YK [612.017.1:57.052]:616.36-002

VICITIOJIb3OBAHUE JTEHAPUTHBIX KJIETOK 1 UHTEPJIEMKWUHA-18 JIJII MOAYJIAIIUN
NMMYHHOI'O OTBETA ITPOTUB HBcAg in vitro

Osbra ITasnossa XPUIIKO!, Enena Baamummposna SKYIIIEHKO!, Cepreii Buraisesnu CEHHUKOB!, Mpuna
Baanvosaa KPACUJIBHUKOBA?, Baaguvup Anekcanaposimd KO3JIOB!

11y HHH kaunuueckoii ummynosoeuu CO PAMH
630099, e. Hosocubupck, ya Hdopunyesckas, 14

2 Mynuyunanvhas ungexyuonnas Kaunuveckas 6oavhuya Nel
630099, e. Hosocubupck, ya. Cemvu Illamwunvix, 14

Jist MonynsiuyMu crieliidryeckoro MMMyHHOro orseta npotuB HBcAg in vitro ncrnosb3oBaiu ayToJOrMUHbIE JTEH-
nputHbie KieTku ([ K), HarpyxkeHHble peKOMOMHAHTHBIM aHTUTeHOM BupycHoro renatuta B (HBcAg), kynbTuBupo-
BaHHBIE C MOHOHYKJIeapHbIMM KieTKamu nepudepudeckoin kpou (MHK IT1K) GoabHBIX XpOHMYECKMM BUPYCHBIM
renaTutoM B B MPUCYTCTBUM PEKOMOMHAHTHOTrO MHTepseiikuHa-18 win 6e3 Hero. DhGEKTUBHOCTb CTUMYJISILIUMU
UMMyHHOTO oTBeta To Ttumny Thl oueHuBanach mo mposudeparuBHoir aktuBHocth MHK TIK, mpomykiuu mmu
unrepdepona-y (MHD-y), NJI-4 u konudecTBy KIETOK, COAepKalIMX TpaHy bl nepdopuna. [TokazaHo, YTO COBMECT-
Hoe KyiabTuBMpoBaHue aytosornyHbix K m MHK IIK GonpHbIx XpoHnyeckum BI'B He mpuBOAMT K MHAYKUMU
addexkTuBHOTO OTBeTa TIpoTUB HBCAgE, TIpn 3TOM nobGasieHue pekomOuHaHTHOTO MJI-18 BBI3BIBaE€T CTATUCTUUECKU
3HauuMoe yBenauueHue koiumuectBa MHK IK, npoayuupyromux MPH-y, ypoBusa npoaykuuu umu MOH-y, konu-
yecTBa JUMGOUUTOB, coaepxKaliux nephopruHOBbIe IpaHy/ibl, U yBeJuueHue npojudeparupHoro noreHuuranta MHK
TIK. Takum ob6pa3zoM, coBMecTHOE KyabTuBUpoBaHue 3penbix K, mpesentupytommx HBcAg, 1 MHK TIK GonbHBIX
xponnueckum BI'B B ipucyrctBun MJI-18 crmoco6cTByeT 3(h(eKTUBHON CTUMYJISILUMN aHTUTEH-CIeLU(pUIECKUX KIie-

TOYHBIX peakuuii mo Thl Tumy.

KimoueBbie cioBa: JEHAPUTHBIC KIICTKH,

MHupuuupoBaHue BUpycoM rernaruta B BbI3bI-
BaeT BOCIAJIMTENIbHOE 3abojieBaHUE TMEYEHM pas-
JIMYHOTO TeyeHUs U TskecTh. OHO MOXKET ObITh
TPAH3UTOPHBIM (OCTPBIA TEMaTUT) M TEePCUCTU-
PYIOLIUM (XPOHUUYECKUIT), a TaKXKe UMETh KpaliHe
TspKeJioe TeueHue (byabMuHaHTHas opma). Dak-
TOpBI, OMpeessIolie TeueHue TernaTura, 10 CUX
MOp M3y4yeHbl HE IMOJHOCTbIO, OJHAKO, W3BECT-
HO, YTO y TAIMEHTOB C XPOHUYECKUM TeUueHUEM

