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NIITUH XAJIIIBI MYHO3/16MOCY

JuccepTanusJIbIK HIITHH aKTYaJayyayry. XKoul callblH AyHH6 KY3YH© dMUEK
06e3unuH parbiabiH (OBP) 1,7 muH. kaHbl yaypaapsl kaTtanyyaa. 2020-Kbu1 MUUHJIE
Keipreizcranma 5377 3anan MUMIMAKTYY Taiga 6onyynapaeiH ke 100000 kankka 81,7
*KaHbpl yuypiap TaObuiabl. MbiHga 2020-KblT WYUHAE YIYTTYK OHKOJIOTHUS KaHa
remMotoJjorusi 6opoopyHyH MaansiMarTapel 6otoHua DbP oopycy 100000 kankka 18,5Tu
Ty3ay. KbIprei3ctanga asmmapAblH OHKOJOTHSUIBIK OOPYJIapbIHBIH TY3YMYHAO® SMUEK
Oe3uHUH parbl OUp raHa >KbUT SMeC OUPUHYM OpYHJIa KapMaJbIl Typyy/a.

Keipreizcrannarel  OBPHBIH ~ ©@HYTYHIIYHYH — YIIYHJAH  TBIHBIMCBI3 — ©CYY
TEHACHIMACH Oyl OOpYHY 3pPTEP33K ajjblH allyy aHBIKTOOHYH aHbl BIKMAJTapbIHBIH
3apBUTYBUIBITBIH M3/106Te ajblll Oapyyaa. ByryHky kyHae O0droH Oya MIMIIMKTHH
KbliiJJa TeTEepOreHAYYIYTYHOH yjaM JIablopaTopAyK aHa achanTblK — JapTThl
aHBIKTOOHYH bIKManapbl OBPbiH 3pTe Tabyyra Tomyk Hatblibkamyy OomOOW >KaTart.
ByryHky KyHZle HapTThl aHBIKTOO/IO >KaHA JapbLIOOJ0 KONTeH KOl YMYTTOHIYPreH
0arbIT Katapbl OyJd OOPYHYH MOJEKYJIAJIbIK-TEHETUKAIBIK ©3reUeIYKTOPYH H3UII06
Ooomyn oscentenyyne. [am  ymiyn  MoJeKylajbIK-TEHETHKAlIbIK ~ MYHO316MeJep
«IIUIIMKTHH TOPTPETU» JIET aTalyydy KeKeue KapTUHAHbl aHBIKTANT JEI 3CENTEINHET
(JTantues C.A. u ap., 2017).

ABBIPKBl ME3TWJIIE MOJIEKYJIAJIBIK OMOJOTHSHBIH BIKMaJapbl JYWHOHYH Oap/bIK
OJIKOJIOPYHIO KIIMHUKAIBIK OHKOJIOTHSATA KOOYPOOK >KalbUITHUIBIN jKaHa OHKOJIOTHUSITBIK
KapaamablH OapAbIK STanTapblHAA ANJbIH alyyAa, JapTThl aHBIKTOOO, JAPBLIOOI0
KaHa OeWTanTapJblH MOHUTOPWMHTHHJE KOJAOHYIyn >kataT. KepyHem Typran
UUTHIUKTEPAUH KOOYypeery OHKOJOTHSUIBIK TOOOKEIAUKTHH TONTOPYH Tal0yyHYH
BIKMAJIAPBIHBIH OHYTYITYH/IO, KaHbI Maiaa 00MyylIapblH AapTThl aHBIKTOOUYIYK KaHa
00KOMOJIIOOYY MApKEpJEPUH H3WIN66/16, XHMHUIBIK J1apbUIOOT0 HETU3/AENTeH
MATOTEHETHKANBIK WINTEN 9YbITyyJlapAa, Oamikadya aWTKaHAa >KEKe IKapaHIbIK
JapbUIO0J0, OILIOHJON 3J€ paKThlH T'€HOTEPAIUSACHIHBIH OHYTYIIYHAe OelIrujieHeT
(UmstautoB E.H., 2004). MonexkynsapasiK-TeHETUKAIBIK TecTupiee Oapa-6apa DbPbin
aJJIbIH adyy OOIOHYa CKPUHHUHITUK MporpaMMaiapra KUPru3uiyyae, ajl dMHU K33 Oup
enKeepae KYHyMayK (pyruHanbik) mnpaktuka Ooaym scentener (NCCN clinical
practice guidelines, 2009).

OBP — e3yHyH MOpP(OIOTHsIIbIK, OMOJOTUSIIBIK KaHA TEHETUKAJIBbIK KaCUETTEpU
OOIOHYA aXbIpaThUIraH ©TO 3J€ TeTEPOreHAYY MIMIIUK. OMYeK OE3MHHMH 3allajayy
mmmmukrepuanH 5-10% wsiHga BRCA1 m BRCAZ2, Palb2, TP53, XRCC1 chisktyy
HIMIUKTYY  TeH-CylpeccopiopyHaa wytanusuiap — avbiktamat  (ESMO, 2010
Knunaukansik cyHymramanap). by renaepae myranusiiap 00JITOHI0, KAaHIIEPOTeHE3TUH
kyuy 0oxyn acenrenyyuy JAHK HbIH penapanus nporieccuHuH Oy3yaylly naijaa 0oJoT.
Palb2 (anrxn.- partner and localizer for BRCA2) renunaern Myrtanusuiap HOpMaIIyy
KIeTKaJablk skoonTyH, JHKHBIH TOMONOTHSIIBIK peKOMOWHAIMS —TMPOLIECCUHUH
Oy3ynmymryHa aneinm  Keier skaHa Oysynran JIHKHbI  kanmbiOblHa — KenTHpYY
PEKOMOMHAIIMSHBIH TOMOJIOTHSUIBIK 3MEC KOy — T€HETUKAJBIK JKaHBUIBIILTYY KOy
O0otoHua OosoT. Byn xonm kaHpUIBIIIYyyNapra Ayymap OO0JIOT >KaHa KJIeTKaHbIH

IUTACTUKAJIBIK 3MeC TpaHCPOPMAIUACBIHBIH ToOOKenuH »oropyiarar (Wu S. et al.,
2020).



XRCC1 renu (anra.-X-ray cross complementing 1 gene) omonmoii sme JIHKHbIH
pernapanusi CUCTEMAachlHbIH MaaHwiyy kommnoHeHTu Oosym acenrener. XRCC1 renu
MEHEH a3bIKTaHyyuyy O€JIOK HETM3JEPUHUH SKCIU3MOHAYK pernapaiusiChIHbIH
nporneccure xoontyy Oomor (LI Q et al., 2018). HMMR reHu >KbUIBIIIYy4yIyK
THIypoH opToMuya penentopyH koagomrypar (RHAMM, anrn. — receptor for
hyaluronan-mediated motility), an kieTkambIk ©CYIIYH »aHa OOJIYHYI KETYYCYH
ke3eMeinenT. K3 oup nonymsuusuiapaa HMMRauH skcnpeccrsiChIHBIH KOTOPYJIalibl
HIMIIMKTHH )KOTopy MposrdepaTUBAYY aKTUBAYYIYTY KaHa KarbIMChI3 00KOMOJII00CY
MeHeH acconmanmsuianrad (He Z. et al., 2020). Ymryra OaiaHelTyy KIMHHKAIBIK
KAKTaH MaaHWIYy OO0KOMOJAOOYY >KaHa JdapTThl AHBIKTOOYY MapKep KapasblIibl
mymkyH (Zhou Q. et al., 2021). IIumuktuH Hekpo3yHyH (akTopy Karapsl (TNF-3,
aHri.-tumor necrosis factor-a) amomnTo3 mpoieccuHe KaThIIIKaH ITUTOKHH JCENTENET.
byn rengun k33 Oup momumopdu3MAepH ©3YHUO MOMyNSIHSIarkl d3MUYeK Oe3HMHUH
parbIHBIH OHYTYIIYHYH JKOropy TOOOKeIn MeHeH OenrwieHeT. Takramn aitkanma, TNF-
0-308G>A nonuMoppu3MHU KaBKa3AbIK *aHa a3usJIbIK momyisiusiiapaa ObPeiHbH
OHYTYY TOOOKeMH OMp Kbiiiia xkoropynarat (Farbod M., Karimi M.Z. et al, 2019).

A3bIpkbl Me3rmiiie DbPoIHBIH 6HYTYIIIY MeHeH Oaitnanbintyy 30 gaH alryyH reH
oenrunyy 6onyyna. Kelpreiscranga anbiH K33 Oupiepu, anblH nuuHeH 399GIn amrenu
xaHa XRCC1 renumnun Arg399GIn rerepo3uroTtanblk TE€HOTHOM, OIIOHIOW 3¢
XRCCI1/TP53 renaepunna  Arg399GIn/Arg72Pro retepo3uroTaiblk TeHOTUIITCPUHUH
komOuHanmsiapel, XRCC1/MDM2  renmepunna  Arg399GIn/T309G  xanHa
XRCC1/TP53/MDM2 TeHICPUHUH Arg399GIn/Arg72Pro/T309G
unentudukanusinanran (Mcaxosa XK. T., Makuesa K.b., 2016). AHABIKTaH MIUIIUKTAH
TOINYK MOJEKYIANBIK-TEHETUKAIBIK «IOPTPETUH» TYy3YYyre Keipreiscranma ObPbiHBIH
OHYTYIIy MEHEH OalJaHbIITYy OOJITOH TeHAEpIUH OapIIbIK CHEKTPJIECPUH aHIaH apbl
W3UIII06 3apbLIL.

JuccepTaumMsijibIK HIITHH TeMACHIHBIH MPH WIMMHI 1nporpammasap
(10s1000pJIOP) KaHA HErM3rdM MJIMMHA-U3UJIA00 MIITEP MeHeH OaljiaHbimbl. Tema
JTEMUIITETYY.

N3uaneeHnyH MakcaThbl: KbIPTbI3 TOMYJISIUACHIHAA dMUYEeK OC3MHUH parbl maiiaa
oonmrouno XRCC1 renunun p.Argl94Trp, Palb2 renumnun p.38444T7>G, HMMR
reanaud  P.Val353Ala, TNF reamann p.aG308A mnoauMoppu3MAECPUHUH POJIYH
U3UIITI00.

