OT3bIB

O(MLIMAILHOTO ~ ONIOHEHTa, JOKTOPA MEJMIMHCKMX Hayk JIykuHoii EJieHs
AnekceeBHbI Ha jucceprauyuio OcunoBoii [lapen CepreeBHbI Ha TeMy «MeToAbI
MOJIEKY/ISIDHO-T€HeTHYECKOH  /HarHOCTMKH  THCTHOLMTO3a M3  KJIEeTOK
JlaHreprasca y jeTei», Npe/ICTaB/IeHHYIO B JMCCEpPTaLMOHHEIN coBeT 99.1.098.02 Ha
6aze ®I'BYH LTIl ®XP PAH, ®I'BY «HMMUII AI'OU um. Omutpusi Porauesa»
MuH3zpaBa Poccuu Ha couckaHMe yueHOH CTereHH KaH/Au/aTa MeAUMLMHCKUX HayK 110
cnequanbHocTsiM - 3.3.8.  KimHuueckas naboparopHas —AMardoctvka, 3.1.28

['emarosiorusi ¥ nepenyvBaHue KPOBH.

AKTyaNbHOCTb M30paHHOH TeMBI

Huccepranrionnas pabora Ocunopoii [1.C. nocesieHa akTyaabHoi npobieme -
MOJIEKY/IIPHOM ~ MarHOCTHKe THMCTHOLMTO3a M3 Kietok Jlanrepranca (I'KJI),
MCK/IIOUMTe/IbHO  pe/IKOTo  3ab0/ieBaHus, STHOJIOTUS M TATOreHe3 KOTOPOro /0
HacCTOSALIEr0 BpPeMeHM OCTarTCs MPEeJMEeTOM W3y4YeHMs W JUCKYCCHM, TaK Kak
3abosieBaHye coyetaeT B cefe TPU3HAKHM HEOT/IACTHYECKUX M BOCHATHTENbHBIX
NPOLIECCOB M MOXKET IPOSABJIATECA KaK JIOKATU30BAaHHBIMH, TaK M TOJMCUCTEMHBIMHA
K/IMHUYEeCKUMH  ()OpMaMH, TPOTEKAMOLIMMU C TOPAKEHHEM JKU3HEHHO BaKHBIX
OPraHoB. Pe3y/bTaTel MO/IEKY/APHO-TEHETUYECKUX WCC/Ie[0BAaHMH TOC/IeNHNAX JleT
3HAaUMTE/IbHO PaCLIMPU/IN Mpe/icTaB/ieHus o natoreHese I'KJI, uyTo mo3Bo/mio Gojee
TOYHO CTPaTM(ULUMPOBATL IPYMIbl MALMEHTOR [0 MOJIEKY/ISIPHOMY CcTaTycy |
000CHOBaTb TeparieBTUYeCKHe TI0fXO/bI, BK/IFOYAOL[He TIPUMEHEHHE TapreTHhIX

JIEKapCTBEHHBIX IperiapaToB.

BaXHbIM [0CTIDKEHHEM B [JHarHOCTUKe U Jiedenuu ['KJI CTano BbISB/EHME
mytain VO0OE rena BRAF, KoTopas paccMaTpMBaeTCsi Kak Haubojiee YacTbii
COMaTHYeCKWH JpaiiBep 3ab0/1eBaHUst M MUILEHb Ji/is JIeKapCTBEHHOrO BO3/IeHCTBHS,
4TO, B CBOIO O4Yepe/ib, TpeOyeT pa3paboTKM M BHEAPEHMS BBICOKOUYBCTBHTE/IbHbIX
METOZOB OIpPE/e/IeHUsT MyTalJHOHHON Harpysku. VIHpOPMAaTHBHOCTL CyILLeCTBYIOMIUX
METO/IOB JJMarHOCTHKU M MOHMTOpHHra myranuud V600E rena BRAF cylecTBeHHO

OrpaHu4eHbI XapakTepHOH Ayist ['KJI HM3KOH aniesibHOM HarpysKoi MyTaLjuy, a TakKe



CYLL[eCTBOBAHHEM JIDYTMX MOJEKY/IsPHbIX /e(eKTOB, pacCMaTPHUBAIOIMXCA B
KauecTse  fpailisepoB  3aboseBaHus, 4To Tpebyer  pa3pabOTKH  HOBBIX,
BBICOKOUYBCTBUTE/IbHBIX METO/0B  MOJIEKY/ISIPHOM [JUAarHOCTUKU U 3PPEKTHBHOIO

KOHTPOJIA A1dHHOT'O 3abo/1eBaHMSL.