HaOyonaercst  Gosiee  cnadblii T-KJIETOUHBII
UMMYHHBIA oTBeT [I]. MMMyHojormueckue wu
BUPYCOJIOTMYECKUE OCOOEHHOCTHM TEePCUCTUPO-

BaHMSI BUpyca rematuta B Bkioyalor B ce0Osl, B
KayecTBe BO3MOXHBIX MEXaHMU3MOB, AucOalaHC
LIMTOKMHOB, T-KJIeTOYHOE UCTOLIEHNE U aHEePIulo,
MyTauuu Bupyca [2]. Bupyc renatuta B cnmocoben
nHpuUuMpoBaTh AeHApuTHBIe Kietku (JIK) [3],
KOTOpbIE€ B pe3yJbTaTe CTAHOBATCS (PYHKLIMOHAb-
HO HEMOJIHOLIEHHBIMU [4].

JAK 0051agal0T yHUKAJbHOM CIIOCOOHOCTBHIO
MPEeACTaBISITh AHTUTeHbI HAaWBHBLIM T-1uMdorm-
TaM U OMpenesaTh HampaBJeHHOCTb WMMYHHBIX
peaxivii Mo KJIeTOUHOMY WJIM TYMOPaJbHOMY THUITY,
MO3TOMY <«IepernporpammupoBaHue» K ¢ nmomo-
IO COOTBETCTBYIOLIMX LIUTOKMHOB UM aHTUTEHOB

WUMMYHHBIA OTBET,

rematut B, HBcAg, wuHTepaeiikuH-18.

in vitro SIBJISIETCS TIEPCIIEKTUBHBIM HAMPABJIICHUEM B
Tepanuu MHQEKIMOHHBIX 3a0oneBaHuii. MUJI-18 —
LIMTOKWH, MPOAYLUUPYIOLINIACSI B OCHOBHOM aKTH-
BUPOBAaHHBIMU MoHouuTamu U K, ctumynupyer
MPOAYKLIUIO 1IeJIOr0 psiia TPOBOCHATUTEIbHBIX
daxkropoB (unHrepdepona-y (MD®H-y), dakropa
Hekpo3a onyxoiu-a (PHO-a), NJI-2, moaekyn
afare3ud W Jp.), IpUHUMAaeT ydacTue B (hOpMU-
POBaHUU BPOXIEHHTO U MPUOOPETEHHOTO UMMYH-
HOTO OTBETa, B TOM 4YHCJI€ U TPOTUB aHTU-
reHoB BupycHoro rematuta B (HBcAg) [5].
B cBa3u ¢ aTMM 1enab paboThl 3akiaroyanach B
HCCIeIOBAaHUN BO3MOXHOCTEH 3(PHEeKTUBHON MO-
OyJASUUU  CTIelIU(pUUIEeCKOro KJIETOYHOIO MMMYH-
Horo orBeta nmpotuB HBCAg ¢ momolibio ayTo-
JIOTUYHBIX AEHAPUTHBIX KJIETOK MALMEHTOB 0OJb-
HBIX XPOHUYECKHMM BHUPYCHBIM TernaTutoM B u
pWJI-18 in vitro.

