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BuBuenHs aonTo3CcTUMYIIOI0YOTO BOJINBY MOXiTHUX
i30HIKOTMHOBOI KMCJOTH HA MOJEJIIX JATEHTHOI Ta TOCTPOol
BED indexiriii

(IIpedemasaeno axademivom HAH YVipainu B. C. Ilidzopcokua)

Cyuachoro cmpameziero mepanii 6ipycHuT 3ax60p106ab, 0COOAUCO GIPYCIHOYKOSAHUT NYTAUH-
HUT HOBOYMGBOPEHD, € NOWYK IHOYKMOPIG anonmosy, Axi 6 diaiu Ha 0dun wiu dexiavka emanie
anonmomusrozo npouecy. ocaidaceno sdammicms noXiOHUL 130HIKOMUHOGOT KUCAOMAL CINAU-
MYM0BAMAU ANONIMo3 y Aimgpobracmoionur xaimunar Raji na gori ingexuii sipycom Enwmedi-
na—Bapp. Hoxasaro, wo fodemicra cnoayxa IIB-1 inzibye excnpecito 6iaxa Bel-2 wepes 48 200
6 IHPIKOBAHUT GIPYCOM KATMUHAL, Mo6mo npu pozeumry smuynot ingexuii. Cnoayxa IIB-2
THOYKYE HESHAYHE SHUNCEHHA PienA excnpecii 6iaxa Bel-2 na parnniti mouwui, odnar maxe 3ru-
HCEHHA HE NOG A3AHO 3 GIPYCHON THPEKUIEIO, G MOACHIOEMBCA 6NAUSOM DPEMOSUHW Geanoce-
PedHBO 1A Npovect Katmunrozo anonmosy. Cymiw cnoayx IB-1 i IIB-2 (pevwosuna IIB-10)
BUKAUKAE NPOLOH20GAHE TH2IOYGaHHA excenpecii binka Bel-2 6 6ipycindirkosanux KAUIMuar, uo
CBIUUMD NPO 3AAYHEHHA METAHIZMIG THOYKUIE anonmosy, Nno6 A3aHUT 3 PENPoOyKUIEI0 GIpY-
cy. Taxum wunom, dani CnoAyky € ePexmueHUMU NP PO3GUMEKY 20CMPoi Atmusrol indexuit
1 Modtcyms 3anobizamu nepexody indexuii 6 aamenmmuli cman 3a ParyHoK iHIYKUIE npouecie
anonmosy.

lomeocTas opranizmy miaTpuMyeThes HagaHcoM Mixk 3arubesiio ta nogijgoM kiituau. [lopymen-
Hsi peryJysiii MexaHizmip 3arubesi KJIITHH CHPHYHHIOE PI3HI BHIH 3aXBOPOBaHHs. Bipycu Maiorh
3JIATHICTh VHUKATH PO3BUTKY allOITOTHYHOTO IPOIecy B iH(ikoBaHuX KjiTuHax. g nporo y Bi-
PYCHOMY reHOMI 3aK0j0BaHi iHrGITOPHI GlikM, sKi GJIOKYIOTH OMH 13 KJIHOYOBUX PErYIASTOPHIX
enemeHTiB amontosy. Hampuxiaz, y remomi sipycy Enmreitna—bapp (BEB) sakomosano 6imok
BHREFE-1, sikuii € crpykrypHusM 1a DYHKIHIOHAJIBHIM IOMOJIOroM KiiTuruoro 6ijsika Bel-2 1 moxke
OJIOKYBATH AIONTO3, IHIYKOBAHUN perenTopaMu cMepTi, HecTadyelo (pakTOPiB POCTY, IPAHIUMOM
B, meperyasamieio c-myc ta pb3. IlpoayxT Bipycuoro rema LMP-1 moxe migpumryBaTu excrpe-
cito Bel-2, o npuspoguTh 10 BIpYCHO! JaTEHTHOCT] Ta, HEOOMEXKEHOTO 1oAiay KiiTnH. Cy4acHO0
cTpaTerieio Tepanil BIpYCHUX 3aXBOPIOBaHb, OCOOIMBO BIPYCIHIYKOBAHUX MYXJIMHHUX HOBOYTBO-
PEHb, € MOMYK IHAYKTOPIB anonTo3dy, ski O JAis/iu Ha OJMH YU JEKIJIbKA €TalliB aloIlTOTHYHOTO
nponecy |1, 2].

