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(54) (-)-4-amuno-5-¢prop-1-2-ruapoxcumerni-1,3-oxkcarnonan-5-wi)-(1H)-nupumuann-2-

OH, CMeCh ero JHAHTHOMEPOB, CIIOCOObI HX NMOJy4YeHHs, CIIOCO0 JIeYeHUs!

(57) N3o0peTeHre OTHOCUTCS K HYKJIE30MIHBIM aHajoraM 1,3-okcaTHojilaHa U WX HCIIOJIh30Ba-
HUIO TpU JICYEHUH BUPYCHBIX MH(pekuil. B yactHOCTH, K (-)-4-amMuHO-5-pTOp-1-(2-0KCUMeTHII,
3-okcatuonan-5-mn)-(1H)-nmupuMuanH-2-oHy U ero ¢papManeBTUYECKH TPUEMIIEMBIM MPOU3BO/ -
HBIM M K COJIepKalliuM UX (papMaleBTUYECKHUM cOCTaBaM. 3ajadyeil u300peTeHus SIBIISETCS IO-
Jy4deHue coequHeHuH, 2(pPEeKTUBHBIX MPU MHIMOMPOBAHUM PEIUIMKALUU PETPOBUPYCOB, B TOM
quCJIe peTPOBUPYCOB YEJIOBEKA, TAKUX KaK BUPYC UMMYyHoedunura yenoseka (BMY), koTopslii
apnsgercs npuunHoi 3aboneBanust CIIM/lom. CoenvHeHue mnosy4aroT ImyTeM BblIeNeHUA (-)-
SHAHTHUOMEpPA U3 cMecH (-) U (+)-2)HaHTHOMEpa, & CMECH SHAHTUOMEPOB-BBIICIICHUEM (-)-IHaH -
THOMEpa u3 mepBoi cMecu (+) u (-) sHaHTHOMEpOoB. CMecHu W coeauHeHne 00JIaar0T MPOTH -
BOBHPYCHOI M TepaneBTUYECKON aKTUBHOCTBIO U MOTYT OBITh MCIOJIb30BAHBI JJIS JICUEHUS BH -
pycHO# nH(DEKIUH myTeM BBeleHUs! X d(PPEKTUBHOrO KOJIMYECTBA MALUEHTY. 3 c.11., 19 3.1m.¢-
J7e1, 3 TIp., 3 Tabm.

N300peTeHre OTHOCUTCS K HYKJI€O3UAHBIM aHaJOraM U WX MCIIOJIb30BaHUIO B MEIUIMHE.
bonee KOHKpeTHO H300peTEHHE CBA3aHO C HYKICO3UAHBIMU aHajgoramu l,3-okcaTHoslaHa C
BKJTIOYAIOIUMH UX (apMareBTUIECKUMU COCTaBaMU U C MX HCIOJIb30BAHUEM IIPH JICUYCHUU BH -
PYCHBIX UH(DEKIIHA.
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EnmHCTBEHHBIM COeMHEHHEM, KOTOPOE B HACTOSIIIEE BpeMs 0JI00pEHO JJIsl UCIIOIh30Ba-
HUS TIPU JICUEHUU COCTOSIHHH, BbhI3bIBaeMbIx BUY, sBnsercs 3'-a3zumo-3'-neokcumunun (AZT,
sunoByauH, BW 509U). OgHako, 3T0 coemuHeHHe 00J1aaeT 3HAYUTEIBHOM MPEAPaCIIONIOKEH -
HOCTBIO K MOOOYHBIM 3¢ dekTaM, a TOTOMY HE MOXKET UCIOIb30BaThCS WIIH K€ MOCIE MEePBhIX
MOTBITOK UCIOJB30BaHUsl JAIbHEWIIee ero MPUMEHEHUE MPHUXOAUTCS MpeKpamaTh A 0O0Jb-
IIOr0 KOJIMYecTBa MarnueHToB. CoxpaHsIeTcsl MOTPEOHOCTh B Pa3pabOTKe COCTMHEHUH, KOTOPhIE
ObuM OBl aKTMBHBIMH 110 OTHOWIEHHIO K BUY, HO nMenu Obl 3HAYUTEIBHO JIyUIIHHA COMYTCTBY -
0NN TepaneBTUYECKUI NHJIEKC.

Coenunenue no popmysie 1.

