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PE®EPAT

JunomHas padota 44 crpanun, 14 pucyHkoB, 8 Tabnul, 45 HCTOYHHUKOB.

KialoueBble cioBa: pak, xuMmepHbld anTureHsblii penentop, CAR-EK
KJIeTKH, MeMOpauHbIid |1L-15, pekomOnHaHTHAS TUTa3muaa, mumens CD19.

O0beKT  HCCIeNOBAHMSA:  T'EHETUYECKUH  BEKTOp,  COJEpIKAIIMii
nocyenoBaTeabHOCTH MeMOpaHHoro IL-15 u XMMEpHOro aHTUI€HHOTO perenTopa
npotus mumiean CD19.

Hean: co3manne peKOMOMHAHTHOM TIa3MHIBI Ha ocHOBE BekTopa PULTRA,
COZCpIKAIEH  IMOCIeNOBATENIFHOCTH,  Koaupyromme  antiCD19  xumepHsIid
antureHHbii perentop (CAR) n memOpanusbnii 1L-15 (MIL15).

Metoabl  HMcCIeIOBAHUSI:  MHKPOOMOJIOTMYECKHE  (KYJIbTHBUPOBAHHE
MUKPOOPTaHU3MOB), TEHETUYECKUE (Tpancdopmarnus), MOJIEKYJISIPHO-
reHeruueckue (Boiaenenue miazmuaHon JIHK, TIHP, pecTpukuvoHHBIM aHalu3,
KJIOHUPOBAaHHUE, CEKBEHHPOBAHUE), METOJbl OMOMH(POPMATUKH, CBSI3aHHBIE C
IV3aiHOM IIPaiMepOB U KOHEYHOW KOHCTPYKIIUU.

Pe3yabTathl padorsl: B coctaBe BekTopa PULTRA Oblia BiepBbie co3/1aHa
OMLIMCTPOHHAsI JKCIPECCHOHHAs KacceTa, CoepKalas IMOCIeI0BaTEeIbHOCTD
XUMEpPHOTO aHTUTEHHOTO perentopa npotuB wmumenn CDI19, a Taxxke
MocJe0BaTeIbHOCT,  MeMOpaHocBsizanHoro  |L-15.  TlocnemoBarenbHOCTH
antiCD19 u mlIL15 otmenensl Apyr OT Apyra MOCIEIOBATEIBHOCTHIO IENTHIA
T2A, 9T0 MO3BOJAUT UM Tipu TpaHckpuriuu B enunyro MPHK tpancnmpoBatbes B
OTJIEJIbHBIE MENTHIHbIE MOJIEKYJbl. [[paBMIIBHOCTE COOPKM KOHCTPYKIMHU Oblia
MOATBEPKIEHA C TOMOUIBI0 CEKBEHUPOBAHUS, TUIA3MUY BBIIEIWIIA U U3MEPUITU €€
KOHLIEHTPALHIO.



PODEPAT

JlprmioMHast pabota 44 craponki, 14 manronkay, 8 tadumii, 45 KpbIHII.

KarouaBbisi c10BBI: pak, XiMepHbI aHThITeHHBI patpnTap, CAR-EK kiretki,
memOpanHsbI [L-15, paxamOinanTHas miamiaa, minmas CD19.

AO'eKT jJacjielaBaHHsI: TCHETHIYHBI BEKTap, SKi 3MsIIYae MacCisAI0yHACI
memOpanHara IL-15 1 xumepHara aHThIréHHara paupnTapa cymnpais mimmHi CD19.

MbdTa nacienaBaHHsi: CTBapIHHE pIKaMmOiHAHTHAW IUIa3MIIBl HA ACHOBE
Bektapa PULTRA, skas 3wmsmgae macisioyHacii, kamgaBaubHbIl antiCD19
xuMepHbl aHThITeHHBI parpnTap (CAR) 1 memOpanss! [L-15 (mIL15).

MeTtaanbl aacjenaBaHHA: MIKpaOisIariIHbIs (KylbThIBABAaHHE
MIKpaapraHizmay), TeHEeThIUHbIs (TpaHcdapManpls), MaleKylspHa-TeHETbIYHbISA
(Beym3sutenHe  masMmigaa JIHK, TIHP, pecTpbIKibliHBl aHai3, KIaHABaHHE,
CCKBEHIpaBaHHE), MeTabl OisiH(papMaThIKi, 3BI3aHbIsI 3 JbI3aliHaM IpaiMepay i
KAHYaTKOBal KaHCTPYKIIbII.

Boiniki npanbl: y ckinaaze Bexkrapa pULTRA Obuta ynepuibiHiO cTBOpaHa
OIIBICTPOHHAS JKCIpACIHAs KaceTa, siKas 3MslId4ae NacisgoyHaclh XiMepHara
aHThITEHHAra paupnTapa cynpambs MmimmpHi CD19, a Takcama mnaciaIoyHaclb
MemOpanasps3Hara IL-15. [Macasmoyracmi antiCD19 i mIL15 axn3encHblisa ana3id an
aJHaro naciasAoyHacuoo nenteia T2A, mTo [a3BOMINb 1M NPl TPAHCKPBILBI ¥
an3inyto MPHK tpancnsBanna y acoOHbIs nenThiqHas Manekyisl. [IpaBiibHacIb
300pKi KaHCTPYKIIbIi ObLiIa MalnBepkaHa 3 JarnaMorail CeKBEeHIpaBaHHSI, TUIa3MITy
BBIJI3ETI1ITI 1 BBIMEPAJTi sie KaHIPHTPAIIBIIO.



ABSTRACT

Diploma project 44 pages, 14 figures, 8 tables, 45 sources.

Keywords: cancer, chimeric antigen receptor, CAR-NK cells, membrane IL-
15, recombinant plasmid, CD19 target.

Object of study: genetic vector containing sequences of membrane IL-15
and chimeric antigen receptor against CD19 target.

The aim of the research: to create a recombinant plasmid based on the
PULTRA vector containing sequences encoding antiCD19 chimeric antigen
receptor (CAR) and membrane IL-15 (mIL15).

Research methods: microbiological (microorganism cultivation), genetic
(transformation), molecular-genetic (plasmid DNA isolation, PCR, restriction
analysis, cloning, sequencing), bioinformatics methods related to the design of
primers and final construct.

Results: A bicistronic expression cassette containing a chimeric antigenic
antigenic receptor sequence against target CD19 as well as a sequence of
membrane-bound IL-15 was created for the first time as part of the pULTRA
vector. The antiCD19 and mIL15 sequences are separated from each other by a
T2A peptide sequence, which will allow them to be translated into separate peptide
molecules when transcribed into a single mRNA. The correct assembly of the
construct was confirmed by sequencing, the plasmid was isolated and its
concentration was measured.



