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NPOSIBIISIE aHTUBIPYCHY aKTUBHICTb MO BiAHOLUEHHIO A0 Bipycy rpuny HIN1.
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KopucHa Mopenb HanexuTb Ao XiMiko-gapmMaLeBTUYHOI NPOMUCNOBOCTI, 30Kkpema Ao BionoriuHo
aKTMBHMWX CMONYK CUHTETUYHOIO NMOXOMAXEHHS 3 aHTMBIPYCHOK aKTUBHICTIO A0 Bipycy rpuny HINL.

Bipyc HIN1 Buknukae xsopoby Mig YMOBHOK Ha3BOW "CBMHAYMI rpun”. Moro wTamu BusIBREHi
cepen BipyciB rpuny cepotuny C ta nigtuny cepotmny A (A/HIN1, A/HIN2, AH3N1, A/H3N2 Ta
A/H2N3).

lMOoWwyK HOBUX CUHTETUYHWX MPOTMBIPYCHUX 3acobiB € akTyanbHOK Mpobnemor cyyacHoi
dapmauii. 3a gaHnmn BcecBiTHBOI OpraHisaLii 0XopoHW 340POB'SA LWOPOKY Big rpuny nomupae ao 500
TnC. ocib6. lNMocTiHa myTauisa Bipycy-3byaHuKa y pesynbTaTti aHTUreHHoro apendy abo peacopTauii
(obmiHy) reHiB Beae A0 NOSABM HOBUX NIATUMIB BIPYCY, NPOTU SKUX Y NIOAEN BIACYTHIN IMyHITET.

AHanorom 3asBneHoi Cnonyku 3a dpapmakonoriyHow gieto € npenapat "PubasipuH", gitodoro
peyvoBuHoto sikoro € 1-B-D-pubodypaHosnn-1H-1,2,4-tpnason-kapbokcamig 3aransHoi gopmynu (1),
AKUA NpOsBNSE NPOTUBIPYCHY akTuBHICTL [Mawkosckun M.[. JlekapcTBeHHble cpeacTsa: - 15-e nsga., -
M.: OO0 "MapaTtenbctBo HoBas BonHa", 2005.-1200 c. - C. 877.]

NH, "

B ocHoBy KkopucHOi mofeni nocrtaeneHa 3agada Mnowyky HOBUX BiONOriYHO aKTMBHMX CMOMyK 3
NPOTUBIPYCHOK aKTUBHICTIO, WO MEepeLLKOMKaloTb pensikauii Bipycy i ToMy 3gaTtHi nikyBaTu rpwn,
BUKNUKaHun Bipycom H1N1.

MocTaBneHa 3agaya BUPIWYETbCA TakMM YMHOM, WO K OiONOrYHO akTMBHY CMOMYKY
3anponoHoBaHo 2-[1-(2,5-aumeTtunderin)-1H-teTpason-5-incynsdanin]-N-ceHinaueramig saranbHoi

dopmynu:
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BagsneHun 2-[1-(2,5-gumetundeHin)-1H-teTpason-5-incynbedanin]-N-deHinauetamia ogepxaHo
3 BUCOKMM BUXOoOoM npu B3aemogii 1-(2,5-aumeTunn-derin)-1H-tetpason-5-tiony 3 2-xnop-N-
deHinaLeTamMigom y nNy>KHO-eTaHONbHOMY PO34MHI BiAMOBIAHO A0 CXeMMU:
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KopucHa mogens inocTpyeTbesa npuknagamu.
Mpuknag 1. Metog cuHTesy  2-[1-(2,5-gumetundenin)-1H-tetpason-5-incynedanin]-N-
deHinauetamigy.
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Ho 3,39 r (0,01 monb) 1-(2,5-gumeTundenin)-1H-tetpason-5-tiony y 50 mn etaHony gogasanu
0,56 r (0,01 monb) rigpokcuay kanito. llicna po3dYMHEHHS peakuiiHOI CyMilli Npy nepemillyBaHHi
aogasanu po3umH 1,70 r (0,01 mons) 2-xnop-N-deHrinauetamigy y 20 mn etaHony. PeakuinHy cymil
KMM'aTUnm 3 roguHun, oxonomxysanu, sunmeanu y 200 mn sBoan. Ocag, wo Bunas, BigdinbTpoByBanu i
nepekp1cTanisoByBanu 3 eTUIIOBOro CMpPTY.