SBJIETCS PALlEeMUYECKOM CMEChIO IByX SHAaHTHOMepOB 1o ¢opmynam -1 u [I-2:

NH NH

OO6HapykeHo, 4TO (-)-3HAaHTHOMEpP COeIMHEHUS | MposBiIseT 3HAYUTETHLHO OONBIIYIO aK-
TUBHOCTb, 4eM (+)-3HaHTHOMEp, XOTs o0a ’HaHTHOMepa 001alal0T HEOXKUIAHHO HU3KOW LH-
TOTOKCHUYHOCThIO. TakuM oOpa3om, mepBoi Ienblo u300pereHus sBisercs (-) (wim Je-
BOBPALIAIOIIUIT) SHAHTHOMEP COeTUHEHUs 1o (opmyde I u ero gpapmanieBTHIecKu npruemiieMble
IIPOU3BO/IHBIE.

(-)-oHaHTHOMEp MMEET XMMHUYECKOoe Ha3BaHue (-)-4-amuHO-5-rop-1(2-oxcumermi-1,3-
okcatuonan-5-un)-(1H)-mupumuana-2-on (manee - coenunenue (A)). ITOT IHAHTHOMEDP HUMEET
aOCOJIIOTHYIO CTEPEOXUMHUYECKYIO CTPYKTYPY, IIpesicTaBieHHyto Gopmysnoi I-1.

Coenunenue (A) MPEeUMYIIECTBEHHO JOHKHO OBITH CBOOOJHO OT COOTBETCTBYIOIIETO
(+)-sHaHTHOMEpA, T.€. TOJDKHO COJEpKaTh He Oosiee MpUOIU3UTENbHO 5 % Bec. (+)-3HaHTHOME-
pa, 6osee mpeAnouTUTENHHO He Ooiee npubausuTensHo 1 %. Bec.

[To "dapmaneBTHUECKH MPHEMIIEMBIM MPOU3BOAHBIM" MOHUMAETCS (apMaleBTUYECKU
npremiieMasi CoJib, CJIOXHBIN 3(HUp WK CONb 3TOTO dPUpa coeuHEHUs (A) WIH IPYroro COeIu -
HEHHS, KOTOPOE MPHU Ha3HAYCHUU TMAIMEHTY CIIOCOOHO BBIIENATH (IPSMO MIIM KOCBEHHO) COE/IU-
HeHue (A), i MeTaboauT, 00JIaTaA0IINI aHTUBUPYCHOM aKTUBHOCTBIO, HIIA €T0 PaTruKall.

st cneruanucTa, 04eBUIHO, UYTO coenuHeHue (A) MOKeT ObITh MOAM(HUITUPOBAHO, C
LENbI0 MOMTY4YeHHsI ero (papMalieBTUUEeCKH MPHUEMIIEMbIX MPOU3BOJIHBIX, MO (YHKIIMOHATIHHBIM
rpynmnaM, Kak (parMeHTa OCHOBaHHSA, TaK U IO OKCHUMETHJIBHOM TpyIle OKCATHOJIAHOBOIO
Kosblla. Momudukanuy mo BceM 3TUM (YHKIIMOHATIBHBIM TPyIIaM BKIIOYAIOTCS B 00BEM MPH-
TsA3aHU# 110 n300peTeHnto. OHaKo 0coOblii MHTEpEC MPEACTaBIAI0T (hapMalleBTUUECKH ITPHEM -
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JeMble TPOU3BOJIHBIC, IOIYYEHHbIE MOJU(PUKALUEH 2-OKCUMETUJIBHOM TIpyHIbl OKCaTHO-
JIAHOBOTO KOJIbLIA.

[IpennoutuTenbHBIMU dPUpaMu coeuHEHUs (A) SBIAIOTCS MPOU3BOAHBIC, B KOTOPBIX
o

I

aTOM BOJOpOJia B 2-OKCMMETHJIBHOM TIpyIIE 3aMEIAcTCsl alWIbHON IpyHIon R = C_, B
KOTOpOH HekapOOHWIbHBIN (parmMeHT R sdupa BpIOMpaOT U3 aroma BOAOPOJA, AJKUILHOM
Ipynnbl ¢ MNPSAMOM WM Pa3BETBICHHOW LENbIO (HAalpUMep, METWIbHOW TIPYIIbl, 3TUIBHON
IpYMIIbl, T-NPONMWIBHON TPYIIBI, TPET-OyTHIBHON IPYIIbl, M-OyTUIBHON IPYMIIbI), ATKOKCHAM -
KWJIBHOH Ipynmnbl (HapuMep, METOKCUMETUIIBHOM IpyMIIbl), apalKWIbHONW TPYIIIBl (HallpuMep,
OCH3WIBHOM TPYINIIbI), ApUIOKCHAIKUIBHON Ipynbl (HanpuMmep, GeHOKCUMETUIBHON TPYyIIIbI),
apuIbHOM Tpyniiel (HarpuMep, GeHUIbHON IPyIIbl), IPOM3BOJIBHO 3aMEIEHHONW aTOMOM raJio-
rena (C,-C,) ankunpHo#t rpynmnoii i (C,-Cs) amKOKCH-TPYyMIoii); cyl1b(OHATOM, TAKUM KakK all-
KWJI- WIN apalIKWiICynb()OHUIbHAS TpyMIa (HapuMep, METaHCYIb(OHUIbHAS TpyIna); 3pHpPOB
aMUHOKHCIIOT (Hampumep, L-BanepuiibHON rpynnbl Wik L-u300eHMIBHON TPYIIIbI) U MOHO-,
- Wi TpudocdaToB.