N3unianeenyH macesiesiepu:

1. Keiprei3 stHukansik tontory ObPel mMenen oopyrangapna XRCC1 reHuHun
p.Argl94Trp, Palb2 remmnun p.38444T>G, p.Val353Ala HMMR renunuH
p.Val353Ala, TNF TCHUHUH p.aG308A aJUTeHICpUHIH KoOypeok
KE3ICIIKEeHIUTHUH kKaHa MoMu(POopPTYK JTOKYCTapAbIH TEHOTUIITEPUH aHBIKTOO.

2. 'eHoTunTepauH OONYIUTYPYJYLWIYHYH JKaHa OOXOMOJIOOHYH K33 Oup
KIMHUKAIBIK ~ JKaHa  MOPQOJOTHSUIBIK  (DaKTOPJIOPYHYH  OPTOCYHAArbl
OallTaHBIITHI, aHBIH WYWHEH AMYEK OC3WHWH parbiHBIH BepUPHUKAIIMACHIHBIH
KAIIblH, JTEK KUPUHUH TOKTOIIYH (MEHOMay3a), JICHCHWH CaJMarblHbIH
WHJEKCUH, THUCTOJIOTHSUIBIK TY3YMYH, IIUIIUKTAH JTU(PEpeHITNPOBKACHIHBIH



Japa’kacblH, IIMIIMKTUH OAalllTallKbl ©JY6MYH, OOPYHYH €epuyy OacKbIYbIH

U3WIJIETI YBITYY.

3. Kbiprei3  stHuKanblk  TonTory OBPbIHBIH eepuyy TOOOKENHHE TaacUpUH
TUWTU3YYYY TEHOTUNTEPIA AHBIKTOO.

AJIBIHT'aH KbIUBIHTBIKTAPABIH WINMHUI )KAHBIYbLJIbITBI:

1. Keipreiscranga Oupunun sxoity OBPunuu renesunme p.Argl94Trp (XRCC1),
p.38444T>G  (Palb2), p.Val353Ala (HMMR), p.aG308A (TNFa)
nouMOp(GU3MAECPUHUH POy aHbIKTaAbl. [WIMHUKTHH K33 Oup KIWHUKA-
MOP(}ONOTHSIIBIK OeNTUIepd MEHEH HW3WIACHMIT KaTKaH MOIUMOPGUIMIEPINH
OailTaHBIIIBI MYHO3IOJTYT OCPHIIIH.

2. Keiprez  aTHHKansIKk  TOOyHAa  OBPHIHBIH  eepuymiyHe  OeNTHIICHTEH
T€HOTUIITEPANH TAaaCUPU AaHBIKTAJIBIN, HATBIKACBIHAA OOPYHY aJIbIH aidyyaa
’KaHa 3pTEe JapThIH aHBIKTOOJO0 KOJJOHYIYIY MYMKYH.

AJIBIHTaH KBIMBIHTBIKTAPABIH MPAKTHKAJBIK Oaanyyayry: W3unneeHyH
aNbIHraH KeIMBIHTHIKTAphl Kbiprei3 PecnyOnukacbinaa OBPhIH KOMIIEKCTYY AapTThI
AHBIKTOOJ0 M3WIJOOHYH MOJIEKYJIAIbIK-TCHETUKAIBIK BIKMATIAPbIH KUPTU3YY Y4YYH
Herus Oomyiry MyMKyH. byn bikMa OBPBIHBIH €epuylIyHYH Oropy TOOOKEIHHE 33
00JIrOH, KbUIAATTBIK MEHEH 0aKOOro MyKTa)k OOJITOH asuigapibl Tabyyra MyMKYHIYK
oeper.

W3unneenyH anbiHraH KbIMbIHTBIKTapbl b.H.Enbnuu ateiparsr Keipreizcras-
Poccus CnaBsiH yHUBEPCUTETMHUH OHKOJIOTHS *aHa Hyp Tepamnus KadeapaHblH jKaHa
DN apaliblk XKOTOPKYy MEIULHUHAIBIK MEKTEN aTallblH XUPYPTrUsUIbIK JUCUUILUIMHAIAP
Ka(eApaHbIH OKYY IPOLIECCUHE UIIKE allbIPbUITaH.

Koprooro korwiyy4y quccepranisiHbIH HETM3I'd :K000J10py:

1. p.Argl94Trp (XRCC1), p.38444T>G (Palb2), p.Val353Ala (HMMR), p.aG308A
(TNFa) nomuMoppu3MIepuHUH 3MYEK parbl MEHEH OOpyraH )aHa JEHH Cak
asiap/bIH TEeHOTUIITEPUH OOYIUTYPYYAO OJNYTTYYy allbIpMaybLIbIKTap Oap.

2. Koo Oup KIMHUKAIBIK >KaHa MOPQOJIOTHSUIBIK MPOTHOCTUKAIBIK (haKTOPJIOPTO
’Kapalia TEeHOTHUNTEpAMH Maijga OoJyy KbIIUTHITBIHAA ©3redyedaykTep Oap,
MHUCaJbl, 53MYEK parblH OHYKTYpPYY JKallbl, MEHOIlay3a CTaTycy, JEHE
MacCacblHbIH UHACKCH, INUIIUKTHH OalITallKbl ©T4OMY .

3. p.Argl94Trp (XRCC1), p.38444T>G (Palb2), p.Val353Ala (HMMR), p.aG308A
(TNFa) nonumoppuaMaepuHuH ailpbiM reHoTUNTepU KbIprbI3cTaHIbIH KaJIKbIHAA
AMYEK parblH OHYKTYPYYHYH KOPKYHYUTYYy 3K€ KOproouy Qaktopiopy Oosyn
caHaJjar.

N3aeHyYUYHYH 2KeKe cajabIMbl. MOJEKYISIpIbIK-TEHETUKAIBIK U3UIA06I6PAY
OTKOPYY YUYH KOK KaH TaMmbIpAaH KaH ajyy, OeWTanTbiH OasHaapbl, amMOylIaTOpAyK
KapTajapbl KAPTU3WIT€H MaajabIMATTapAbl YOTYIATYYHY >KaHA WIITENHIT YbITYyJapJbl
KAMTBIAT. AJIBIHTAH MAaajbIMATTAPAbIH CTATUCTUKAIBIK HWINTEJNMI YbITYyCYy KaHa
TaN100Cy, OIIOHAON 53Ji¢ WIMMHUN Makaiajaplbl >Kapbisjaoo >KEeKe aBTOp TapaOblHAH
KYPry3yJay.

JluccepTauMAHbIH  KbIMBIHTBIKTAPBIH anpofauusiioo. [luccepranusiibik
WINTUH HETU3TH KBIMBIHTHIKTAPHI «21-KbutbIMAa (QyHIAMEHTANIBIK jKaHa KIMHUKAIBIK
MEIUIIMHAHBIH KOUTOIepy jKaHa JakbIpeIKTaphD» (buiikek, 2018-.) pecmyOrKaIbIK
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winmMuil  koHpepeHnusiceiHaa, KMII  enkenepyHYH  OHKOJOTAOPAYH — KaHa
paauonorgopayn cee3aurae (Couwn, 2018-k.), sMUeK OC3MHHH parbiHa apHAIraH 311
apanblk KoH(pepenmusaceinaa (Can-AHtoHuno, 2018-x.), sMuyek OE3MHHMH parblH 3pTe
aJIJIBIH aJlyy, aHBIKTOO, YKaHa JapbuIoo OOFOHYA 31 apayiblik KoH(pepeHimschiHaa (16th
St. Gallen International Breast Cancer Conference, ABscrpus, 2019-x.),
Onkonornopayn EBponanbsik MenunMHaIbIK KOOMYHYH SMYeK O€3MHUH parbiHa
apHanran koHdpepennusceiaaa (ESMO breast congress 2020) xepcetymay. Omonoi
sne b.H.Empuun ateiHparel  Keipreisctan-Poccuss  CraBsH Y HUBEPCUTETUHUH
OHKOJIOTHSI aHa Hyp Tepanus kadenapacbinbiH, W.K.Axyn6aeB arbiHaarsl Ksiprsi3
MamnekeTTuk MenunuHanblk AKaJeMHUSICHIHBIH OHKOJNOTHUS KadeapackiHbiH, 2019-
KbUTIbIH  14-mapTeiHgarsl  Keipreiz  PecnyOnukacblHbiH — CallaMaTTBIKTBI  CAKTOO
MunuctpnuruauH YiyTTyk OHKosiorus xaHa I'emaronorus bopOopyHyH KIIMHHKAJIBIK
0eJIYMIepYHYH OUprenenke OTypyMyHAa KOPCOTYIY.

JuccepTanmsJibIK HINTHH SKbIABIHTBHITBIHBIH  0acbLIMaJIapa  TOJIYK
YArbUIABIPLUILIIGL.  VUMuil M3MIII00HYH JKBIMBIHTHIKTaphl OoroHYa 9 uiIuMui
Mmakana, aHblH nunHeH 5 KPHbiH JKAKBI cyHymiTaran >KakbplHKbI jKaHa ajbICKbl YT
©JIKeJIep/16 0AChUIBIN YBIKTHI.

JuccepranusijiblKk WINTHH KeJieMy »kaHa Ty3ymy. Mm Times New Roman
mpudTtu MeHeH (mpudttud emuemy 14, untepBansl 1,5) 106 Gerte opyc THIMHIE
YarbUIIBIPBUIIBI JKaHa KUPHUIIYYIOH, aiilaTaHblirad agadusTrapaan (aqadusTTapabiH
cepeOMHEH), W3WIJeOHYH bIKMAJAPbIHAH, Y4 OanTaH — XKEKe W3WIIeeNepayH
KBIUBIHTHIKTAPbIHAH, KOPYTYHAYAaH, ThITHAKTApaH, MPAKTUKAIBIK CyHYyIITaMalapAaH
Typart. [laiinananpuiran agaOusTTapAsIH TU3MECH 122 OynaKThl KAMTHINT, aHBIH HUMHEH
24 opyc tunuHAe xaHa 98 der tunaepae. Jucceprammsuibik win 28 Tabnmia kaHa 17
CYpPOT MEHEH WILTIOCTPALMSIaHTaH.