Marepuajbl 1 METObI

O0bekT ucciaegoBaHus. B pabdore wucIob3o-
BaJlach TeNapuHU3MPOBAHHAS BEHO3HAsI KpPOBb
MalMeHTOB, OOJbHBIX XPOHUYECKUM BHUPYCHBIM
rernmatutoM B, npoxoasiux JeyeHuWe Ha 0Oase
MYHULUTIATbHON WHMEKIIMOHHON KIMHUYECKOM
oonpHMuLBI Nel1 1. HoBocubGupceka (n=20).
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ITonyyenue JIK. MoOHOHYyKJI€apHble KJIETKU
(MHK) Bblgensiniu myTeM LIEHTpUDYTUPOBaHUS
LIeJIbHOW KPOBM B IrpajueHTe IJIOTHOCTU (DUKOJII-
yporpaduna. [lpunumnaronryo ¢Gpakuuoo KIeTOK
MoJyyaayd MeTOA0M aAre3uu Ha riacTuke («Nuncy,
Hanust) B cpene, comepxaieit 10% smMOpruoHaIb-
HOIl CBIBOPOTKU Tenar, 2 MM L-rimotamuHa,
10 MM HEPES, 0,5 MkM 2-MmepkanTosTaHoJa,
80 mkr/mi reHtamuimHa, 100 MKr/MJI aMOIUALAI-
auHa B atmocdepe 5% CO, npu 37°C. Henpunun-
1IKMe KISTKU yIaJsUIM U COXPaHSUIM IUIST JajibHel-
LIEero MCIOJb30BaHus. s MoaydyeHus: He3pesbixX
neHaputHele kietok (HAK) BelaeneHHylo dpak-
o npuaunatromux MHK kyiabTuBupoBanu
B TIOJIHOW cpelie ¢ A00aBJI€HUEM PEKOMOWHAHT-
HOTO YeJIOBEYECKOT0 IpaHyJOLIUMTapHO-MaKpo-
(haraibHOro KOJOHMECTUMYJIUpPYIOLIEro (akropa
(puI'M-KC®) (50 ur/mn) u palJi-4 (100 Hr/mn)
(000 «lleHTp WHXEHEPHON WMMYHOJIOTHUL»)
MpU KOHLIEHTpaluu Kietok 10¢/mi B TeueHue 24
yacoB [6]. Uepe3 24 uyaca KyabruBHpoBaHUs K HIK
ObL1 Jo0aBieH creludUUecKuii peKOMOMHAHTHBIN
antureH HBcAg («JlmarHoctuueckue CUCTEMBbI»,
Hwxnuit HoBropoa) B go3e 5 MKI/MJ, a elle
yepe3 2 yaca g cospeBaHus K (3AK) —
pu®HO-a («BekTop», KosblioBO) B 103€ 25 HI/MJI.
B kxauecTBe KOHTPOJIBHOM IPYIIIBI UCITOJIb30BATNUCH
K, KOTOpbIM He MPEeACTaBSIICS aHTUTEH.

®enornn K. Jdng aHanmza GeHOTUTTUYECKUX
xapakrtepuctuk JIK wucmonb3oBaauch MOHOKJIO-
HanbHble aHTUTena anti-CD83-PE, anti-CD86-
FITC (BD «Pharmingen»), anti-HLA-DR-FITC
(«CopbenTt», MockBa) ¢ MOCIEAYIOLIUM aHaIu-
30M Ha npotoyHoMm mutomeTrpe FACSCalibur
(BD «Biosciense»). AHanu3upyemasl MOMmyJIsius
1o MapamMeTpaM IMpsIMOTro U OOKOBOTO CBETOpacce-
SHUS pacrojarajach B JUMGOLUUTAPHO-MOHOLIM-
TapHOM PEruoHe.

3axsar FITC-pekctpaHa. s TecTUpoBaHUs
crnocodHoctu nojrydyeHHbIX K K peLienTop-omnocpe-
JOBAaHHOMY 3HIOLIUTO3Y MCCAEAOBAIM aKTUBHOCTh
daxBata FITC-pgekcrpana («Sigma», CILA) [7].

[TosyyeHHe LIMTOTOKCUMYECKUX KJIeTOK. [lomy-
yeHHble 3/IK moaBeprajiucb COBMECTHOMY KYJib-
TUBUPOBAHUIO C MOHOHYKJICADHBIMM KJIETKAMU
(B cootHomrenun AK:MHK=1:10) Henpunumniiei
(pakuuy B TeyeHue 48 4acoB ISl aKTUBALIUU pac-
MO3HABaHUS aHTUTeHa ¢ jaobaBiaeHuemM 40 Hr/mi
pulJI-18 (OO0 «lleHTp MHXKEHEPHOW HUMMYHO-
Jorun») win 6e3 Hero (rpynnsl MHK+/IK (¢ aH-
tureHoM) u MHK+IK (¢ anturenom)+WJI-18).
B xauyectBe KOHTposisi ucnojib3oBaiuch MHK,
KYJbTUBUPOBAHHBIE B TEX Xe YCIOBUSX (TPYMIIbI
MHK u MHK+MWMJI-18), a takxke MHK, kymb-
TUBUpPOBaHHbIE B mnpucyrctBuu JIK, KoTopbM
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He mnpeactabasica HBcAg (rpynmma MHKA+JIK
(6e3 aHTUTeHA)).

