKH 3HAUMMAasI pasHuIa

[Ipu ananu3e 4acTOThl BCTPEUAEMOCTH (DYHKIIMOHAIBLHO OMACHOTO0 T'€HOTHUIA
G/C B OCHOBHOHM M KOHTPOJBHOH rpynnax yCTaHOBJIEHO, YTO OHH CTATHCTHYECKH
HE3HAYNMBI (X2=1,2; p=0,3; RR=1,2; 95% CI: 0,83-1,87; OR=1,4; 95% CI: 0,76-
2,49). Ilpu ananmsze yactoThl BcTpedaemoctd MyTaHTHoro C/C reHoTuna B
OCHOBHOM W KOHTPOJIbHOM TpyIIax JJA0Ka3aHO, YTO CTAaTUCTHUYECKH 3HAUYUMAas
KOppEJAIus OTCYTCTBYET (x2:0,7; p=0,4; RR=1,8; 95% CI: 0,43-7,27; OR=1,8;
95% CI: 0,42-7,84). Ilpu aHanmu3e YacTOThI BCTPEUYAEMOCTH (DYHKIIMOHAIBHO
omacHoro obmero rerorumna *G/C+C/C B OCHOBHOW W KOHTPOJILHOM Tpymmax
OIIpe e ST CTaTHCTHYeCKy0 Koppersimuio (x°=1,9; p=0,1; RR=1,3; 95% CI: 0,89-
1,88; OR=1,5; 95% ClI: 0,84-2,65).

