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(21) 4885764/04
(22) 22.11.90
(46) 07.09.92. Bion. Ne 33
(71) @usnKko-xumuueckun WHCTUTYT UM.
A.B.BoratcKoro
(72) O.F.Acuuckas, 9.U.Ueaxos, F.B.Denopo-
sa, H.A.fonoserxo, B.B.Visanoaa u tO,E.Wa-
nupo
(56) Kimura E., Kagaku no Ryoiki, 29, 413. 1974.

Mawkoscxun M.f1. JlexapctsenHble cpeg-

ctsa. 4. Il, M., Mequunua, 1984, c. 380.

Viso6petenne orHocutca Kk xumunnu Guonorn-
YECKM aKTVBHEIX BEWWECTB, 2 UMEHHO K 4-N-(1-
GeH3amn-7-xnopumugaszo[4.5-d[nupngasnnun)
fwa3a-18-xpayn-6 (I), obnagaiowmemy npotuso-
BUPYCHOW AKTUBHOCTbIO B OTHOWEHUMM BUPyCa

rpunna A2 Victoria npu npodunaxtnyueckom BBe-
AeHUM, 4TO MOXKeT ObiTb NCNON’30BaHO 8 MegH-
unHe’ u dapmaxonorun. Beujectso umeert
cnenyrolulyto CTpyKTypy

NoNeCHy-CeHs

HN (OF 10" Ne
LYOV/OVY N-N Cl

HauGBonee 6au3kum no cTpyKktype kK npeg-

naraemomy coequnenumio asnnetca N.N‘-gua-
3upuannoMetungnasa-18-KpayH-6 (I1),
TPOABNAIOWWMNA AHTUBMPYCHy!O AaKTUBHOCTb

npotus Bupyca A2 Victoria. Popmynei
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(54) 4-N-(1-BEH3U/1-7-XNOPUMUQA30[4,5-
dINUPURAZUHUN)-QUA3A-18-KPAYH-6,
OBNAAAIOLLUN NPOTUBOBUPYCHON AK-
TUBHOCTbIWO B OTHOWEHMM BUPYCA
FPURNA A2 VICTORIA NPU NPODUSJIAKTU-
YECKOM BBEAEHUN
(57) CoegnHenve nonyyawoT e3aumogenctenem
1-6eH3un-4,7-auxnopumnga30[4,5-d]nupugasu
Ha Ww Avada-18-KpayH-6 B CnupTe B aBTOKNaBe
npv 150-160°C e reyenue 30 4 np cootHowe-
Huw KoMnNOHeHTOB 1:1. BD C24Ha2CiNeQ,, ser-
xon 82%. t.na. 194°C, LDso 271.43 mr/xr. 2
ta6a.

Oanako. aHanor ToKcu4uHee Npegnaraemo- |
ro coequHeHuan Bbonee 4em B 2 pa3a, a ero

axTusxHocrTs 6B 6 pa3 Hue, 4em y 4-N-(1-6eH-
3un-7-xnopumuga3o[45-d}nupuga3zunun)-anua
3a-18-xpayn-6,

U3secteH npotuBsosnpycHpin npenapat
pemantagun (Ill) dopmynp

Hp|

HegoctaTKkom AaHHoro COeqQuHeHuA ABNA-

€TCAH CFO NOBHIWEHHAA TOKCUYHOCTh NO Cpas-
HeEHMIO C NpeAnaraemuim COeAuHeHnem(8 1.8
pa3a). AKTUBHOCTb NpegAnaraemoro npenapata
Bole, 4eM y PeMaHTaguuHa, B 1,4 paaa.

Mpeanaraetca HoBbIM KpayHupoBaHHoN
umuga3z0[4,5-d]nupugasun, o6nagaoumn soi-
COKOM aKTMBHOCTbIO NPM MANO TOKCMYHOCTH.

Nonyyaiot coeqnuenne | s3anmogencten-

em 1-6eH3un-4,7-auxnopumuga3zo0[4,5-d]nupu-
Aasuna uw ana3za-18-KpayH-6 a cnupte a
aptoxnase npu 150-160°C B revenue 30 4 npn
COOTHOWEHMM KOMNOHEHTOB 1:1 NO cxeme
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Cunte3 coequuenua | unnioc¥pupyerca
cnegyiouumu npmmepamn.