B xome jauccepraliMOHHOrO MCC/e/l0BaHUsA aBTOPOM pacCMOTpPeHbI
COBpeMeHHbIe MOJIEKYJISIPHO-TeHeTUYeCKHe TeXHOJIOTHH, TaKue Kak
BbICOKOUYBCTBUTe/IbHasi LMppoBasg KanenabHas [ILIP, cekBeHWpOBaHWEe HOBOIO
IMOKOJIEHUsA C IpHMeHeHHeM coOCTBeHHOM KacrtoMHodW NGS maHenu U >KUAKOCTHas
buorcus, KOTOpble WMEIOT 3HAYWTe/bHbIA MOTeHIUaa JJjid COBepLIeHCTBOBAHMS

AuarHocTUKU ['KJ1 ¥ MOHUTOpPUHra akTUBHOCTH 3ab0/ieBaHusl.

O[HUM 13 K/TIOYeBbLIX HarlpaB/eHWH [JUCCEPTALIMOHHOIO MCC/Ie[OBaHUs SIBU/IACh
paspaboTka W TpuMeHeHHe Oojiee TOYHBIX METOJOB [UArHOCTHKM JIpaiiBepHOi
MyTalMK B Pas/IMUHbIX OMOJIOrMYeCKUX MaTepuasiaX, a MMEHHO: OL|eHKa a/Ule/IbHOM
Harpy3ku MyTaly B CBOOOJHO LupKynupytouleit JTHK U B NOMy/siiuy MUeTOUIHbIX
npe/lIeCTBeHHUKOB KOCTHOTO MO3ra, UTO MOJKET HCII0/Ib30BaThCsA He TOJILKO LIS
/IMarHOCTHKM W M3y4yeHHsi TaToreHesa 3abo/jeBaHMS, HO W /Ui KOHTPOJIS

s dekTuBHOCTH TeyeHust ['KJI.

Pe3y/bTaThl JUCCEPTALIMOHHOIO UCC/IEJOBAHUS UMEIOT TEOPETHUYeCKOe 3HaYeHHe
Al TOHMMaHMs MOJIEKYJISIDHBIX MEXaHM3MOB 3a00/IeBaHMSI M IPAKTHYECKYIO
LeHHOCTb /i1l COBEPIUEHCTBOBAHMSL ~ [JMAalHOCTMKM ¥ YJ/IyYIIEHHs pe3y/bTaToB

NeyeHud rnauueHTos ¢ ['KJI.

Crenenn 000CHOBaHHOCTH HAYYHbBIX HOJIO)KEHI‘II‘&, BBIBO/IOB H

PeKoMeH/JauuH, chopMyTHPOBAHHBIX B HCCEPTALIMH

O6OCHOBaHHOCTb ~ HAYYHBIX  [IOJIOKEHHH, BBIBOZOB W MPaKTHYeCKHUX
PeKOMeH/IalluH, TPe/ICTaB/IeHHbIX B Auccepranuu Ocunosoit [1.C., IO/ TBEP>KAAeTCs
TUIaTe/bHOW  OpraHMsalMell  XOpOINO  CIUIAHUPORAHHOTO  JAMCCEePTALUOHHOTO
MCC/Ie/I0BaHMS, BBICOKOH DEIpe3eHTaTHBHOCTbIO BbIGOPKM (230 manueHTOB-ZeTel C
AnarHosom ['KJI  sB/iseTcs 3HAYMTENbHBIM  YMC/IOM [ JAHHOTO peskoro
3a0oneBaHMsA), a  TaKKe  pafMOHAILHBIM  IIPHMEHeHHeM COBpPeMeHHbIX

BbICOKOYYBCTBHUTEJIbHBIX MOJIEKYJ/IIPHO-T'€HETHUECKUX METOI0B HCCIIE,E[OBEIHHIZ.



[IpiMeHeHHe COOTBETCTBYIOIMX CTaTUCTUYECKUX METOJOB, BBIOpPAHHBIX C
y4eToM Lie/ied U 3ajad paboTel, onpeZie/isieT JOCTOBEPHOCTh U TOYHOCTD IMOJTYUEHHBIX
[JaHHBIX. BEIHOCHMbIe Ha 3aLLUTY M0/I0’KeHHs TOTHYeCKH 0a3HpYIOTCS Ha pes3y/bTaTrax
MPOBE/IEHHOI0 MCC/IeAOBaHUA W TOJAKPEIUISIIOTCS TIO/yUYeHHBIMH CTaTHCTHYECKH

JlOCTOBEPHBLIMH pe3y/IbTaTaMH.