JANCCEPTAIUAJIBIK MIITUH HETU3T'U MASMYHY

Kupumyyae auccepTauusiiblKk HINTHUH TEMACBIHBIH aKTYalyyJdyry, aHbIH
MakcaTTapbl JKaHa MacelleJIepH, WIMMHHN KaHBIUbUIIBITHI, MPAKTUKAIBIK Oaalyymyry,
KOProoro KOWJyydy AUCCEPTAlUsIHbIH HETU3TH K000JI0pY KOPCOTYIIY.

«AnaOuATTapabIH cepedw» IUCCEPTANUSHBIH OMPUHYU O0OJYMYHAO SMUECK
Oe3uHUH parsIHbIH ATUOJIOTUSCHIHBIH a3bIPKbI MaaJbIMaTTapbIHBIH,
KJIaCCU(PUKAUMACHIHAH JKaHa TEHETUKAJIBIK ap TYPAYYJIYTY Tyypalyy cepedu
KOPCOTYJITOH KU 06JYMUYOOH, OLUIOHJION 3jie IMYEK OE3MHUH parbiHAarbl reHAepauH
NoMMOP(U3MIEPUHUH HETU3TU MYHO316MOCYHOH Typar. MaanbIMaTrTapablH anaduit
cepedbu Pubmed, Medscape 6a3acbiH KOJIIOHYYy MEHEH OTKOPYJTOH KaHAa HETH3WHCH
akbIpKbl 10 >kbpu1Iarel anabuil OyaakTapAbl KAMTBINT.

IKUHYHM 06 IYMIAO0 00bEKTHHMH MYHO316MOCY KaHA M3WJIA0OHYH NpeAMeTH,
OIIIOH/I01 3J1e U3WIIOOHYH HErM3rd bIKMAJIapbl KOPCOTYJIAY.

N3unneeHyH o00beKTHCH: U3WINE6 KOKYCyHAaH-TEKIIepyy TuOu OoroHYa
KYPry3yJaay kaHa Kelprbi3 yaytyHaarsl 201 asnasl, anbiH nunHed Y OxI bynna xaHa
KadpmenbopbopyHnna (HeTM3ru TOI) CTAlMOHAPIABIK JAPbUIOO airaH MOP(OIOTHSIIBIK
KaKTaH Bepu(UKaAIMAIAHTaH dMUYeK OC3WMHWH parkl MEHEH 99 asuiapl KaHa Kekeue
aHaMHE3/IeTH (CAJBIITHIPYy TOOY) OHKOJIOTHSUIBIK TMATOJOTHSCH >KOK 102  asuimsl
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KaMTBIAT. M3UiIeHyy4dy TONTOTY 0OpYJyyaapAblH OpTOUO kamibl 48+9,8, Tekmepyyay
TONTO - 45,8+8,7.

M3ua1e0HYH TNpeaMeTH. KIMHUKAIBIK MyHe3nemesep (Kypak, MeHOmay3a,
JICHCHUH MAaCCaChIHBIH HWHJACKCH), MOPQOJOTHIIBIK MYHO31eMejep (IIHIIHKTHH
TUCTOJIOTUSIIBIK TY3YMY, IU(@PEepeHIMpOBKaHBIH JapaXkachl, MIMIIUKTUH OalllTarKbl
©JIUOMYIICPBUYHBIN), MOJCKYJISIpAbIK-TeHeTHKaNBIK MyHo3memenep (XRCC1, Palb2,
HMMR, TNF renaepuana nonmuMoppu3MIepuHIH TeHOTUIITEPH).

OopynyynapAsiH  (MAlMEHTTEPAUH)  HETU3TU  KIMHUKA-MOP(OIOTHUSIIBIK
MaajaeIMaTTaphl 3-Tabmmiana kepcetynay. OopyHyH cramusmap (eTymry) OoroHYa
oexymrypyaymry AJCC (American Joint Commmittee on Cancer, 2018) — pak 6oroH4a
OMPUKKEH YIOMYHYH KJIacCCU(UKALMAChIHA bUIaWbIK ©TKepyiay (1-tabm.).

1-Tabmmua - TexmepyyneH eTkeH ObPbsl MeHEeH oopyraH OedTantapablH
(MaMeHTTEPIMH) HETU3TH KIMHUKA-MOP(OJIOTHSIIBIK MYHO310MOCY

KepcoTkyu Beiitanrapabin canbl (N=99)
Kypaxk (>kambr) (0opTO40, MHH., MakKc. ) 48 (24-74)
OopAOIIKOH TYKYM Kyyuyiyk (aHamues) | 64 (62,7%).
(n, %)

Menomnay3a (anamues) (n, %) 33 (32%)
JIeHeHMH MacCaChIHBIH UHIECKCU 26 (25,1- 27,1)
(opTOYO, MHH., MaKC.)

['ucronorusisik moaTudu (N, %)

- TYTYKTYY HHOUIBTpAIHASIIBIK 57 (57,6%)
- Benyxtyy nHQUIBTpATHSITBIK 35 (35,3%)
- bamka moxrumnrep 7 (7,07%)
HuddepeHurpoBKaHbIH Aapaxacsl (n,

%) 1 (1%)
-G1 87 (88%)
-G2 4 (4%)
-G3 7 (7%)

- Gx

Cranus (n, %)

T1INOMo 1 (1%)
T2NoMo 48 (48,4%)
T2N1Mo 20 (20,2%)
T3NoMo 4 (4,04%)
T2N2Mo 7 (7,07%)
T3N1MO 6 (6,06%)
T3N2Mo 2 (2,06%)
T4AN2Mo 4 (4,04%)
TAN3Mo 4 (4,04%)
T3N3M1 1 (1%)
T2NoM1 1 (1%)




T4N2M1 1 (1%)

N3uineenyH meToaaopy.

Ieanepaun mommMopdusMaepuH um3winee akaa.M.M.MuppaxumMoB aThIHIATHI
YKxTbubia angeiamarsl Monekynanbik Ouonorusi xaHa memuimHanbiH MWW cunme
m.u. . K. T.McakoBaHbIH  JKETEKUYWJIMTMHAE  MOJIEKYJAJIbIK  JAPTThl  AHBIKTOO
nabopaTopusAChIHAA OTKepYJay. TeKmepyyneH Ty >KaTkaH Oapibplk OeiTamTapra
TYWIYHAYPYY HIITEPUHEH KUWUH JKaHa ©3 KaaJllooCy MEHEH MOJICKYJISIPIbIK-
TE€HETUKAJBIK U3UJII06JI6ply 6TKOPYY YUYH BEHAJBIK KaHBIHBIH 5 MJ anbiHAbl. [JTHKHEI
(beHoNIYK-XJI0pOPOPMIYK SKCTPAKIUSHBIH CTAaHAAPTTYY AKHU ATANTyy BIKMAachl MEHEH
oeayn ueirapeimtel. TNFo (rs1800629) HMMR (rs299290), PALB2 (rs45516100),
XRCC1 (rs1799782) noaumopdTyK JOKYCTAPBIHBIH T€HOTHOMHUH HACHTH(PUKAIIUSICHIH
(ITLP-ITAP®) pecTpukunoHIAYK (parMEHTTCPUHUH Y3YHAYTYHYH MOJTMMOPGU3IMUHUH
BIKMachbl MEHEH 6oTKepayK. W3wmineHreH OUPHYKICOTHIAYY MNOJIUMOPGUIMACPIUH
(BHIT) xpickaua MyHe371©OMOCY 2-TabNHIIa/1a OEPUIIIH.

2-Tabmuna - M3unnenren bHIInepayH kpickaua MyHe31eMecy

I'en Xpomocoma | I'enpe BHII AMHHOKHCJIOTAJIBIK
JOKAJIALLYYCY aJIMAIITBIPYY

TNFa | 6p21.1-21.3 | mpomoTop rs1800629 -
(9.4682G>A)*

HMMR | 5934 3K30H 11 rs299290 p.Val353Ala

PALB2 | 16pl2.2 9K30H 12 rs45516100 p.Thr1100=
(9.38444T>G)?

XRCC1 | 19913.2 9K30H 6 rs1799782 p.Argl94Trp

Ananuznenurn xatkad bHII y4yH olMroHyKiIeoTHAINK bIPAaaTTyyJyKTap, OLIOHAON 3Jie
PECTPUKITMSHBIH KOJJIOHYYM >KaTKaH SHIOHYKIIE3bl Tyypalyy MaajlbiMaT 3-Ta0iuiiana
OeprIIIH.

3-Ta6muna - TP53, XRCC1, TNFa, HMMR, MDM2 ana Palb2 nomumopdtyk
JIOKYCTapbIHBIH (DparMeHTTEPHH aMILTU(PHUKAIIUAIO0 YIYH IpaiMepIIepanH TY3YMY

Monumoppuzm | OIUroHYKJEOTHAAEPIANH bIPAATTYYJAYry | PecTpUKUMSHBIH

(ren) 5>3° JH/IOHYKJI€a3aChl
0.4682G>A F: 5-GGAGGCAATAGGTTTTGAGGGCCAT-3’
Ncol
(TNFa) R: 5’-CTGTCTCGGTTTCTTCTCCATGGCG-3°

p.Val353Ala F: 5°>-ACCTCACAATGCCATTCCAA-3 Msel




(HMMR) R: 5>-TTGCTTGACCAGCCTTTCAG-3’
0.38444T>G F: 5>-TGTCCCACCCATAGAGTAGCA-3’ ;
Hinfl
(PALB2) R: 5>-CTCAACAGTTCCTAGACGGCA-3’
p.Argl194trp F: 5°-GCCCCGtCCCAGGA-3’ Msol
S
(XRCC1) R: 5-AGCCCCAAGACCCtttCACt-3’ P

W3unjgenred noauMopPTyK calTTapbiH aMIUTUPUKAIUICHIH PEAKIUIBIK 20 MKIT
apanamMachlHIa OTKepAyK. Peakuusuiplk — apajaimiMaHblH — cocTaBblHA:SynTag-
nommepasbiHbH (OO0 «Cuatomy, PO); TIHPxun 10ynmxa-6ydep (100 MM Tpuc-HCI,
500 MM KCIl, 0,8% Nonidet P40, pH=8,8), 50 MM MgCI2 spurmecu (MOHAOPIYH
aKbIpKbl KOHIEeHTpammsicel Mg2+ — 3,0 mM); 2,0 MM sputmecunnn aHT®OTuH
apanmammacel; 5,0 MKM  KOHUEHTpaUMSCBIHAArBl Ty3 JKaHa  KapaMa-Kapuibl
npaiiMepIepUHIH apaiainmMachl KUPAH.