Npumenp 1. B astoxnas n3 Hepxasen-
wen ctranu 3arpy3uau 0.279 5 (0,001 mons)
1-6eH3nn-4,7-anxnopumuga3zo[4,5-d]nupuga
3una B 20 mn aBconwrtHoro 3TaHOna wu 0,262 r
(0.001 mone) ana3za-18-xpayn-6. Harpesanu
npv 160°C 30 4. Oxnaxaanu go KomHaTHOU
Temnepatypet. OTroHsnu cnuptT Ha poTOpHOM
ucnaputene uw oTdunetpoabisann Genoe xpu-

cTannuyeckoe Beulecteo, NpOMBIBaNN OxNax-
AeCHHEIM CNMpPTOM Hu 3dupoM, m = 0,41 56, T.nA.

194°C. flononnutenbHo u3 matouHuKa nocne
ero OxnaxgeHua v 3aTBepAeBaHUA NyTem Nne-
pexpuctannu3zaunn “3 3TaHONa MOXHO NON-
yuute ewe 0.07 fr npoayxta. Beixog 82%.
Crpyktypa nonyyenHoro coequHenuan nop-
TeepxgeHa AadHHiimn TIMP-cnextpockonun

(CF3COOD): 6 4,30-4.55 (m, 25H, xpayx):
65.78 (S, 2H, CH2-CeHs); 0 7,28-7.39 (m, 5H,
CeHs): 6 8,7 (S. 1H, CH); UK-cnextpocKxonuu
(KBr), ¥, cm: 3350 (NH), 3000 (CH), 1640
(C=N), 1050 (C-O), snemeHtHom aHanu3om,

Paccuutano, %: C 57,09: H 6,54: N 16.65:
Cl 7,04.

Hangero, %: C 57,12; H 6,05: N 17.01: Cl
7,2.

Npumep 2. Octpyto Toxcu4HoctTs HORO-
ro coequnenua onpegenann no mMetoguxe bep-
HCa Ha HeumMOpegHbix Genbix mMbIWax MaCCOn
14-20 r. 3HaveHne LDs50 npu BHyTpubpiownH-
HOM BBegeHMN COCTaBMNO 271,43 mr/Kr. Pe-
3YNbTaTbHI UCCNEQOBAHUA OCTPOKM TOKCHYHOCTU

coeguHenus | & CpaBsHeHuM C aHanorom no
cTpykxtype — N.N!-avasmpuaunometunguasza-
18-xpayn-6 (I!) « pemantaquerom(Il) npusege-
Hb! B TaGn, 1.

Npumep 3. NMpotrnsosupycryw axtus-
HOCTb CoeguHeHna | OTHOCUTeNbHO BUpyca

rpunna A2 Victoria onpegensanu 8 cpaBHennn

c coequHennamu Il u fll Ha pasBueaiounxca

10-qnesHux KypuHeix sm6pnouax (K3), sapa-
*KEHHEIX BUPYCOM rpunna B paseegenmn 10,

Coeaunenna pacrsopannu B AMMeTuncyne-
doxcuge (DMSO) u ssoqunn B xopnonannan-
TOUCHYIO. NONOCTS KkypnNHEX 3IMOBpnoHoOB

OAKOKpaTHo B OObeme0,1 mn. 4TO CooTBeTCT-
eyeT KOHUeHTPaunn 2.1 wr/mn. BewecraaI-III
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BB0qMnK 3a 14 AO BBeQeHUA BUpyca (Npodu-
naxtuyecKoe Beegenne). Kontponem cnyxunn
amMOpnonel, 8B KOTOpLIe BBOAMAN BUpYC B pa3zBe-
aenuu 10° e DMSO 2s o6beme 0.1 mn, uto
coOoTBeTCTByeT TAKOBOMY NPM ONbITHOM 3apa-

mKeHUH.
Kypuduie am6puone nHky6uposannB Tep-

moctate npu'34°C 48 4. Hanuuve supyca s
amO6puonax nposepsnu no peaxumn remarrniwo-
TuHaumn (PTA) c 1%-Heimu Kypuneimn spuTpo-
untamu. Ouenky smextusHoctu coeauHenunr
nposoaunau no ungexcy 3auuTe!l uv CpeAnemy
reometpuyeckomy tTuTpy eupyca (CIT) no PFA