Takum 00pa3omM, yCTaHOBJIEHO, YTO Y JKCHIIIMH, KOTOPhIE HECYT ATH OMacHBIC
obmue renotunsl G/C+C/C, no cpaBHeHuro ¢ Oe3omacHbiM reHoturnom C/C
OTHOCHUTEJIbHBI ~ PUCK  NPEAPACHOJOKEHHOCTH K  3TOMY  3a00JICBaHUIO
yBeIMuuBaeTca B 1,3 pas3a, a OTHOILIEHUE BEPOSTHOCTH - B 1,5 pa3a. Kpome Toro,
bynkunoHanbHO onacHeli *C amnenb jokyca rs1042522  Obul CTaTUCTUYECKH
3HAYMMO BBIIIE Y KEHITWH B HeOompImuX Tpynmnax ¢ PMXX B mpemenomayse 1o
CPaBHEHHIO C €CTECTBEHHO 3/I0POBBIMU >KEHIIMHAMU-TI0HOpamu (16,8 % u 27,8 %
COOTBETCTBEHHO, ¥°=3,4; p=0,06; OR=1,9; 95 % CI: 0,95-3,81; RR=1,6; 95 % ClI:
0,98-2,78). CnemoBarenbHo, ObUIO yCTaHOBIEHO, uTO *C ayjienb TMOBBIIIACT
BepOSATHOCTH 3a0oieBaemMoctt PMXK B 1,9 pasa, a oTHOCHUTENbHBIN pUCK - B 1,6
paza. Takum oOpazom, npu mnonumopdusme 151042522 rena TP53 B xome
WCCJICIOBAHUSI OBLIIM BBISIBIICHBI CTATUCTHYECKU 3HAUYUMBIE accoIuanuu Mexay *C
ameneM u acconuanusimu  *G/C+C/C renotuma ¢ PMJXK B cooTBercTBHH C
nokasareysiMu oTHocutenbHOro pucka (RR) m orHomenust BepostHocteir (OR)
(p>0,05). Ycranosneno, uro G amieiab AaHHOro mnonumopdusMa u G/G reHoTHmn
JTAHHOTO JIOKYyCa SIBJISIIOTCA HAJCKHBIM 3aIUTHBIM MPU3HAKOM Pa3BUTHUS JAHHOU
MaToJOTHUU. Y CTaHOBIEHO, 4TO, TosmMmopdusMm rs1042522 rena TPS53 sBisercs
OJIHUM U3 T€HETUYECKUX MApPKEPOB B IPOrHO3UPOBaHUM pa3BuTusi PMIK.
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Accoyuayuu noaumopghusma rs1800371 eena TP53 6 passumuu PMIK.
OOnapy:XeHa CTaTHUCTHMYECKHM 3HayuMas pa3HUIA T[pUd aHaIW3€ YacTOTHI
BCcTpeyaeMocT (GyHKIMOHATIBHO onlacHOro *T ajyuiens y manueHToB U B KOHTPOJIE
nonumopdusma rs1800371 TPS53 (x2=8,2; p=0,005; RR=10,7; 95% CI: 1,38-82,82;
OR=11,2; 95% CI:1,42-88,38). HamnportuB, ycTaHOBJIEHO, 4YTO IMpeaes
cTaTUcTHUeckux paznnuuii mo amiento C, 3ammmaromiero ot PMIK, pocturaer
3HAYMMOTO YPOBHS (X2=8,2; p=0,005; RR=0,9; 95% CI: 0,92-0,98; OR=0,09; 95%
Cl: 0,01-0,70). Takum oOpa3oM, OBLIO JOKa3aHO, 4YTO omacHeId *T arensb
YBEJIMYUBAET BEPOSITHOCTH 3aboneBaemoct PMK B 11,2 pa3za, a OTHOCUTENHHOTO
pucka - B 10,7 pasa. Ilpu aHamm3e YacTOThl BCTPEYAEMOCTH MOIUMOpPQPHU3MA
rs1800371 rera TP53 B OCHOBHOW M KOHTPOJBHOU rpymmax HopMmanbHOro C/C
TEeHOTHITA B (PYHKITMOHATHPHOM OTHOIICHHH CTAaTUCTUYCCKH 3HAYMMBIMH OKa3aJIMCh
pasznuyus B Tpenene (x2=8,4; p=0,004; RR=0,1; 95% CI. 0,85-0,97; OR=0,08;
95% CI: 0,01-0,67). Ilpm aHanmu3e YacTOThI BCTPEUAEMOCTH (DYHKIIMOHAIBHO
ormacHoro *C/T reHoTumna B OCHOBHOM U KOHTPOJBHOM TpymHmax CTaTUCTHUYECKH
omnpeaessaach accolualus (X2:8,4; p=0,004; RR=10,7; 95% CI. 1,39-82,07,
OR=11,8; 95% CI: 1,48-93,77). Takum oOpazom, nmpu HocuteinbcTBe C/T reHoTuna
ObLJIO OOHAPY’>KEHO, YTO OTHOCUTENBHBIN puck pazBuTus PMK yBenuuuBaetcs B
10,7 pa3a u BeposATHOCTh COOTHOIIEHUS B 11,8 pa3za mo cpaBHEHUIO C KEHIIIMHAMU,
y KOTOpBIX HE OBUIO ATOTr0 TreHoTHna. YcraHoBieHo, 4yTo reHotun T/T wHe
HaOMIOMAJICS B OCHOBHOW W KOHTPOJBHOW TPYIax JaHHOTO WCCJICIOBAHMS

(Tabnuma 5).
Ta0auna S
YacToTa pacnpocTpaHeHHsl M CTATHCTHYECKHE Pa3HHUIbI aJljIeJIell 1 TeHOTHIIOB
noaumop¢pusma rs1800371 rena TPS53 B 0CHOBHBIX M KOHTPOJILHBIX TPyNIax

HN3y4yennslie ajuieu u

AJjte T€HOTHIIBI
UM onan | ROMTPOIR- |2\ bl pp | 95%Cl | OR | 95%Cl
I'¢HoT HasA
rpynmna
HIbI rpynmna
n % n %

C 190 | 95,0 | 213 | 99,5
T 10 | 50 1 0,5
CIC 90 | 90,0 | 106 | 99,0 | 8,4 | 0,004 | 01 | 0,85-0,97 | 0,08 | 0,01-0,67
CIT 10 | 10,0 1 10 | 84| 0,004 | 10,7 | 1,39-82,07 | 11,8 | 1,48 93,77

TT | 00| 00 | 00 | 00 |00] 00 0,0 0,0 0,0 0,0
Ipumeuanue:—C:x°=8,2; p=0,005; OR=0,09; 95% CI: 0,01-0,70; RR=0,9; 95% CI: 0,92-0,98

* — cratucTudecky 3HaunMas pasHuna T/T reHoTun — He BCTpevaeTcs.

