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OduumnansHOro onMnoHeHTa

Ha auccepranmonnyio pabory Caapuena Koncrantuna AsiekcaHipoBuyia
«Ponb renos sfrp npu perenepauun y ronorypun Eupentacta fraudatrix»,
MPEACTARICHHYIO K 3alIUTE HAa COUCKAHUE YUEHOH CTeNeHH Kauauaara OHoJ0rHuecKux HayK

no cnenrasbHoctu 1.5.22 — Knerounas OM0JI0rUs

AKTYAJIBHOCTH TEMbI HCCJIEI0BAHHS.

Jluccepraumnonnas pabora K.A. CaapueBa nocpsiieHa H3y4eHUIO (YHKIHMHM CEKpETHPYEMBIX
Frizzled-mono6uesix 6enxoB (SFRP) — Baxueix moaynastopoB Wnt-cHrHaJilMHra — B IPOLIECCE
pereHepanum BHyTPEHHHX OpranoB y rojotypuu Eupentacta fraudatrix. Mrmoxoxue, 00/1a1aromume

YHHUKAIBHOMN CIIOCOOHOCTHIO K BOCCTAHOBJIEHHIO YTPAaueHHBIX CTPYKTYp (IBUCHEpalHs, Oecrosoe
pPa3sMHOMXEHHUE), BHICTYIIAIOT B KAU€CTBE MEPCIIEKTUBHBIX MOJEIBHBIX OOBEKTOB /I MOHUMaHHUA

3BOJIFOLIMOHHO KOHCEPBATHBHBIX MEXaHU3MOB pEreHepanuu, XapakTePHBIX Ui BTOPHYHOPOTHIX
KHBOTHBIX, BKJIIoYast XopaoBbIX. [Ipu atom posns SFRP B perenepanyu y B3pocC/biX OpraHu3MOB
H3ydyeHa KpaiiHe ¢aabo, a Ui roJIOTYpHil Takue JaHHbIE OTCYTCTBYIOT BOBCE. BocmnoHeHHE 3TOr0
npobesna UMeeT 3HaueHHe HE TOJILKO /Ui (PYyHIAMEHTAIbHON CPaBHUTEIEHOW OHOJIOTUH, HO U IS
MOTEHIHMAJIBHOM  TPAHCIAIMH 3HAHHUH O  pPEryjlslUd  KIETOYHOW  IUIaCTUYHOCTH H
PEMO/IEIMPOBAHMS BHEKJIETOYHOTO MaTpUKCa B PEreHEpaTHBHYIO MENWLMHY. Takum o0paszom,
aKTYyaJIbHOCTh JUCCEPTAIIMOHHOIO MCCIIEI0BAHNs HE BBI3HIBAET COMHEHHH.

Hay4ynasi HOBH3HA U TeOpeTHYecKasi 3HAYHMOCTb.

B xoxe paborel aBTOpoM BnepBblie Ui ronoTypud E. fraudatrix wuaeHTHOHUUMpPOBaHBI U
oxapakTepH30BaHbI JiBa oprojora reHoB sfrp — sfrp1/2/5 u sirp3/4 . ®@unoreHeTnyecKuil aHanus
MOJATBEP/ANI SBOJIOLMOHHO KOHCEPBATUBHOE pasJIejieHHEe O3TUX TE€HOB Yy BTOPUYHOPOTHIX.
[TokazaHo, 4YTo o00a TeHa JUMHAMUYECKH OJKCIPECCHPYIOTCS B XOAE pereHepaluu

akpadapunreanbHoro komrmiexkca (AK) M KMIIKH, TIPEMMYIIECTBEHHO B  KJIETKAXx
ME30/IEPMAJILHOTO TIPOUCX0XKIEHUS — LIEJIOMUYECKOM U aMOyJlakpaJibHOM dIUTEIHsIX. Briepssie ¢

