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Lenbio pabotbl aensetcs nonydenve VIMNCK metomom
penporpammMupoBaHma hnbpobnacToB Yenoseka U 0T6OP
NepcrneKkTUBHBIX KNOHOB Ans AanbHenwen audgepeHumpos-
KV B HEpanbHOM HanpaBneHum.

Matepunana n metogsbl. [na nonyyvenna MCK ns du-
6pobnacTtoB OT ABYX AOHOPOB WCMOMb30BanM KOMMepYe-
ckunin Habop pns penporpammMmpoBanna «CTS CytoTune-iPS
2.1 SendaiReprogrammingKit» Ha ocHose Bupyca CeHgain.
Bce nonyyeHHble nuHMKM Bbiv 0xapakTepru30BaHbl Mo 3KC-
NpPeccyy MapKepoB NPUNOTEHTHOCTM UMMYHOLIMTOXUMUN-
YecK1UM MEeTodoM, a Takxe ¢ nomoLueto [NLP-aHannsa. Ona
NOATBEPXAEHNSA CNOCOBHOCTM Nony4eHHbIX KnoHoB VMNCK
Yyenoseka kK gudhdepeHUMpoBKe in vitro 661N NpoBeaeH TecT
Ha CrnoHTaHHOe hopMMpOBaHME TPEX 3apoabILLEBbIX NUCT-
koB. dndchepeHUMpoBKY B HEMpPansHOM HanpaeneHum Npo-
BOAMNM C NOMOLLb Manbix monekyn SB431542, 2 mkM
popcomopgmHa n 200 HM LDN193189 B TeyeHune 14 cy-
Tok. KonuyectBo anddepeHUMpoBaHHbIX KNeETOK onpege-
nanv no mapkepy Henpoanutenua PAX6 ¢ nomoLubio npo-
TOYHOW LUTOMETPUN.

B pesynbTaTte ot6opa 6binn Nony4eHbl cTabuneHble Nn-
Hum UIMNCK — VII_MAK_C, VI_MAK_A, V_MAK_F oT nepBo-
ro JoHOpa, KOTopble MOATBEPAUMN CBOWM MAOPUMOTEHTHBIN
CTaTyC MOCPEACTBOM 3Kcrpeccun reHos-mapkepos Oct4,
Sox2, Nanog, TRA-1-81 kak Ha ypoBHe TPaHCKpUMILMK, TaK
1 Ha ypPOBHE TPaHCNALMM, @ TakXXe CNOCOBHOCTb K CMOHTaH-
HOMY (hOpMMPOBaHWIO TP 3aP0AbILLEBbLIX IMCTKA, Y UMENU
HOpManbHbIA Kap1oTUM.

Ha cnepytowem atane 6bina BbibpaHa nuHmua — VII_
MAK_C, «koTopas nocne paundchepeHUMpoBKM COCTOSA-
na Ha 98,4%*0,6% 13 HewpanbHbIX CTBOMOBLIX KMNETOK
(PAXB"). B 10 Bpems kak B nuHusax VI_MAK_A n V_MAK_F
konnyectBo PAXE* — knetok coctasnano 46,610,16%
n 52,4%*4,56%, cooTBETCTBEHHO. Takum 06pa3om 6bIno
nokasaHo, 4To nony4yeHHble knoHbl VIMNCK obnagatoT pas-
HOM CnocoBHOCTbI0 K HerpanbHon AaudichepeHumpoBke.
AHanna reTeporeHHoCTN KynbTyp No akcnpeccun PAXB*
KNeToK N03BONAUT BblIBpaTb NMMHUM C HAMBONbLUWM Tepanes-
TUYECKMM NOTEHLNAMNOM.

Pabota BbinonHeHa npv  hyHaHCOBOW MOJAEPXKE
MunncTepcTBa 06pa3oBaHus n Hayku Poccuickon chepe-
pauuy, YHVIKanbHbI WAEHTUUKETOP Hay4yHOro rpoekTa
RFMEFIE0417X0184.
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Ha mMopenn XpoHM4Yeckor uemMun 3agHer KOHe4YHOo-
CTW KpbICbl M3y4eHbl 3hIEKTbI UHBEKLMN aAeHOBUPYCOB,
HECYLUMX TreHbl COCYOUCTOro 3HOAOTENUanbHoro giakTo-
pa pocta (VEGF 169), rmmanbHoro HempoTpoginHecKoro
chaktopa (GDNF) n aHruorenvHa (ANG). Cnycta 14 cyTok
rocre co3gaHust ULEMWU MYTEM WCCEYEHWs (parMeHTa
6enpeHHON apTepun Kpbicbl Gbinyu pasgeneHsl Ha 4 rpyn-
nbi: (1) rpynna ¢ BeegeHvem reHa ANG (Ad5-ANG, n=10;
2x10'° BupycHbIx 4acTuy B 60 mkn NaCl) B 4 Toukun guc-
TanbHOWM YacTW MKPOHOXHOM MbILLLbI, MO 15 MK B KaXayto
Touky; (2) rpynna ¢ BBepeHneMm kombuHaummn reHos VEGF