8,2 | 0,005 | 10,7 | 1,38—-82,82 | 11,2 | 1,42 88,38

Takum 00pa3oM, OTy4YCHHBIE PE3yIbTAThl MOATBEPAUIIHU, YTO MOTUMOPHU3M
rs1800371 rena TP53 wurpaer Baxkuyio poib B paszButuu PMXK y y36ekckux
xenmmH. [lontBepxaeno, yrto T amnens u C/T reHotun mnoauMopdusMa
rs1800371 rena TP53 noesimaror puck PMIK, C amnens u C/C reHOTUNIHMYECKUN
BapuanT mnosmmopduszma 151800371 rena TPS53 BBINOJHSIOT OTHOCHUTEIBLHO
3alIMTHYIO0 (DYHKIHWIO B Pa3BUTHM JIaHHOW NATOJOTUU. TakuMm 00pa3oMm, JIOKYC
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rs1800371 renma TP53 cuuTaeTcs BaXHBIM TI€HETUYECKUM MapKEepoOM IpHU
OTIpEJICTICHUH BEPOSATHOCTH pa3BuTHUs 3a0oneBanus PMIK.

Accoyuayuu nonumopgusma rs17884159 eena TPS53 6 pazeumuu PMIK. Tlpu
aHaJM3€ YacTOThl BCTPEYAEMOCTH (PYHKIMOHAIBbHO omacHoro *T ammens
nomumopdusma 1517884159 rena TP53 y manueHTOB M B KOHTPOJIBHOM TpyIIie
ompejiesieHa CTaTUCTUYECKH 3HaYMMask KOPPEeJIsIus (X2=1,4; p=0,2; RR=1,2; 95%
Cl: 0,87-1,74; OR=1,3; 95% CI.0,83-2,07). Takum obpa3om, ycTaHOBJIEHO, 4TO *T
aJyiedb YBEIMYHMBACT OTHOCHUTENBHBIM pucKk pa3Butus PMOK B 1,2 paza u

BEepOATHOCTH B 1,3 paza ( Tabimma 6).
Tabauuna 6
YacroTa pacnpocTpaHeHnus ajJieieii 1 reHOTuNnoB nojumopgpuima rs17884159 rena TPS3
B OCHOBHBIX M KOHTPOJILHBIX IPynnax

H3y4yenHsble ajlienu u
Ir¢eHOTHIIBI
ARTeTUm | opnag | NOHTPOTET |2 | n o | 9506C1 | OR|  95%cCl
IT'€HOTHUIIbI HasdA
rpymnma
rpymnmna
n % n %
C 147 | 73,5 | 168 | 78,5
14102|12| 087-1,74 | 1,3 | 0,83-2,07
T 53 | 265 | 46 | 215
C/C 54 | 540 66 |61,7|1202 08| 069-1,11 | 0,7 | 0,42—-1,27
C/T 39 390 36 | 336|06|04|12|081-166 |13 | 0,71-2.22
T/T 7 7,0 5 47 10510415 049-456 | 15| 0,47-5,00
C/C+T/T | 46 | 460 | 41 | 383 |12(02|12| 087-165 |14 | 0,78—2,38

Ipumeuanue: — C: y°=1,4; p=0,2; RR=0,9; 95% CI: 0,84-1,04; OR=0,7; 95% CI:0,48-1,19
* — CTAaTUCTUYECKH 3HAYMMAas pasHuna