Yro kacaercs yKa3aHHBIX BbIlIE€ 3(UPOB, TO, €CJIM 0CO00 HE OroBapuBaeTcs, JH000H ai-
KWJIBHBIA ()parMeHT B HUX MPEUMYIIECTBEHHO COACPKUT OT 1 10 16 aToMOB yriepoja, B 4acT-
HocTH, OT 1 10 4 aromoB yriepoja. JIxo6oi apuiabHbIN (parMeHT B YKa3aHHBIX COCTUHEHUSX
IPEUMYIIECTBEHHO SIBJIsICTCS (DEHUIBHOM rpynmnoi.

B wyactHocTH, 3¢upamu moryT ObITh 3¢upbl, obOpazoBanHble (Ci-Cis) alKWIBHBIMU
rpynIamMy, He3aMelleHHble OCH3WJIOBbIE 3(UpPbl WM OCH3WIOBBIE 3(UpPHI, 3aMELICHHbIE, 0
KpaliHel Mepe, OJTHMM aTOMOM TajioreHa (Opoma, xyopa, ¢ropa wim hoxna), ogHou (C;-Cis) an-
kuwibHOHN TpynmoH, (C;-Cs) amKOKCHTpyNION, HATPO-TPYNIONW WK TPUPTOPMETWIHHON TpyI-
oM.

dapmaneBTUYECKH NMPUEMIIEMBIMU COJIIMU COEIUHEHUS (A) SABISIOTCA COJIM, MOJYYEH-
Hble U3 (hapMaleBTHUECKH MPUEMIIEMbIX HEOPTaHWYECKUX U OPraHMYECKHX KHCJIOT U OCHOBa-
Huil. [IpuMepbl MOAXOASAIIMX KUCIOT BKIIIOYAIOT COJISHYIO KHUCJIOTY, OpOMHCTO-BOZOPOAHYIO
KHCJIOTY, CEpPHYIO, a30THYIO KHCIIOTY, XJIOPHYIO KHCIIOTY, (hyMapoBYIO KHCIOTY, MaJIEHHOBYIO
KUCIOTY, (POCPOpHYIO0 KHCIOTY, TJIMKOJIEBYIO KHCIOTY, MOJOYHYIO KHCJIOTY, CaJIHIMIOBYIO
KHUCJIOTY, SHTApHYI0 KHUCIOTY, [1-TOnyoncynb(poHOBYIO KUCIOTY, BUHHYIO KHCIIOTY, YKCYCHYIO
KHCJIOTY, JIMMOHHYIO KHCJIOTY, METaHCYJIb()OHOBYIO KHCIOTY, MYPaBbHHYIO KHCIIOTY, OCH30¥-
HYIO KHUCJIOTY, MaJIOHOBYIO KHUCJIOTY, HaTeH-2-CyIb(OHOBYIO KUCIOTY U OEH30JICYIb(OHOBYIO
KUCNOTY. JIpyrue KMCI0Thl, TAKHE KaK [aBesieBasi KUCI0Ta, KOTOPbIE CaMu IO ceOe He SIBIISIOTCS
(apMaleBTUYECKH MPUEMIIEMBIMH, MOTYT HCIIOJIb30BaThCS Ul MOJIYYEHHUS MPOMEKYTOUHBIX
COEIMHEHUH MPU CHUHTE3€ COEAMHEHHH M0 M300peTeHuI0 U uX (hapMaleBTHUECKH MPHEMIIEMbIX
COJIEN IPUCOEAUHEHHS KUCIIOT.

Consimu, 00pa30BaHHBIMU COOTBETCTBYIOLUIMMH OCHOBAHMUSMH, SIBJISIOTCS COJIM ILEJIOY-
HBIX METaJNIOB (HaIlpUMep, HAaTPHsl), COJIM IIETOUYHO3EMENIbHBIX METAIJIOB (HampuMep, Maraus),
COJIM aMMOHHUS U yeTBepTHUUHble aMMOHHUeBbIe cosid NRy+ (tae R sasuserca (C,-C,) ankunpHOM
TPYIIION).