Buxig - 92 %. T. nn. 190 °C.

3HanpgeHo, %: N 20,70; S 9,49 Ci;H;7NsOS. BupaxysaHoro N 20,63; S 9,45. Cnektp NMP
(OMCO-dg, TMC): 2.01 (c, 3H, CHg), 2.36 (c, 3H, CHz), 4.38 (c, 2H, CH,), 6.95-7.42 (m, 8H, Ar), 10,42
(c, 1H, NH).

Mpuknag 2. EkcnepvMeHTanbHe BU3HAYeHHs MPOTMBIPYCHOI aKTMBHOCTI 6yno npoBedeHo Yy
MisBaeHHomMy pocnigHomy iHcTuTyTi CLUA (Southern Research Institute-SRI, Birmingham, Alabama).

[na BM3Ha4YeHHS NPOTMBIPYCHOI aKTUBHOCTI MO BigHOLWEHHIO A0 Bipycy rpuny H1IN1 3asBneHoi
cnonyku |l 6yB npoBeAeHWI TECT in Vitro 3 BUKOPUCTaHHAM KNiTUH Vero.

KnitnuHn Vero supoltysanu B 96-nyHKOBOMY MiKpONiaHLWeTi O TOro Yacy, NOKU AHO KOXHOI MyHKK
He MOKPMETLCH KIiTUHaMW. 3anuvLKOBE KyrnbTyparibHE CEpPedOBULLE MOBHICTIO BUAANANMN i KOXHY
NyHKY ABiYi npomuBanu docdatHumM Bydepom. Y KoXHY NYHKY gogasanu posudmH Bipycy IVA(HIN1),
CKOpEeroBaHoro 4o HeobxigHoi koHueHTpauii. Cnonyky | Ta npoTuBipycHuid 3acib - pubasipuH (Sigma)
PO34YNHUIIM B ANMETUICYNbOKCUAi, Jo4ann 4O KOXHOIT JIYHKM A0 KiHLeBOi koHueHTpauii Big 0,1 go 10
Mkr/mn. icna KynbTMBYBaHHS npoTtarom 48 roguH, KnitmHM Vero cnoctepiranu y mikpockoni. Micns
popaBaHHsa 100 mkn 70 % aueToHy KOXHY NyHKy BuTpumyBanu npu -20 °C npotarom 1 roa. [Micnsa
BMCYLLYBaAHHSA Yy CywwimnbHiv wadi gogasanu 100 mkn 0,4 % (w/v) posdmHy SRB (cynbdopogamiHy b),
posunHeHoro B 1% (v/v) ourtosin kucnoTi. MMicna 30 xBunuH capbyBaHHsa po3uuH SRB, wWwo He
3B's3aBca 3 KniTMHamn, 4 pasu npomuBanm 1 % (v/v) outoBot kucnoTorw. [licna BUCyLyBaHHA Y
KoxHy nyHky gogasanu 100 mkn 10 mM posunHy Tris (pH 10,5) ans po3unHeHHsA 3abapBriorYoil
PEYOBMHN Ha [AHi NyHKW. [Ons OuiHKM NpPOTMBIPYCHOI aKTUBHOCTI BMMIPIOBaNM ONTUYHY TYCTUHY.
KniTvHu, wo obpobneHi Tinbku DMSO, Ta KknitmHM, wo obpobneHi DMSO i Bipycom IVA(HIN1),
BMKOPUCTOBYBANWN AK KOHTPOJSbHi rpynu.