MaanpiMaTTapJiblH ~ CTaTUCTHKAJIBIK  uimTen  ysiryydapein  SPSS  16.0
IpOrpaMMachlH KOJJIOHYY MEHEH OTKepAyK. ['eHOTUnTepAuH jkaHa KIMHHUKa-
MOP(}ONOTHSIIBIK  MYHO3/16MOJIOpAYH OpPTOCYHAArbl OalJaHbIITHIH OOJyIly Y2HHU
KOJIJIOHYY JKaHa TepTTajlaaldyy TaOJMIAaHbl TY3YYHYH >KapAambl MEHEH AaHbBIKTaJJbl.
'enotunTun >xaHa OBPbIHBIH €epuyy TOOOKETMHUH OPTOCYHAArbl acCOLUALUSHBI
Ta0yy Y4YH ©3yHuUe OOJITOH ap Oup IeHOTHUIl ’KaHa F€HOTUNTEPAUH OapAblK MYMKYH
00JroH KOMOMHAUUSIAPBIHBIH HIIEHUYTYY 95% wuHTEepBanbl MEHEH IapTTapbIHbIH
MaMHJIECUH 3cenTen 4bIKThIK. Cratuctukansik Oaanyynyry p<0.05x1e anbik Oomyn
ACENTEN/IH.

YuyHuy 00ayMae «IMYeK 0e3MHMH parbIHAArbl reHJIepAuH MOJUMOP(U3IMMU»
KbIPrbI3 JITHUKAJIBIK TONTOTY 3M4YeK Oe3MHHH parbl MeHEeH OOpPYraHAapAbiH
XRCC1, Palb2, HMMR, TNF renaepuH O06JYIITYPYYHYH 63r046JYKTOPY
OepuJLaum.

busmun  wmsunmeeOysme  P.Argl94Trp (XRCC1), p.38444T7>G (Palb2),
p.Val353Ala (HMMR) ¢.4682G>A (TNFa) Teptr mnomumMophU3MANH aHATU3U
eTkepyiay. M3unaenreH noaumMopdu3MIWH ap OMpU HIMIIUMKKE Kaplilibl KOPrOOHYH
MEXAHU3MHUHJIE MAaHWIYY POJIAY OWHOMT.

byn umte 6u3 XRCC1 (XRCC1, anrn.- X-ray cross complementing gene 1) -
p-Argl94Trp TreHWHWH CaWTTapBIHBIH OWPUH W3WIACAWK, ara IOJUIEIITHITAK
YBIHKBIpYaHbIH 194  yuacrorynmarel Arg/Trp mnonaumopdusmu man  kener. By
nonmuMoppu3mM MeHeH koanoirod Oenokrop JIHKHBIH penapauuschiHa KaThIIIAT.
busnua wsmnneeOy3ne mnosmMopdu3m mpexacraBieH  Arg/Arg  (69,6%, n=69)
roMo3urotaibik renornou, Arg/Trp (27,2%, n=27) reTepo3uroTaiblk TeHOTHOU KaHa
Trp/Trp (3%, n=3) ceiipek roMO3UrOTAIBIK FTeHOTHON MeHEeH Oenrunenred (1-cyp.).



Trp/Trp

3% FeH XRCC1
Nonumopdpusm Arg194Trp

Arg/Trp
27%

Arg/Arg
70%

1- Cyper - Arg194Trp (XRCC1) nonmumophu3MUHUH TEHOTUIITEPH

Palb2 (Palb2, anrn. — partner and localizer of BRCA2) rean BRCA2 (anr.-
breast cancer 2) rean MeHEH o3 apa apakerTemryy MeHeH oupre Oysymran JIHKHBI
KaJIbIObIHA KEJITUPYY TpolieccuHe na kateimar. Palb2 renu Oup Hede momumopdTyk
caiitrapra 33 Oojyn, amapabiH wumHeH T1100>G (g.38444T>G) mnomumopdusmu
OBbPbIHBIH eepuylIYHI® 6Te MaaHWIYy Ooiynm scentener. buzaun usuingeeOys3ne ai
9KU TeHoTul MeHeH Oepwired na, 96% v TT (N=95) roMo3uUroTanbik reHOTHUI KaHA
4% - TG (n=4) reTepo3uroTaNBIK TCHOTHI 33J1eT. brusnun usninneedys3ne GG celipek
TOMO3UTOTAJIBIK TCHOTHUIT Ke3/ICIIKEH JKOK (2- cyp.).

16

4%
leH Palb2

Monumopdépunsm 3300T>G

i
96%

2- Cypert - T1100>G (Palb2) monumopdusMaepuHuH TeHOTUITEPU

HMMR renn (amrm —hyaluronan-mediated motility receptor) (RHAMM)
KBUTBIIIBIT TYPYydy THATypOHAH-OPTOMYYIAYK KBUITaH PEIENTOPYH KOJIOIITYyparT.
Byn penentop MUTOTHKAIBIK WHUTHHUH JKaHA KIIETKaJIapJblH OOJIYHYIIYHYH Maiia
OonmymryHa ~ »xoom — OepeT.  AHBIH  TUIEPAIKCIPECCHSCHIHAA  amUKOOa3asIbIK
MOJISIPU3AIMSCHIHBIH -~ Oy3ynymny Oaifkamar, ail dMYeK O€3WHUH SIUTEeITUHUHUH
KJICTKJIAPBIHBIH IUITUKTYY TpaHchopManusichiHa anbin keneT. ['eH 50re xakbiH
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OMpHYKJICOTHAIUK mHoaumopdusmaepre 33, anbiH P.Val353Ala nokycyn Oyn wurire
wsniaeneauk. I'enotunrepauna kedypeek cenyryn TT (47,4%, n=47) roMO3UTrOTaIbITbI
saneiit, 32,3% bvin CT (N=32) rerepo3uroraibik reHotuoOU Ty3eT, 20,2% b1 CC (n=20)
ceiipek renotuou ty3er (3-cyp.).

cc
20%

reH HMMR
Monumopgusm V353A

47%

3 - Cyper - Val353Ala (HMMR) momumopdusmMaepanH TeHOTUIITEpU

[IumuKkTHH ~ HEKpO3yHYH  (akTopy  OOMynm  IMHWIIAK  KJIETKAJIAPBIHBIH
npoaudepanrsackiH 6acaHIaTKaH >KOHIAeMIe 33 0omyydy HUTOKUH 3cenrtener. [ NF-a
(TNF-a, aura.-tumor necrosis factor-a) reaun 6-xpomacomana (6p21.3) opyH anras »aHa
43  momuMopdTyK ydacToryHa 93. KiMHHKaIbIK JKakTaH ajraHja KaHJIbIH
CBIBOPOTKACHIH/IArbl TPAHCKPUIIUSHBIH BULIAMIBITEIHA kaHa |NF-a JIeHr»auHuH
e3repylyHe Taacup oepyydy g£.4682G>A noaumMopdu3Mu €Te MaaHUIYYPOOK OOIIyI
scenreneT. busaun usungeenery oyn noaumopdusm GG (71,7%, n=71) renotudu, GA
(26,2%, n=26) rerepo3urotanblk TreHOoTHOM kaHa AA (2%, n=2) ceiipek
TOMO3UTOTaJIbIK TECHOTUOU MeHEH Oepuiren (4-cyp).

AA lFeH TNF-a
2% Nonnmopdusm aG308A

GA
26%

4-Cypert - G308A (TNF-a) nomumophu3MaInH TeHOTHIITEPH

bup calTTBIH 4YeruHaeru TUTUI >Ke Oyl awienauH OoJylIyHa Kapaila
penapanusuiblK, anonTOTUKAIBIK jKaHa PEryjsTOpAyK aKTUBIYYJIYTYHYH —ap KaHJau
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Japaxkara 33 OOJITOH MNOJUNENTUAACpAUH maiga Ooinyury Oabikamar. KinHHKaIbIK
Oaanyynyry Oosyn OBPbIHBIH KaOBUIAATBIUTHITBIHA OyJl MENTUAAEPAU TY3YYTO
KOHIOMIYYIYTY, OOPYHYH OTYIIYHO Taacup OEpHIIM, OLIOHAOW 3Jie XUMUsATEpanusra
’KaHa HYyp MEHEH JapbUIOOTr0 CE3TMYTUTHH aHBIKTOO ICETTENET.

TepryHuy 06aymMae «IMuUeKk O0e3MHMH K33 OUP KIMHHKA-MOPEPOJIOrUsJIbIK
MYHO3/16M6JI6PY MEHEH I'eHOTHNTEPANH 0AMJIaHbIIIBIH AHBIKT00» OOPYTaHIapAblH
KJIMHUKAJIBIK MYHO3/IOMOJIOPY MEHEH M3HWIACHHUIT KaTKaH TeHOTUIITEPAUH OaiiIaHbIIIbI,
Oamkava alTKaHAa JMUATHO3YHYH (JapTHIHBIH aThIHBIH) BEpU(PUKAIUSICHIHBIH Kyparsbl,
MEHOIay3a, JIEHEHMH MAacCCaChlHBIH HWHAEKCH, OIIOHIOW 3Jie MOPQOJIOTHUSIIBIK
MYHO3/16MOJIopY — TUCTOJOTHSIIBIK TY3YMAODPY, Iu(depeHIMPOBKAHBIH JapaXkachl,
HIMIIMKTAH OAIlITalKbl ©146MY aHa OOPYHYH CTaJIUsAChl MEHEH KOPCOTYJITOH.