Mpoaykimg MOH-y u MJI-4. Ina onpenene-
HUs 3 (HEKTUBHOCTA OTBeTa Ha creuudUUecKuit
AHTUTEH Mbl HCMOJb30BAIM  KOJUUECTBEHHOE
onpeseneHue Kiaetok, npoxyuupyrommx MDOH-y
u NJI-4, ¢ ucnonszoBanueM texHonoruu ELISpot
(«R&D Systems»). OnpeneneHue ypoBHsI TIPOAYK-
unu UOH-y u UJI-4 B KOHAMLIMOHHBIX cpeaax OT
MHK npoBoawin ¢ MoMouipo UMMYyHO(PEPMEHT-
Horo aHanu3a (Habopwl «BekTtop-bect») uepes 72
yaca KyiabruBupoBaHus MHK, npeasaputenb-
HO KyJIbTUBMpPOBaHHbIX co 3K, B mpucyrcrBuu
puMJI-18 unu 6e3 Hero.

[MpoaudepaTuBHas aKTUBHOCTh. I[Iponude-
patuBHasi aktMBHOcTb MHK omnpenensnacy 1o
BKoueHuio SH-tumuauHa depe3 72 yaca Kyilb-
tuBupoBaHusgd MHK, npeaBaputesibHO KyJabTUBU-
poBaHHbIX co 3/IK, B mpucyrctBumn puMJI-18 unum
0e3 Hero.

LluToTOKCMYEeCcKasi akKTMBHOCTh. Jlis1 ompene-
JIEHUST TIOTEHUUAIBHOW LIMTOTOKCUYECKON aKTUB-
HOCTU JIMM(QOLIMTOB OIMPEAesiIOCh COoAepKaHue
KJIETOK, 9KCIPECCUPYIOLINX BHYTPUKIETOUHBIN
6enok nepgopuH [8], C MOMOILLBLIO COOTBETCTBYIO-
IIMX MOHOKJIOHAJbHBIX aHTUTeN anti-perforin-PE
(BD «Pharmingen») yepe3 72 yaca KyJbTUBUPOBA-
Hus MHK, npeaBaputenbHO KyJIbTUBMPOBAHHBIX
co 3/IK, B nmpucyrcrBun pulMJI-18 unu 6e3 Hero.

Cratuctuueckass o0pabOTKa pe3yabTaToOB.
Pesynbratel mpeacTaBieHbl B BUAE MEAUAHBI U
pa3Maxa KBapTWJIeil Uiu B BUAE CPEIHEro M OLIMN0-
K1 cpenHero. Cratuctuueckasi JOCTOBEPHOCTb
pa3IMyuii ornpeaessyiach ¢ MOMOIIbIO HemapaMe-
TPUUECKOTro KpuTepus BUIKOKCOHA C MCIOJb30-
BaHMEM IporpaMmsbl Statistica 6.0.

Pe3yabTaThl U 00cyKaeHIE

Onga wvaeHTUUKAUUM MOMYyIIUUM ToJydae-
MBIX in Vitro JAEHIPUTHBIX KJIETOK Mbl OLIEHWBA-
JIM 3KCIOpeccuio MapkepoB co3peBaHust CD83 u
koctumysiuun  HLA-DR, CDS86. IIpusHakoMm
(YHKLUMOHAIBHON 3pPeJIOCTU ASHAPUTHBIX KIIETOK
CUUTAJIOCH TTOBBILIEHUE YPOBHS UX DKCIIPECCUU TIO
cpaBHeHMIO ¢ HespesabiMu JK (Tada. 1).

