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STIL/STIC[312].

[ dzv Iss¢E s, YlstsB o ' -gignhafusedzs ¢ @dzdf | ts0 Qi
stsdz ¢t 9 sB dzOMIsd <+ dzHsMOdz' §f d dz€ MO, dz
dMmmdzj Hise Oded § W d wesdfrfdtise] BRCAz A @M@Pz v O¢ X .
B dzts f tsCOL Odgtd,gn alster ete583dz0ydlsj dz/ dats tc,
ftso jterndesfisd wduyudzedS O (9o 16Cc) d o ddzf &

o
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Yylsts HOdzdztsy (JtsteOy jdedy oL ddSCOjldL qigls t§E
sBtsdztySéd BOISByYydts?2 IstckzB ' .

Il Mistej yO  dssidndsure cls5j dzh ddz M d BRCA  d3t
ftcddzgj edes BSHJdZOC SO O, Ykt foLotsdYjls- {t,
signatureé dzOff tew dzglz¥ dzij Mo w L Odzs M H OdzdA0d3 G J

1 d BOdzso Oy dgr &3 W OSCIssd3 W o dzv po8-fighaturgé ISt
dzj HisMis Ols 5y dzts odzj Hicj dz O ifzEOE B EOK S
ocMmMftesdL o sSH d dizgsMls H Odzdzts G 5 Hd OG dzsL O
(S1L WWdydj dzls o s tcBQELIBI2GAZSMIsd & = 0.

1 O fMmdztse Odzed d dz0¢ s dzjgoiatipeé s BH CGazdgHg d2© d
ybsts §sH oddvddjd c¢jdsstsShMdyjnMSset
MlsOdgso W iIsmMw oMftedddydoer di3d & f§otej yHJC
cGjdzgj uvi153 d fttsctcj Mmdteso @dafjydif 8Ils f£tegf Is
ydqd ¢ dzo, ybts ftod b@&SCHW]. ¢ ttOLodIsds

djtesLdes] ddzstcOl f dlsj dzd Odz! detsj ff stc Oy |

BOIs tsy dats 2 ( © takEsdroustubal intraepithelial lesioni STIL)

] sdzv s s HMIsOo dzj dets dadyitds Csts Azl jé&iri€ah dstisd:
R. et al, 2010 [337]. 1 OC st dzj dzgdzr 2 L Isdd3d dmmadzj H
BOIs j tcif Pz s T HzAf C©O2 f dIsj dzd Odz' dgr = Bt Oy j C
mMsf lsmlsezs h dr MjtesL dzr » Sfkatdva Wwdyoda
H O dzsisd ud MS o STILS te didss] tafd do SHdey dlflss tc O @ diz
Odzcstcdlsds HdOGdetsMIsdSCd ddzlstceO1 f dlsj dzd O dz' «
f sdzOG O Is -signater® ¢ w5 j Isw dzj f stcj HMIso j da
STIL d Glsdzdyojlsfpw sls dzj eds] B 15 Is figlpadladyy Idsodefsjcc
ftedL dzOC 59 Olsd { dd/ddzj ts foz@asLsdudizts 24 § dsldcjizdz *
ftosdzdW jtcOlsdodzr d3 ddzgH j € Mts dKiBAzO tsfdatso O dac

I d Oc dzts i3EI] OSTIC sMmdzso OdzO dzO dzOdzd yd d
Bt sdzsedyd MSdr ftodL ZOCtse OldHi®q , + tudsl
ftcj HMIsOo dzj des B3 MG Y O @ j @G d Odze stcd |
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JqdzstcOL f dIsj dzd Odz! dzf = tstcOy jdzd?2 Mmdzd LI Mist
[434].

CjtotsL dzOW dJdzlstcOL f dlsj dzd Odzr dzOw € Otey d dzts
IstclzB ' ge@uizE g, intraepithelial carcinomai STIC) ~n OtcOCIsj tcd
tcOL ozd ydz o3qd o Oted Odzls ©d&3d ftosdzdW j tOydd
BOIsBydets?2 Istclzer (9 ¢ dztg yow fdslsq detfe j t€ lrg tdsdsd
Cdzj sts€ ) , fodzd 3steW dL dkssdz € dzj Ists ¢, dzd f e C
BOIs 5y dzts 2 stczB T’ |, odzzlstced ! f dIsj dzd Odz' dz' d
tcOL Bjteseo WHjte d dm Stokzcedzj dzdj d3g, ylsts
Ydistsf &zOL BOIsdu M sets | i hdzts W i getf s ¢ s L
(edf jtorntesdBOL Y ddzd o jLdSCEzdwtedts] Milstets,
o WHt] Cdzjlts¢, WdeckzttOdzd KRBIISHEIBO JH@&ERDS
mMdzj Hizj Is slsdzd Isd s+ Yylsts JHddetsy§ 83dz) dzd
slsfmizlsmMlse z¥ Is.

wzh jMlsolzjls hqtesC OW 9 Oted OB j dz! dZTgls
Il sMftesdL o tsHd d3gsMmls Hd Oc dztsL ts9 , f sMils Qo c
ftoj f OcOltsa sCtcOh j dadze” mtsL d gatg@ls ts C dg@ iAq il
dzdL S sd3/ Miej Hdzj A3 RZtesodzj ( S+ W W d Yihbg delss ot
0,45 [378].