nomokio PHK-unTepdepenunu in vivo (anexrponoparus sSiIRNA) nposenen Hoknayu sfrpl/2/5
u sfrp3/4 y rosotypuu, 4YTO TMO3BOJHJIO BBISBUTH HX CHENH(pHYECKHE MOP(OreHeTHUECKUe
dysxumyu, YcraHoBneHo, uto sfrp3/4 HeoOXOAMM JUISL COXPAHEHHS COEAMHHTEIBHOTKAHHOTO
sayatka AK W nojiepxkaHus CHMMETPHHM pereHepauuu, Ttoraa kaxk sirpl/2/5 perynupyer
IJIOTHOCTH COEIMHUTEIbHON TKAaHU U pa3BUTHE amMOyakpanbHbIX CTPYKTYp. [Ipumedarensho, uro
JlaXke NIpH NOJIHOM OTCYTCTBUM pereHepara AK 3ayaTok KHIIKH (pOpMUPYETCs HE3aBMCHMO, UTO
BriepBbIe Ha (DYHKIIMOHAJILHOM YPOBHE JIEMOHCTPHPYET ABTOHOMHOCTH 3aKJIQJKH OTHX ABYX
cucreM. IlosydeHHbIE JaHHBIE IO3BOJSIOT TIPEANOJIOKUTH, YTO Sirp HMIrpalOT 3BOJIOIMOHHO
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KOHCEPBATHBHYIO PO PEryJISTOPOB BHEKIETOUHOIO MATPUKCA H IMUTETHATBHOTO MOpdoreresa
y BTOPHYHOPOTHIX.

IpakTnyeckas 3HAYUMOCTS.

PaspaGoTanHas W YCHEHmIHO NPUMEHEHHas aBTopoM MeTtojmka dnekrponopainn siRNA Ut
HOKJayHa r'eHOB B perenepupytotinx tkansx E. fraudatrix MoyxxeT ObITh afanTHpoBaHa Juist Ipyrux
BHIOB MIJIOKOKMX, UTO PACIIUPSICT HHCTPYMEHTAPHIl SKCIIEpUMEHTAIbHOM OHOJIOTHH pa3BUTHA H
peredepaumn.  [TonyyeHHble  JaHHBIE O  MOJIEKYISPHBIX ~ MEXaHH3Max  pereHepalny
aMOyIaKpabHOI CHCTEMBbI BAXKHBI JUIS TOHUMaHUS OOIIHX MPHHLIMIIOB PEreHEPALHH KHUBOTHBIX.

Obmas xapakTepucTuka padorsi.

Jlnccepranus W3noxeHa Ha 83 cTpaHHuax, coaepkuT 16 pucyHKoB, 2 TabMMIb! U 1 MPHIOKEHHE.
CrpykTypa TpajuMIMOHHA (BBeIeHHEe, 0030p JuTepaTypbl, MarepHajibl U METOIbI, PE3YJIbTATHI,
00CYIKICHHE, 3aKTIOYEHHE, BBIBO/IBI, CITUCOK JHTeparyphl #3 110 nctouHukoB). CTHITb H3JI0KEHHS
YeTKHWIH, Hay4yHbIH, XOpouo WunocTpupoBadH. O030p iMTEepaTypbl HalMCaH OY€Hb MHTEPECHO,
MOCIIE0BATENBHO, SICHBIM S36IKOM M OXBATBIBACT Kak 0OIIHeE Mpe/ICTaBIeHust 0 MoporeHax u sfrp,
TaK ¥ cnenuduKy pereHepaiuu y rojotypuid. Metoauyeckas 4acTh J€TajabHa U BOCITPOU3BOIMMA.
Pe3ynbrarhl npeacTaBieHbl 0CIeI0BaTeTbHO, CTATUCTUYECKH 00padOTaHBI.

O060CHOBAHHOCTH H JIOCTOBEPHOCTH HAYYHBIX M0JI0’KeHHH H BHIBO/10B.

Jluccepraumonnas pabora OasupyeTcss Ha JOCTATOYHOM (DaKTHYECKOM MarepHaie ¢
MCITOJIb30BAHHEM COBPEeMEHHBIX MojiekyispHo-reHetndeckux ([IL[P-PB, rubpuamsanms in situ,
PHK-unTephepeHnus), THCTOJIOTHUECKUX (CBETOBAasS MHUKPOCKOINHS, IOJTYTOHKHE CpE3bl) H
6MOUHGOPMATHYECKHX METOJOB. DKCHEPHMEHTHI BBIMOJIHEHBI C HEOOXOAMMBIMH KOHTPOJISMH
(necnenduueckas SiRNA, KOHTPOJIbHBIE KUBOTHBIE, pE(EPEHCHBIE T'€HbI), MOBTOPHOCTSAMHU H
cratuctuueckoii  oopadbotkoit  (ANOVA). DpdexTHBHOCTL  HOKIayHa  IOJATBEPIKICHA
konuuecTBeHHOM [1L[P. CaenanHbie BHIBOIBI IOTHYHO BBITEKAIOT U3 PE3YJIBTATOB M COOTBETCTBYIOT
mocTapieHHbIM 3anadaM. OCHOBHBIE pe3ylbTarbl ONMYyOJWKOBAaHBI B TpeX CTArbiX B
penieH3upyeMbIX kypHaiax u3 nepeuns BAK u Web of Science, a Taxke anpoOupoBanbl Ha

KOH(pepeHUUsIX.