Hanpotus, npu aHanuze 4acToTsl BcTpeuaeMocTu C ajuiens, 3alUIIaronero

or PMX, B KOHTpOJIbHOM M OCHOBHOW TpyIax OblIa OMpeaesieHa MpeseibHas
3HAYUMOCTh CTAaTUCTUYECKUX PA3TUUYNN (x2=1,4; p=0,2; RR=0,9; 95% CI: 0,84-
1,04; OR=0,7; 95% CI. 0,48-1,19). Ilpm aHanm3e dYaCTOTHI BCTPEUAECMOCTH
dbynknuonaasHo HopManbHOTO C/C TreHotuma momumopdusma rsl17884159 rena
TP53 B KOHTPOJBHOI U OCHOBHOM IpyIine OOHAPYXKEHbI CTATUCTUYECKU 3HAUYMMBIE
pasmuns (x°=1,2; p=0,2; RR=0,8; 95% CI: 0,69-1,11; OR=0,7; 95% CI: 0,42-
1,27). Ilpu ananuse 4acToThl BcTpeyaemMoctu onacHoro renotuna C/T B ocHOBHOI
Y KOHTPOJIBHOM TpyIIiax ObIO 0OHAPYKEHO OTCYTCTBUE CTATUCTUYECKHA 3HAUYUMOMN
xoppesmsimn (x°=0,6; p=0,4; RR=1,2; 95% CI: 0,81-1,66; OR=1,3; 95% ClI: 0,71-
2,22). Ilpu ananuse 4acToThl BcTpeyaeMocTH onacHoro reHotumna T/T B ocHOBHOIA
U KOHTPOJBHOM Tpymnmax ObLJIO JOKa3aHO OTCYTCTBHE CTAaTUCTUYECKH 3HAYMMOM
aCCOIMAaTUBHON 3aBUCHUMOCTH (x2=0,5; p=0,4; RR=1,55; 95% CI. 0,49-4,56;
OR=1,5;, 95% CI. 0,47-5,00). Ilpu anamm3e YaCTOTBI BCTPEUAEMOCTH
dbyHknuonaasHOo omacHoro o6mero reHotuna C/T+T/T B  OCHOBHOW W
KOHTPOJILHOUM TpyIax ObUI0 0OHAPYKEHO OTCYTCTBUE CTATUCTHYECKU 3HAYMMOU
KOppeTsnu (x2:1,2; p=0,2; RR=1,2; 95% CI: 0,87-1,65; OR=1,4; 95% CI: 0,78-
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2,38). Taxxke (yHKIMOHATBLHO omacHbI amnenb *T sokyca rs17884159 Obin
CTATUCTUYECKU 3HAYMMO BBIIIE Y >KCHIIUH C HEOOJBIIOW TpyNIol MeTacTa3oB
PMXX 1o cpaBHEHHIO C TpPaJUIMOHHO 3/I0POBBIMU >KEHIIMHAMM-IOHOPAMU
(cootBercTBeHHO 21,5 % 1 30,0 %, ¥2=3,3; p=0,07; OR=1,5; 95 % CI: 0,96-2,54,
RR=1,4; 95 % CI. 0,97-2,00). Tak oxa3aigoch, 4TOo omacHbli amienb *T
YBEIMYMBAET BEPOATHOCTH 3abosieBaemMoct PMIK B 1,5 pasa u oTHOCUTEIBHBIN
puck B 1,4 paza. Takum o00pa3oM, B COOTBETCTBHUM C TOKa3aTelsiMu
OTHOCHTENIFHOTO PHCKAa M COOTHOIIEHHUS BeposTHocTed rpynn *T amnenbHbIX
accoluanuii, B KOTOPBIX u3ydaics nmoiumopdusm nomumopdusm rs17884159 rena
TP53 Obutn onpeneneHsl CTaTUCTHUECKH 3HaunMble accormanuu ¢ PMXK. Onnako
OBLJIO JOKa3aHO, 4YTO HE OBUIO CTAaTUCTUYECKH 3HAYUMBIX PE3YJbTaTOB C
reroruriamu C/T, T/T, C/C+T / T.

