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PED®EPAT

Junnomuast paboTa BKIFOYAET: CTpaHuI] — 52, pucyHka — 14, Tabmui — 1,
P WII0XKEHUH — 3, ICTOYHUKOB — 41,

Kmrouesple crmoBa: EK-KJIETKM, ILIUTOKMWHBI WJI-12 u WJI-18,
OKCITAHCHU A, NOH-y, HUTOTOKCNYECKAA AKTUBHOCTHD.

O0mnekT nccaenobanusa: EK-knerku.

Llens: uccnenosath BiausHue TUTOKUHOB MJI-12, MJI-18 1 nux xomOuHaImMN
Ha DKCIIAHCHUIO, aKTUBALMIO, Ip 01y K0 MDH-y 1 IMTOTOKCHYECKY IO aKTUBHOCTb
EK-knerok.

MeToabl: KyabTypaibHble, IMMYHOJIOTHYECKHUE, CTATUCTUY €CKUM aHAJTU3.

B pabGore wuccinemoanu BiusiHue murokuHoB WJI-12, MJI-18 u wux
KOMOMWHAIIMH Ha SKCIIAHCHIO, aKTUBALIUIO, 1P 0AyKIHI0 MDH -y 1 HIUTOTOKCHYECKYIO
akTuBHOCTH EK-KITeTOK.

B xo/e BeITIOTHEHHOM paboThl OBLIO YCTAaHOBIIEHO, 4TO A00aBaeHue MJI-18
JOCTOBEP HO yBeTMUMBacT 3kcnancuio EK-kierok in vitro

Ho6asnenue MJI-12 n komOunarmu iutokuaoB NJI1-12 + MNJI-18 npuBoaut k
JI0OCTOBEP HOMY CHMKEHHIO dKcranchu EK-kieTok in VItro U yMeHbIIICHUIO YPOBHS
IIUTOTOKCUYECKON aKTMBHOCTHU KJIETOK MO CPABHEHHUIO C KOHTP OJIbHBIM 00pa3IioM.
Ncnonp3osanue NJI-12 u ero komOouuanuu ¢ MJI-18 Takke mp MBOAUT K CHIYKEHUTO
KonuyecTBa akTuBUpoBaHHBIX EK-kimeTok, onpenensembrx mo mapkepam CDG9,
NKp44uNKp30.

Hcnonb3oBanue pacrBopumoit opmsl MJI-12 npuBOAKT K 10CTOBEPHOMY
yBenuuenuto np onykunu UOH-y EK-knerkamu.

Hcnonp3oBaHue puaepHO KIETOYHOW JIMHUM, COJAEpIKallel MeMOpaHHo-
cBsa3aHHbll BapuaHT WJI-12, mpuBomutr k skcrmancuu EK-kinetok Ha ypoBHe
KOHTP OJIsl U UHAYIIUP YET IOCTOBEP HO YBEINYEHHBINA Yp OBEeHb Ip 0 xykuuu MOH -y
Ha MNP OTSKEHUH BCEro Mep MoAa KyJIbTUBUPOBAHUSA KJIETOK.

Wcxoas u3 MOMyYeHHBIX TaHHBIX, MOYKHO 3aKIIIOYUTh, YTO C UCMOJIb30BAHUEM
Pa3IMYHBIX IMTOKMHOB MOYXHO M3MEHSATH cBoiicTBa EK-KJ1€TOK B 3aBUCUMOCTH OT
KJIMHAYECKUX 1eJdel W HWMMYHOTEpaneBTHUYECKHX TMOAXOJ0B ISl JIeYEHUs
OHKOJIOTHUYECKUX 3a00JICBaHUIA.



PED®EPAT

JpImioMHas npara Ykirouae: crapoHak — 52, manronka — 14, tadmin — 1,
np bIKIaAaHHAy — 3, Kp biHII — 41.

Knrouasis cimosel: HK-KJIETKI, LIITAKIHBI 1JI-12 1 1JI-18, DKCITAHCIA,
I®H-y, IITATAKCIYHASI AKTBIYHACIIb.

AO'exT nacnenaBanns: HK-kmerki.

Mbra: macnenaBanp yrutery mitakinay IJ1-12, IJI-18 1 ix xamOiHampli Ha
IKCMAHCII0, aKThIBAIBIIO, Mpaaykubito UOH-y 1 mitatakciunyro akteiyHacs HK-
KJICTaK.