3aMeqyaHHus H BONPOCHI K IHCCEPTALMOHHOMN padoTe.

HecmoTps Ha o0umiee BBICOKOE Ka4eCTBO padOTBI, HWMEIOTCS HEKOTOpBbIE 3aMevyaHUs
JIACKYCCHOHHOTO XapakTepa U BOIIPOCHI JUISt 00CYHICHHUS:

1. DddexruBHOCTh HOKAAYHA Sfrp3/4 cocTaBuia Beero 1,8-KpaTHOE CHHKEHUE IKCIIPECCHH (PHC.
12), uyto joBosibHO ckpoMHO uis PHK-untepdepenunn. Tem He Menee, npu 3ToM HaOMOAar0TCs:
apkue (erorunudeckue aQdexror. Hem aBtop 0OBSICHSIET TAKyIO BBICOKYIO YYBCTBHTE/IBHOCTH
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CUCTEMBI K YACTHYHOMY CHIDKEHHIO TpaHckpuntoB? He wuckiiouaere au BBl HaTMYHE «OH-
TapreTHeiX» dPPeKkToB mau Hecneuuduueckoro BosaeicTBus SiRNA? [[manupoBamce m

KOHTpoOH Ha o-Taprer (Hanpumep, MCHONL30OBAHHME JIBYX HE3aBUCHMBIX SIRNA K OJIHOMY
reny)?

2. Tarrepubl axenpeccun sfip B perenepupyiomeit kuike (Le10MHYeCKHit SMUTETHIT) XOPOLIO
MOKa3aHbl, OJHAKO HOKJAyH Sirp He BBI3BAT BUIAMMBIX HapyuieHdHi B (OPMHUPOBAHUH
COCAMHUTE/IbHOTKAHHOIO 3auarTKka KUIIKH (BBIBOJIbI 3 U 4 kacatotcs Tosbko AK). Cuuraere jiu BBI,
410 SFRP Moryt ObITh (QyHKUMOHANLHO peneBaHTHBI 1 O0Jee MO3AHUX ITANOB KHIIEYHOTO
FUCTOreHesa (Harpumep, auppepeHupoBka HTEPOIHTOB, (hopMUpoBaHHe cKiIanok)? B pabore

9TH CPOKH (MO3Xke 7 CyTOK Mocje IBUCIEPAIHH) HE aHATH3HPOBATHCH MOP(OJIOTHUECKH TOCTe
HOKJ1ayHa.

3. B oOcyxnenun BbBHHYTA TUnoTe3a o Tom, uto SFRP Moryt mepexmoyars KaHOHHYECKHH
Wnt/B-catenin curnanuur Ha Hekanonuueckuit (Wnt/PCP), peryanpys nemubdepeHIHPOBKY H
MHUTPALUIO KIETOK LEJIOMHUYECKOro 3nuTeaus. EcTth M y Bac Kakue-n1ub0 JaHHbIE (BO3MOXKHO,
KOCBEHHBIC) O TOM, KaKMe UMEHHO Wnt-JIMraH bl SKCIIPECCUPYIOTCS B TEX K€ KJIETKaX U MOTYT
ObITh MuIEeHAMH sfrp? Ynomunaercst pabora Girich (2024) o wntd — skcrpeccHpyeTcst M OH B

CXOJHBIX 30HaX? MoxHO 1m npeanonarath B3ammoneictsue sfipl/2/5 u sfrp3/4 ¢ pasHbIME
nyiramu Wnt?

4. B pabore oTCyTCTBYET aHAIU3 «(PHU3HOIOTHYECKOH» PEreHepaldd Y UHTAKTHBIX JKHBOTHBIX
(xotst B llpunoxenun 1 nokasaHo oTcyTCTBHE JKCIpeccHH B HOpMe). Bo3moxkHO sn, uto sfrp
BOOOIE HE IKCIPECCHUPYIOTCS B 3PENIBIX OpraHax M akTHMBHUPYIOTCS TOJILKO IPH IBHCIEPALIMHA?
EcTb 11 1aHHBIE IO UX TPAHCKPUITIIMK B HOPME Y APYTHX HITIOKOKUX?