Ananuz uacmomul paznuunvlx 2aniomunog mnonaumMopPusmMoB rs1042522,
rs1800371, rs17884159 cena TP53 6 uccredyemwvix obpazyax. B nepBUYHBIX U
MOMYJSIIUOHHBIX 00pa3iax ObUIM BBISBICHBI TPU YHUKAIBHBIX CIydas Tpex
KoMOuHaIui reHoTunoB. OJIMH U3 TAKUX YHUKAJIBHBIX CIy4aeB, KOTIa U3y4aeMbIii
red TP53 cuwurancs ouHApHBIM OIMACHBIM TI'E€HOTHIIMYECKUM BapUaHTOM
nomumoppusmoB. [lpu aHamusze YacTOThl BCTPEYAEMOCTH 3TOTO  OINACHOTO
TEHOTUIIa B OCHOBHOM UM KOHTPOJIbHOM rpynmax OblUIM  OOHApy>KEHBI
CTaTUCTUYECKH He3HauuMmble Koppemsmuu (45,0% u 37,4%, X221,2; p=0,2;
RR=1,2; 95% CI: 0,85-1,63; OR=1,3; 95% CI: 0,78-2,39). Ilpu ananm3e 9acTOTHI
BCTPEYAEMOCTH MOJUMOP(QHBIX TE€HOTUIIOB JBOMHOTO pPHUCKA B OCHOBHOU U
KOHTPOJIBHOM rpynmnax ObUIO JOKa3aHO OTCYTCTBHME 3HAUYMMOM acCOLMATUBHOMN
koppersinuu ¢ PMOK (X2=O,7; p=0,3; RR=1,4; 95% CI: 0,62-3,21; OR=1,5; 95%
Cl: 0,59-3,69). OngHOBpeMeHHOE€ HOCHTENLCTBO moauMopdu3MoB reHa TP53
pa3IMYHBIX KOMOHMHAIMA TPEX pa3HbIX T'€HOTUIIOB, MO CPABHEHHUIO C TPYNION
MAlMEHTOB U KOHTPOJBHBIMH OOpa3llaMH, €CTECTBEHHO OoJiee Oe30IacHbIe
TeHOTUNBl ObUIM OOHApY)KEHbI Yallle B KOHTPOJBHOW TpyIlle, YeM B OCHOBHOM
rpynne (coorBeTcTBeHHO 34,0% 1 53,3%, x2:7,8; p=0,006; RR=0,6; 95% CI: 0,46-
0,88, OR=04; 9% CI. 0,26-0,79). HampoTuB, B OCHOBHOW TpymIe
3JI0Ka4eCTBEHHOTO TpoiHoro renotuna PMIK Obuto BeisiBieHo B 10 pa3 Ooblie,
YeM B KOHTpPOJIbHOW rpymnmne (cooTrBeTrcTBeHHO 9,0% u 0,9%, x2=7,3; p=0,007;
RR=9,6; 95% CI: 1,24-74,65; OR=10,5; 95% CI: 1,30-84,33). Tak, y >KeHIIuH,
KOTOpBIE HECYT 3TOT ONACHBIM TPOMHOM I'€HOTHUI, [10 CPABHEHUIO C JKEHIMHAMU, Y
KOTOPBIX ATOTO TEHOTUIIAa HET, ObLJIO OOHAPY>KEHO, YTO OTHOCUTEIbHBIA PUCK
pazButus PMXK yBennuuaercs B 9,6 pasa, a koadduirienT BepositHocTu-B 10,5
paza. Takum oOpa3oM, JaHHOE HCCIAEAOBAaHUE JOCTOBEPHO  OINPEAEIUIIO
B3aUMOJICUCTBUE  MEXAYy  mnoiaumMopdusmMamu  u3zydyaemoro rena  TP53,
YUYaCTBYIOIIMM B YIIPABICHUHU Pa3BUTH U MporpeccupoBanns PMIXK.