4-(N-6enzu1)aMiHOKAPOOHI- 1 -MeTHAT pUANHIHT HOmu — 1e HeCTePOIAHUIT TPOTH3AMATBHUIT
npenapar, sk, KkpiM npoTuzanajabHol Jil, Mae BupaxeHy iHTepQEpOHOreHHY Ta AHTUBIPYCHY
J10 1 He BUsIBJIAE 3HAYHUX MOOIYHUX e(eKTiB Mo BiAHOIEHHIO 10 oprauizmy [3-5|. ITokazano
3JIATHICTH HECTEPOTIHIX MPOTU3ANAIBHUX [PENApaTie, TakuxX sk i0yrnpoden ta duaypbinpoden,
BUKJIMKATH AIlONTO3 B €MiTeTialbHIX KIITHHAX MIJIYHKA MOPCHKIX CBHHOK [6)].

MeToro poBeIEeHOro M0CTiIKeH st Oy10 BuBunTH 31aTHICTH 4-(N-Gensn)aminokapbomni-1-
MeTHJITpUAIHIH Hou/y 1 HOro moXiAHUX CTUMYJTIOBATH ANONTO3 y JiMQOOIacTOIHUX K THHAX
Raji na doni BEDB indextil Ta usBuTu 3Mminu pieHs excrpecil 6ijika Bel-2.
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Marepianu Ta Meronau. Kysvmypu waimur. KyTeTypa KMTAH Raji — mimdobnacToinHi
KMTHHA TroauHn B-derotuny 2 niMdomi BepkiTTa, aki MicTaTes 50-60 xomi#t reromy BED B ermi-
coOMHIH HopMI 1 eKeTTpecYIOTE JIHITe JATeHTHI BipycHi 6i1KH. KmiTHHT B95-8 — NefKoIUTH MARIH
MapMazeTKH, AKi Tpancdopmorani BED Ta mponykyioTh imdekmiiimi BipycHi JacTuHKH. Kymb-
TYPH KJITHH oTpuMaHi 3 Sadky kyaeryp lacrtaryry Bipycosorii im. . I Ipasorcekoro PAMH
(Mockea). Kynsrupypanng kiitud Ta 1x indikypanmsd BIpyCHEM MAaTepiajioM, OTPHMAHUM i2 Cy-
TIepHATAHTY KMTHH B95-8, mpoBoann 3a MeTofMKoK Yormrsa Ta Kpodopga [7].

Hocaidncysani pevosunu. 4-(N-Ger3mm)ami HoKapGoHII- 1-MeTrnmi pumHitt fogmn (IIB-1, M. M.
354) ta ftoro noxizgmi: [1B-2 (M. M. 235) — He MiCTHTL MOJIEKy/Ly ROy B cBoill cTpyKTypi Ta I1B-10,
mo ¢ cymimmo [TB-1 Ta IIB-2 v pipomx coieeigmomrennax 1 : 1. CtpyvrTypHi dopMynn Docmimi-
JKYBaHUX PeYOBHH HaBegeHo B pofoti [5]. Pewopunn pHocm/m B KoHmenTpatii 50 MKr/mi.

Buasaenna anonmomushur xaimur. JId BUSHAUSHHA BiJCOTKA ANONTOTHIHMX KIITHH 33
CTAHOM Anep KMTHHA dhapbypann dayopeciieRTHRM GapBHIKoM Hoechst 33 342 (“Sigma”, CILIA)
33, METOIMKOO, BIJIPAITROBAHOK HAMH Ta OTHCAHOK B poboTi [8]. BrmsHaveHHA BiJCOTKA AMONTO-
THYHEX KTTHH 32 ¢parMmenTarico JHK nporommm 3a METOIMKOIO, OIHCAHON B [9], 3 Homank-
M estekTpodoperanM posgutenaaM JHEK dparmentie y 1,6% arapozgomy reui.

IIpomouna wumomempia, Knitoam Raji, o6pobiedi BipycoM Ta OOCTIIKYBAHUMU CIIOIYKA-
M, ikcyeamn B 4% mapadopManbierini 3 HacTyoHOR ofpobkor 90% Meramosom. STk mep-
BHHHI AHTHUTINA BUKOPHUCTOBYBAIN MOHOKMOHAIBHI aHTATIMA 10 Bel-2 (“Sigma”, CHIA) B pospe-
qerni 1 : 500. Bropurni artnTtina, FITC-kor'toropani (“Sigma”, CIIA), BHOCHIH B pO3BETEeH-
i 1 ; 100, Amaqdiz npoBoimind 2a goloMorow poToddoro maromerpa COULTER EPICS XL
(“Beckman”, CIITA) 2 nporpamuum zabesnegeniam SYSTEM ™, OTprEMaHl JaHl aHATIRYBAIH
38, JOTIOMOTOK Tporpameoro sabesnedenss FlowlJo vX.0.6 (Tree Star Inc., CIIA).