5. CyumiecTBylOT JIM JaHHbIe 00 y4YacCTHM JpPYrMX CHTHAIMHIOB TIpH (HOPMUPOBAHHH
aMOynaKkpaiabHO# CcHCTeMbl y rojotypuii? C y4yeToM pasMBILUIEHHH aBTOpa O CXOXKECTH
(opMupoBaHHs amMOyTaKpalbHON CHCTEMbI C AHTHOTEHE30M, OBUIO MHTEPECHO TOHSATH CTaTyC
curHanbHOro nytu Notch B U3ydaembIX npolieccax.

6. CylecTBYIOT JIM KaKHe-TO CUCTEMbI KYJTbTHBHPOBAHHUS 1N VItro KJIETOK IOJIOTYPHIA, Ha KOTOPBIX
ObLI0 OBl BO3MOJKHO IPOBEPUTH THUIIOTE3BI OTHOCUTEIBHO B3aMMOOTHOIUCHUH KOMIIOHEHTOR
CUTHAJILHBIX MyTEH, BbICKa3aHHBIE B JIJAaHHOW padoTe?

7. B pabote npuCyTCTBYIOT OIEYaTKH M HETOYHOCTH (POPMYJIMPOBOK, OCOOECHHO B paszese
«ObcyxKIeHuEeY.
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YKazaHHble 3aMeUaHus He CHIDKAIOT 00111el BbICOKOM OLeHKH paboThl U HE CTABAT 1101 COMHEHHE
BBIBOJIbI PA0OTHI H €€ 3HAYMMOCTh.

3akinouenue.

Jnccepranvonnas pabora Canpuena Koncrantuna Anexcanaposuya «Posb remos sfrp rnpu
perenepaunn y ronorypuu  Eupentacta fraudatrix » moJgHOCTBIO COOTBETCTBYET OCHOBHBIM
KBATHQHUKAIMOHHBIM KpuTEepHsM (MyHKTHI 9—14 «[TosiokeHust 0 mopsiake NMpUCYKICHUsT YIEHbIX
CTEeNEHEH», yTBepxaeHHoro nocranosnenneM IIpasuresnsctea PO ot 24 centsops 2013 r. Ne 842,
B penakuuu llocranosnennit Ilpasurensctea PO ot 21.04.2016 Ne 335, 01.10.2018 Ne 1168,
20.03.2021 Ne 426, 26.09.2022 Ne 1690, 26.10.2023 Ne 1786, 25.01.2024 Ne 62), a ee aBTOp,
CanpueB KoHcCTaHTHH AJieKCaHIAPOBHY, 3aC/y)KHMBACT TPHCYKIEHHS MCKOMOH CTENEHH
KaHu/1ara OMOJIOrHYECKUX HayK 1o crieruanbHocTH 1.5.22 — Knietounas 61o10rHsl.

OduunanbHbIN ONMIMOHEHT:

Jloxtop Ononornyeckux Hayk (1.5.22. Knerounas 6uonorus),
3aBeayrolni Jlaboparopun pereHepatuBHON OMOMEIUIIUHEBI
DenepanbHOro rocy1apcTBEHHOr0 OIODKETHOTO YUPEXKACHUS HAYKH
UuctutyT nuronorun Poceuniickoii akagemuu naykx (MHIL[ PAH)
194064, Canxkr-IlerepOypr, Tuxopeukuii np., 4

ManamunyeBa Auna bopucoBHa

Ten. +7 (812) 297-18-29 e.mail malashicheva@incras.ru

Nara: 2 § Gnperd 2026

[Toanmuce _ /ManammyeBa A. b./

[Toanuce A.b. ManamuyeBoi 3aBepsiio

YueHbll cekpeTaphb

denepalibHOrO rocyAapCTBEHHOTO

OIOJIDKETHOIO YUYPEXKIEHUS HAYKH

MucTtuTyT niutosioruu PoCCUCKOH akaieMUH HayK,
KaH/Iu/1aT OMOJIOTHYECKUX HAYK

bepaueBa Mapust AHaTroJibeBHA

[Toanuce /bepauesa M.A./
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