IIpocnocmuueckue nokazamenu 2eHEMUYECKUX MAPKepos8, U3YUEeHHbIX Npu
pazeumuu PMJK. JIns wu3ydeHHsT ONPOTHOCTUYECKOW 3HAYMMOCTH HMCCIENYEMBIX
noJuMOp(U3MOB B KadeCTBE CAMOCTOSTEIbHBIX T€HETUYECKUX MAapKEpPOB st
nporuo3upoBanusi pucka PMIXX B y30ekckoil momymsuuy ObUTH OMNPEEIICHBI
CIIEyIOIIMEe TIIOKa3aTeau: YyBCTBUTEIBHOCTh - Se, chneuupuyHocTh - Sp U
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nporuoctudeckas 3pdextuBHocth Mapkepa - AUC. Ha nepBom sTane uzyyanach
nporHoctuueckas 3¢pGEKTUBHOCTh M3YUYECHHBIX HaMHu JIOKycoB (cMm. TaGmwmiry 7).
[Ipornoctuueckass  sddexruBHocTh  (AUC-kiaccudukarop)  onpeaensiach
cranaaptHoit ¢popmynoit: AUC=(Se+Sp)/2; rne Se u Sp — 4yBCTBUTEIBbHOCTh U
cnenuUYHOCTh, TEHETUYECKOTO Mapkepa, CooTBeTcTBeHHO. [lonmumopduszm
rs1042522 rena TP53 nmoka3zai, uro nmapamerpsbl SE u SP 6butn paBubl 0,40/0,69, B
To BpeMs kak 3¢ dextuBHOCTE AUC 6b11a paBHa 0,55 cooTBeTcTBeHHO. [l0Ka3aHo,
yto nokaszarenu SE u SP renermueckoro mapkepa rs1800371 rena TPS53 paBHbl
0,1/0,99, a s>ddextuBHOocTE AUC paBHa 0,55 coorBercTBeHHO. [Tomumopdusm
rs17884159 rena TP53 mokazain, uro mapamerpsl SE u SP cocraBmmu 0,46/0,62, B
To BpeMsa kak s¢¢exktuBHocTh AUC Opima paBHa 0,54 coorBerctBenHo. Ho
nokazarenb AUC nHe mnpesimaer 0,55. Takum oOpazom, 3TH TOKa3arenu
OOBSACHAIOT, 4TO B pa3BuThuu pucka PMXX wnmeercs 3aBUCHUMOCTb JpYrux
NOJIMMOP(GHU3MOB U3YUYEHHOTO HAMU I'e€Ha TaKXKe JAPYTUX T€HOB-KaHIUAATOB.

Taoauna 7
IIpornocTuyeckas 3ppeKTUBHOCTD H3y4YaeMbIX FTeHeTHYECKUX MapPKepPOB

N | Pewermueckmit | op | op | Ayc OR (95%CI) | o
Mapkép

1 rs1042522 040 | 069 | 055 | 1,4(0,881-2339) | 0,14 | 2,1

2 rs1800371 01 | 099 | 055 | 11.2(1,422-8838) | 0,005 | 8,2

3 rs17884159 046 | 062 | 054 | 1,3(0,837-2,071) | 023 | 1,4

Ilpumeuanue: SE — uyBctBUTENnbHOCTE; SP — cnennguunocts; AUC — nporsocruyeckas
3¢ (eKTUBHOCTD, *p — KodppunueHT durepa.

B o0cyxnenun paHHOW TIaBbl OBbUI TIPOBEACH aHANW3 JIUTEpaTyphl IO
OMOXUMHUYECKUM, HMMMYHOTUCTOXMMUYECKMM U TEHETHYECKUM MapKepam,
CBs3aHHBIM ¢ puckoMm pa3Butusi PMJXK. Ha ocHoBe maHHBIX JHTEpaTypbl ObLI
MIPOBE/ICH CPaBHUTEIBHBIA aHAJIN3 YaCTOTHI BCTPEYAEMOCTH B MHUPE MHHOPHBIX
ajienei u oocyxaancs puck pacnpocrpaneHHoctd PMIK. B nanHoit rimaBe ObLin
pPaccMOTpPEHBI BaXKHBIE ACTIEKTHI MCCIICIOBAHMSI, COTTIACHO KOTOPBIM MOJTMMOPQHBIE
BapuaHTel TeHa TP53 xoppemmpyror ¢ puckom paszsutus PMIK. Onpenenenst
NEePCHEKTUBbI JAIbHEUIIINX UCCIIeI0BaHU aTorenesa u npodunaktuku PMXK.