CchUlKM B JTaHHOM OIMCAaHWHM Ha COeNMHEHHE (A) MO M300pETEHHI0 OTHOCATCA KakK K
COOCTBEHHO COEIUHEHUIO (A), TaK U K ero (apMaleBTHUECKH MPUEMIIEMBIM IPOU3BOIHBIM.

CoenuHeHus Mo HACTOSIIEMY M300peTeHHIO MO0 caMy 001aJal0T AaHTUBUPYCHOM aKTHUB-
HOCTBI0, 100 00pa3yroT TaKKe COEAWHEHHS B Mpolecce Metabonn3ma. B yacTHOCTH, Takue co-
enuHeHus 3(PQPEKTUBHBI NMPH WHTUOMPOBAHUU PEIUIMKALMU PETPOBHPYCOB, B TOM YHUCIIE pe-
TPOBHPYCOB YEJIOBEKA, TAKUX KakK BUPYC UMMyHoepuuuTa yenoBeka (BUY), kotopslii sBiseT-
cst npuanHoi 3aboneBanust CITN{om.

CoenuHeHus o M300pETEHUIO MOXKHO HCIIOJIb30BaTh TAKXKE JJIS JICYEHUS )KUBOTHBIX, B
TOM YHCJIE YeJIOBEKa, MH(UIIMPOBAHHBIX BUPYCOM renatuta B.

Crenyromieii 1enbl0 U300peTeHUs SBISETCS MCIOIb30BaHUE coenuHeHus (A) wiu ero
(bapMaleBTUYECKH TNPUEMIIEMOTIO IPOU3BOJHOTO B KayeCTBE AKTHMBHOIO TEPANEBTHUYECKOTO

3
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CpeICTBa, B YaCTHOCTH, aHTUBHPYCHOI'O CPEACTBA, HAIPUMEpP, MpPH JIEYEHUH PETPOBUPYCHBIX
nHbeKIui 1 HHPEKIUH, BRI3BAHHBIX BUPYCOM renatuTa B.

Eme onHoil menpio m300peTeHus SABISETCS CHOCOO JIeYeHHs] BUPYCHOM HHGEKIUU, B
YaCTHOCTH, WH(EKIMU, BBI3BAHHON BUPYCOM TremaTtuta B uiam peTpoBUpycaMu, TaKHMH Kak
BUY, y )XMBOTHBIX, B TOM YHCJE y YeJIOBEKa, KOTOPbIIl COCTOMT B Ha3HaueHUU 3()(HEeKTUBHOTO
KOJINYeCTBa coenHeHMs (A) Wi ero (papManeBTHIEeCKH IPUEMIIEMOTO TPOU3BOAHOTO.

Eme onHOM mnM albTepHATUBHOMN LIEJIBIO N300pETEHMS! ABJIETCS MCIIOJIb30BAHUE COEIU-
HeHus (A) uinu ero (apmareBTHUYECKU NMPUEMIIEMOTO MPOU3BOIHOTO B MPOU3BOJICTBE MEIUIIM -
HCKHUX MpenaparoB Ui JEUYEHUsI BUPYCHBIX UH(EKIUIL.

CoenuHeHUs MO W300PETEHUIO MOTYT MCIIOJIB30BAThCS TaKkKe IMPH JICUCHUH CBA3AHHBIX
co CIIMdom cocrosinuii, Takux kak cBsizaHHbIM co CIIMJloM KOMIUIEKC MPOrpeccCUupyroniero
o01ero nopaxeHus JTMMQpaTHUECKUX y370B, cBsi3aHHbIX co CIIM /oM Helpoaoruueckux cocTo-
SHUM (TakuX Kak ciaboymue U Tpoduyeckuil mapanapes), MoJIoKUTeNbHbIX aHTH-BUY-anTute-
10 1 BUU-10JI0)KUTENBHBIX COCTOSTHUH, capkombl Kamo3u, TpoMOOTHYIECKOW MypITyphl U 3a00-
JICBaHUH, BBI3BIBAEMBIX YCIOBHO-TIATOTEHHBIMH MUKPOOPIaHMW3MaMU, HalpuMep, pneumocystis
carinii.

CoenuHeHus: 0 U300PETEHHIO MOJIE3HBI TAKXKE NSl IPEIOTBPAILEHUsI Pa3BUTHUS 3a00J1e-
BaHUSA B KIMHUYECKYIO (OpPMY y TMAIMEHTOB, Yy KOTOPBHIX OOHApYKUBAETCS MOJOKUTEIbHAS
peakuust Ha aHTU-BUY-antuteno u BUY-anturen, u misi npoduIakTUKH TOCTIE BO3JACHCTBUS
BUY.