1 tod d3d dzj dzd J Hef sdzdzd Isj dz! dz" = 3 sStsH 59
1 CMfte MMKF6 7953 s r h Ojls otsMftesdL o tsH d d3t
[159, Of e dsd dzj dedd MY J ydOdz' dzs HOB tc@pJHEHE O
3) [434].

vsO0Cdd3 BBLOL B, H dzv SfiEdn Is@pzsm & tHH A G
L dlsj dzdw, Cslsster 2 Mitslso Y I fddd o I j=ist s @ dizdk
Slsdetsh jdzedd dzj e s, O d&Odkyy IisBMgie Offfisd jOzts
ftosdzdW J tOIsdodzr d3 ddzH § & Misd3.
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AHomanbHbIN p53

Bbicokmia Ki-67

Huskruii Ki-67

Jukuii Tun p53

Bbicokuid Ki-67

Jukuit Tun p53

Huzkumiz Ki-67

AHomanbHbIl p53

Bbicokuia Ki-67

AHomanbHbli p53

Snutenui Huakmii Ki-67

noA03pUTe/bHbIN B
OTHOLWeEHUM STIC

Jukuit Tun p53

Bbicokuid Ki-67

Aukuit Tun p53 HeusmeHeHHbiit
INUTE/IMIA/ peaKTUBHble

Huskumiz Ki-67 WM3MEHEHWA

AHOMaAbHbLIA p53

Mopdonoruyeckne ocobeHHOCTU CIM3UCTON 060N0UYKM MaTOUHOM TPYObI

Bbicoknii Ki-67

AnomanbHbiii p53 P53-Signature
3nuUTenui He )
o Huskuid Ki-67
COOTBETCTBYHOLWNA
Kputepuam STIC Avkwii Tun p53 Hewnsmenenneiit

aNuTeNuni/peakTMBHble

Bbicoknii Ki-67 WU3MEeHEeHUA

[ukrwnia Tun p53 Heusmenenmbiit
anuTenni/peakTMBHble

Huzkuii Ki-67 W3MEHEHWA

t Jindzt8Sh dze sted Is d3 H SO SE ) Is wfi§rgfturg y d Is VangRis :
etal., 2012)[434]f P dB C O! RMissyded ¢ MMmr dzC d dzj dzO?2

1iMmBslstey dz0 ks, <yt dhndjHss Olsj dd
ftoddsj dzj ded ] HOdzdese s @ oze tstyd Hzas@ drtots® day O f
sded ECOL™ 90 ls, Ylsts  HOdzdz 2 GO j
ykzefmlseadlisj dz' datsfls! ¥ o-dstisxoydPy . dzO@Lf ydu " dk
slsmizls€dnd joj Mnd dSTIEH4BG. o 1 4s0, BslszO dz!' dats iy Is
His sdzdzd Is j dz' dzr = &BOfc@ gj detdshighs| qCdzfdzi R oM L ™ 0 O J |
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stesdzd Istsets, or wodzj dzdj 9 "Hig @y jdzbizizts STHI] WA t
By dls MfsmMsemMisotseo Ols! BtsdzjJ G dzkze 5§ s®BE
HOdzdzs e 5 (B ®Y.] ded W
1 smdzj His9 Olsj dz! dddiEsite Ots @ L] dsdfiflefeiEdiztsdzte Y ) dz
szt ytd BOssyds?2 IStk G HMISOs dzj dzts

STIL STIC

puMOpHAILHBIH 0Te]1 MATOYHOH TPYOBI

[ qndz=iSf Hddze dL o Oted O &EH@(g d I KeeEhRR.dzHhin@-
M., 2016 [257]

[lsHjdz dets MAzjHEZjls tsMsOdse dls! Mw dO
B dzj & ez defasd U MSCdna dL A3 dzj dzd?2 o fiefse
COtoyddesdz wWdyudzed € 0, ftsmMisdz Sk HOddOY (-
ftcOoddz! dzsets § sded d3Oded W dej I3zt 6 5 2O IsHEHA
d Bimdtse Mtsotej d3j dedets?2 € &zOMMdW¥ < Oydd.
ddzj HEj s d&Of sd3dzd Is Yylsts € dzt yj 61GIBd ¢«
wo dzw b Isipw i3z lssQpdHCAS2 ( dsfddB % d 22 % Mstsise
[134,28,295. j| BBugjdF © 6% Bfkzatsdzj?2 IOy d
¢ j ORBL NFL1, FAT3,CSMDB GRABRA [235, 238, 282.