[IpakTHyeckass 3HaYMMOCTh pabOThI MOATBEP)KJAeTcss pa3pabOTaHHBIMU U yrKe
BHE/IDEHHbIMM B K/IMHMYECKYIO TPaKTUKy Ba/lUJMPOBAHHBIMH PEKOMEH/ALMsIMHU 10
JuarHoctike ¥ MoHUTOpUHrY ['KJI. Pe3ynbTaThl [UCCEPTALIMOHHOIO HCCJ/IENOBaHMS
ory0/IMKOBaHbl B PeLieH3HPYeMbIX OTeYeCTBEHHBIX ¥ MEXKIYHAPOJHBIX W3[aHUsX, UTO

CJTYKWT MOJTBEP)K/|€HMEM UX NPHU3HAHUS HAyUHbIM U MeJIMLMHCKUM COO0OBIIIeCTBOM.

Hayunas HOBH3HA M TeopeTHYeCKas 3HAYHMOCTh PaboThI

Hayunass HOBM3Ha JIaHHOTO MCC/Ie/l0BaHUSl 3aK/IIOUaeTcss B pa3paboTke U
BHEJJDEHHH HOBOIO, IIOC/IE[|0BATE/IbHOIO IOJAXO0Ja K MOJeKyIsIpHO-TeHeTHYeCKOM
Ararsoctuke I'KJI, uTo mo3BosisieT 3HaYNUTe/TbHO NOBBICUTH TOYHOCTh JHArHOCTUKH U
TeparneBTUYeCKHe BO3MOXKHOCTH [Jisi TMauyueHToB. B Xxome wucciemoBaHus Obuia
OXapaKTepy30BaHa OAHA W3 KDPYIHEMIIMX B MHpe KOropT nauueHtoB ¢ ['KJI, uto
r03BO/I/IO Pa3paboTarh aJropuTM MOC/Ie0BATEIBHOI0 MOIEKYISIPHO-TeHeTHYECKOro
aHa/M3a, BK/IIOYAIOIIero MCnosib30BaHue Ly poBoi KanenbHow [P s nepsudHOIL
AWAarHocTku MyTauun BRAF V600E, koropas BcTpeuaercst npumepHo B 50%
cnyuaes I'KJL M sIBIISIeTCS MMILEHBIO [/ JIEKAPCTBEHHOTO Bo3eicteus. st
Mal{MeHToB, y KOTOpeiX myTalus BRAF V600E ne obHapyeHa, Gbiia paspaboraHa
KacroMHasg TapretHas NGS mnadesns, dokycupylolascs Ha MaTOreHETUUYECKU
3HauuMbIX 151 I'KJT renax. ludposas kanenbHasi [P, 61arozapsi cBOe# BLICOKOM
UyBCTBUTE/LHOCTH, Obla Tpejjio)keHa B KaueCTBe MEPBUUHOTO MeTOAA JUIsi

BbISIB/IEHHS MyTallid, 4YTO CIOCODCTBYeT NpoBefleHUI0  paHHeHd, 3(pQeKTHBHOM

AHATHOCTHKH 3aboneBaHusl.

BaxHbIM JOCTH)KeHHEM AWCCepPTaLMOHHOTO MCC/Ie[0BaHUSI CTA/l0 BBISAB/ICHUE
BBICOKOW  [MarHOCTMYeCKOM  UyBCTBUTE/ILBHOCTH  KMIKOCTHOM Guoncum,

MCrIo/IB3yIoLel UU(POBYIO KanesbHyto ITLIP (UkIILIP) ansi o6Hapy»KeHus: MyTaljH B



ceobomHo  udpkyaupytomed JHK. IlonyyeHHele  flaHHBIE  J@MOHCTPHUDYIOT
BO3MOXKHOCTL TpuMeHeHust UKIIIIP u >KUJKOCTHOH OHOMNCUMM KaK a/lbTepHaTUBbI
TPaJMLIMOHHOM GHUOTICHM, YTO 0COOEHHO BaXKHO KaK NMPHU MHMLMAIBLHON JHarHOCTHKe
BRAF craryca, TaK 4 Ip{ JUHAMAUYECKOM MOHUTOPHHI'e MOJIEKY/IAPHBIX HapyLIeHHH

B rpouecce jieyeHHs ITaljUeHTOB.

