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PE®EPAT

Jlunnomnas paboma: Bnusaue MOIU(UIMPOBAHHBIX HYKJICOTHIIOB M
HykJeo3uaoB Ha TLR7 — IRF7 curHanpHbl 1yTh: 47 cTpaHull, 53 MCTOYHUKA, 3
pUCYHKa, 3 TaOJHUIIbI.

TLR7 — IRF7 curnanbHblil yTh, HyKJI€OTH/ b, HYKJI€O3U/ b, UHTEP(HEPOH

Obvekm uccnedosanusn: MoHOHyKIeapbl mnepudepudeckol KpoBu 3
3JI0POBBIX JIOHOPOB.

Ilenv padomer: W3ydenuwe BIUAHUA MOAU(PHUIIMPOBAHHBIX HYKICOTHIIOB U
HykJieo3uaoB Ha TLR7 — IRF7 curnanbHbIf Ty Th.

Memoowt uccaedosanuii: Meto1 KynbTUBUPOBAHUS KIIETOK, IMTOMETPUYECKUAN
METOJI, METOJI CTATUCTUYECKON 00paOOTKM TaHHBIX.

Ilonyuennvie pesynomamot u ux Hoeuzna. CHocOOHOCTh HCIOJB30BaTh
COOCTBEHHYI0 HMMMYHHYIO CHCTEMY oOpraHusma [jsi OopsObl C 0OJIe3HSAMHU
MOCpeICTBOM akTuBauu Toll-mogo0OHBIX PEelenTopoB MPOJOJIKAET MOTHUBHUPOBATH
pa3pabOTKy HOBBIX arOHUCTOB Majbix Mojekya TLR7.

B pesymbrare MoydeHHBIX MAaHHBIX OBUIM BBISBICHBI MOIU(DHUIIMPOBAHHBIE
HYKJICOTHIbI K HYKJICO3HU/IbI, KOTOPBIC OKa3aau HanbobIee Biausaue Ha TLR7 — IRF7
CUTHAJIBHBINA TyTh. YBEJIWYCHHas dKcrpeccuss mapkepa IRF 7 Ha xmerkax CD 19,
muMmdoruTax M JCHIPUTHBIX  KIETKax 1moja  jeWctBueM  5’-Monodocdar
UUKJIOLUTHANHA (mukmol IM D), ben3uin-(2->TuanupuanH-3-11)-CyKIuHaT
(OeH3myoBBIi  3pup  SMOKCUINUHA),  OCH3WI-(2-3THIUPHINH-3-1IT)-CyKITHHAT
(Oen3mwioBblt  3¢pup sSMokcunuHa). I[IpoBeneH aHamuM3 MEXaHU3MOB BIUSHUS
MOJU(DUIIMPOBAHHBIX HYKJICOTHAOB M HYyKJIeo3uaoB Ha TLR7 — IRF7 curnambHbIi
yTh.

[TomydyeHHsie AaHHBIE MOTYT OBITh HCIIOJIB30BAaHBI B  MCCJIEIOBAHUAX
TepaneBTUIeCKOro 3 (exTa mpemapaTroB MPH HAPYIICHUSIX UMMYHHON CUCTEMBI.

Cmenens ucnonvzoeanusa. Jlanupie MOTYT OBITH MCHOJB30BaHbl B HAYUYHBIX
MyOJIMKALUSIX, COCTABJICHUS] TE3HUCOB.

Ooénacmo npumenenusa. Meauina, o0Opa3oBaHue.



PODEPAT

Hvtnnomnan paboma: Y by MaaplihikaBaHbIX HyKJI€aThIaY 1 HYKJICO3UIOB
Ha TLR7 - IRF7 cirmaneubl numsix: 47 crapoHak, 53 KpbIHIIBI, 3 MallfoHKA, 3
TAOJIIIIBI.

TLR7 - IRF7 cirHanpHBI UIAX, HyKJI€aThIAQY, HYKJICO3UIbI, IHTAp(PEpoH

A6'ekm o0acnedasannsa: MOHOHYKIIEApOB NephidephIuHal KPBIB1 3 37apOBBIX
JIOHapay.