1l sdzr hddzgmlsets dizlsOyd?2 uwd3ibI8 O ydowddyds,Is ey j H
MisOB d dfdfLs@Ued] Y H j dedztsects B &z6 O d o tsL dztsy da
LMY Mpde  ©53 d adRagstad nis{shd@iday,d M d d
Mdzzyow s did ¥l dj Mists ddemd eydd, HJdzjydo
CsHBdz BzISOYdd, ylbsts o j HJ BISE Mmdedy j dad &

1df it MYyt Mmdw ©53 d dkzlsOyspoaureef 53
STIC [106, 107, B7, 379, B6]. v OCdd GBLOL &, HzlsOyc
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o toj dzw ftedL d&zOdzO tSH dzts? gL &zOdB tsdzj | f
COteyd detHGHCQIzj L §

1 J MdBslstew dzO Ists, yYbts dzlsOydd vt 53 WwWao
tc OL 9 d BGSC tcOL dzd ydw ) © 6 Eigndtdrezts o ¢g jdzf 1l Iz
Njdzh ddzOdRd, Ek S slstster n BRCAZE ds7jadzj dzO ¢ dsl
sB dzZOtclzy § dzO, tsyd da07]. dzdCLisdi=O efidsyijds dEyoid H 4 Is d
Yybsts Bzsoyddw s bHmHB8 dzj SBrBHJ A i3, dzts dzj +
dzj 5§ dzOMisd ud M¢ 5 ¢ BERCA kepQfg lnemiex. Is | g dzf439 G Oy
tcedmMC tO®GICISTO ctsHOM k dtsmdls i dazjdigmyw HEOS
HiS 7[83%.

[Csdzts HBSC% OtcOC IsjtedL 8 Isfpw Misd3OIsd yj ME «
BzlsOydw dzd BRCAlG j d@RCA 2 . ( hd ts ¢ 5 dAGSCL 1 %
~nOOCIsjtedL 28 Isfmw  IsBREALS 2 BRCA2M § te jifigkhy i di s
cdf jed3i sddazdise Gded s®YRJs 1 fdej ded sdud M¢
oL Od dsblztize (@ Is o 5L BRCA dzts of BREPJ2 A3z Is @3F]d 2
RLO® jMlsdats, Ylsts tH BRSBREAIOA(BRRGE? HEMHISOISE g
WEdC ydodzdteso Odzdv d3j » OdzdL &30 toj f Ot Oyd g
wWduyded SO E Y jdhddz M 6 j dzj tc BRCAl dABRCA2 i3lz Is
dzi sSBrtsHd B Htsf sdzdedIsj dz desy o9 @yded § dztso j C

I8 ddzsedm dMMmdzi HSo OdzdWw s B" dzs 9" W o dz
BzlsOydd o 1 f§fdlsjdzdOdz dz@ = € dzj SSTI@A] daEEs «
tcOdzgdzd = MIsOHdwWrR tOLodlsdw MjttsLdz" » € Ots
% 4 dzh d dz, Cslstster o B' dzO ftoso j HJj d
MOodz f Jdz@ ss9 Otcd 51 CIstsdzsdw, yls sBREA Q@LOCe Gigd
tc Odzdzd 2 1 Is QH5SA$4D,L66,3105 413.

sOC E)yJ B" dzs EZCOL Odats, tcOL dzepigndityre o dzjc C
LOoadMmdls wsls dzOdzd y BRCAIRZRROAZ ([1R6. 9 s wisdgPr Ist
Y Jddeh ddz M @ j todsd dzO BRCAIdzts P tc fzlz © @x@sifijatue  oftc 5
STICEMmIs Odzets 9 dzj dzts, Yylsts fslsjtew Odzdzj dzv H
STIC, ssecHO COC Hdov BEkyOmlst 58 i ghiddstsuydase
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Mo 52 Mis[41P.dzdzOIs H Odedz" § (Y tsHIse j oy HBRCKL, vy
d/ dBRCA2 dzj Vo dzVjlsMmW dzj 5B~ tssigdatBe fdidry d
BSdzd § YBLHdB Mss "™ HESLCA) o B@ s Qpds43d tzp G

sO0Cdd3 BBtOL sd3, HGBSC gfrCdeds ¢ p dzj'dajphy Cdig dz! ¢
fcsfmMdzj Hc9 Olsjdz' dzf = { sOftse, HAEZY COYHBGET
B dzj & zezy tefdsd uj MEdJ dzOtelzh j ded v , f 5fnd
ftcj Hifls OdcdifdzO® dz0O