B pabote mokaszaHo, 4TO JMHaMMKa a/je/bHOi Harpyskd MyTalyi, U3MepeHHast
¢ nomolipio UKITLIP, MOXET C/Iy)XUTh MapKepoM akKTHMBHOCTH 3abo/ieBaHus H,
c/1el0BaTeIbHO, MOXKET HCIO/IB30BaThCsl AJ11 MOHUTOPUHIa 3()(eKTUBHOCTH Tepariu
(HarpuMep, TapreTHoH Teparuu BemypadeHUO0M), yTO He06XO0AMMO Uil MPUHATHUS
peuieHMid 06 OTMeHe TapreTHOro JIeKapCTBEHHOro rpenapara. i manueHToB C
BRAF-HeraTMBHbIM CTaTycoM Obl pa3spaboTaH anropuT™, BK/IHOYAIOLIMKA TapreTHoe
CeKBeHHpOBaHUe C OOMbLION ryOMHONM MPOYTeHUs], YTO MO3BOMIIO BbISBUThL pefiKue

JipaiiBepHble MyTalluK B Apyrux reHax - MAP2K1, NRAS, KRAS.

HononHuTtensHo, NpuMeHeHde MeTojsa cekBeHuposanuss PHK nossonuio
BbISIBUTE TepecTpokd ALK y mnauueHToB, Y KOTOpPBIX C IOMOIIBIO TapreTHOro
cekBeHupoBanus [ITHK kay3aTuBHble BapHaHTbl 0OHapyKeHbl He ObuTH. BhisBrneHue
ApanBepPHBIX COOBITHH OTKPbIBAeT HOBble BO3MOXXHOCTH IS IPUMEHEHHsT TapreTHOH

Tepanuu s nauuenTos ¢ ['KJL

Pe3ysibTaTel  AMCCEPTALMOHHOIO MCC/IE/IOBAHUS IIPOJEMOHCTPUPOBAIM, UTO C
MOMOILbIO TPE/JIOKEHHOTO METO/a MOJIEKY/ISIPHO-TeHeTUIecKoro aHanusza y 70%
MCC/IeI0BAHHBIX OO/IBHBIX Y/Aa/l0Ch BBISIBUTH Kay3aTWBHbIE BApDMAHThl [EHETHUECKHUX

HElpyIL[EHHFI, UTO 3HAYHUTE/IbHO IIOBBLIILIAET TOUYHOCTHh MOJIEKyﬂHpHOﬁ AWUAarHOCTUKH
['KJL.

IIpakTHYecKas 3HaYUMOCTh

Pe3ysibTaTel fuccepTalMOHHOr0 uccnefoBanust Ocunopoi I.C. HMEIOT BICOKYIO
MPaKTUYECKyl0 3HAaYMMOCTh. PaspaGoTanHblii M  anpoOHMpOBaHHbBIA  aArOpPUTM
MOJIEKY/IIPDHO-TeHeTH4YecKOH auarHocTUku ['KJI mo3Bo/sieT CyIeCTBEeHHO MOBLICHTD
TOYHOCTb  OIpeJeJIeHHsi MOJIeKY/JIIDHOIO CTaTyca IalyeHTOB, CBOEBPEMEHHO

BbIABAATE K/IKOUEBLIE ,upaﬁBeprle MyTallMHu U OIITUMHU3HPOBATh BI:I60p Teparivu.



OfHKUM M3 3HAUMMBIX JOCTHKEHHUH SIBJIIETCS CO3/laHWe U BHE/JPEHWe KaCTOMHOM
NGS-nanenu, coKycHpoBaHHOM Ha MMaTOreHeTHYeckKH Hanbo/iee 3HaUMMBIX /15 I'KJ]
reHax. JTO I03BOJIM/IO PAcCIUMpPUTh BO3MOXXHOCTH AWArHOCTUKM J[JIS IALIMEHTOB C
BRAF-HeratuBHbIM cTaTtycoM. Kpome Toro, npumeHenre tudpoBoi KamneasHoi ITLIP
M OKUJKOCTHOKM OWONCHMM Kak IPpM HHULMAABLHOM [JMarHoCTUKe, TaK M IpH
MOC/eJyIOUIeM MOHHUTOPDHHIe MOJIeKY/ISIPHOTO — CTaTyca, IPOAEeMOHCTPHPOBA/IO
BBICOKYIO [IHAarHOCTHYECKYI0 UyBCTBHUTE/JIBHOCTH U MOXKET MCITI0/Ib30BaThCsl Kak
MaZlOMHBAa3WBHBIA ~ METOJ, [JIMarHOCTUKM M  OLeHKH a/UIe/IbHOW  Harpys3ku
NEepCMCTUPYIOIIMX MyTaLuuid. MeToAMKa KOJMYEeCTBEHHOTO aHa/lv3a ajlebHOM

Harpy3Ku MyTallii OTKpPbIBaeT MepCreKTUBbI AUHAMHUYECKOr0 MOHUTOPHHTA Teparuu.