Cmamuemunna 06pobra pesyavmamas. Yol JOCTiKeHHA TPOBOJUIN B TPpROX TOBTOpax. Bu-
2HAYAIH cepeHi 3HATUEHHA 1 cTAHJAPTHI MOXHOKH. PizHUITD MiXK cepeJHIMH OIHIOBAIN 33 KpH-
tepiem Pimepa i Brazkamm goctoriproio npu p < 0,05 [10]. [Ipu anamizi peayasTaTis, OTPUMAHIX
¥ OPOTOYHOMY UTOMETPL, cTATHCTAYHY 06pobKY JaHmX BHKOHYBAJIH B Oporpami FlowlJo vX.0.6
(Tree Star Inc., CIIA).

Pesynwratu Ta X obroBopeHHsa. Brime focmifKyBaHNX petoBHH (50 MKT/MJT) Ha pos-
BHTOK aTonTozy B iHGIKOBAHWX KJAITHHAX BHBYANM depes 3, 24 Ta 48 1oJ 3a cTAHOM f7epHOT0
amapaty. KorTpoaamu B Jocaigl 6yan Heiddikorani Ta iHdikorani BED knituam, He obpodieHi
pegopnaamu. Ha paHmiil 9acoBiil To9Il KiMBKICT AOONTOTHYHEX KAITHHE cTagopnias 10% gk v He-
indikoparnx, Tak 1 B indikoBanuX BipycoM KiiTuHax (puc. 1, a). Yepes 24 ta 48 rog zii pedopuH
IIB-1 (puc. 1, &) januii NOKazHUK ¥ BaplanTi HeindiKOBaHUX BIPYCOM K/ITHH BHUZKYBaBCH 10 7%,
a y BUMaJKY iHQIKOBAHUKX KMTHH 36imemyBasea 1o 15%. Ilin enameom peuosmam IIB-2 (nue.
puc. 1, 6) KiMBKICTh ANONTOTHYHEX KJITHH ¥ BapiaHTi HeiHhIKOBAHNX KIITHH cTaHoBMma 13%
gepes 48 roJ Ky/ILTHBYBaHH:, 0 Ha 2% Heperuilye BUXigHUH NoKazHuK anoutosy (11%) v kynb-
Tvpi kmiTaH. HaToMicTh B iHQIKOBAHAX KIITHHAX KiAbKICTL Ao TOTHIHAX K THH 3HAKYBAJIACT
10 8%. Hdociiiazkenis po3BUTKY anonTozy npu o6podui kiitu pedornton [IB-10 (gus. puc. 1, &)
MOKA3a10, 110 B HelH(IKORAHWK KMITHHAX KIABKICTE alONTOTHIHAX KAITHH 3a/HITANAcA Ha PIBHI
7-8% wepes 48 ro/ (MovaTKOBHH piBeHb cTAHOBHE 8%), a y BHMAKY iH(IKOBAHUX KIITHH Ieft
OOKA3HHK 3pocTas Jo 111 15% eignoeigao gepes 24 Ta 48 rof eKCIo3HIl.

ITe opEvM minxomoM 15 BHABJEHHS BIUIMBY PEYOBHH HA CTHMY/IIOBAHHA ANONTO3Y B Kyib-
Typi KaiToH € BuzHadennd ctany JAHK za momomoroio ropuzoHTalbHOTO eneKTpodope3y B ara-
POZHOMY TeJIi 33 YTROPeHHAM “allonTOTHIHOI Apadman’ — ¢pparMenTie kaitaaaol JHK, ki su-
HUKAKTE M1 9ac anolTo3y 34 paxyHOK MiXKHyKTeocoMHol ¢dhparmerTaml JIHK. Exextpodope-
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Puc. 1. Kinexicts anonTornannx xaitue B (ndikopanux (1) ta neludixosanux BEB (2) xynorypax nimdobracTo-
inamx kniten Rajl nig glew 4-(N-Gersun)aminokapborin-1-mermanipuauaift fionmay ([TB-1) (a) Ta fforo moxinamx
MB-2 (6) i TIB-10 (&) y xormnerTparnii 50 mrr/vma. (Meron dapbysamna Hoescht 33 342). Ha rpadixex masenero
CepeNHl 3HaMeNHHA, CTAHAADPTHA NoXHOKs nna axux «2%. Pisaung mix cepemmimu € mocToripnown mpu p < 0,05.
KinokicTh amTonTOTHYHNX KIITHE ¥ KOHTPOIAX He HepeBHINyRana H%