OBPuinvin  Kypacbl MeHeH — 2eHOMUNMEeUWMUPYYHYH — HCbIUbIHMbIKIMAPbIHbIH
oatinanvliwbl. VI3MII@6HYH KOIOJITaH MacelelepuHUH Oupu O0dymn K33 Oup KIMHUKA-
MOP(OJOTUANIBIK  MYHO3I6MOJIOPYHO JKapallla TEeHOTUIITEPAUH OeNyIITYpYyTyIIyH,
aHblH WYMHEH DBPhIHBIH Bepu(UKAIUSACHIHBIH KyparblHbIH, TUCTOJOTHSIIBIK TY3YMYH,
muddepeHIMpPOBKaHbIH  JTapakachlH, IIUIMUKTUH OAalllTankbl ©JYeMYH, OOpPYHYH
CTaAMSCBhIH, OeWTanTapAblH JECHECMHUH MAaCCACHIHBIH MAaHUCHUH, MEHOMAay3achiH
aHpIkTOO Ooyimy. bByn OBPhIHBIH jkekede KOpYHYIIYH TY3YYTe M3WIJICHHUIT >KaTKaH
MoJIUMOP(GU3MICPIUH CalbIMBbIH AHBIKTOOTO MYMKYHIYK Oepetr. bupunumaen, Ous
OBPriHBIH OamTansllll KyparblH 3CKe allblll, OOPYHY OO0XOMOJJIOOHYH KIMHHKAJIBIK
(dakTopy OOJIyll ACENTENIepUH, OOpyraHAaplblH KalllblHA Kapalia TeHOTUNTEPAH
O6JYITYPYYHYH ailbIpMallaHBIIIBIH aHBIKTOOTO apakeT KbUIAbIK. bym ydyH Ous
ANOVA O6updakropiyy IHUCIEPCHOHAYK aHAIM3WHUH BIKMACBIH KOJAOHIYK. 194Trp
ajutenu MeHeH OeitantapapiH OBPbIHBIH Bepu(UKAUACBIHBIH OpTOYO Kyparsl Sl
xarmtel (48-55) Ty3ert, an amu Argl94Arg reHoTHOMHIETH 00PYJIapAbIH OPTOYO Kyparsl
46 oxamthl (44-49) (p=0,017) ty3er. J[emex Argl94Arg renotnbu OBPbIHBIH
OamTansiibl 3pTe Kypak MeHeH acconmanusuianar (50 >kamika ueiiun), anga 194Trp
ayienu 50 xamtad kuiinH DBPUHUH eepuyIiyHYH TOOOKEIHH sxoropynatar. (4-tadi1.).

4 - Tabnuia - Jluarno3nyH BepuuKaIMsIChIHBIH KyparbiHa skaparia pP.Arg194Trp
(XRCC1) noaumopdTyK JOKYCYHYH T€eHOTUIITEPHH OOIYIITYPYY

I'enorun | Oprouo | 95% AN | Meauana | Crauna. MuH. Makc.
KYypakKk yerTen MaaHUCH | MAAHUCH
KeTYY
Arg/Arg | 46,78 [44-49] 47 10,038 24 67
Arg/Trp | 51,87 [48-55] 50 8,464 39 74
Trp/Trp

Menonayza menen  2eHOMUNMEWKEH — JHCHILLIHMBIKIMAPObIH — OAUIAHBLIULYL.
bearmnyy Oonronzol MeHomay3aHblH Ked Oamranmbiiibl (55 jkamiraH eime) sMuex
O€3MHUH parblHbIH JKaHa SHENUK OE3MHUH ©epUYLIYHYH TOOOKEIWH >KOTropyjaTaT
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(Surakasula A. et al., 2014). buznun usunneedy3ne DBPel MeHeH oopyraHmapabiH
MEHONAy3aChblHbIH  OalUTaNbIIIBIHBIH ~ OpPTOYO  Kyparkl 43 »KamThl  TY31y.
[IpemeHonay3anblk  jkaHa  IOCTMEHOMNAY3aJbIK  OeHTanTapAblH  T'€HOTUITEPUH
OONYIITYPYYHYH OPTOCYHAArbl albpMaybUIBLIKTAPAbIH OOJYIIYH aHBIKTOO OW3 Y4YyH
KBI3BIKTYY J€N JCeNTeIuK. bU3auH u3ninee0y3e penpoayKTHUBAYY KypaKTarbl
OeilfTanTapra kaparaHja MEHOIMAy3aJIbIK KypakTarbl OelTantapjpiH mamuiecu 1/3Ty
Ty3ay. Argl94Trp nomumopdusamMu OolOHYA CTATUCTHKANBIK >KAaKTaH MaaHUIYY
aiipIpMavbLIBIKTAp TaOBUTIBI. Arg/Arg reHoTHOM MEHoIay3aaH KUHMHKN OerTanTapiaa
52% wImgamMaBIK MEHEH jKaHa MEHONay3a eepuyreHre 4deWnHku Oedrtanrtapma 79%
puULIaMIbIK MeHeH kesnaemryyae (p=0,005) (5-tabmn.). OumoHayKTaH MEHOIay3aHbIH
OamTanbplibiHa YCHUHKU asugapiaa Arg/Arg reHOTHOWHWH TaOBLIBIIIBI  KBIPTHI3
MOMYJISAIUSICHIHAATHl  asiaAapablH  WurHeH OBPBIHBIH TOOOKENWH >KOTOpyJaTar.
W3unmenun kaTkaH TEHOTUNTEPAWH Oamrkamapbl Y9YH CTAaTUCTHUKAIBIK MaaHUIYY
aipIpMavbUIBIKTap TaObLIraH koK (p>0,05).

5-Tabnuma - [IpemeHnonay3anblk jkaHa MocTMEHoONay3anblk Oertantapaa pP.Argl94Trp
(XRCC1), p.38444T>G (Palb2), p.Val353Ala (HMMR), g.4682G>A (TNFa)
nOJIMMOP(TYK CaUTTapAblH TEHOTUIITEPUH OOTYIITYPYY

Hoaumopd | I'enorun IHocTtmeno | Ilpemenon | bapabirel P
U3M naysa ays3a MaaHWIYyY
JYry
p.Argl94Tr | Arg/Arg 17 (17,1%) |52 (52,5%) |69
p (XRCC1) | Arg/Trp//Tr | 16 (16,1%) | 14 (14,1%) | 30 p=0,005
p/Trp
p.38444T> |TT 30 (30,3%) | 65 (65,6%) |95
G (Palb2) | TG 3(3,03%) |1(1%) 4 p=0,071
p.Val353Al | TT 15 (15,1%) |31 (31,3%) |46
a(HMMR) | CT 9(9,09%) |24 (24,2%) |33
CC 9(9,09%) |11(11,1%) |20 p=0,410
g.4682G>A | AA/IGA 9(9,09%) |19 (19,1%) |28
(TNFa) GG 24 (24,2%) | 47 (47,4%) |71 p=0,875

l'ucmonoeuanvik my3ymy, WUMUKMUH OUDDepeHyuposKacbinbll  0apad*CACyl

HCAHA  OOPYHYH — CMAOUACbl MEHeH 2eHOMUNMEUYYHYH  JHCOIUbIHMbIKIMAPBIHbIH

Oatinanbiuib. benrunyy 00JTOHI0, TUCTOJIOTHSLITBIK TY3YM KaHa

nudepeHIIMPOBKaHBIH Japakachl 00KOMOIA00OHYH MOP(MOJIOTUSIIBIK (HaKTOPJIOPY, all

SMU OOPYHYH CTausAChl - KIWHHMKAJIBIK Ooyiynm »scenrtener. M3wmiaeHun xaTkaH
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noJIMMOPGUIMAECPANH, OCNTWIyy THUCTOJOTHSIJIBIK  MOATUITETH  IUUIIUKTEPAUH
©@OPUYLIYHYH kKaHa JUPGEepeHIIUPOBKAaHbIH OENTuiyy JapakacblHBIH OPTOCYHAA
MaaHWIYy OaljaHBILTHIH OOJTOHAYTYH aHBIKTOOHY apakeT KbUIABIK. BUpOK, aHBIK
albIpMaYybLUIBIKTAP/Ibl TAITKAH KOKITY3.

Huwuxmun bawmankol ouoMy MeHeH 2EHOMUNMEUYYHYH
HCHIULIHMBIKMAPLIHGLIH Oatinanbiuel. ITUIIUKTAH OamTankel ea4eMy 00KOMOJJI00OHYH
KIMHUKAJIBIK Aa (akTopy OOJIym 3cenTeNeT >KaHa METacTa3UpACIIYYHYH TOOOKeIH
MeHeH o3 apa Oaiinanbiiiar. buz OelitanTapja MUMIMKTHH OAIITaNKbl ©TY4OMYHYH SCM
re yeiinH xana Scum jeH keoypeok TT xana TG renoruntepunnn P.38444T>G (Palb2)
NOoMMMOP(DU3MAECPUHUH  KE3JEUIYYCYHIOTY  CTAaTUCTHKAJBIK JKaKTaH  MaaHWIYY
alplpMaybUIbIKTapAbl TanThK. MbeiHAa TT reHoTHOM IUIIMKTUH OamTankel eadeMy 2
neH Scm re udeiinHku (T2) OedtantapabiH 76,5%HbBIH bUITAMIBITEl KaHa IIUIIHKTHH
Oamrankel em4eMyHYH S5 cMm geH keOypeek (T3-T4) Oewitantapabia 23,4%HbBIH
BUIJIAMJIBITBI MEHEH Ke3fenieT, anaa TG renotudu 6eitantapasiH T3-T4 (75%) xaHa
oeittantapasin T2 (p=0,016, z-ratio=2,318) 25%HbIH BUIAAMABITEI MEHEH KOOYPOOK
kesnenret. Jlemek, TG renotuou p.38444T>G (Palb2) nomumopdu3mMuHuH OaIiTankel
e4eMy S5 CM JIeH amiblK OOJITOH IIMIIMKTUH ©6epuylly MEHEH accoLMalusIaHraH.
Omonnykran TG reHotubunuH Oonyiry DBPoIHBIH Keml Tapanran ¢opMaiapblHbIH
©OPUYIIYHYH TOOOKENUH >Koropyinartar. (6-tadin.). [lomumopdusmaepaun Oarika
TYpJiepy OOIOHYA allbIpMAUYbUIBIKTAP aHBIK O0J00W KaJlIbl.