[IpencraBneHHele B paboTe IpakTHUecKHe peKOMEHJALMH 00ecreunBaroT
BO3MOXXHOCTb ~ HMHTerpaljid paspaboTaHHbIX IIOJXOZOB B JlabopaTopHyIO W

K/IMHAYECKYI0 IPaKTHKY.

Obman xapakTepucTHKa padoThI

Juccepranysi BLITONIHEHA B COOTBETCTBHM C /IEUCTBYIOIMMHU TpeGOBaHUAMHU W
MMeeT JIOTUYHYIO, TI0C/IeloBaTe/IbHO BBICTDOEHHYIO CTPYKTYpy. OOBEM paboThI
cocrasster 120 crpaHull, BKIIOYANOIMX BBeZeHHe, 0030p /TepaTyphl, OMHCAHHE
MeTO/IOB, /(B IVIaBbl C W3/I0KEHHeM U OOCY)KAEHHWEeM pe3y/bTaTOB, 3aK/IOUeHHe,
BbIBO/IbI, TIPaKTHYECKHE PeKOMeHJALMH, CITHCOK COKpalljeHMH U 6ubmuorpaduio us
106 wucrouHwkoB. M/IHOCTpaTUBHBIA MaTepan IipejcTaBieH 28 PUCYHKaMU U 6

Tab/UIAMH.

Bo «BBenenun» aBTop uéTko 0603HauaeT aKTyaIbHOCTB TeMsl, ek (pa3paboTka
M ONTUMHM3aLMsi ~ METOJOB  MOJIeKY/ISIDHO-T€HeTHUeCKOHM  JUarHOCTHUKH W
MOJIeKYy/IIPHOT0 MOHMTOPHHTA I'MCTHOL[MTO3a M3 KeTok JlaHrepraHca y jereit) u
3a[1aYM MCC/Ie/I0BAHMs, a TAKXKe aKLEHTHDYeT BHMMAaHHe Ha HAy4yHOH HOBHM3He M
NPaKTHYECKOW 3HAUMMOCTH. 3/eCh JKe TIPUBOASITCS METOJONOTHUS W METO/bI
MCC/IeJIOBAHMS, OCHOBHbIE TI0JIO)K@HMs], BLIHOCUMBIE Ha 3allUTy, M JaHHble 06 ux

aripobanuu.

Pasjen o63opa siMTepatyphl [JaéT BCECTOPOHHMIA aHalIU3 COBPEMEHHBIX



Mpe/CTaB/IeHUH O MOJIeKy/IApHO-reHeTHYeckol npupoge I'KJI, CYLLIeCTBYIOIIMX
N0/IXoax K JMarHOCTHKe W BO3MOXKHOCTSIX MOHMTOPMHIA aKTMBHOCTH 3a60/1eBaHuUsI.
AKLEHT C/leflaH Ha BBISIB/IEHMM [MarHOCTHYECKHX «y3KHX MECT» ¥ HepeléHHbIX
BOIpOCAaX, a TakXKe Ha COBPEMEHHBIX I0/X0/laX K JIEUeHHIO M BOMpocax 6e30rmacHoii

OTMEHBI TapreTHOro Iperapara.

B rnae «Marepuanel u MeToApl» IoApo6GHO OMMcaH AM3aliH HCCIIe[OBAHMS,
BbIOODKA MalMEeHTOB, HCIIO/b30BaHHbIe J1ab0pATOpPHbIE TeXHOIOrUHU (BK/IIOUast
fiepeioBble MeTO/bl CeKBEeHUpPOBaHUSA U LudpoBoi [IL[P), a TaxKe CTaTHCTHYECKUe

[NoAXoabl, UTO obecrieurBaeT IMTPO3PpavyHOCTb U BOCIIPOHM3BOAUMOCThb HCC1eJ0BaHUA.