HeusmeHHHbIN CeposHana KapuuHoma
3NUTENUI CIM3UCTON 7
1 E> SCOUT E> STIL E:> BbICOKOM CTeneHu
060/104KM MaTOUHOM S AONB e T O
Tpy6bi

BAB, MeauaTopbi BOCNaneHHs MyTauuu resa TP53  yrpata GpyHkumm reHaBRCA1/BRCA2 n o n 0 M K M A HUK >

dumbpuranbHbIi OTAEN MAaTOYHOM Tpy6bl .

t qifndzts 6. 1 Olsts@ j daj L mj tetsvdf'yrdzd € @ tc pdf diptsg ts 2
L dzts § Oy j flswd] lsizdatsifigialg 2012)[312]
1.112. 1 Obts@ jdzjL MjtesLdyr & S Oteyddesdg W
L dzsC Oy Mise j dzdesmisd, MmMjtesL dz" =
MjtesLdzr = yYydmlsOH dzs 3

s dOMmistswh j i3z o tc Midgis dadfs ¢ d2@ Odstfj di dgtis 0
tcOLodIlsdw MmMjttsLdzr » COtyddesds wduyded € O
(LGSO gL YydmlsOH j datsd3r /| OH j desW d B tets d3" ¢
ftsetcOdzdydzr § MjtesLdzr | Sfbkratdzd, dj dde O
C Oteyd dats 3" dzdL S ts2 Mmisjfjded L dzsCOyd mMilso j
MdtesL dzr § COteyddesd3y” dzdL € ts2[3,806 36714 dzd L dzt

1 sfmisj § j dzdzp liGS®OLL oHfsEic 5 ¢ Oy Miso j dzdz n
ftsHiso jteyHOs s d ¢&jdzjlsdyuj MS djKRASHBRAFH ts 0
sBdzOtclzy jdz@ © CdzjlsCOR 60% {1 ts5[258 @ dzcpy d8 6-9
EyofmlsCtsea, ddijshdrn dBstWsdasedy MSdj f to
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s zn sdzd, Cslststcr KRASIBRAFdzfsy @lls d oGdz" d3 f tsG t
s zr s d833437]. | HSBtesC Oy Mise j dzdz" = MJ tetsL
Bz ls @ i Mz Is fif&54, B16]ls

Il MmMteke jlsmlsodd M SCtdydfydj?2 ©OLodIsd
ClststcOW BlzHjIs Bftsdzj j i s HHESE WaB L ota oy disth
tejLlzdz sOIsj By sOf zZOL dd 1 4dlsjdzdw ddz¢ dzt
LY dlsj, dbHdgB dzr HR1})1%,314.

Il s yJj oty 3" Mmiststetsdzdzd & JHGSAdeY J 41 fyddis(]
mMzdL dMists?2 sB szt ys$ d O Is 5y dzts 2 IstclzB T
Istc O dzf W ts tc BOYLf s daflatzG dz € M ls o Msddz€ © ¢ &
MzdL dMmMiss?2 eyt d BOLyds?2 Isttkze' ,
McOoa dzd o OV MsHJ Y Oded J g Mdzd syOlsr = § dzj L
YydmlsOH j des &3O~ o MmjtotsL dzr EGSE. ts ¢itc Ocds| EHAS &
f iy Hiso Olsj dz! detsjy Mmded Jj dedy MBH ey Odedw Is
¢ B sdzj J lsw >y § dz' d3 f s5teOy § dzd Vv 3 d
Md CtoyIststedz” n/ toj Mdzd syOIsr 7 Cdzj sts¢ .

[ Odzdztsy dzOB dz¥ H j dzd 4 , fts5 d3dej ded s d mMmdzy
ChzsdzOdz! dzzs 1+ S M Odzm Gy MmUsBie f ©is@GIASCPaONalz | |
LEOLTr 80OjIsMmw, yYlsts dq3j dedets 2O Isj e Iststcd
WJdetslsdf sd3 or fMisd dzOs h j e s + tdsls Pizxd Wz' dzst tot
fn dzO0 y O dzO fj tetsL dzr n YyqdmlsOH j desds MY ¢ 15 dzdzf
fsetcOded yder » wiEkatsdi?2 d, zOC sdzj v, fmd
L dzs€ Oyd Misted zdzs s d (
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Cepo3Has

HemsmeHHHBIA  MHK/IIO3MOHHbBIE KUCTbI KapLWHOMA HU3KOH

SMUTENNIA CAUBUCTON * crenexu
060/104KM MATOUHOIA 3

{} it {} {

Crynneanite SMITeTA MATOYHOI TPY6BI BAB, meuartopsi socnanenns  myTauuas renos KRAS u BRAF  akcripeccya reHoe curHansHoro mytn MAPK >

dumBpuanbHbiii o, nen
aTo4HOM TPyGbl ANYHUK

i gidzt6S Olstse j dzj L MjtesL dr & S Otedgd detsds W
L dzs € Oyd 5 fwdf slzdastiigal., 2012 [312]

o Gjdzgj Isdyj MEts?2 LBSEYC afdzv ¢ ts ndzd Vs ls dzts
fMlsOB d dz' dzr o3d , H dzw dzd ~ ~n Ot OC Is ] todzr tc O
My duydwdud M&ddB3d Mmde dzOdz' deKRAG J HRAR v diziz,Is Oay§
GjdO uvi 53 dOBA&EHOEIsMW jHES. U O%deds, St
Btsdzj J] ftsdzseddz Mmj L dz' ~LGHAIcdinCdiE] ydB# Is-0 1
¢ j dKRAS, BRAF d dAfRBB2.