6 - Tabnuma - [ummkTrH Oamtankel exdemyHe kapama P.Argl94Trp (XRCC1),
p.38444T>G (Palb2), p.Val353Ala (HMMR), 9.4682G>A (TNFa) u3uineHu kaTkad
noJIMMOP(QHU3MICPANH TCHOTUNTSPUHUH OOTYIITYPYITYIITY

IMoamum | I'enorun | T1 T2 T3 T4 bapapir P
opdpusm bl MaaHuJI
YYJIYTY
p.Argl9 | Arg/Arg | 1(1%) |49 13 5 68
4Trp (50%) (13,2%) | (5,1%) p=0,875
(XRCC | Arg/Trpl// | O 22 5 3 30
1) Trp/Trp (22,2%) | (5,1%) | (3,1%)
p.38444 | TT 1(1%) |70 17 6 95
T>G (70,7%) | (17,1%) | (6%) p=0,016
(Palb2) | TG 0 1 1 2 4
(1%) [ (A%) | (2%)
p.Val3s | TT 1(1%) |31 9 5 46
3Ala (31,6%) | (9,1%) | (5,1%)
(HMM
R) CT 0 24 7 1 32 p=0,679
(24,4%) | (7,1%) | (1%)
CC 0 16 2 2 20
(16,3%) | (2,1%) | (2,1%)
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9.4682G | AA/IGA | 1 22 3 2 28
>A (1%) | (22,4%) | (3,1%) |(2,1%) p=0,261
(TNFa)
GG 0 49 15 6 70
(50%) | (15,3%) | (6,1%)

enenun maccacvlHblH UHOEKCUHUH MAAHUCU MeHeH 2eHOMUNMEeUmUpyyHyH
JHCHIUBIHMBIKMAPBIHbIH - Oatilanblibl. bedTantapiplH  KIMHUKAIBIK MYHO316MeJIepY
MEHEH TE€HOTHUNTEINTUPYYHYH >KbIMBIHTBIKTAPHIH CAJBIIITHIPYYJa JEHEHUH alllbIKya
Maccachl JKaHa CEMHUPYY CBhISIKTYY TOOOKENIIUH yIIyH1ail (hakTopyHa KeHyJl Oypayk Ja,
Oenrminyy OosiroHmol Oyn Hepcenep TUIEpICTporeHusara anein kener. [lo maHHBIM
E.A.TpommHaHblH ’KaHa aHBIH  aBTOPJIOLITOPYHYH  MaajbIMaTTapbl  OOIOHYA
noctMenonay3anarsl DbPebiH 20% cemupyy MeHEeH acconuanusuianrad. beidtanTsin
CEMUPYYCYHYH Ooutymry TMM(OTreHIUK jKaHa ajlbICTaraH MeTacTa3AapblH bUILIaM IbITbIH
KOTOpyJiaTar, OallTanKbl MIWIIAKTAH YOH ©J146eMYy MEHEH, OmOHA0W 3i1e DBPhIHBIH
©3reue TOPMOHJIOPro Ke3 KapaHisl OOJroH QopManapablH eepuyury MEHEH
acconuanusuiaHaT. busnuH u3unaee0ys3ne ACHEHUH MaccachblHbIH MHIEKCUHUH (M)
oprouo wmaanucu 26,19 [19,3-32] ny ty3ay. JAMUunmH »>ceOu OeWTanTapabiH
CTalMoHapra KeJIuInHae oeTkepyay kana Canmak (kr) / boi2(m) Temenky dopmyna
OOIOHYA 3CENTEN/IH.
bu3s Geitrantappl mapTTYy 00MYIITYPYY/I® 2 TONTO 6TKOPIYK:

1. MU (JAIMKN=19-25): n=15 HOpManayy MaaHHCH MEHEH OerTanTap
2. (AMI>25): n=29 >x0ropKy MaaHuCH MCHEH OciTanTap

194Trp r amnenuand XRCClreHu AeHEHWH MacCachIHBIH >KOTOPKY WMHJEKCHUHICTH
oeiirantapaa (p=0,003) kebypeex ke3nemet (25-tabdin.). Omonaykran 194Trp amnenun
JCHEHUH MACCACBIHBIH XOTOPKY HWHICKCHHJIETH asyaapAa dMYeK Oe3MHUH pParbIHbIH
KY4OTYJTeH TOOOKEIMHUH Mapkepu Aen arooro (p=0,003) ( 7-tadu.).

[ - Tabmuua - IMWuHMH HOpMan1yy ’*aHa »KOoropky Maanusiepu meHeH ObP menen
oopyraH Oeiitanrrapabia P.Argl94Trp (XRCCL1), p.38444T>G (Palb2), p.Val353Ala
(HMMR), g.4682G>A (TNFa) momumMopdTyk callTTapblHBIH TEHOTUIITCPUH

OeyIITYPYY

Hosumop¢ | I'enoTun MU (19- | MU bapabirsl P
H3M 25) (>25) MaaHHJIYY

JYry
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p.Argl94Tr | Arg/Arg 14 (31,8%) |14 (31,8%) |28
p (XRCC1) | Arg/Trp//Tr | 1 (2,2%) 15 (34%) 16 p=0,003
p/Trp
p.38444T> | TT 14 (31,8%) |29 (65,9%) |43
G (Palb2) TG 1(2,2%) 0 1 p=0,160
p.Val353Al | TT 8 (18,1%) 12 (27,2%) |20
a(HMMR) | CT 5 (11,3%) 14 (31,8%) |19
CC 2 (2,02%) | 3 (6,8%) 5 p=0,638
0.4682G>A | AA/IGA 6 (13,6%) |6 (13,6%) 12
(TNFa) GG 9(20,4%) | 23(52,2%) |32 p=0,173

5-060J1yM/10 KBIPrbI3 MNONMYJASUUSCHIHAA 3MYeK O0e3MHMH ©6pYYLIYHYH
TOOOKeJMHE U3UJIACHUI )KATKAH TeHOTUNTEPANH TAaCMPH KOPCOTYJIIOH.

M3ungeeHyH KOIOJITaH MaceleJepUHUH OUpPU  KBIPTbI3 MOMYJISLIUSICHIHIATBI
OBPbIHBIH ©6pYYIIYHO TAAaCUPUH THUWTU3TE€H NOJUMOP(PUIMIECPAN AHBIKTOO OOJITy.
bamkaua aWTkaHIa, M3WIACHIEH MNOIUMOP(PU3MIAECPAUH TOOOKETUHUH (PAKTOPYHYH
Oenrmiyy reHoTHOHU ke TeckeprucruHye, DbPBIHBIH eepUyIIyH 3cKepTe Typran (hakTopy
0oxyn acentenebu. byn yuyyH OM3 M3WIACHMII )KaTKaH >KaHAa KOHTPOJIAYK TOITOPJIO
TeHOTUNTEPNH KE3/EIIYY bUIIaMABITBIH CANIBIIITHIP/BIK, OIIOHA0M 3J1€ ap OMp FeHOTHI
Y4YH MyMKyHAYKTOpAyH KateimibiH (MK) acenTen ubikThik. benrwminyy OosronHmoin
MKeoinbH gan e3y yuryn yuypnaa OBbPeiHbIH, O€nrminyy HaThIKACHIHBIH ©0PUYYIIYHO
TeHOTUNTHH Oenrmiyy (pakTopyHyH TaacupuH kepcereT. MKHBIH MaaHucu Koropy
OonroH caibiH gan ymryn Qakrtop Oyn HaThIKaHBIH OHYTYIIYHO Qb KEJIu.
Anpapikrad, MKHBIH MaaHucH OMpPAMKTEH a3blpaak 00JICO, al MM WIIEHWY UHTEpBall
95% Oupaukke yeHUHKH YernHae 0oJoT aa, Oyn (pakTop TeCKepUCHUHYE, HAThIMKAHBIH
OHYTYIIIy KOProouy jkaHa 3CKepTKu4 Oomym scentener. YsHabreiHga, CT reHOTHON
p.V353A ( HMMR renu) nonuMopGU3MUHUH M3WIICHUT KATKaH jKaHa KOHTPOJIIYK
TONTOPYHJA ap KHAal spuimamablk MeHeH kesgemer (MK=0,481; 95% U = 0,27 —
0,85). bupok an ToOOKenauH (GaKTOpy SMEC, TECKepUCHHYE TOOOKEIM OacaHIaTKaH
(p=0,011) «koproouy» ¢gakropy 6oayn acentenet ( 8-1adi.).