BHenpenue COBpeMEHHBIX TEXHOJIOTHIA B MEAUITUHCKYIO MPAKTHKY TTO3BOJISET
MOHSATh TMATOTeHe3 3a0oJieBaHWK. DTO BaXKHO JI MPABWIBHON TUArHOCTHKU |
s dexTUBHOTO JieueHus: 3a00I€BaHNM, a TaKKe MPOTHO3UPOBAHMS KIMHUYECKOTO
tedeHus. C 3TOM TOYKU 3peHUsT OMOXUMHUYECKUMHU U MOJICKYJISPHO-TEHETUIECKUMU
METOJaMH  MOXKHO  ONpENeIuTh, B  KAaKOM  CTENEHU  CYIIECTBYET
IPEPaCIONOKEHHOCTh K 3TOMY 3a00JIEBaHUIO, HA OCHOBE M3YUYECHUS CETU T'€HOB-
kanauaatoB PMJK. B nganHoii pabore Oblla uccleqoBaHa 3HAYUMOCTH
noumopdu3moB 151042522, rs1800371, rs17884159 rena TP53 B pazsutun PMIK
B Y30ekucraHe. B coOTBeTCTBUM ¢ TMOKa3aTelIsIMU OTHOCUTEIBHOTO pHCKa
3aboneBanuss RR u otHomenuem BepositHoctd OR C ayenem u renotunamu G/C
C/C nomumopdusma rs1042522, annenem T u renorunamu C/T monumopduszma
rs1800371, amnenem T u renotunamu C/T u T/T nonmumopduzma rs17884159 rena
TP53 omnpenenena 3aBUCUMOCTh MEXKIY PUCKOM Pa3BUTHS M MPOTrPECCUPOBAHMS
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PMJK. OmnpeneneHbl COOTHOLIEHHE KOPPEISLMU M CTEINEHU PHUCKA MEXIY
nonumopduzmamu  rs1042522, rs17884159, rs1800371 rena oHKocympeccopa
TP53 u paszButuem PMIK. Ha ocHOBaHHMM NOJYYEHHBIX PE3YyJIbTATOB MOKHO
MPUATH K BBIBOMY, UTO moJuMopdusmbl 1s1042522, rs17884159, rs1800371 rena
TP53 moryt ObITh MCHOJIB30BaHbl B KAYECTBE BAJKHBIX N'€HETUYECKUX MapKEpOB
IpU  ONpE/CNICHUd BEpOSITHOCTU pa3Butus 3abosneBanus PMIK, mpornosa
KJIIMHAYECKOTO Te4eHUs U 3P(HEKTUBHOCTH TEPANTUU

BbIBO/IbI

1. Onpenenena accouuaTUBHAs CBA3b MEXIY HMMYHOIMCTOXUMHUYECKUMH
mapkepamu  Her2/neu, Ki67 u u3ydyeHHBIMH TOJUMOPPU3MAMHU  TI'€Ha-
oHKocymnpeccopa TP53 B naTOreHeTH4eCKOM MEXaHU3ME PAa3BUTHUS PAKa MOJIOYHOM
KEJE3bl.

2. TloaTtBepxkaeHo, uro reHotunuueckuit BapuanT C/T mokyca rs1800371
resa OHKocymnpeccopa TP53 wumeer 3HaueHMe B KadecTBE HE3aBUCHUMOIO
peIuKTOpa 00pa30BaHUs OMYXOJIEBBIX KIETOK B MOJIOUHOM sxeneze (p<0,05). ¥V
YKEHILIMH, HOCUTENEH 3TOTr0 T€HOTHIIMYECKOTO0 BapHaHTa BEPOSTHOCTb Pa3BUTUS
paKa MOJIOYHOM »eJe3bl MOXKET SKCIOHEHUUAJIbHO yBenuuuBatbes B 11,8 pasza
(OR=11,8). Takxke moxarBepxaeHO, 4To TreHoTtunuueckuii Bapuant C/C moxyca
rs1800371 rena TP53 umeeT nosoxxutensHOe 3HaYeHUE (3AIIUTHON (DYHKIIMEH) B
MaTOr€HETUYECKOM MEXaHU3ME paKa MOJIOYHOMU JKEJE3bI .