[ 2Is OUYKR4S d &zdBRAF tsB dzOtclz 3 j dz’ d o HtSB
YyqdmlsOH j dzs 3O, MoadHjlsjdz Mlseakw  Isd,
MdtesL dzr » f B¢ tc Olzd YERC 2y k8 dgflzefMsf tsd3tsh + v
i s dzdz® dz® dzff 6 ©®W O 2 ded dzs® dAfsts ¢ O L Wisiistc f tets6 toj MM
f 56 tc Odzdtayfdlz mts ezjLESC ) iz € te s O d dzbipks tc HzC HyHf to C
dzO B dz¢ H P gl ) § I edgdzisd v Jedadi3ys i #zdsdgts BB d dz' dzts fyls d
wetseo j dz2 oMj tOo das =ipj" df s (ARl ERCHZ 765 ds

sdzj HEZ] Is tsls d3d Is HGSG KO twsHizOc O Is
dMmMmdzj Hiso Ols j dzd LGSE O LoH]daGX jtds ity ~dQdzd L &3 H O dz
His $BdzyO dzf dLlzyjde 1 Jdzr LV dsigYdgy d e
Bsdzj Szdzvtcdze" » Mots2Mmlse fkzratsdd dO HOd
HJHdWW jtoj tBpGtetso € d
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112stsdzyj f ydvw ftetsdmratsyHddY MmjtesL dz' n
fso jtorndetslsdesets + fdIsj dzdw wdyd

sO¢ Hdzw Stdyjfuydd fesdmatyujddy M
Mzd s@dmMisetsdztycd WddBted Odz dzgseg s SIsH j dzO
Ctsdzyd f ydd f Olstse j dzgj L O 9 J M ©BO 9 Oy dz" ¢
cdMmMsdtsedy M sz MMmMisOe j dd Bdtdtsedy,f
wduydsed € O.

Il wdyded C Or oL tetsdzr =7 3 j dgh dsla detShiTdzs? tok
1Lfdlsjdzd?2, MmMsmswh d2 dL Cdzj ¢ wls k1§ dz
n O OCIsj tedzO 1 € fiNfaadhdniind s sk B8 @& KO E-cadh€rin tf tc |
slsmMizlsMmMlsolzjls. 11 T s dkicdB 5t dsls 1 dzH
d | dzH 5O 47 HlfzC ip@C d d3 tsB tc O L Esadgiherino$ St
B 4 s t60OMMNdEAETe dfetds! dg¥S  d3j Is QIREOL d d/ dzj ©

RL 9 j Mmlisdzts, Y Is &-cadhdrifn § ) jdsfterOw e lo jdmwtg ds
38 dzdzj tets o 52 HdWW Jtej dzydetse ¢ d, ) stcc Od
Csdzlstetsdzj s flsj tetsd H dzr - C stcd3ts dats @ d, ¢t
Cdzj stsydets?2 HdWW JjtejdzydqesoaCd. 1 Cc IsH ] dzj
BB iBB t6,0WBR Y sdzOc O h j 2 Mw f SH dz§ B dzdfCzty Iz
MsjHddzd Isj dz' desiCaaldedin®xz ¢ [I§ Httkzecdrmr Isdftse
o' Msddz¢d 1C¢c lddyoOjlsmw dzgj f dzslsdats?2 fr
d3j d3B tc O dzts 2 sls Ctlststots? sdz dzj et tSlsH
By~ Oded Ud MS SB[3BsL HY 2Mise dd

RLO9 jMisdes, yYlsts o fjtedd3j desf OzL Odz! datsc
ftotsyd M ddzo O ddzOydd 1 C¢ ) f sSHdzj ) OF
d dzC dzs L d tsdzdz’ = Cddsh j MfwBPsdtHEs Mstslse j Is
Wi detslsd (.