Coenunenue (A) nnu ero hapMaleBTHUECKH IpUeMIIEMbIE TPOU3BOAHbBIE MOTYT UCIIOJIb-
30BaThCs TAKXKe Ul TMPEAOTBPAIICHUs BUPYCHOTO 3arpsi3HEHUS] (PH3HOIOTHYECKUX JKHUKOCTEH,
TaKUX KaK KPOBb M CEMEHHAsl )KHUJIKOCTh B YCIOBHSAX in Vitro.

CoenuHeHus 10 U300PETEHUIO MOTYT UCIIOJIb30BAThCS TAK)KE MPH JICUEHUH KUBOTHBIX, B
TOM YHCJI€ YelI0BeKa, MHOULIMPOBAHHBIX BUPYCOM renaTtura B.

Jlng ciennanucToB, OYEBUAHO, YTO YKa3aHHBIN CIIOCOO JeUEHUs] paclpOCTpaHSIETCs U Ha
npoduIaKkTUKy 3a00JIeBaHMs, a TAK)KE U HA JICUCHUE YXKe BBISIBICHHBIX MH(PEKIUN win 3a00e-
BAHUI C BBIPA)KEHHBIMUA CUMIITOMAaMHU.

CnenyeT noayepKHyTh, YTO KOJMUECTBO COECIMHEHUS M0 N300peTeHI0, KOTOpOe HE00XO-
MO JUTS JIeYeHus1, OyJIeT MEHSThCS B 3aBUCHMOCTH HE TOJBKO OT KOHKPETHO BBIOPAHHOTO CO-
eIMHEeHHS, HO M OT IyTH Ha3HAYEHUs, IPUPOABI 3a00JeBaHuUs, BO3pacTa M OOIIEro COCTOSHUS
MalUeHTa U yCTaHABIMBAETCS MO YCMOTPEHHUIO JieHallero Bpaya wiu BeTepuHapa. OgHaKo, B
o01eM ciryyae mpuemiieMas 103a coctapiisieT mpudausutenbHo ot 0.1 go npubnusurensro 750
MI/KT Beca Tella B JIeHb, MpeanouTuTenbHo oT 0.5 1o 60 MI/kr B AeHb, 1 Haubosee MpearnoyTH -
TeabHO OT 1 10 20 MI/KT B [IEHb.

Tpebyemast 1032 MOXET NPEACTaBIATH COOOM OAHY 103y MM JK€ pas3jelieHa Ha
HECKOJIBKO J103, KOTOPbIE HA3HAYAOTCs YE€PE3 ONPEICICHHBIE IPOMEKYTKH BPEMEHH, HAIPUMED,
B BHJIE ABYX, TPEX, YETHIPEX MM 00JIee JO3UPOBOK B JIEHb.

Coenunenue 1Mo M300peTeHUI0 y100HO Ha3HAYaTh B BHJE CTAHIAPTHOW J03bI, CONEpiKa-
miedt, Hanpumep, ot 10 mo 1500 mr, mpeamourutensHo oT 20 10 1000 Mr, eme Gonee mpemmo-
yTUTEIbHO OT 50 10 700 MI aKTMBHOT'O MHTPEAUEHTA HA CTAHAAPTHYIO J103Y.

B wuneane, xonmu4yecTBO Ha3HAYAEMOTO AKTUBHOTO HMHIPEIUEHTa JOJDKHO OBITH TaKHM,
YTOOBl MaKCUMaJlbHAsl €r0 KOHIEHTpaLUs B IUIa3Me COCTaBIIsLIa MPUOIU3UTENBHO OT 1 10 mpu-
OMM3UTENHHO 75 MKM, TPEANOYTUTENBHO MPUOIU3UTENBHO 0T 2 10 50 MKkM, Haubosee mpearno-
4qTUTeNbHO OT 3 1o mpubiusurensHo 30 MKM. DTo jpocTuraercsi, HalpuMep, BHYTPUBEHHOM
WHBEKIMEH, B YaCTHOCTH, COJIEBOTO pacTBopa ¢ KoHieHTpauueit oT 0.1 g0 5 % axTuBHOrO
MHTPEIMEHTa WM HAa3HAYEHUEM OpAJIbHO MIAPHKOB, COACPXKAIIMX MPHOIM3UTENBHO OT | 10
npubau3uTenbHo 100 Mr akTHBHOTO HMHTpeaneHTa. TpedyeMblid YPOBEHBb COJEpKAHUS JIEKap-
CTBa B KPOBH MOXXHO HOJAEPKUBATh C MOMOIIBIO HEIIPEPHIBHOIO BJIMBAHUS B KOJIUYECTBE MPH-
omsuTenpHO oT 0.01 1o mpubausuTenbHo 5.0 MI/KT B 4ac WM MOTIEPEMEHHBIX BIMBaHUH, CO-
JepKamx npuOan3uTesnbHo ot 0.4 10 npuOIN3UTENbHO 15 MI/KT aKTUBHOTO MHTPEIUEHTA.
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Hecmotps Ha TO, YTO B TEpaneBTUYECKUX LENSIX COCAUHEHHUE 10 W300PETEHUI0 MOXKET
Ha3Ha4yaTbCsl B BUJIC YUCTOTO BELIECTBA, MPEANIOYTUTEIBHEE BBOJUTh AKTUBHBIC HHIPEIUCHTHI B
Buzie (papmMaLeBTUUYECKUX COCTABOB.