e posainerrd JIHK nocmimkennx 3paskie MoKazaso, 10 B KOHTPOIBHAX 3PAsKax, He yparke-
HHOX BIpYyCOM, a TAKOXK ¥ 3paskax, iodikopammx BED, 6ez mozapamnd JocHiIKyBaHHX PEIOBHH
JHK-dparmentn me yroprowTbed (puc. 2, tpekn [ 1 2 Binopizuo). Anonrorudy apabumy
CIIOCTEPITANH B 3pasKaX HeiHdiKoBaHX Ta iH(IKORAHAX KIITHH, 00pobiaeHnx pedopuHamMr 11B-1
i [1B-2, wepes 24 ron (nue. puc. 2, Tpekn 5 i 4). Yepes 48 ron JIHK-cdparmenTn crioctepirann
TIMBKH B 3paskaX 3 HelH(IKOBAHIME KJIITHHAMHK, 00pobieHUMH pedoBHHOO 11B-2.

BraTHICTE JOCHIIXKYRAaHAX Ped0BRWH BINIMBATH Ha piReHL ekcrpecii 6inka Bcel-2 B xmiTHHax
Raji omumBann 9epes 3, 24 Ta 48 rof. AK KoHTpoIbHI 6 VIR BHKOPHCTAH] KAITHHEH, HelH(pIKOBaH]
Ta indikorani BED 1 meobpobneni cmoaykamiu. Pirenb excrpecii 6inka Bel-2 mporozmmm, mopie-
HIOKOIM OTPUMAHI MOKA3HWKW 3 BiIJIMOBITHUMH KOHTDOIAME. PeaynsTaThn HABeEHO HA pPHC. 3 Ta
B Tabn. 1. Iig emamneom [1B-1 nmokasHEMK pieHg ekcrpecii Hinka Bel-2 smidmpaseda Ha +8% v He-
iHhIKOBAHMX KJAITHHAX ¥ BCiX JacoBnx Todkax. HaToMicTh B iHhIKOBAHIX BipycOM KJIITHHAX TTPH
mii 1IB-1 pirentb ekcmpecii Bel-2 mpoTarom 24 rom He aMiHIOBaBCd, a Ha 48-H ToIWHI BiAMIYeHO
aMmertenns oyiay Bel-2 ma 14%. Cooayka I1B-2 npuseogmia 1o amenmenas Ha 12% pipmsa 6inka
Bcl-2 B xniTEnax, meindikoBaHmX Ta iHMIKOBAHNX BipycoM, Bzke depez 3 rof. Ha Ginbm mizmix
eTalax IPUCHIYeHHd piBHA excopecii Bel-2 mipg giew I[IB-2 me nepepninyeano 8%. BINE cOooayKn
IIB-10 B indQikoBaHIX KA THHAX OpOABUECH Y OPUrHideHH] Ha, 15% pipHa excopecil 6iika Bel-2 Ha,
3-TI0 Ta 24-Ty TOJUHY eKCcosuill 1 Ha 23% — depes 48 rof, Tofi AK B HelHMIKOBAHNX K/TITHHAX
iz piero I1B-10 papmit MOoKazHKUK BapiloBap y Mexkax +5%.
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Puc. 2. Bumus 4-(N-6ensnn)aminokapbonina-1-mermamipuaniii toguay (11B-1) ma dparmentamito JTHK B imdi-
KoBaHWX Ta HeindikoBarmx BEDB kynprypax mimdobracTtoinamx kmaituH Raji gepes 24 rox. EaekTpodoperpama
JIHK B 1,5% arapoznoMy reji 3 “amonToTHYHOK ApabuHon”. M — Mapkep; I — KOHTPOJIEL KITHH; 2 — KJIITHHH,
indikoBani BEB; 3 — gumitunu, o6pobaeni I1B-1 (50 Mxr/ma); 4 — kaitoaw, indikoBani BEB i 06pobaeni TTB-1
(50 MKr /M)

[Tonmepenni pocaimxennsa MUTOTOKCHIHOCT] Ta aHTHBED akTnBHOCTI A0CAIIKYBAHTX CIIOTYK
MOKA3a7u, IO BOHU MAIOTh BUPAXKEHy AHTUBIPYCHY AKTHUBHICTL. [HIEKC CeTeKTHBHOCTI CTAHO-
BuB 8400 as 11B-1, 400 ta 440 mmas 11B-2 ra [1B-10 sigmosigwo [5].