Y Tabnuui HaBefeHi ekcnepuMeHTanbHi AaHi akTMBHOCTI 2-[1-(2,5-gumeTnndenin)-1H-teTpason-
5-incynbdaHnin]-N-deHinauetamigy no BigHoweHHo Ao Bipycy California/07/2009 IVA(H1N1).
EdekTuBHicTb uiel cnonyku Bupaxanu nokasHukamu ECegg, 1Cso Ta Sl, ski BU3Ha4anu y gocnigax in
vitro npu Aii cnonyk, wo nonepedHbo po3uvmHanu B MCO y giana3soHi koHueHTpadin Big 0,1 go 100
mkr/mn. Crnonyka |l mae 3HadHy nepeBary y MpPUWrHiYeHHi BipyCy y MOPIBHSAHHI 3 MPOTOTUMOM -
prnbaBipUHOM.

Tabnuug

MpoTuBipycHa akTuBHICTb 2-[1-(2,5-gumeTundeHin)-1H-teTpason-5-incynedanin]-N-deHinauetamigy
(1) wopo Bipycy California/07/2009 IVA(H1N1)

Cnonyka Mon. maca Twn Bipycy MEKCr:/T\;)n MIE/S&’” Sl
Crionyka Il 339,42 E/E*A"ZE’QTS/S;/ 2009 4.6 >100 >22
PunbasipuH 244,2 IC\:/?A"ZE)JTS/B;/ZOOQ 8.7 >320 >37

MpumiTky:

1. ECsp - ehbekTBHA KOHUEHTpaLis, WO BU3HAYAETbCA 3 KPUBOI A03a/edekT i € KOHUEHTpaLiero
peyoBMHN, MpU SAKi edpekT cnocTepiraetbea ans 50 % nonynaAuii nicng NPOXOMKEHHS NMEBHOrO Yacy
4ii. Bupaxaetbcsa y Mkr/mn.

2. ICsp - KOHUEHTpauis, Mpu sKin iHriGyBaHHSA KNiTUH OpraHiamy pevyoBuHOW cknagae 50 %.
BupaxaeTtbcs y MKkr/mn.

3. Sl - iHOEKC CenekTMBHOCTI, WO € MOKa3HWKOM edeKTUBHOCTI npenapaty, i BUpaKaeTbCs
cnieBigHoweHHAM |Csy 0o ECsp-

BignosigHo o tabnuui 2-[1-(2,5-aumeTtundeHin)-1H-tetpason-5-incynedaHin]-N-deHinauetamig
3a iHOEKCOM CENEKTMBHOCTI NepeBuLLye pubasipvH Maxe y 2 pasu.

3asBneHa crnornyka 3a aHTMBIPYCHOI aKTUBHICTIO MepeBuLLyE BiJOMUA aHTUBIpyCcHUI 3acib. Lle
[03BONsE nepeadadnti MOXNMBICTbL MO0 3aCTOCYBAHHSA Y MEAWYHIN NpakTuli Ansa NikyBaHHSA rpuny,
BUKNMKaHoro Bipycom HIN1. 3asBneHa cnonyka Moxe OyTM ofgepxaHa B YMOBax XiMiko-
dapmMaLeBTUYHUX MIgNPUEMCTB 3a AOCTYMHOK TEXHOSOrIE 0e3 BUKOPUCTaHHS] TOKCUYHUX peareHTiB.
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®OPMYJIA KOPUCHOI MOJENI

2-[1-(2,5-OumeTtundenin)-1H-teTpason-5-incynsdatin]-N-geHinauetamig dopmynu:
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LLIO NPOSBASIE aHTUBIPYCHY aKTMBHICTb NO BiAHOLLIEHHIO A0 Bipycy rpuny HIN1.

Komm'toTepHa BepcTka I. MNasnbHikoB
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