Taxum o0Opa3om, B u300peTeHUH Jajiee 3asBisieTcsl (papMaleBTUYeCKUN COCTaB, BKIIIO-
qaoumil coequHenne (A) wim ero (apMaleBTHUECKH NPUEMIIEMOe POU3BOJHOE BMECTE C OJl-
HUM WK OOJBIINM KOJHYECTBOM (DapMaleBTHUECKU MPUEMIIEMbIX HOCHTENEH, a TaKXKe, 110 BbI-
0opy, ¢ IPYyrUMH TEpamneBTUYECKUMHU W/WIN NpOoPUIAKTUIECKUMU cpeacTBamu. Hocurenn
JIOJKHBI OBITh "TpueMiIeMbIMU" B TOM CMBICJIE, YTO OHU JIOJIKHBI COBMEIIATHCS JIPYT C IPYTrOM
B COCTaB€ KOMIIO3WIIMM U HE OKa3bIBaTh BPEJHOE BO3/CHCTBUE HA MALMEHTA, KOTOPBIA HCITOJb-
3yeT 3TOT COCTaB.

dapmaleBTHYECKHE COCTaBbl BKJIIOYAIOT TaKue (papMalleBTUYECKHE KOMIIO3ULUHU, KOTO-
pble MPUTOJHBI U OPaJbHOTO, PEKTAIbHOTO, BHYTPHHOCOBOTO, MECTHOTO (B TOM yHcie OyK-
KaJbHOTO M TOIBA3BIYHOIO), BarMHAJIbHOTO MJIM MapeHTEpaJbHOrO (B TOM 4YHCIE BHYT-
PUMBILLIEYHOTO, MOAKOKHOTO M BHYTPUBEHHOTO) Ha3Hauy€HUA Wi B (opMe, NMPUTOAHOU JUIs
MHTAJSIIUN WK BAYBaHUS MOPOIIKOOOPa3HbIX JiekapcTB. COCTaBbl, €CJIM 3TO BO3MOXKHO, y100-
Hee TOTOBUTH B BUJAE IUCKPETHBIX /103, KOTOPbIE MOTYT OBbITh MOJIY4YEHBI JIOOBIMU CIIOCOOAMU,
XOpOLIO U3BECTHBIMU B (hapmaruu. Bee criocoObl BKIIIOYAIOT CMELIEHHE aKTUBHOT'O BEIIECTBA C
KHUJIKUM HOCHUTEJIEM MJIM TIIATEIBbHO PacTepPThIM TBEPJbIM HOCHTENEM WM C OOOMMH yKa3aH-
HBIMU HOCHUTEIISIMH, a 3aT€M MpUAaHUE POIYKTY TpeOyeMoil popMsl.

dapmaleBTHUECKHE COCTaBbl, YAOOHbIE /ISl OPaIbHOIO HAa3HAYEHHUs, MOTYT OBbITh B BUJIE
CTaHAAPTHBIX J103, TAKUX KAK KalCyJibl, KpaXMaJIbHbIE KAIlCyJIbl WIX TaOJEeTKH, Kaxaas U3 KOTO-
PBIX CONEPXKUT OIPEACICHHOE KOJIMYECTBO AKTMBHOIO MHIPEIMEHTA B BHUJE IMOPOILIKOB HIIU
rpaHyJl, B BUJI€ pacTBOpa CYCIEH3UU WIM 3MYJIbCUU. AKTUBHBIN MHIPEIUEHT MOXKET TAKXKe
OBbITh B BU/JIE ILIAPHKA, JICKAPCTBEHHOW KaIlllIKU UJTU TacThI.