dng oueHKM (YHKUMOHAJIBHOTO COCTOSIHUS
MOJIyYeHHBIX JEHAPUTHBIX KJIETOK HCCeIoBalach
3(EeKTUBHOCTh 3aXBaTa aHTUIEHA, B YACTHOCTHU
FITC-gexcrpana, npu +4°C u npu +37°C. [Ipu
+49C mpoucxomuT Hecreuu@UIecKoe CBs3bIBa-
HHUE JeKCTpaHa ¢ TTOBEPXHOCTHBIMU PELIENITOPaAMMU,
a npu +37°C cBsI3aHHBIN [OEKCTpPaH IPOHUKAET
B KjaeTky (oHaouuto3). Crenenb 3axBata FITC-
nekctpana [K onpenensiiace kak 0Oe3pasmep-
Has BeJMYMHA, COOTBETCTBYIOIAsl CPeAHEH WH-
TEHCUBHOCTHU (hJIIOOPECLICHIMN MEUYEHBIX KJIETOK
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Tabauua 1

Denomunuueckue XapaKkmepucmuku 0eHOPUMHbBIX KAeMOK, NOAYHEHHbIX U3 MOHOUUMO8 nepugepu4eckoi Kposu
nauuenmos, 00AbHbIX XPOHUYECKUM SUPYCHbIM 2enamumom (n=o6)

DKcnpeccusi MapKepoB

Craaus passutusa K

(% NO3UTHBHBIX KJIETOK)

Hespeasie 1K (%)

3peasie K (%)

CD83+CD86+

30,88+10,71

43,48+10,85*

CD83+HLA-DR+

12,24+2,82

16,93+2,85*

ITlpumeuanus: naHHbIC TIPEACTABICHBI B BUAE CPEAHEr0 U OLIMOKMU cpeaHero; * — goctoBepHoe ommnune (p < 0,05)

ot He3penbix K.

Tabauua 2

[Ipoaughepamuenviii omeem MOHOHYKACAPHBIX KACMOK NAYUEHMOB, O0AbHbIX XPOHUUECKUM SUPYCHbIM eenamumom B,
KYAbMUBUPOBAHHBIX ¢ aHmueeH-akmueuposannsimu JIK (n=20)

IIposmdepaTnBHbIii OTBET, UMII. /MHH.

Tpymmer CrioHTaHHBIIi HBcAg-cTumMyiMpoBaHHbIii
MHK 554,2 [304; 2023] 1005,8 [784; 2533]
MHK+ WUJT -18 2002,6 [491; 4756]*,** 2056,2 [549; 4870]*, **

MHK+K (6e3 antureHna)

1508,0 [970; 6136]*

2899,7 [2277; 7342]*, **

MHK+AK (c anTureHom)

3437,3 [1801; 5286]*,*

3567,5 [2099; 7184]*, **

MHK+/K (c anturenom)+ MJI-18

3344.8 [1188; 6246]*

5076,0 [1523; 2648]*

[llpumeuanus: naHHbIe TIPEACTABICHBI B BUAEC MEIMaHbl U pa3Maxa KBapTuieit; * — moctoBepHoe otianuue (p < 0,05)
ot rpynnbl MHK; ** — nocroBepHoe otmmnune (p < 0,05) or rpynnel MHK+K (¢ antureHom)+MWJI-18.

(MIF — mean intensity of fluorescence), u cocra-
prsuta 'y HAK 79,19%+16,75 MIF npu +4°C,
JOCTOBEpHO TMoBbIasch n0o 192,97+34,38 MIF
npu +37°C, 4TO CBMIETEILCTBYET O CIIOCOOHOCTU
KJIeTOK K 3(G@EKTUBHOMY 3axBaTy aHTUICHA IIO
MEXaHU3MY PELEHTOP-0II0CPEIOBAHHOIO SHIOLIM-
TO3a 4Yepe3 JIGKTMHOBBIC PELENTOPhI, TaKue KakK
DEC-205/CD205 [7].