V kynbrypi kiuituaun Raji ekcrpecyrorbes jarenTtri 6iiku BEDB, soxpema 6iok LMP-1, sikuit
IMiJICHJTIOE AKTHBHICTD AHTHAIIONTOTHYIHOTO Oinka Bel-2, mo iuribye anonros [2|. AxTnamonroTnt-
Hi 6iniku Bel-2 ma Bel-xLh snaxoasithes Ha 30BHIMHAIN MiTOXOHAPiaAbHI MemMbpani v Buras i Ju-
MepiB, KOHTPOJIOIOUH MTPOHUKHICTL MITOXOHAPiH, TPUTHIYYIOTH BUBIMTLHEHHS ITUTOXPOMY ¢. 1Ipo-
arontoruyti 6k Bad, Bid, Bax ta Bim MoKy Th 3HaX0UTHCS B IUTO30JI1 Ta IIEPEMINTyBaTHCS
J1o MiTOXOH/Ipil 1 hopmyBaTu npoanonrorudnuii kKoMiieke 3 Bel-2 ta Bel-xL, mo, y ceoto gepry,
CTUMYITIOE PO3BUTOK ATIONITO3Y O MITOXOHAPIATLHOMY TIIAXY. ATONTO3 ACOTHIOETHCS 3 AKTHBRA-
€10 MeKINbKOX HYKAIea3, dKi pospizaiors gauepny JAHK cmouatky #Ha Benwki i moTiM mocaizoBno
Ha Jiyke Masienbki pparmenTu. Onnum 3 Hacuaiakis JHK dbparvenranil € vespopoTHa Jerpa-
manig JHK [1, 2].

Tabruys 1. PiBenn ekcmpecii 6imka Bel-2 B meindikopannx (BEB—) Ta indikoBanmx Bipycom Emmmrefinma-Bapp
(BEB+) kaitunax Raji min mieto 4-(N-Gensmn )aminokap6omnia-1-merummipuaniii fioqumy (ITB-1) Ta fioro moximamx
TIB-2 i TIB-10 y kommenTparii 50 MKT /M

3 rom 24 Ton 48 rom
3pazok

BEB— | BEB+ BEB— | BEB+ BEB- | BEB+

Konrpoan 80 80,3 72,2 78,2 771 84.5
TariGyBanns (—) i crumymnoBanng (+) pisas Bel-2, %

I1B-1 0 —35 -3 _55 16,3 14,3
1B-2 12 —12 —4 —8,5 55 -8
I1B-10 —2 —15 13,3 14,5 -5 —23

TTpumiTka. HaBefeni cepeni 3nadentst goctoBipai npu p < 0,05. Crangapraa moxmoKa B yeix sumagrax <1,5%.
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Puc. 3. Brums gocaipKyBaHHX DEUOBHH y KoHUeHTparnii 50 MKr/Mi Ha pisens ekcupecii 6inka Bel-2 (mporouna
IUTOMETPist)