TabneTku U Karcynbl Ui OpajibHOTO HAa3HAYEHMsI MOTYT COJEpPKaTh OObIUHbIE HATIOIHH -
TEIH, TAaKHE KaK CBS3YIOIIHME BEIIECTBA, CMAa3bIBAIOIIME CPEICTBA, Pa3pBIXIUTEIN WIA CMa-
YMBAOLUE BellecTBa. TabJaeTKu MOryT ObITh HOKPBITHI CIIOCOOAMH XOPOILIO HM3BECTHBIMU W3
JMaHHOM oOnactu TexHUMKH. JKHIKHE Tmpemaparbl JUIs OpajJbHOTO Ha3HAueHUs MOTYT OBITh B
dbopme, HarpuMep, CYCIIEH3HMI B BOE MM Maclie, paCTBOPOB, IMYJIbCUIl, CUPOIIOB UM HJIUKCH -
pPOB, WJIM MOTYT MpEJICTaBIATh CO0OM TBEpAble MPOAYKTHI, KOTOpPbIE HEOOXOOUMO THepes
yHoTpebIeHHEeM CMeNIaTh ¢ BOJOW WM JAPYTHM MOAXOJSAIINM KUAKUM HocuTeneM. Takue xu-
KM€ TpernapaTrbl MOTYT BKJIIOYaTh OOBIYHBIE 100aBKHM, TaKUe KaK CYCIEHAMPYIOIIHE areHTHI,
AMYJIBraTopbl, HEBOAHBIE KUJAKUE HOCUTENIM (KOTOpbIE MOTYT BKJIIOYaTh YMOTpeOiseMble B
MUILY Macja) WK KOHCEPBAHTHI.

CoenuHeHus 1o U300pETEHUIO MOTYT ObITh COCTABIICHBI Ul MAPEHTEPAIbHOIO Ha3HaYe-
HUS (Hampumep, ¢ MOMOIIbI0 MHBEKIIMHM WM HEMPEPHIBHOTO BIUBAHUI) U MOTYT OBITH Hpe-
CTaBJICHBI €IMHUYHOM 1030M B BHUJIE aMILyJl, 3alI0JHEHHBIX LIIPULEB, KOHTEUHEPOB I BIIMBA-
HUSI HEOOJIBIIOTO KOJIMUECTBA JIEKAPCTBA WM KOHTEHHEpaMH, COJEP KAIUMK OOJIbIIOE KOJIUYe-
CTBO J103, B KOTOPBIE JJOOABISAIOT KOHCEpBaHTHI. COCTaBbl MOTYT UMETh (hOpMy CyCHEeH3H, pac-
TBOPOB WJIM SMYJIbCUI B Macllax WM BOJHBIX HOCUTENSAX, U MOTYT COAEpPKaTh BCIIOMOTATENb-
HBIE COEMHEHMSI, TAKUE KAaK CYCIIEHIUPYIOUINE CPEICTBA, CTAOUIN3aTOPbl W/WIM JAUCIIEPIaTo-
pbl. AKTHUBHBIM HMHIDEIMEHT MOXXET Takke ObITh B MOPOIIKOOOpa3zHO#l (opme, momyyaemoit
aCeNTUYECKUM BBIICICHUEM, CTepUIM3alMel Wiu Juoduin3anueil U3 pacTBopa, U ero Heo0xo-
MO Tiepesl yIOTpeOleHHeM CMeEIIaTh C MOAXOSAIINM HOCUTENEM, B YaCTHOCTH, CO CTEPUIIbHOM
anUpOreHHON BOJOU.

JUIs MECTHOro HAaHECEHUs Ha CIOH BMHJEpMa COCIUHEHHE IO H300pPETEHUI0 MOXKET
BXOJITh B COCTaB Masei, KPEMOB MJIM JIOCHOHOB, a TAKXKE B COCTaB OJISIIEK JJIs1 HAHECEHUS Ha
KOKy. Ma3u 1 Kpembl MOTYT, HallpUMep, TOTOBUTHCS Ha OCHOBE BOJIbI WJIM Maciia ¢ Jjo0aBie-
HUEM TMOAXOMAIINX 3aryCTUTENENH 1/WIK reiaeodpasyromux cpeacTs. JIocboHbl MOTYT TOTOBUTD-
Cs C UCIOJIB30BAHMEM BOJIbI M Maclia, a TAaKXkKe COJlepKaTh B OOIIEM Cllyyae OJMH WJIM HECKOJIBKO
HMYJbraTOpOB, CTAOMIM3aTOPOB, IUCIIEPraTOPOB, CYCHEHIUPYIOIIUX CPEACTB, 3arycTuTesei
WJIU KPaCUTEIIEH.
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CoctaBbl, IPUTOJIHBIE ISl OPaJIbHOIO HA3HAYEHUS, BKIIOYAIOT TaOJIETKU, COCTOSILNE U3
aKTUBHOTO MHTPEMEHTA B apOMaTU3MPOBAHHON Macce, OOBIYHO U3 CaXxapo3bl, KAMEAU WU CMO-
Jbl TParakaHTa; MAacCTUJIKW, COCTOAIIME W3 AKTUBHBIX HHIPEIUEHTOB B MHEPTHOM HOCHUTEINE,
TAKOM Kak JKE€JIaTUH M TIMLEPUH WM caxapo3a U KaMelb; >KMIKOCTH Ui MOJOCKAaHUS PTa,
COCTOSIIIME U3 AKTUBHBIX MHTPEAUEHTOB B MTOAXOAIIEM KUJKOM HOCUTEIIE.