Takum ob6pazom, HJK, nmonydyeHHble nipu 24
yacax JUMOepeHINPOBKM MOHOLIUTOB Iepudepu-
YECKOil KPOBH, 00JIaJal0T CIIOCOOHOCTBIO K SHIO0-
LUTO3y U MOTYT OBbITb 3(PMEKTUBHO HATPYKEHbI
aHtureHoMm. Yepes 24 yaca co3peBaHUsI B IPUCYT-
ctBu ®HO-a HAK nprobperaioT ¢heHOTUII 3pe-
JIBIX JEHIPUTHBIX KJIETOK, yBEJIMYMBasi BKCIpec-
curo CD83+CD86+, CD83+HLA-DR+. B pa6ore
Obermaier [9] mokazaHO, YTO KOPOTKUI MEPUON
noaydyeHus: 3penbix JAK in vitro cnocoGcTByer
0oJjiee CTAOMIBLHOM 3KCIPECCUM ITOBEPXHOCTHBIX
MapKepoB U OOJIbLIEMY BBIXOAY ITOJIyYEHHBIX IEH-
JPUTHBIX KJIETOK.

3penvie JIK B3aumomeicTByoT ¢ T-kiaeTkaMu
1 MOT'YT CTUMYJIUPOBaTh TG (PEpPeHLIMPOBKY U aK-
TUBALIMIO pa3IuYHbIX TUNOB T-numdounton [10].
B mpucyrcTBumM aHTuUreHa (poOpMUPYIOTCS YCTOM-
YUBbIC B3aMMOIEUCTBUS T-KJIETOK C HArpy>KEHHBI-
mu antureHom JIK, mpu stom ogHa JIK cnocobOHa
B3auMoJelicTBOBaTh ¢ Oojiee yem 10 T-knerkamu
[11]. Ong cTUMYISIUMM U TMOAAEPXKAHUST HaIlpaB-
JIeHHO auddepeHUMPOBKM HauBHBIX T-KJIETOK
B Thl mbl go6asasau pulJI-18 npu coBmecTHOM
KYJIbTUBUPOBAHUM 3PEJIbIX AHTUTCH-aKTUBUPOBAH-
Heix JAK u MHK. [Ing onpeaeneHust apdekTun-
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HOCTU MOIYJISILUU UMMYHHOTO OTBETA C MOMOILbIO
nonydyeHHbIX JIK u pulJI-18 ouenuBanacy nposude-
patuBHasg akTtuBHOocTh MHK, npeaBaputenbHo
KYJbTUBUPOBAHHBIX C AHTUICH-aKTUBUPOBAHHbLI-
mu JIK, B orBer Ha HBcAg. YcrtaHoBieHO, uTO
AHTUTEH-aKTUBUPOBAHHbIE JIEHAPUTHBIC KICTKU
B komOuHauuu ¢ MJI-18 Haubonee spdekTuBHO
MOBBIIAIOT MpojudepaTuBHy0 akTuBHOCTH MHK
ITK G0JbHBIX XPOHUYECKUM BUPYCHBIM TeraTUTOM
B in vitro (Ta6u. 2).

Hna tectupoBaHus akTtuBalumu Thl Mbl ole-
HUBaJM KOJMYECTBO KJIETOK, MPOAYLUPYIOLINX
N®H-y u 1JI-4, ¢ nomolusto TexHonorun ELISpot
u yposeHb nponykuuu UOH-y u NJI-4 B KoHaun-
LHMOHHBIX cpeaax oT MHK B oTBeT Ha aHTUreH ¢
MOMOILIbI0 UMMYHO(EPMEHTHOIO aHaI13a.