Y pesymbrari NpoBEIEHUK JIOC/IPKEHD TOKA3aH0, M0 TIpu BipycHiit indexiil mo 24-1 roaum-
HM AIONTOTHYHHHA mporec 3arubesi xaitwa g giero [IB-1 BiadyBaeThes He MITOXOHIDIaTbHIM
MMIJISTIXOM, TIPO 110 CBiggarh BugsieHi ausbromoaekytsapai JJHK-gparmenTn i mesvinauit pisern
Bcl-2, Toni sk Ha 6imbmr mismix eramax (48 rox) Mae micie 1HIYKINs anmonTosy i3 3a/LydeHHsSIM
MITOXOHIpIATHHOTO MexaHizMy amorntosy. locrimxenus sy 11B-2 na uporecn cuaresy Bel-2
i CTEMYJISIIO alonTo3y BUSIBUJIO, IO I CIIOJIYKa He BuK/Iukae mopymens JHK mpu kopoTko-
TpuBaJIi# excrosurlii, mpore crmannse posderierds JHK ma mamspkomonexymsapri dpparMenTn
qepes 24 Ta 48 1o, MO CYNPOBOIZKYETHCST POZBUTKOM ATONITO3Y, aje 6e3 3MiHu PiBHs ekcrpecil
6inka Bcl-2, T1ob6To cmuTe3 jamoro Gika BiMHOBIIOETHCA. TaKUM IHHOM, MOXKHA MPUIYCTATH,
mo pedosuna 11B-2 Mae anonrozcruMymio0uuilt BIUIUB Y Ky/AbTYypl KIITHH, ajie B IbOMY IIPOTIE-
ci 6imox Bcel-2 me 6epe yuacti, To6To He BiOyBaeThCs 3aTyUEHHS MITOXOHAPIATHHOTO TLIAXY.
Beranoseno, mo 11B-10 B iadikosanux BEB kmiturax, ma BiaMiny Bij meindikoBanmx, de-
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pez 24 Ta 48 ToJ eKcIo3mI iHAYKYe (hopMyBaHHA BHcoKoMoNekynapaux JIHK-dbparmenTie Ta
2HNKYe pieeAb Bel-2 B iADIKORAHNK KAITUHAX | He BIVIMBAE Ha. PiBeHB JAHOTO AHTHATONTOTHYIHO-
ro GiMKa B KJiTHHaX, He iHGikorannmx BEB. OTpuMmani gani ceiggate mpo Te, 1o [IB-10 moxe
IHOYKYBATH AdONTOR II0 MITOXOHAPIAJABHOMY IIIAXY OpH BipycHIH indekmii. Moxmanro, o e
[IOR’SI2aH0 3 THM, IM0 Zta-TPpaHCKpPHIT HalpaHoboro rema BZLF1 npm miTugmiit eipycHii imde-
KINi 3IaTHAN 2MeHITYRATH eKCOpeciio aHTHanonTOTHYHEX OLIKIE Bel-2 i Bel-xL Ta igoykyBaTH
anonTos [2].

Kombinorana Tepania BEB-iadekiil, HanpapieHa Ha TpPHTHIUEHHA PENpOIYKINT Bipycy Ta
inridypanng QYHKIIOHYBAHHS 99X MOPYIIEHHS B3aeMOOil MizK aHTHAIONTOTHIHUMN OiTKAMHE po-
guan Bel-2, moxe 2a6e2ne9nTd DOARIHHNH edekT npH Mikyeanni BED-acomifioranmx 2axBopro-
BaHb. [IpoRegeni mocHiI:KeHHS aANONTORCTHMYIIOIOTOTO BIVIMBY IMOXITHHX 120HIKOTHHOBOI KH-
CJHOTHA CRIJYIATH TIPO 3JaTHICTh JOCTIIKYBAHAX PEUYOBHH IHAYKYBATH AIONTO3 ¥ KYJIbTYDi KJi-
THH Raji a9k 0o MITOXoHIpiadbHOMY NIAAXY 13 3aJyvdeHHAM Oinka Bel-2, Tak i muidaxom, 10
OMHHaAe 3anydenHda 6inxa Bel-2. Ilokazano, mo tiogemicHa cmonyka IIB-1 iHTiOye excmpecio
6inka Bel-2 gepez 48 ron B indikopammx BEB kaiTmmax, TobBTo OpH pORBUTKY JITHYIHOI iH-
dexmi. JocminxkKypada KOHIEHTPAIlid Ha JaHy TAacOBY TOYKY HPHUTHITYE PEIpPOAYKINIO Bipy-
cy #Ha 100%, MOXKIHMBO, IO CHOOJYKa IHIOye CHHTE3 BIpyCcHHX romojorie 6iika Bcel-2, a B He-
iHGhIKOBAHUX KAITHHAX He BHABIAE BIIHBY, Wepe3 BIACYTHICTH JOJATKOBOTO J2Kepena ToCH-
nerHa ekcmpecil Bel-2. Croonyka [IB-2 iHIyKye HesHauHe 3HHXKeHHA pIBHA eKclipecil HiIKa,
Bcl-2 ma pammi#t Tourmi, 1Mo TMOR A3aHO He 2 BipycoM, a 11 BIJIMBOM HA KJITHHHI TporecH. Pe-
gornHa [IB-10 puk/mKae mpodoHroRame iHTIOyBaHEA ekcrpecii Hinka Bel-2 vy ipycimdikopa-
HIX KJAITHHAX, M0 CBIOYHTL Opo Ra/Jdy9eHHd MEXaHi3MIB IHIYKIIl alodTozy, HOB'SA3aHnX 2 pe-
OPOAYKIUEH BipYCY, MOMKIHBO, 3 eKCHOpeciel HAJpaHHIX TeHiB, AKi IHIYKYIOTH AnonTo3 OpH
JTAaHE iHDeK, OJOKYBAHHAM CHHTe3y BipycHHX TomomnoriE Bcel-2, eHxaHcepiB eKclipecil
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IflsyquHe AloOITO3CTHMYJIMP YIOIIero BJAMAHHUA TTPOWM3BO/JHBIX
HN30HUKOTHUHOBOH KHCJOTHI Ha MOOe/1aXx JATeHTHOH 1 OCTpOﬁ B9b