[Isdesmd s j dz' dzts d dz$ dz¥ L d tsdzdz" A cdmls,
Lydéjdg o Btz ©OdREZe t©tOBSISOR B' d&Zs 9
Cdmlsr Wotedzsdtokzs smw o tjLikzd IsOIsj L OdJ " J
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{ HdzQCBY dzts mils Odzts 0 dzj dzts, Yls ts d dz$ dz¢
Wstedsdtelze smw o wdyded COn M d3d dz' b dedd fud
dzj MS sdz Cdn Hylsd2) d Ndde"h ddz m fddzH t
(slsmikzlsmiseodj &3 o k& dplolytutdiigfdt Mt PL @ds) f toj Ht
ybsts k2 IsOSdrm Y jdgh ddz  deS dz¥ L sdzede” § & dMls
1Cc dz2OH & Mistsd3 ddzo O d dzOedddyd d  fipls & ®© dzC
¢ s i3 ts did6dklr@Q o j Mls dzts, ybsts o f(jtdd destf Okz
ftesydimm ddeo ©cddzOydd 16 ) f sH iy OF
d dz€ dz¥ L d tsdzdz’ - Cdmls ¢ tstaCxty Wodxizmis g & § figfldrph
dzj LOadMmMddits Bls Ists?2 SCtdyjfydd §Okste,j dzj
Colsttam? ftcdH jtoy do O Ispw mts ¢ dzO M dz' mh Is,
Cdmlisr wo dzw s Isfpw tSH dzd d3 gL sfdzts o dzr n
ftcjHN jMiseo jddzd S8 COteyddzesdz wdydzed € O, 1
o Misd dz€ d d dz€ dz¢ L d tsdzdz’ n Cdmls f sfmeowh j
L dzOud Is yudzi dzts § d M Md2y, 1238, £B]dzd 2

RiMMdz) Hso OIsj dzd ftedH jtey do Ot Ishw  tcOL dzf
yddzddzhnted yj mMStsets 1 fdilsj dzdw d dz€ dz¥ L d s dzdz" -~
H dzw Coltotsg ts nOtcOCIsjtedzO + CMftej Mindw
3¢ dzdzj 59 O IstcOC IsO.d dfj Hi dzd dfg UndsldsO d3F30O @O L «
HiozgdJ dzj dMmCdzs yOrusd L) et difistg sixfffy~ tsfydad] Lozl
BOIs 5y dats J17684R1E B T

ANzdz2C ydw 1 X ¢ smih jMmMsodzv jIs IstcOdzmy tstels
OCIkdoedzr » ojhiRsd ssmBEg: bdw dydds d dtL
fsasmis! d fteddddBoils uyOREd§ dgpls @ d skl
o] f OtcOydd fomMssokdzwlststodzsets tcOL ter 9 O da
wWhkd¢ yd2 wdyudzdStse wWodzvk Istig®L dAPupe@3sidddsy Oo
WOL" g demlstezOdz! desgts yqdqedzO d twOLdz" j o
[314].
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RLO® JMsdE ¢ c ¥ SHoJj tocfOgusdrpfw § t6 d tehpoydfd
6] OO & tzy j fiyfifsekz0o i lisdls o b dzvHsjiig dgHas ¢
fesddy | tO&dd oz fif dedf 5 t Pl ey & dz{ 1683 d

LS OL ' BOCHEISS NsH j ok @ds i tzd t Bddef Ljts ) &5 dBC
d § tetsH kzy dtftetdzts dsj s dzdf Isidjutg S flgrOmis o et B @Y o' o j
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st oty 3w COC fto jtormndzsMisde §J Mdzsd § sy P ¢
ftsotcj YHOJ] ddsMils! Bdeshdzs?2 dsec s fdes fif kgl
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ftoj] HcOCHS®)Y jidzd s & BOLsydets? stz M ff 53
dzj EH OBedzts M



59

132stsd3B ddzdtetso Odedz" § oBJ sSsSH" HJOG

S IsO¢ d d3 BBl ssH O d3ts ) dzts silsdzej Misd ts
sd2C ROt jtoso o Ctotsod fOydjdasstsC d or s
[6, 27, 53, 79,102 112].s tHdddB dqL fJjter -~ IOCdr d
feBetcOBBO MCteddddzc® ©WOCO fttsMmisOIsr |, d
w d ydzd RLES (Prostate Lung, Colorecta] and Ovarian (PLCO) Cancer
Screeninglrial) . 1 t©OdY A scHe@dEHEs lsB dtcOdzg B d
55 HB nNF84&pla)( SCBltstcr | tOdHERBIL qteso OcC
dzf ftesatsHWh s MCteddzddze d J X4 6 t5H dath25( to (s
9 Ctotse d. s Mty Odzj dzd & , ofmd Mz yod o
dimmdzj Hise Odzd v lsdetsd @& thy i3S 3 OF 2T 5 2@l G
1 Isses dMmMmdzj Hise Odaed v, Md3d tels dzts M Is ! sls to
ftoedd3dd dzj dzdd H Odzdzts?2 f tetsG tc O d3d3” ¢ tod dzd dz
wdydedStse BT dzO o h |, LOtcjcedMmistcd totso O dats
tcjLbEzdz sOIsse , dasdetsfc d B " dAJOyd jetssyf j tod tots o (
HtsBtotsC Oyd Mise j dedzr ~ s zr sdzj 2 d dzi s Iz
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&' HJj dzW dzd : 0) dzjScesCassiaBptzp & dism Ctolzc
s Odz) dzf sd W HtcORBd HtwOoaddz des?2 WEHBdskZztcB
WHIOQ HIcO ) dzjtetsodzr d3 € tsdzlsztetsdz, ftotsw o d
otsdzdzd Ms s BBz fipls dzSC 5 olbtts? cwkzffj; o
Ctodzlsztctsiow WWHAc O d3j dzd o' Oy J dzdzgzs  H jJ W tStcdi
ol tejL B9 ; Gz 8¢ dn BiStetsSL H, ftotsdzed € O f
tcOL dzd ydets?2 W tstcdsr (dzsf Ofils! jodHUE?2 YyOgts d
Hsyjteddn ddzd §sySkzshdaomw whjite d 5. §.)