OcHOBHbIE  IaBbl  COJEPXKAT  MOAPOGHBIA  OC/IEAOBATE/LHBIN  aHA/M3
TO7yYeHHBIX B XOJe /JMCCepPTALiHOHHON pPaboThl [JaHHBIX. W3/10)KeHBl pe3y/bTaThbl
BbIAB/IEHNs /|PAaiiBEPHON MyTalUW C IOMOLLBI) DPas/IMUHBIX METOLOB U NpOBeieHO
CpaBHeHHe WX MHpOpMAaTHBHOCTH. CTpaTH(HKALKS TIaLMEeHTOB 110 IpyIaMm pUCKa U
MOJIEKY/IADHOMY ~ CTaTyCy  IIO3BOJIM/Aa  BBIIBUTE  TeHOTHUII-(DeHOTUITMYECKHe
KOppeJISILIMKM, a UMEHHO CBA3b Haiuuuss mytauud BRAF V600E ¢ cucTeMHBIMU

IMposAB/IeHUAMH 3a00/1eBaHMs U KOXKHBIMU [TOpa*KeHMHsIMH.

Beina rokasaHa s¢dexTvBHOCTE paspaboraHHoM KacTomHOM NGS madenu, c
MOMOLUbIO KOTOPOH ObLIM BbIsiB/IeHbl Kak Gosmee uacteie s TKJI apaiiBepHble
MyTal{H, OT/IHYHBle 0T BRAF VE00E (Hanpumep, mytaiyn MAP2K1, umi feneluy B
12 sk3one BRAF), Tak u peikue ay1st 'KJT BapuanTe! (Harpumep, AYIIMKaLMs B caiTe
cruladcuHra 12 sk3ona BRAF, wmm  wacto BCTpevaloU[Mecs TIpd [ApYyrux
3/10KaueCTBeHHbIX HOBOOOpa3oBaHUsX BapuaHTel B HRAS, NRAS, KRAS). TTomumo
9TOro, B pesysbTaTe ceKBeHUpoBaHusi PHK Obiv obGHapy)keHbI NepecTpoiKy reHa
ALK, 4TO OTKpBIBAaET BO3MOXKHOCTb MPUMEHEHHs TapreTHOMH Teparvui [Jisi TaKux
TalleHToB, a TakKe MoJ4YepKUBaeT BXXHOCTh PHK-ceKkBeHHpOBaHMs B JUarHOCTHKE
'KJL.

Kpome Toro, B xoje AMCCepPTAlMOHHOrO HCC/Ie/0BaHUs Oblia paspaGorana
YHHKa/bHasi METO/IMKa MOHUTOPMHIA a/l/Ie/IbHOKM Harpy3ku mytauuu BRAF V600E,
OCylljecTB/IsIEMast B paMKax KJIMHUYECKOro MPOTOKO/1a, COUeTaroL[ero 3 ¢eKTUBHOCTE

M Ge30MacHOCTL TapreTHOH TepalHH W TPaJAMLMOHHOW XMMHOTEpAITHK. Briepseie B



MUpE  OCTATOYHBIM  MOJIEKYNADHBIM  JedeKT OLeHMBanCA B  MOMYJSILUH
KOCTHOMO3TOBBIX ~ MHEIOM/HBIX  K/IeTOK-IPEeAIIEeCTBeHHUKOB, uTO 060CHOBAHO
COBPEMEHHBIMH  Ipe/cTaBjieHusAMH o0 rmaroredesa I'KJI, cornacHo KoTopomy,
TaTO/IOrHYECKUI K/IOH NPUCYTCTBYET B KOCTHOM MO3Te TIAI[MEHTOB BHE 3aBUCHMOCTH

OT JIOKAJ/ILHOT'O MJIU CUCTEeMHOr'0 IpOsBJ/IeHHS 3abo/1eBaHus.

B 3aKkmoueHMM aBTOP MOABOJMT WTOTH TIPOBEAEHHOrO MCC/IeOBaHus,

(hopMy/IMpYeT BLIBO/IbI U MPe/IaraeT HalpaB/ieHus! JalbHeHIIAX UCC/Ieq0BaHU.

[IpeAcTaB/ieHHble  NpPAKTHYECKHEe PEKOMEHJALMM  JIOTMYHO BBLITEKAIOT U3
TOJIy4eHHBIX JAHHBIX W YXXe MNPUMEHSIOTCA B KIMHWYeCKOW npakTuke. Kpartkoe
CO/lep)KaHue NMCCepraluy  IMpejCTaB/leHo B aBropedepare, OTpaXkaroliem e

K/TFO4YeBbIe e U 3HAYUMOCTh paﬁoTBI.