uHb ek

Cospemennoti cmpamezuetl mepanuwu supycHur sabosesanutl, ccobenno SUPYOUHIYUUDOSTHHUT
ONYTOALEUET Hoco00pr306aMHUT, AGARETCA NOUCK UHIYKIMOPOSs anonmosa, xomopue bw deltcmaosa-
AU HE OOUH UAN HECKOALKO 2Manos anonmomuseckozo npougcea. Mecaedosara cnocobrocmns npo-
UBBOOHUET UZOHUKOMUHOS0T] KUCAOTY CIUMYAUDOS Ty anonmoes & susdobigomoudnur kaemeaz
Raji wa one uneruyun supycom Snwmeiina—Bapp. Hoxkazano, wmo fodcodepomcaee coedunerue
HB-1 unzubupyem sxcnpeccur beaxa Bol-2 vepes 48 v s unuyuposannnr supycom Kaemrax,
. 2. NPU prasumu awmiiecikoi unieruun. Beweeomeo ITB-2 wndyuupyem neanaiumenshoe cr-
srcenue yposha swrcnpeceun Beara Bol-2 we ponned movke, o0HaKC MAKOE CHUMCEHUE HE C5A3G-
Ho ¢ supychoti undexuuet, o o6BACHAETNCA GAUAHUEM GEUECTIGNE HENOCPEICINEEHHT HE NPOUECOB
raemovnozo anonmosa. Cmecs coedunenwti [IB-1 u [IB-2 {sewecmsc [1B-10) swswsaem npo-
ACHEUpOSEHHOE UHaubUposeHue skenpeccuy Deaxa Bel-2 s supycundurnuposannwr kasmeax, wno
CEUNEMEABCTREYEM, O GOSACUEHUN METAHUSMOS UHOYRUUY GNONTNO3E, CEASMHHMT ¢ penpodyrier
supyea. Tawum obpozom, donnve coedunenua Assmomen afermustosu npu passumun ocmporl
aumuneckott underuun u smozym npedynpesicdams nepexod uHPERUUY 6 AGIMEHIMHCE COCIMOAHUE
30 cMem UHOYKUUL NPOUeCcos aNonImoad,

A.V. Golovan, S. D. Zagorodnya, N. V. Nesterova

Study of apoptosis-stimulating effect of isonicotinic acid derivatives in
models of acute and latent EBV infections

The search for inducers of apoptosis, which would affect one or several stages of the apoptotic
process, 1s the modern strategy of the therapy of viral disenses and especially of virus-induced tumor
growth, The ability of isonicotinic acid derivatives to stimulate apoplosis in Raji lymphoblostoid
cells infected with Epstein-Barr virus (EBV) is studied. It is shown that iodine-containing compound
PV-1 inhibited expression of Bel-2 protein after 48 howrs in EBV infected cells, 1. e., under condi-
tion of lytic infection. Compound PV-2 induced a slight decrease in expression of Bel-2 protein at
early point, but this decrease is caused by the divect action of the compound on the processes of
cell apoptosis, rather than by viral infection. A mizture of compounds PV-I and PV-2 {compound
PV-10) caused a prolonged inhibition of Bcl-Z protein expression in infected cells, suggesting the
involvement of mechanisms of apoplosis associated with virus reproduction. Thus, these compounds
were effective under an acute lytic infection development and could prevent the switch to latent
infection by inducing apoplosis processes.
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