87

3) cHE"hCdl COyjfmlsej WwWHtr'hjC tOff
MstekSlsker M YjikSddkd cwOddyO®kd, HJO..
dL d3j dzj ded® WHEGrhjC Bfdd of HJdjdtd afj
Sftjnrjdvdadn' ftd kZoj ddydddd BIStshss
ftcOodd des? Wit , t©OL Bjtesd doj Bz j
" dzd OdOdsecdudy 7 fOLOdj stese, Gt H]d
200: 9) SdzjlsCd, oo dEvmtR[ter Tf te'dH tdrohjCdef| ugj!
630, dzgjLOodmddss Bl ©OL&jO® d §tddy,
ydbtsdseduiMSd (BOStEodkS djsd ) §tod b
OlsdfduiMSdi wHirhCd (tHMS ] dgj dzdzs  dsC
tcOL 3 tclz ] MYydetis Wie LU tetsOdaedz” | 65 WHtclz) .

4) mtesBQldldasd BYyjdSj ROOCjELO w©Of
WHieOR Sikosdjeo'n SdjktS of Hjdjd :
SHoGSESHAG & StesBOlsddsd, B) Sdjksd
EyomisS Ooid ftotshme jlsdzj dzd Wt fyder) d3, S oA tstE f dztfp
7 to ts d30 I8Pldzts o3

RBBzAdsYydIssdBdud MEs) dMmMmdzj Hse Odzd
Ki-6 7 d tl16 o ClhtgcPLUS(BR2BsitcOo F tc Oy j dzdzetsy W H J
SO do Odedj Mstsise | lsGi e Vidbgd, df <L ixftdupdeg
fsLdisdodats?  C[BEPlfcg Migdhdes el ded d ¢ € fipfl- § Mmfr
Odssdlsj 20 d MmMismser ©yjdsd tjosyd2 BT
dBBzdscdmistsaddidud ME.sdl M ¢ighdz) B %p @dalqd
dBRzdsydlsts~dBdugemcdn ftoj f OtcOls

25 tsdzj € bz devjteddgtsls d U j MS g2 3j IstsH
2.5.1. [yd dz¢ ROBRCBEI®yd?2 9o G4

80 GBELOLYBS Sfkzotdos? ¢ Odd i ust
flsd §f4dd LdtstoujMmiss | dedetsly Odiz"tsels"dasd J tiad O ok
BzlsOayd@ BEAAL2: sy j dz26 O Bzl @BRCA2/ 8 HEzOg Mils e
] fedsh & @Qedstsbs HidZPO B tej Hj dzj ded ™ Bzl
O Bsdsydets?2 yjdzjrr d wdydedSso d3j st

(o9)
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o Wi ddd ] Odz deyelsy Cagy B Acd B -~ dzOe
| J dzi ISBRCA® (BRCA1l 185delAG/ 3875del4, BRCAL 3819del3T300G,
BRCAl1 2080delABRCA2 6174delT, BRCA1 4153delA/ 5382insC) dz0O
O dzdWw J ¢ OBt [ & ¢1-di~ dgsidssce dv.a,tcd s ff
B IssHO hdzte Odz O ORI ZJ¥WJESOYydd o' Bfts
fsmMdzjHkzeh j2 HijHESYdj?2 Ctder s f dzOe dzj dzd
1At foff J ydW dydz = L SdzH 59 . ltesyj M  Odst
fsolststews h dafmw yd¢& dzO=r : Isj BB J tcOls z tc dzO W
02 Bj s S 5 3y oy iy jdalstec@is jogif-dgigesdgdsd, 1
Csd3tf dzj d3j dzls Otcdets?2 vy J Tadr s sz &3] EOOB XK tos e