8-Tabmuna - p.Argl94Trp (XRCC1), p.38444T>G (Palb2), p.Val353Ala (HMMR),
g.4682G>A (TNF-a) noauMopdTyk calTTapbIHBIH TCHOTHIITEPH YUYH MYMKYHIYKTYH
KaTBIIITBIHBIH CEOU
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Moaumo | I'enorun | M3nanen | Kourpoa | MK 95%
ppuzm un AyK AN P
JKATKaH TONTO MaaH
TONTO | Ke3Jaemry WYy
Ke3aemy | Y4YJYKT JYTY
YUYJIYKT YH
YH bLIIaM/]T
bLIAM]L BITBI
BITBI % (n)
% (n)
p.Argl94 | Arg/Arg | 69,6% 61,7% 1,424 | 0,793 — 2,558 0,236
Trp (69) (63)
(XRCC1) | Arg/Trp |27,2% 33,3% 0,750 | 0,410 - 1,372 0,350
(27) (34)
Trp/Trp | 3% (3) 4,9% (5) |0,744 10,141 — 2,608 0,497
p.38444T TT 95,9% 97,05%(9 | 0,720 | 0,157- 3,301 0,720
>G (95) 9)
(Palb2) TG 4% (4) 2,9% (3) |1,389 | 0,303 -6, 373 0,671
p.Val353 CC 20.2% 11,7% 1,899 | 0,873 -4, 129 0,102
Ala (20) (12)
(HMMR) CT 33,3% 50,9% 0,481 | 0,272-0,850 0,011
(33) (52)
TT 46,4% 37,2% 1,462 | 0,832- 2,567 0,186
(46) (38)
p.aG308 GG 71,7% 70,5% 1,057 | 0,574— 1,945 0,860
A (71) (72)
(TNFa) GA 26,2% 27,4% 0,941 | 0,504- 1,757 0,850
(26) (28)
AA 2,02% (2) | 1,96% (2) | 1,031 | 0,142— 7,465 0,976

AHJIaH apbl TEHOTHUIITED ©3 aJJblHYa AMEC H3WJICHUN >KaTKaH CalTTapibIH
Oarrka TEeHOTUIITEpH MEHEH alKajblIaphlH K€ 00JI00CO TOOOKEIIUH (haKTOpIopy
OOJIOpYH ’K€ TECKEpHUCHHYE, KOproryd daktopiopy OoyiopyH Ooxxkomonmoayk. bus
OapIbIK TEHOTHNTEPAWH KOMOWHAIUSIAPHI
ACENTEK YBIKTHIK YKaHa TOMOHIOTY 101 JKbIHBIHTHIKTAp A6l anabik: Arg/Trp (reu XRCC1,
p. Argl94Trp)/CT (reu HMMR,p.V353A) (O111=0,302, 95%/U1 0,128-0,713), CT (ren
HMMR,p.V353A) +TT (ren Palb2, 9.3844T>G) (OIl1=0,459, 95% JI1 0,259-0,814),
CT (res HMMR,p.V353A) +GG (ren TNF, p.aG3080A) (OI11=0,546, 95%/1 0,298-
0,999) renoTUNTEPIMH alKaJIbILITAPHl KOProryd (PAaKTOPIOPYHYH POIyHIa OOJOT KaHa
KBIPTbI3 TONYAUsAChIHAA DBPBIHBIH e0puylIyH 3ckepTeT (9-1abma., S5-cyp.).
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0Odds ratio and 95% Cl for combination of genotypes

TG+GA
TT+GA
TG+GG
TT+GG
CT+AA
TT+GA
CT+GA
CC+GA
TT+GG
CT+GG
CC+GG
TT+TG
TT+TT
CT+TT
CC+TT
20 Arg/Trp+GA
g Arg/Arg+GA
O Trp/Trp+GG
E Arg/Trp+GG
5 Arg/Arg+GG
g Arg/Trp+TG
O Arg/Arg+TG
Trp/Trp+TT
Arg/Trp+TT
Arg/Arg+TT
Trp/Trp+CC
Trp/Trp+CT
Arg/Arg+TT
Arg/Arg+CC
Arg/Arg+CT
Arg/Trp+TT
Arg/[Trp+CC
Arg/Trp+CT Ilﬂ

enotypes

Rl NIRSREES

T T T 1
0 5 10 15 20 25
Odds ratio

5-CypeT- DbPbIHBIH TOOOKENMHE FT€HOTUNTEPIUH alKAIBIIIBIHBIH TAACUPUH KOPCOTKOH
«popecT-TI0T» Tpadury.

9 - Tabauma - p.Argl94Trp (XRCC1), p.38444T>G (Palb2), p.Val353Ala (HMMR),
g.4682G>A (TNF-a) noauMopdTyk calTTapbIHBIH TCHOTHIITEPUHUH KOMOHHAIIMSIAPBI
YYYH MYMKYHIYKTOPYH KaThIIIbI

Hoaumoppus I'enoTun MK 95% AU P
M MaaHUuCHu
p.Argl94Trp | Arg/Trp+CT | 0,302 0,128-0,713 0,005
(XRCC1)// Arg/Trp+CC | 1,031 0,141-7,465 0,984
p.Val353Ala Arg/Trp+TT | 0,473 0,192-1,160 0,870
(HMMR) Arg/Arg+CT | 0,669 0,347-1,289 0,229
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Arg/Arg+CC | 2,142 0,906-5,067 0,078
Arg/Arg+TT | 0,951 0,523-1,731 0,097
Trp/Trp+CT | 1,031 0,142-7,465 0,984
Trp/Trp+CC | 1,031 0,064-16,708 | 0,984
p.Argl94Trp | Arg/Arg+TT | 0,757 0,414-1,383 0,365
(XRCCL)// Arg/Trp+TT | 0,893 0,476-1,673 0,724
p.38444T>G Trp/Trp+TT | 1,031 0,203-5,326 0,984
(Palb2) Arg/Arg+TG | 1,031 0,203-5,326 0,984
Arg/Trp+TG | 1,031 0,064-16,708 | 0,984
p.Argl94Trp | Arg/Arg+GG | 1,400 0,803-2,443 0,236
(XRCCL)// Arg/Trp+GG | 0,763 0,383-1,522 0,443
p.aG3080A Trp/Trp+GG | 0,606 0,141-2,608 0,498
(TNFa) Arg/Arg+GA | 1,030 0,507-2,094 0,984
Arg/Trp+GA | 0,809 0,305-2,142 0,669
p.Val353Ala CC+TT 1,667 0,757-3,671 0,202
(HMMR)// CT+TT 0,459 0,259-0,814 0,007
p.38444T>G TT+TT 1,529 0,867-2,693 0,143
(Palb2) TT+TG 0,337 0,034-3,293 0,328
p.Val353Ala CC+GG 1,992 0,836-4,748 0,167
(HMMR)// CT+GG 0,546 0,298-0,999 0,048
p.aG3080A(T TT+GG 1,413 0,755-2,645 0,279
NFa) CC+GA 1,031 0,203-5,236 0,984
CT+GA 0,571 0,215-1,515 0,065
TT+GA 1,320 0,599-2,910 0,832
CT+AA 1,031 0,203-5,236 0,984
p.38444T>G TT+GG 1,051 0,578-1,914 0,870
(Palb2)// TG+GG 1,031 0,203-5,236 0,984
p.aG3080A TT+GA 0,889 0,470-1,679 0,717
(TNFa) TG+GA 2,082 0,186-23,340 | 0,544
TBISAHAKTAP:
. Arg/Arg  renotnbu  OBPBIHBIH = 3pTe  KypakTa  OallTaibllibl  MCEHEH

accormanusinanat (50 »xamka yeiuH), anga 194 Trp ammenu 50 kamrTaH KUHMUH
OBPbIHBIH 66pYYLIYHYH TOOOKEIIUH XKOropyiarTar.

. Arg/Arg reHoTOM npemMeHonay3albIK asuiiapaa DbPIHBIH €6pUYITYHYH KOTOPY
TOOOKEJIM MEHEH accollralusiiaHar.

. 194Trp annenu >KOropKy J€HE MAaCCACBIHBIH MHAEKCM MEHEH SMUYEK parblH
OHYKTYPYY PUCKHH JKOropyJaTar.

. TG renoruou p.38444T>G (Palb2) momumopdTyk CcalTBIHBIH KeIl TapajraH
OBbPbIHBIH xKOTOPY TOOOKETH MEHEH OailIaHBIITYy OO0JIOT.

. CT renotu6u p.Val353Ala (HMMR) nmomumopdTyk JTOKyCYHYH, OIIOHIOH 3Ji¢ a
takke coueranue amwiens 194Trp (p.Argl94Trp (XRCC1) amnenu wmeHeH
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aiikaneiyycy xana CT (p.Val353Ala (HMMR) renotuounus, CT (p.Val353Ala
(HMMR)//TT (p.38444T>G (Palb2) renortuntepunun, CT (p.Val353Ala
(HMMR)//GG (p.aG308A (TNFa) reHoTunTepuHHUH KOpProryd (Hakropiopy
OOy 3cenTeneT »aHa KbIPrbl3 MOMyJAIUsACHIHAarbl JBPBIHBIH eepuylIyHYH
©TO TOMOH TOOOKEIIH MEHECH aCCOIMAIMsIIaHTaH.

HNPAKTUKAJIBIK CYHYHITAMAJUIAP
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Cemereii kbI3bl AMTyaayH «KbIprei3 nonyasinusiCblHAAa IMUYEK 0€3MHUH ParbIHbIH
XRCC1, Palb2, HMMR, TNF renaepuauH mojuMopdusmaepm» aTTyy TeMaaarbl
14.01.12. — oHKOJIOTHSI AAUCTUTH OOIOHYA MeTUIIMHA WJIMMIAEPUHMH KAHIAUAATHI
OKYMYHITYYJIYK JaPaKacblH U3JI€HUII aJ1yy YUYH Ka3bLITaH JMCCEePTANHUACHIHBIH

PE3IOMECH

Tyiiynayy ce3aep: SMuek O€3WHHWH parbl, TEHETHKAIBIK MOIUMOphu3Maep,
Palb2, XRCC1, HMMR, TNF, *aKkbIHIIbIK, TapTTHl aHBIKTOO.

N3uaneeHyH MakcaThl: KBIPTHI3 TMOMYJAMMACHIHIA dMYCK OC3WHUH parblHBIH
naiina Oomymynnga XRCC1 renmnun p.Argl94Trp momumopdusmuaepunun , Palb2
reananH  P.38444T>G, HMMR reununun p.Val353Ala, TNF reammnun p.aG308A
NOJTUMOP(U3MICPUHUH POITYH aHBIKTOO JKOJIy MEHEH 3MUEK OC3MHUH ParblHBIH JapThIH
aHBIKTOOHY >KaKIIBIPTYY.

N3nia160HYH 00BbEKTHCH: KBIPTBI3 STHUKAJIBIK TOOyHmarbl 201 asi, amapisiH
WYUHEH MOP(DOJIOTUSIIBIK BepUPUKAIMUIAHTAH AdMYEK Oe3WHUH parbl MeHeH 99 asi
*aHa KOHTpoJaAyk Tontory 102 nenu cak as.