YcraHOBAEHO, 4YTO MOM ACHCTBMEM ayTOJO-
TMYHBIX JEHAPUTHBIX KJIETOK, MPE3eHTUPYIOLIUX
HBCcAg, n1ocToBepHO TOBBILIAETCS YPOBEHb ITPO-
aykuun MOH-y MHK B oTBeT Ha aHTUreH Mo
CPaBHEHUIO C KJIETKAMU HWCXOIHON MOMYJSLUN.
Hob6apnenue MJI-18 mpu cCOBMECTHOM KyJIbTUBM-
poBanurn MHK u JIK npuBoaut K eiie 6osee BbI-
pPaxkEHHOMY IOCTOBEPHOMY IIOBBILLICHUIO YPOBHS
npoaykuuu MPH-y B orBer Ha HBcAg (tada. 3),
YTO CBUAETEIBCTBYET 00 aKTUBUPYIOLLEM BIUSHUU
MJI-18 Ha dopmupoBaHUe KJIETOYHOTO UMMYHHO-
ro OTBeTa Kak (akropa, CIIOCOOCTBYIOLIEIo AUd-
depenuuponke Thl. I1pu ucciaenoBaHUU BAUSHUS
yKa3aHHBIX BO3ACHCTBMI Ha KOJMYECTBO KJIETOK,
npoayuupywoiux MJI-4 u Ha ypoBeHb ero Ipo-
nykuuu MHK, kakux-1160 u3aMeHeHUil BbISIBIEHO
He ObLIO (JaHHbIE HE MPUBOISITCS).
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Tabauua 3

Ipodykyus UDPH-y MHK nayuenmos, 6016HbIX XPOHUHECKUM BUDYCHBIM 2eNamMUumom B, Ky1bmueupoeanHvix
¢ aymosnoeuunvimu JIK (n=20)

Kommuecto UPH-y-npoxymmpyiomux

Conep:xkanne UPH-y B KOHANIMOHHBIX

T'pynnsi Kjaerok (Ha 50 000 MHK) cpenax MHK, nr/mn
CnioHTaHHOE HBcAg CnioHTaHHOE HBcAg
MHK 237 [107; 326] 227 [125; 357] 12,3 [6,1; 15,1] 14,8 19,9; 18,5]
MHK+ MJT -18 241,5 [184; 343] 240 [168; 326]** 11,7[4,3; 18,6]** 15,5[6,6; 81,5]**

MHK+]K (6e3 aHTHreHa) 278,5 [138; 417]

232 [110; 366]**

13,8 [5,2; 47.21* | 16,7 [2,6; 74,2]**

MHK+]K (c aHTUreHOM) 263 [150; 406]**

302 [82; 420]**

17,4 [7,3; 45,71 | 16,7 [3,7; 69,7]***

MHK+JK (¢ anTureHom)
+ WJI-18

299,5 [193; 382]*

336 [196; 373]*

16,8 [6,7; 35,01* (20,4 [2,9; 171,6]****

Ilpumeuanus: naHHbIe TIPEJCTABIEHBI B BUIE MEIMaHbl U pa3Maxa KBapTuJei; * — 10CTOBepHOE OTIMYKE
ot rpynnsl MHK; ** — nocroBepHoe otmmune ot rpyrnmnsl MHK+AK+WII-18; *** — nocToBepHOE oTInuune

OT CIIOHTaHHOTO YPOBHS (P, < 0,05).

Kpome TOrOo, MblI HCCIEIOBAIM 3KCIIPECCUIO
Mosiekyn miepdopuHa MHK, mpenBaputenbHO
KyJbTUBUPOBAHHBIMU C AHTUIEH-aKTUBUPOBAH-
aeiMu JIK, B oTBeT Ha cienMPUUEeCKUil aHTUTEH.
IlepdopuH — hakTop HUTOTOKCUYHOCTH, MOHO-
MEpPHbII O€J0K, BbI3bIBAIOILIMI O0Opa3zoBaHUE TIOP
B LMTOIUIA3MAaTUYECKOW MeMOpaHe, 4YTO MpPUBO-
IAT K JU3UCYy WHOUUIMPOBAHHBIX KieTok [12].
ConepxaHue nephOpUH-TIO3UTUBHBIX KIJIETOK B
ucxoaHoit nonyassuuu MHK cocrasuno 9,9+1,9%
u 13,984+2,06% — B nonynsuun MHK, KynbTuBu-
POBAHHBIX C AHTUTE€H-aKTUBUpOBaHHbIMU JIK.
Jo6asnenne WJI-18 mn3MeHsSET 3TOT NOKa3aTellb
¢ 9.91+1,27% no 16,6£2,44% COOTBETCTBEHHO.
HocTtoBepHOe TMOBBILIEHUE KoJauyecTBa mepdo-
PUH-TIO3UTUBHBIX KJIETOK CJIYXHUT I1OKa3aTeaeM
AKTUBALIMU LIUTOTOKCUYECKUX JUM@POLUMUTOB, HE-
00XOAUMBIX JIJIS1 YHUUTOXEHUSI UH(PUIIMPOBAHHBIX
KJIETOK in vivo.