n ANG (Ad5-VEGF+Ad5-ANG, n=10) B Tom xe obbeme
B Te Xe Touky; (3] rpynna c BBegeHMeM KomMbuHauum re-
HoB VEGF, ANG, GDNF (Ad5-VEGF+Ad5-ANG+AdS-GDNF,
n=10); (4) rpynna KOHTPONs C BBEAEHMEM (DU3NONOrnYe-
ckoro pacteopa (NaCl, n=10). Ona oueHkn 3kcnpeccumn
reHa 3eneHoro dnyopecueHTHoro 6enka (EGFP) 6binu
AOMOMHUTENBHO NPOOMEPUPOBaHbI S XMBOTHbLIX C BBEAe-
HMemMm Ha 14 cyTku nocne onepaumn B OUCTanbHY YacTb
WKPOHOXHOM Mblwubl AdS-EGFP. 3abop 6uomatepuana
ocywlectnanu Ha 14 1 28 cyTku nocne NPoBEEHUs reH-
Hon Tepanun. [na noeHTMdMKaumMm KPOBEHOCHBIX COCYAOB
W OLEHKN COCTOSHWUA MbILIEYHOM TKaHW OCYLLEeCTBNAAM
UMMYHOMMCTOXMMWYECKYHO peakuusi C aHTUTeNnamMmn npoTuB
CD 31, MOphOMETPUHECKUA aHanM3 MblLLEYHbIX BOMOKOH
W MOACYET MbILLEYHbIX TPyboYek C LieHTpanbHO pacrosno-
XeHHbIMy sgpamn (MUA). Ona oueHkn akcnpeccun Tepa-
NeBTUYECKNX MEHOB W crneundmnyeckmnx 6enkos BbIMOMHANN
MNUP B peansHom Bpemenu (MUP-PB) 1 BecTepH-6noTTUHN
(WB). Ha 28 cyTtku nocne BBeaeHuA reHoB konnyectso MLIA
B 06n1acT MLeMn1 MbilUpbl, @ Takxe konnyectso CD31-
WMMYHOMO3UTUBHLIX KneTtok B rpynne AdS5-VEGF+AdS-
ANG+Ad5-GDNF 6bino ysenunyeHo B 38.7 n 1.3 pasa
cooTBeTcTBeHHO. MeTogom MLP-PB Ha 14 cyTkn nokasa-
Ho yBenuyeHne MPHK GDNF, VEGF n ANG kak B rpynne
Ad5-VEGF+Ad5-ANG, Tak n B rpynne Ad5-VEGF+AdS5-
ANG+Ad5-GDNF, Takxe 0TMEYEHO yBENU4YEHME 3KCMpec-
cum MPHK desmin B o6nactu niemMmmn ML, B 3TUX Fpyn-
nax. Metogom BecTepH-6110TTa 661510 NOKa3aHo yBENVYEHNE
akcnpeccun CD34 n dakTopa coH BunnebparHpa (VWEF)
Ha 14 cyTtku nocne mHbekunn AdS-VEGF+AdS-ANG+AdS-
GDNF npu cpaBHeHUM C KOHTPONbHOM rpynnon. BeegeHve
kombuHauun AdS-VEGF+AdS-ANG+AdS-GDNF  ctumynu-
PYET pereHepaumio MbliLLL, yBenuuneasa konuyectso MLIA,
a TaKkXXe yBenM4MBaeT KOnM4ecTso cocynos. Vicxoas 3 Bbl-
LenpuBeAeHHbIX AaHHbIX, aHIMOrEHHbIA 1 pereHepaTopHbIN
noTeHuman reHeTnyeckom KoHcTpykumn AdS-VEGF+AdS-
ANG+Ad5-GDNF TpebyeT panbHenwmnx nccnegosaHnsa ans
BO3MOXHOCTM €ro NpUMEHEHUS B KIIMHUYECKMX LeNsAxX B Ka-
YecTBe CpefCcTBa, CTUMYNMPYIOLLIEro aHrMOreHes 1 pereHe-
paLmio CKENETHOW MbILLLbI MPU ULLEMUN.
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BakTtepwansbHas uenntonosa (bL) nmeet 6onblune nep-
CMEeKTMBbI MCMOMb30BaHMA B KayecTse BuomaTtepuana ans
pereHepaTuBHon MeanumHbl. OHa obnagaeT TakMmy cBOR-
cTBaMM Kak 6uonormvyeckas COBMECTVMMOCTb, BbICOKas
MexaHu4eckasi MpPO4YHOCTb, BbICOKAs COpPBUMOHHaA cno-
cobHocTb. [enb-nneHka BL| noppepxunBaeT onTuManbHbIN
H6anaHc BNaXHOCTW, CTUMYNPYIOLLMIA 3a>KUBINEHWE; OTINYHO
npornyckaeT XWOKOCTW W rasbl; NormnoLaeT NpoayKTbl pac-
naga TKaHew; CNYXWT No4TW HENPEOo[oNIMMbIM (IN3NHECKUM
H6apbepoM Ans nHdekumn. 3To yHUKanbHasi MaTpuua-HoCcK-
Tenb Ans pasnmyHbIX NeKapCTBEHHbIX NPenapaToB, B YaCTHO-
CTU C aHTNBaKTEpPUanbHbIM 1 PEreHEPUPYHOLLIMM OENCTBUEM.
Ocobbit nHTepec k BL| BbI3aBaH BO3MOXHOCTLIO NOSy4eHUs

leHbl & Knetkn XIV, Mpunoxexve, 2019