M3unaeeHyH mnpeaMeTH. KIMHHKAIBIK MyHe3daeMenep (Kypak, MeEHOIay3a,
JCHCHHH MacCaChbIHBIH HHICKCH), MOPQOJIOTHIBIK MYHO31eMejep (IMIMIIUKTHH
TUCTOJIOTHUSUTBIK TY3YMY, IU(PEpeHIMPOBKAHBIH Japakachl, IIUIMAKTHH OAalllTarKbl
eITYeMY), MOJICKYJIApAbIK-TeHeTHKAIBIK MyHo31emenep (XRCC1, Palb2, HMMR, TNF
TCHJICPUHHH MOJIUMOP(PHU3MICPUHUH TCHOTHITTCPH).

N3u11660HYH MeTOIOPY: MOJCKYJISPIbIK-TCHETHKAIBIK JKaHa CTAaTHCTHUKAIBIK
ananu3u. Kek kan tambipaarsl kangaH JJHK Hel cranmapTTyy 9ku 3Tantyy QpeHOJIIyK-
XJIOPOPOPMIYK IKCTPAKIUSAHBIH BIKMAChl MEHEH OOy aiablK. [ eHOTHNTEemTUpPYYHY
pECTPAKLIUOHAYK bparMeHTTepuHUH (TILIP-TTAPD) Y3YHIAYKTapbIHbIH
NOJMMOP(GU3MUHUH  BIKMAachl MEHEH OTKOpPAYK. AJIBIHTAaH MaalabIMaTTapAblH
CTAaTUCTUKAJIBIK UIITENUIT YbITyyiapbl YuyH SPSS 16.0 nporpamMmMachi KOJJIOHAYK.

AJIBIHTaH KBIABIHTBIKTAP JKaHA aJapAblH WINMHHA KAHBIYBLIIBITHI.
KeIprei3crania OUpUHYH KOy 3MUeK Oe3uHUH parbiHbiH eepuyimyHae XRCC1, Palb2,
HMMR, TNF renaepuHuH NOoIuMOp(PU3MIECPUHUH POIy, anapiblH O0O0KOMOJIIOOHYH
KJIIMHUKAJBIK yKaHa MOP(OJIOTUSITBIK (DaKTOPJIOPY MEHEH OalIaHbIIIbI AaHBIKTAJI/IBI.

/KbIHBIHTBIKTAPABIH AHAJM3M KypaKKa, MEHOMAY3aJIbIK CTAaTyCKa, ICHCHWH
MacCCaChIHBIH MHJICKCMHUH MaaHWUCHHE JKapalra dMYeK OC3WHHWH pParbIHBIH TOOOKEITWH
KOTOPYIaTyyqdy TEHOTHITEPIU advblll KOPCOTTY, OMIOHAOW 3JI€ OOPYHYH TOOOKEITHH
TOMOHIOTYYUYY TEHOTHITED KaHa alapAblH alKaIbIIITapbl TAOBLIIEL.

N3uaneenyH napaxachl ke KOJJI0OHYY 00HYA cyHymTamanap. M3ungeenyH
HETU3TU JKBIUBIHTBHIKTAphl KbIprei3cTanga SMueKk OE3MHMH ParblHBIH MOJIEKYJISIPIIbIK-
TC€HETUKAJIBIK JAPTHIH AaHBIKTOOHY >KaKIIBIPTYyTa KOJJOHYIYIITY MYMKYH.

Koagonyy Tapmarbl: OHKOJIOTHSI.
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PE3IOME

nucceprannu Cemereil Kbi3bl Aiirya Ha temy: «Ilosmmopgusmbl renos XRCC1,
Palb2, HMMR, TNF npu pake M0/104HO# Kejie3bl B KbIPI'bI3CKOM MOMYJISALMI HA
COMCKAHUE Y4YEeHOH CTemeHM KAHAMAATa MEeJIHMIHMHCKUX HAYK IO CIenHaJbHOCTH
14.01.12. — onkoJiorHUs.

KitoueBble cJiOBa: paKk MOJIOYHOM >Kele3bl, T€HETUYECKUE MOIUMOPPU3MEI,
Palb2, XRCC1, HMMR, TNF, mpenpacmnoioKeHHOCTh, THarHOCTHKA.

Henb wuccieq0oBaHUsl: COBEPIICHCTBOBAHME JUArHOCTUKM paka MOJIOYHOU
Keye3pl IyTeM omnpeneiaeHus poiau noaumopdusMoB p.Argl94Trp rena XRCCI,
p.38444T>G rena Palb2, p.Val353Ala rena HMMR, p.aG308A rena TNF B
BO3HUKHOBEHUU PaKa MOJIOYHOMU KeJe3bl B KbIPTbI3CKON MOMYJISIIUU.

Oo0bexT uccaenopanus: 201 KEeHIIMHA KBIPTBI3CKOM 3THUYECKOW TPYIIIbI, U3
KOTOPhIX 99 eHHMH ¢ MOpPQOJIOTHUYECKH BepU(UIHUPOBAHHBIM PAKOM MOJIOYHOM
xene3bl, 1 102 310poBbI€ )KEHITUHBI B KOHTPOJIBHOM TpyIIIIE.

IIpenmer ucciaer0BaHus: KIMHUYECKUE XapaKTEPUCTUKU (BO3pacT, MEHOIay3a,
MHJEKC Macchl Tena), MOpP(QOJOrHUYECKHUE XAPAKTEPUCTUKH  (TUCTOJIOrHMYEcKas
CTPYKTypa OIlyXOJiM, CTeneHb AU(PGHEepEeHIUPOBKH, MNEPBUYHBIA pa3Mep OIyXOJu),
MOJIEKYJIIPHO-TEHETUYECKHE XapPaKTEPUCTUKU (TFE€HOTUIIBI TOJUMOP(PU3MOB TI'€HOB
XRCC1, Palb2, HMMR, TNF).

Mertoabl HMCCIICI0BAHMSA: MOJIEKYJSIPHO-TEHETUYECKUM W CTaTHCTUYECKHAU
aHanu3. /IHK u3 BEHO3HOW KpOBHM BBIACISUIM CTAHAAPTHBIM ABYXATAITHBIM METOJOM
(beHoNBbHO-XI0pOOPMHON  dKCTpakuuu. ['eHOoTMnUpOBaHHME MPOBOJWIM METOJOM
nosuMmopdusmMa  JUIMH ~ pecTpUKUUOHHBIX  ¢parmentoB  ([TIP-ITAP®D).  [lnsa
CTATUCTUYECKON 0O0pabOTKH TOJYYEHHBIX JaHHBIX HKCIOJB30BaIM Tporpammy SPSS
16.0.

IHosryyeHHble pe3yJbTaThl M UX HAYYHas HOBU3HA. Briepseie B Kbipreizcrane
onpeneneHa poyib nomumopdusmoB renoB XRCC1, Palb2, HMMR, TNF B pa3Butuu
paka MOJIOYHOM >KeJIe3bl, UX CBA3b C KIMHUYECKUMU U Mopdomornyeckumu hakropamu
MPOTHO3a.

AHaJIU3 pe3yJabTAaTOB BbIIBUI M€HOTHIBI, MOBHIIIAIONIME PUCK paKa MOJOYHOM
’KeJe3bl B 3aBUCMMOCTH OT BO3pacTa, MEHOIMAY3aJIbHOI'O CTaTyca, 3HAUYECHHs] MHAEKCa
Macchl TeJla, IEPBUYHOrO pa3Mepa OMyXOJu, a Takke ObUTM OOHAPY>KEHBI T€HOTHUIIBI U
UX COYETaHUsl, MOHWKAIOIINE PUCK PAa3BUTHUS 3a00JI€BaHUSI.

CreneHb MCHOJb30BAHUSI MJIHM PEKOMEHJAIMM 10 HCIOJIb30BAHMIO.
OcHOBHbIE  pe3yNlbTaThl  MCCIEAOBAHUS  MOTYT  OBITh  HCHOJB30BaHbl  JJIs
COBEPILIECHCTBOBAHMS MOJIEKYJIIPHO-TEHETUYECKOM JIMarHOCTHKM paka MOJIOYHOMN
xenesbl B Keipreiscrane.

O0J1acTh NPMMEHEHMsI: OHKOJIOTHS.
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SUMMARY

of Semetei kyzy Aigul’s research project named “XRCC1, Palb2, HMMR, TNF
genetic polymorphisms in breast cancer in the Kyrgyz ethnic group” for the degree
of candidate of medical sciences in the specialty

14.01.12 — oncology

Key words: breast cancer, genetic polymorphisms, Palb2, XRCC1, HMMR,
TNF, genetic predisposition, diagnostics

Aim of the study: to improve breast cancer diagnostics by assessment of the
contribution of p.Arg194Trp (XRCC1), p.38444T>G (Palb2), p.Val353Ala (HMMR),
p.aG308A (TNF) polymorphisms to the development of breast cancer in the Kyrgyz
ethnic group.

Study objective: 201 women of the Kyrgyz ethnic group - 99 morphologically
verified breast cancer cases and 102 healthy controls.

Subject of the study: clinical characteristics (age, menopause, body mass index),
morphological characteristics (histology, grade, primary tumor size), molecular
characteristics (genotypes of XRCC1, Palb2, HMMR, TNF genetic polymorphisms).

Research methods: molecular method, statistical analysis. DNA from venous
blood was extracted by standard two stepped phenolic chloroform method. Genotyping
was performed by restriction fragment length polymorphism method. Statistical analysis
was conducted by using SPSS 16.0.

Scientific originality of study results: Assessment of the contribution of
XRCC1, Palb2, HMMR, TNF genetic polymorphisms to the development of breast
cancer in the Kyrgyz ethnic group and their relation to clinical and morphological
prognostic factors was performed in Kyrgyzstan for the first time.

Results: study results revealed genotypes that increase breast cancer risk depends
on age, menopausal status, body mass index, primary tumor size, as well as genotypes
and their combinations that are protective and decrease risk of the disease.

Degree of use and recommendations for use: results of the study might be used
for the improvement of molecular diagnostics of breast cancer in Kyrgyzstan.

Field of use: oncology.
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