B ANNAHTOUCHOA RKUAKOCTU KOHTPONbHEIX Vu

onpitHEx amOpuotos. Urgexc 3awutTe (Ws)
BLI4MNCAANK NO Popmyne

K3 — 1 .
UsKy 100 ’

rae Ks — koapguunent3aumtel;

K3 =

Coeauvenne ouexusanu Kak akTueHoe.
ecav vnfeKkc 3auMTE NpesHMan 50%.

Pe3ynbtatw uccnegosannua Ononornue-
ckoro pencreun HoBOrO COeAnHeHuA | B CpaB-

HeHMM C COeAMHeHuamn II (aHanor) u III
(6a3080e coequHenne) npneezene! 6 Tan.2.

Ua astHerx ta6n, 2 cnepyer, 4TO B TO Bpe-

MA Kak aHanor O6nangaet HeE3HaUNTenbHON
NpOTMBOBMPYCHONM aktTuBHOCcTEW (Vy =

. = 16.67%), npeqnaraemoe coeanteHne| umeeT
Us = 100%, sto 8 6 pa3 npessiwaer axtus-
HOCTb aHanora vB 1,4 pa3a npeBelwae;r axTuB-

HOCTb pemaHtaguna(Ill).
U3 ganneix TaOn. 1 cnegyert, 4To NpH BHYyT-

pu6prowuHnom seegeHnu LDs0 coequuenus|
8 2 pa3a Hye, 4eM y aHanora (coequHenneII),
us 1.8 pa3a Huxe TaKOBOrO y ba3z0B0r0 Coenu-
HeHna~ (II!).

Takum 06pa30m, coequHenne| umeertcne-
fyrouyne npewmywectsa: BLICOKy!IO NpOTNBO-
BUPyYCHY!O aKTMBHOCTh B OTHOWEHMN BUupyCca
rpunna A2 Victoria, 3HaynTenbHO MeHbWwYIO
TOKCU4HOCTb NO CpaBHeHMlO C U3BECTHEIM aH-

TMBUpyCHbIM Npenapatom pemanTagunon(II!)

“u aHanorom no cTpykxtype u GuonormuecKkon

axtusnocty(1).
Mopmyna n3z06pertrenna

4-N-(1-6en3un-7-xnopumuga3o[4.5-d]nu -

pugasnnun}ana3a- 18-Kpayn-6 mopmyne

N7~N-CHSC.Hs

aclN~\ 7
N

eeeaeerewe

NpoueHT 3MBpuoHos C BUPYCOM B KOHTpONe
npoyent smOpuonos c eupycom B onpiTe
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o6nanamowun NpoTMBOBUpyCHOM axtneB-
HOCTbIO B OTHOWEHMM BUPYCAa rpuNnna Az
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Victorla npu npodunaxtuyveckom esene-

Ta6nanual

CpasHutenbHoe u3yyenne OCTpOM TOKCM4HOCTH NpH BHyTPHOpIOWWMHHOM BBeAeHHH

 

  

    

 

 

 

Coeaunenue LAso, mr/xr
| 271,43
i 132,9
ith 150

Ta6nuya2

CpasuutenbHoe u3yyenne snusnua CcoeqguHenunI-Ill Ha supyc rpunna A2 Victoria 8 paseueaio-
UIMXCA KypUHEIx aMOpuoHax NpU npodunaktnyeckom BBEAeEHMH

CoequneHne} KoHyentpa- Konuyecrso smOpnonos c
LUA BELIECT- BYpYCOM K3 V3 CIT
sa, mr/mn wT. %

~ - 12 100 = of - - 1:1780
1 2,1 0 0. _ 100 -
I 2.1 10 83,33 1,2 16,67 1:558
i! 2,1 3 25 3,67 72,75 1:21,1        
 

Ml pume4anu ne. Passefenve eupyca 10>, KonuuecteoKo12.

Coctasutrens T.PaeecKxana
Texpeg M.Moprentan Koppextop A.DunePenaxtop E.Xopuna
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