3akmoyenne

TakuM 006pa3oMm, B pe3ybTaTe MPOBEICHHBIX
UCCJIENOBAaHUI TMOKa3aHa BO3MOXKHOCTb AaKTUBa-
LMK CNelU(pUIECKOT0 UMMYHHOTO OTBETA MPOTUB
HBcAg nipu XpoHUYECKOM BUPYCHOM rerarute B
¢ nomolibto MHK, KyJlbTUBUPOBAHHBIX B IpHU-
CYTCTBUM ayTOJIOTUYHBIX IEHAPUTHBIX KJIETOK W
pWII-18 in vitro. CoBMeCTHOE KyJbTUBUPOBAHUE
spenabix K, npesentupyrommx HBcAg, 1 MHK
ITK 60JIbHBIX XPOHUYECKUM BUPYCHBIM TEMaTUTOM
B B mpucyrcrBuu MJI-18 cmocobcTByeT HamboJiee
93¢ (GEKTUBHON CTUMYJISIIIMM aHTUTEH-CIelnduye-
CKMX KJIETOYHBIX PEaKIIMii, 4TO MOATBEPXKIACTCS
yBeanueHueM konruectsa MHK, npoayuupyroimx
N®PH-y, u ypoBHsa npoaykiiuu UPH-y, konuue-
CcTBa JUM@POUUTOB, SKCIPECCUPYIOLINX TNepdopu-
HOBBIE TPaHyJbl, U YBEIWUYEHUEM MNpoudepaTuB-
Horo noreHuuasia MHK 0o0JbHBIX XpOHUYECKUM
BUPYCHBIM renatutom B.
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USED DENDRITIC CELL AND INTERLEUKIN-18 FOR MODULATION OF IMMUNE RESPONSE
AGAINST HBcAg IN VITRO

Olga Pavlovna KHRIPKO, Elena Vladimirovna YAKUSHENKO!, Sergey Vitalevich SENNIKOV', Vladimir
Aleksandrovich KOZLOV', Irina Vadimovna KRASILNIKOVA?

Research Institute of Clinical Immunology SB RAMS
14, Yadrintsevskaya str., Novosibirsk, 630090

2Municipal clinical hospital of infectious diseases Nol
40, Sem'i Chamchinykh str., Novosibirsk, 630090

For modulation of the specific immune response against HBcAg in vitro were used dendritic cells (DC) with monon-
uclear cells of peripheral blood (PBMC) of the patients with chronic HBV infection in presence recombinant interle-
ukin-18 (rIL-18) or without it. The efficiency of modulation of the immune response was estimated by proliferation of
PBMC, production INF-y, IL-4 and quantity of the perforine-positive cells. It is shown, that cultivation of DC with
PBMC is not effective for induction of antivirus response, thus, addition rIL-18 leads to increase in quantity PBMC,
producing INF-y, a level of production INF-y, quantities lymphocytes, containing perforine granules, and to increase
proliferative potential of PBMC. Thus, for the induction of functional-active HBcAg-specific cytotoxic lymphocytes
in vitro it is necessary to cultivate DC and PBMC in the presence of rIL-18. Thus, the cocultivation of mature DC,
presenting HBcAg, and PBMC of patient with chronic HBV in the presence of IL-18 promotes effective stimulation of
antigen-specific immune response on the Thl type.

Key words: dendritic cell, immune response, hepatitis B, HBcAg, interleukine-18.
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