3. OmpeneneHo, 4TO B MallbIX MPEIMEHOMAY3aJbHBIX W METacCTa3upPYIOLIUX
rpymnmnax OOJNIbHBIX MOIUMOPGU3MBI  ajljieJied W TEeHOTUIMUYECKUX BapUaHTOB
rs1042522 wu rs17884159 rena onkocymnpeccopa TP53 wurparorT BaxxXHyH poJib B
(GOpMHpPOBAHUM OMYXOJIEBBIX KIJIETOK paka MOJIOYHOM JKele3bl W HUMEIOT
VHMBUYAJIbHYIO aCCOLIMATUBHYIO CBSI3b B MATOICHE3€ PaKa MOJIOYHOM JKeJe3bl.

4. OnpeneneHo HAIMYNAE aCCOLUMATUBHOM 3aBUCHUMOCTH MEXKIY COBMECTHBIM
(anmuTUBHBIM) B3auMojieicTBUEeM JIOKycoB 1s 1042522, rs1800371 u rs 17884159
¥ pa3BUTHEM paKa MOJIOYHOI xenessl (x°=7,3; p=0,007).

5.  VYcosepmieHcTBOoBaHbl  A(()EKTUBHBIE TMPOTHOCTUYECKUE  KPUTECPUU
Pa3BUTHE U U KIMHUYECKOTO TEUCHUS PaKka MOJIOYHOM JKEJIE3Bl.
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INTRODUCTION (PhD thesis abstract)

The aim of the research work To evaluate the importance of TP53 gene
polymorphisms in the development of breast cancer in Uzbekistan.

The object of the research work as an object, 207 Uzbek women were
taken, including 100 breast cancer patients and 107 conditionally healthy women
received blood samples.

The scientific novelty of the research is as follows:

in the study, the results of the main group immunogistochemical examination
were found to be correlated between genotypic frequencies and
immunogistochemical markers of TP53 gene rs1042522, rs1800371 and
rs17884159 polymorphisms in breast cancer women with whom the results were
obtained,;

in the development of breast cancer in Uzbek women, the frequency of
occurrence of TP53 gene rs1042522, rs1800371 and rs17884159 polymorphisms in
other regional populations has been proven;

for the first time in Uzbek women, the TP53 gene rs1042522, rs1800371 and
rs17884159 polymorphisms in the development of breast cancer, as well as its
predictive properties have been proven;

in the study, the frequency of different gaplotypes of the TP53 gene
rs1042522, rs1800371 and rs17884159 polymorphisms was determined in the
samples of breast cancer and conditionally healthy groups.

Implementation of research results. based on the scientific results obtained
on the description of polymorphisms of the TP53 gene in the development of
breast cancer risk:

Significant results obtained in assessing the role of rs1800371 marker of the
TP53 gene in the development of breast cancer in the project "Theectect of the
Medical Center at the Jeramba Ilmu Succes Educational and Research Institute",
which was used as a marker of early diagnosis and effectiveness of breast cancer
therapy (Indonesian Educational and Research Institute of the Research Center,
June 10, 2021). The polymorphism rs1800371 of the TP53 gene, which was used
in molecular genotyping, can be considered a specific genetic marker of cancer
development;

The results obtained in assessing the role of the marker of the TP53 Arg72Pro
gene in the development of breast cancer were used in the scientific laboratory of
the Faculty of Biological Sciences, Department of Biochemistry of QUAID-I-
AZAM University" (reference of Quaid-I-Azam University of Pakistan, May 18,
2021). The TP53 Arg72Pro gene allowed the polymorphism to be a specific
genetic polymorphism in the detection and prediction of cancer risk as a result of
biochemical and molecular genetic applications.

The structureand volume of the thesis. The composition of the dissertation
consists of an introduction, three chapters, conclusions, a list of used literature. The
size of the dissertation was 120 pages
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