M>oma pabomwi: JlacnenaBanHe YIUibIBY MajibiiKaBaHbIX HYKJIeaTblaay 1
Hykieo3uaoB Ha TLR7 - IRF7 cirHanbHBI IUTAX.

Memaown 0ace0a6anuay: Meran KYJIbThIBaBaHHS KJIETAK,
IUTOMETPUYECKHUI METaJl, METaJ] CTaThICThIUHAN arparoyKi 1a13¢HbIX.

Ampoimanvla 6bIHIKI | IX HAGI3HA. 3T0TIBHACIB BBIKAPBICTOYBAIlL YIACHYIO
IMyHHY!O cicTaMy aprani3ma Juis 6apaiib0bl 3 XBapoOami Iisixam akThiBalisli 10l1-
najo0OHBIX PAIPIITAapay Mpalsireae MaThiBaBallb PACMpPallOYKy HOBBIX aroHIiCTOM
TLR7 3 manoit manexynaii.

VY BBIHIKY aTpbIMaHBIX JaJ3€HBIX OBLII 1IPHTHI(IKaBaHbIS Maabl(ikaBaHbIsA
HYKJICaThIJIay 1 HYKJICO31bl, SIKisl aka3ajil HalOOJIbIIbI YIUIBIY Ha CITHAJIbHBI ILIAX
TLR7-IRF7. TIlaBsuriwanas skcopacis mapkepa IRF 7+ wa knerkax CD 19,
aiMdarnpITax 1 ISHIPHITHRIX KIIEeTKaxX naj a3essHHeM 5'-Monadocdat 1bIKIanbIThI
i Ha (upikinallM®), Oen3a-(2-3miTmiphIABIH-3-11)-CyKIBIHAT (OeH31I0BBI  3ip
IMaKcimina), 6eH3a-(2-3TUTHipbIIbIH-3-171)-CYKIIbIHAT (OCH317I0BbI 3(ip 3MaKCiIiHa).

[IpaananizaBaHbl MeXaHI3Mbl YIUIBIBY MaJbl(iKaBaHbIX HYKJeaThlaay 1
HYKJICO3UI0B Ha CirHaibHbI uiax TLR7-IRF7.

ATpbhIMaHbil BBIHIKI MOTYIb OBIIb BBIKAPBICTAHBI ¥ JacjedaBaHHAX
TIpaneyThIdHara 3 eKTy JEeKaBbIX MpdIapaTay Mpbl HapyIIIHASLX iIMyHHAH CiCTIMBIL.

Cmynens evikapvicmanna. BbiHIKI MOTryllb OBIIb BBIKAPBICTAHBI ¥
HABYKOBBIX IMyOJIIKalbIsX, CKJIalaHHd T331cay.

Boonacub npvimanenna. Menpipiaa, aayKanpls.



ABSTRACT

Graduate work: The effect of modified nucleotides and nucleosides on the TLR7
- IRF7 signaling pathway: 47 pages, 53 sources, 3 figures, 3 tables.

TLR7 - IRF7 signaling pathway, nucleotides, nucleosides, interferon

Subject of research: Peripheral blood mononuclear cells from 3 healthy donors.

Purpose of the work: To study the effect of modified nucleotides and
nucleosides on the TLR7 - IRF7 signaling pathway.

Research methods: Method of cell cultivation, cytometric method, method of
statistical data processing.

The results obtained and their novelty. The ability to use the body's own
immune system to fight disease by activating Toll-like receptors continues to motivate
the development of new small-molecule TLR7 agonists.

As a result of the obtained data, modified nucleotides and nucleosides were
identified, which had the greatest effect on the TLR7 — IRF7 signaling pathway.
Increased expression of the IRF 7 + marker on CD 19 cells, lymphocytes and dendritic
cells under the action of 5’-cyclocytidine monophosphate (cycloCMP), benzyl-(2-
ethylpyridine-3-yl) - succinate( benzyl ether of emoxipine), benzyl-(2-ethylpyridine-
3-yl)-succinate (benzyl ether of emoxipine).

The mechanisms of influence of modified nucleotides and nucleosides on the
TLR7-IRF7 signaling pathway are analyzed.

The obtained data can be used in studies of the therapeutic effect of drugs in
disorders of the immune system.

The degree of use. The data can be used in scientific publications, writing
abstracts.

Field of application. Medicine, education.