l sfydey O ydd OB ddwdsoydd {§tsdadyJ dadd
cdBtedHdL Oydd MY jLpddHdOudipc fleFRBCIstsd O
fmdzd 3 § dad Ztctso dzv Whzzestej Myd desdese s  Mmda
Isj B3 j cOlskztcdatsc s f &zOo dzj dzd v sBtcOL 59 O9
9" Mo tsB § Y H jLdEdzH O, dzj Mh jets Wdhzkzstcj My dals
dzj § tsdzdzts 2 o3 &® lztizfyls-d sdpgH G d o' Bt Odedes e
Isj BB J OISO f dzOso dzj dzd VW B Iz HS Usd3idEd N dFd, dzlsuQ ta
sO0Cdds tsBtOL 503, H dzw H o Iz "3 § tiz@rls tzic dz" A dz¢
Hzf dzj SfMse LsdzZH O d fJtesHEZCIsse O ddWw d¢
dujdzsdWdydtekzj smw cj dzslsdf ( detstedzOdz! dzOW
GjlsjtesLdecls0O) .

2.5.2. [ftejrnjdjddj {SMft]mmdec

[ IstsB tc ©Odzdz" j i smdzj BsteHEH@ESHOE | $ ff ¢ S2DB t
dzj dL d3j dedz" = W d ydzad ¢ tHots B(tetislE€ Oy Qendk p zsBAE P Gz
f Ostsdztsetyffjl27 t5dzj o t52 Is € ©dzd ( M esideteBs L C
fsctcOdzed Yydets HGEY P rIsWz@dzd W ddzBted Odzt dztse 5 s
O bOCYJ fgecefCL) e dCugjspidsil0 dz! daf B gag L tso Odzd
of Hj djtdecsf (f sdssh ' ¥ dzOBtSteQi agzenp | HEP ] daf
t1 dtetsd L o iy difd=odsano6©00, Agilenf189.
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odzj § fosssH @dtffp defipedsslsy & @BCt1s M
CGazzgtBSC MJj Coj dzdtctso Odzd § d3 dzO  dpQidgtsEsiafdiits o ND
3Ct1 s ( Mi[RB a s sMisOo dzj dzd J ftosW ddzj 2 4
sfkatsdvrs wdyuddStse d W d d3B tcd Qfdis tlptdy i tsltOH
d Mt sdz/ 13y dc@@BEdgEncode] L Oo jtoh j dad d st € o 54 iz
B " J dedtA sd3CH dzv  f tRzb O dzf @ s @) o Oczd ¥ d
tcOL tcOBBISC IsOtcG 4 Isdzts 2 Isj cOf d[44g. (fsd®L O
fwlso jtoy Hj ddW i sdzlz yj dedz” n H Odzdz" A dmy ts
Colsttots? B ssHBd Ctsdzdyj Mise j dzdats 2 1 At
sftedHJddIls! MBHJjteyOdzdd (185 © ICOdzed d dzc
fsmtej Hiplsoatsds yqd&dzdud M¢ 2 Y D&YdY] DRY dL
t1s d Mddzsj L delkzj i3tc2 © =~tsH] tg PO Bidak o ©
HOdzdzr = MJj Coj dzdtctseo Odzdw B'"™ dzd o' H Jj ddjsaz” d
MiR-16-5p, hsamiR-4255p, hsamiR-17-5p, hsamiR-20a5p, hsamiR-101-3 tc
hsamiR-30d-5p, hsamiR-93-5 p ) , Csltster j d B" dzd BIstss
B sBHESR Ctsdzdyj mMise j dedets?2 1 At . ) coyyj ml
s to Hjdgddafdivdzs®Oydd o" M j €} s Udoh dejtaiEridzch
Ctetso (, HOdzdzr 2 MM fftej HYf sdZOG O] Is: 1
fJ tejdd yj M¢ 2 Ctesoad SCodzsdsyd &3 MY smt
( Qi agen, Ger many) , 9 Ijuydddjy 1yoOmo;
steOdmStedtf ydd oH¢i1s (dzOBtste mi SXerrinpatnEy )l
Isd ud ded§ 1 yOmdzRdad Wffarisdfts d3§T 1 s MAt o 6
o tcj d3j diLdB e mi Scri pt SYBR Gr@ernma RCR
Myduydwdyds = Hdz¥ dBEf1s MB Mdzse' = FHLO2
thermocycler (Applied By®ipyes,t eimsls ts tdIBY
Hylsd Sydys W dzlz ts t6 g gzodzldn=iddsty e dzd telzs b j 6 ts
ftcsHEZCIs tcj OCydd CteOMdIsj dzw SYBRGr een
fesmistetsj dzedy SCtdor n § dzOodzj dzgdw ftotsHEC ISt
ftcjHMisOoadzjdzd] © cGteOWduimMmEtsds aduHj M
sBd My ud dedw.