MeTtaasl: Ky IbTypajibHbIs, IMyHaIariyHbisl, CTATHICTBIYHBI AHAITI3.

VY npanel gacnenaBam Vely mitakigay 1JI-12, [JI-18 1 1x kamOiHa1eli Ha
HKCHAHCIIO, aKThIBalbItO, nMpaaykisito [OH-y 1 mitatakciunyto akteiyHacus HK-
KJIETaK.

VY Xox3e BeIkaHaHa# mpaiisl ObUTO YcTansBaHa, mto AananHe [JI-18 myHa
naBsiTiuBae skcnancito HK-kineraxk in vitro.

Hamanne [JI-12 1 kamOinanen mitakinay 1J1-12 + WJI-18 nmpwBoa3ins 1a
JaKiaaaHara 3HDKIHHSA dKcnaHcii EK-kmerak In VItro 1 maMsHIISHHS ¥3POYHIO
[MITaTaKCIYHAW aKTHIYHACHl KIETaK y TMapayHaHHI 3 KaHTPOJbHBIM Yy30paM.
Breikapricranne [JI-12 1 siro kamOiHamnbli 3 1J1-18 Takcama mp bIBOI31IIE 1a 3HIKIHHS
KOJIbKAcCIll akThiBaBaHbIX EK-kierak, sikis BpI3Hauarora ma Mapkepam CD69,
NKp441NKp30.

BrikappicTanHe pactBapanbHaidl popmel 1JI-12 npsiBoa3i1b Aa JakiaaHara
naseniudHHsA np agykisii UOH-y HK-knetkami.

BrikapbicTanHe ¢iadpHail KieTkaBaid JiiHIL, fKas 3MslIdae MeMOpaHa-
3Bsi3aHbl BapbiiHT 1JI-12, mpeiBogsiue na skcnancit HK-kierak Ha y3poywi
KaHTPOJIIO 1 THAYKY€E M3y Ha naBsuliuaHbl ¥3poBeHb np aaykisli MOH -y Ha np atsiry
ycsiro nep bisiAy KyJIbThIBABAHHS KIIETAK.

3pIX0/35Ybl 3 aTphIMAHBIX JdAaA3€HBIX, MOXHA 3aKIIOYbIlb, LITO 3
BBIKApBICTAHHEM PO3HBIX IITaKiHAY MOKHA 3MsHALG yhacuiBacui HK-knerak y
3aJIKHACI aJ] KIITHIYHBIX MATaY 1 IMyHAT3p aney ThIUHbIX MMaAbIX0aY JJIs JISTU3HHS
aHKaJlar'YHbIX 3aXBOPBAHHSY .



ABSTRACT

The graduation project includes: pages — 52, figure— 14, tables — 1, appendices
— 3, sources —41.

Key words: NK-CELLS, CYTOKINES IL-12 and IL-18, IFN-y,
EXPANSION, CYTOTOXIC ACTIVITY.

Object of research: NK-cells.

Purpose: to study the effect of IL-12, IL-18 cytokines and their combinations
on the expansion, activation, production of IFN-y and cytotoxic activity of NK-cells.

Methods: cultural, immunological, statistical analysis.

Theeffect of cytokines IL-12, IL-18 and their combinations on the expansion,
activation, production of IFN-y and cytotoxic activity of NK-cells was studied.

In the course of this work it was found that the addition of IL-18 significantly
increases the expansion of NK-cells in vitro.

The addition of IL-12 and the combination of cytokines IL-12 + IL-18 leads
to a significant decrease in NK-cell expansion in vitro and a decrease in the level of
cytotoxicactivity of cells compared to the control sample. The use of IL-12 and its
combinationwith IL-18 also leads to a decrease in the number ofactivated EC cells
identified by CD69, NKp44 and NKp30 markers.

The use of the soluble form of IL-12 leads to a significant increase in the
production of IFN-y by NK-cells.

Theuse of a feeder cell line containinga membrane-bound IL-12 variant leads
to NK-cell expansion at the control level and induces a significantly increased level
of IFN-y production throughout the entire period of cell culture.

Based on the data obtained, it can be concluded that using various cytokines,
it is possible to change the properties of NK-cells depending on the clinical goals
and immunotherapy approaches for the treatment of cancer.