3amMeuaHUsl H BONPOCHI

IIpMHIMITHANBHBIX 3aMeYaHUil M BO3D&KEHWH MaTepuasbl JMCCEPTALMH He
BbI3bIBAIOT. B riopsiike AMCKycCuM XOTesock Obl 3a7jaTh aBTOPY pSif BOIIPOCOB: K
KakoMy THIly CjledyeT OTHecTd MyTtanuio BRAF V600E y 6GompHbix T'KJT —
OHKOTeHHAsl WM aKTWBMpYylomlas? [lpakBepHass MyTauus npu [KJI «mopaxkaeT»

CTBOJIOBYIO KDOBETBOPHYIO K/IETKY W/IM MUEIOUHBIE [IPe/ILIeCTBeHHUKI?

3AK/TFHOYEHUE

Huccepraius Ocunosoit Japsu CepreesHbl Ha TeMy «MeTozbl MOJIeKYJISPHO-
FeHEeTHYECKOH JMAarHOCTMKM TMCTMOLUTO3a M3 K/IETOK JlaHrepraHca y geTeii»
SIB/IAETCA  3aKOHYEHHOHM CaMOCTOATe/IbHOH Hay4HO-KBalM(pUKALMOHHOH paboTOii,
Coflep<alliell pellleHrHe Hay4HOM 3a/jaui — Pa3pabOTKU ¥ ONTUMH3ALIAN MOJIEKY/ISIPHO-
reHeTHYeCKHX MEeTOJO0B [AHarHOCTHKHM H MOHHTOPDHHIa THCTHOLIMTO3a K3 KJ/IeTOK
JlaHrepranca, uMerollel BaKHOE 3HauYeHWe /Ui KIMHWYECKOM naboparopHoii

AUAI'HOCTHKH U I'eMaToJ/IOTHH,



ITo cBoer akTyaJbHOCTH, HOBM3He, [IPDAKTHYECKOM M TeOpPeTHYECKOM
3HaYUMOCTH, METOJMUECKOMY VDOBHIO ¥ 00BEMY BBINIOJHEHHBIX WCC/IeL0BaHHUH,
pabora TMoMHOCTEIO COOTBeTCTBYeT TpeboBaHusMm 1. 9-11, 13, 14 «IlonoxeHus o
MOpsi/ike TPUCY)KAEHUM YUeHbIX CTeTeHei», YTBEP)KIAEHHOrO IIOCTAHOB/IEHHUEM
[IpaButesibctBa Poccuiickor @Pegepauuu ot 24.09.2013 Ne842 (B jeMcTBYIOLLEH
pe/laklii), IpeAbsSBIASeMbIM K [AUCCepTalUsM Ha COMCKAaHHE YYEeHOH CTereHu
KaHauara Hayk, a ee aBTop, OcurioBa [lapesi CepreeBHa, 3aC/Iy>KUBaeT PUCYKIEHUS
YYEHOH CTelleHH KaHAujaTa MeJUIIMHCKMX HayK [0 creluansHocTsM  3.3.8.
Knunuueckas nmaboparopHasi AvarsHoctka, 3.1.28. ['eMaTo/iorvsi ¥ rnepejudBaHue
KPOBH.

OdunmanbHbIA ONIMOHEHT:

AOKTOP MeIMIIMHCKUX HayK (3.1.28. ['emarosiorus v nepesiMBaHue KPOBHU), npodeccop,
3aBe/yoljasi  OT/Ie/IeHHeM — Bpad-remMaTosior  OT/AE/eHUS TeMaTOJIOTUM U
XUMHOTeparnuu  opdaHHeiXx  3aboneBanuii  dPefepasbHOrO0  rOCY/IaPCTBEHHOTO
bro/pKeTHOrO yupesxzienus: «HaloHaIbHbI MeJULMHCKHI MCC/IeI0BaTe/bCKUI [IeHTp

remarojiorii» MUHHCTEPCTBA 3/ipaBooxpaHenust Poccuiickoii dejieparyu

Jlykuna Enena AjiekceeBHa
3¢ ﬁm/[( Lof RO S

IMogmuce gokTopa ME}I[HI.(HHCKHX HayK, npodeccopa Jlykunoii E.A. 3aBepsio:

YueHblld cekpeTapb (be,qepanbﬂoro rOCY/IapCTBEHHOr0 O10/IKETHOTO  YUpesK/IeHHs
«HaronaneHbI# 1717 S HCCJIE,E[OBEITE!JILCKHPI LIEHTPp  I'eMaTOJIOTHU»

[KynaksH YHan JleBoHOBUY

A

dejepanbHOE  rOCYAApCTBEHHOe — Oro/pKeTHOe — yupexkiaeHue  «HalmoHa/lIbHbLIA
MeJMLIMHCKMM  WCCAeJl0BaTe/IbCKMH  LIEHTP  IeMaTOJIOrMH» MuHUCTepCTBa
34paBooxpaHeHusi Poccuiickoit @epepariu, Mockea, 125167, HoBbI 3bIKOBCKHME
npoesq, . 4, nauka@blood.ru, https://blood.ru/, +7 (800) 775-05-82



B nuccepraunonnsiii coser 99.1.098.02
(enepanbHOro rocy 1apcTBEHHOrO GKODKETHOTO yupesk/ienus Hayku [[eHTpa TeopeTHueckux npobieM GU3NKO-XUMUYECKOI
apmakosorun Poccuiickoii akasemun Hayk, MUHHCTEPCTBO HAYKH U BBICIIETO obpasoBanus Poccuiickoii ®eneparmn (109029,
r. Mocksa, yi1. Cpennss Kanutnukosckas, . 30); eiepanbHOro rocy1apeTBEHHOr0 GI0PKETHOTO YUPEKICHHUS
«HaumnoHabHbIi MeTMIMHCKHI HCCEA0BATENBCKHUI IIEHTP IETCKOH TeMaToIOTHH, OHKOIOIUH U UMMYHOJIOTUH UMEeHH JIMUTpust
Porauesa» MunucTepcTsa 31paBooxpanenus Poccuiickoii ®enrepannn (117998, r. Mocksa, yi1. Camopsl Mamena, 1. 1)

CBEJIEHMUS
00 o¢uuManLHOM oOmNmoHeHTE Mo auccepranuu OCHIIOBOI Hapeu CepreeBHbl, COMCKaTelsi yYeHOH CcTelneHM KaHAMAaTa
MEJIMIIMHCKUX HayK, Ha TeMy: «MeTo/ibl MOJEKY/ISIPHO-TEeHETHYECKOH JAMArHOCTHKH TMCTHOIMTO3a U3 KJIETOK Jlanrepranca y
Aeteid» 1o crnenmanbHocTam 3.3.8. Kinmuudeckas nabopartopHas amarsocTuka, 3.1.28. [eMaTonorus u nepeIuBaHue KPOBHU

Damuiug, Mma,
OTuecTBO
(MOHOCTRIO)

V4eHas crenens,
HaWMEHOBAHHE OTPACH
HayKH, Hay4HBIX
CMeLHanbHOCTEH, 1Mo
KOTOPBIM MM 3alllilileHa
JauccepTalus. YueHoe
3BaHMe (PU HaJIHYKH).

[Tonnoe Ha3BaHue u azpec
OpraHu3aiiH,
ABJIAIOLIENCA OCHOBHBIM
MecToM paboThl
o(uuHaIBLHOTO
ONMOHEHTA (Ha MOMEHT
Npe0CTaBIEHHs 0T3bIBA)

3aHuMaeMas J0JKHOCTE B
opraHusauuy (Ha MOMEHT
MPEOCTABICHHS OT3bIRA)

CnucOoK OCHOBHBIX MyOIHKaLHii B
PELICH3UPYEMBIX HAYUHBIX M31aHUAX
(He MeHee 5-Tu paboT 3a nocneaHue 5
JIET IO TEME ONIOHUPYEMOH
JIMCCEPTALINM)

Jlykuna Enena
AnexkceeBHa

JIOKTOp MeIMUMHCKHX
Hayk (3.1.28.
reMaToJiorus u
nepesinBaHue KPOBH),
npocgeccop

ODenepansHoe
rocy1apcTBEHHOE
Ol0/KETHOE YUpexk/IeHHe
«HaunonansHbii
MEIHLMHCKHIA
HCCJIEI0BATENBCKHUIA
LIEHTP reMaToJIOTHH»
Munuctepctra
3/1paBOOXpaHEHHS
Poccuiickoii ®eneparinm,
Mocksa, 125167, Hogblii
3bIKOBCKMI npoesn, 1. 4,
nauka@blood.ru,
https://blood.ru/, +7 (800)
775-05-82
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