dapmaneBTHUYECKHE COCTaBbI, YAOOHBIE ISl PEKTAILHOTO Ha3HAYSHHS, B KOTOPHIX HOCH-
TENb SIBJISETCS TBEPIBIM COEIMHEHUEM, NPEANOYTUTEIBLHO TOTOBATCS B BUJE CYIIIO3UTOPHEB,
COJIEpKaIlIMX CTaHJAApTHYIO 103y. [lomxonsmive HOCUTENM BKIIOYAIOT IIOKOJIAJHOE MAacio U
JIpyrue BellecTBa, OOBIYHO MCIIOJIb3YEMbIE JUIsl THX IieJied, a caMH CyNIO3UTOPUM yI0OHO
TOTOBUTh CMEIIEHWEM aKTUBHBIX MHTPEIUEHTOB C Pa3MSATYCHHBIM WM PaCIUIaBICHHBIM HOCH-
TEJIEM C MOCJIEAYIOIUM OXJIaXKICHUEM U OTJIMBKOI B (hopMy.

CocraBbl A7 BaruHaJbHOIO HAa3HAYEHHS] MOTYT OBITh INPEJICTAaBICHBI BarnHaJIbHBIMU
CYINIIO3UTOPUSMH, TAMIIOHAMH, KpEMaMH, I'eJIIMU, IACTaMU, IIEHKAMHM WIHA a’3po30JsIMH, KOTO-
pbI€ B JIONOJHEHUE K aKTUBHOMY MHIPEAMEHTY COJEpPKaT MPUTOJHBIE JUISl 3TUX LIE€JEeH M3BECT-
HbI€ HOCUTEIIH.

Jly11 BHYTPMHOCOBOTO HAa3HAYEHHSI COETUHEHHS IO M300PETEHNIO MOTYT HCIOIb30BaThHCS
B BHJI€ KHMJIKMX a3p030JIeH WIH paclbUIsIEMbIX TOPOIIKOB WIH B (OpMeE Karelb.

Kamim MOXHO rOTOBUTH € MCTOJIB30BAaHUEM BOJIbI M HEBOJIHBIX KHJIKOCTEH BMECTE C OJI-
HUM WJIM HECKOJIBKMMHU JUCIIEPraTopaMu, COMOOMIN3aTOPaMU U CYCIIEHAUPYIOIIUMH areHTaMH.
Kunkue a’npo3051 NPEeUMYIECTBEHHO MOAAI0TCs U3 OANIOHYMKOB T10/1 JaBJICHHEM.

JUis MHTamsMM COeMHEHMs MO HM300pETeHHI0 OOBIYHO MOCTYHAlOT M3 ammapara Jyis
BJyBaHMsI, pAaCHbUIMTENS WIM U3 a3pO30JbHON YNAKOBKU WM IMOJAIOTCA C MOMOIIBIO JIPYTUX
MOAXOAIIMX CPEACTB JOCTAaBKU a’po30Jiei. B aspo30/bHBIX yIaKOBKaX MOTYT UCIIOJIb30BATHCS
COOTBETCTBYIOIIIME JIETyYHE COEMHEHUS, TaKhe Kak AUXJIOpAudTOpMeTaH, TpPUXIOpPTOPMETaH,
JuxjopreTpadTopITaH, AMOKCU]] YIIEpoaa WK Ipyrue MoaAxoasiuiue ra3sl. B ciayyae a’spo30iib-
HOM YIAaKOBKH, CTaHJAPTHYIO /103y YCTAaHAaBIIMBAIOT C MOMOIIbIO KjlamaHa, KOTOPBIM OTMEpSIET
OIPENIETICHHOE KOJIMYECTBO JIEKapCTBA.

[Tpy Ha3HAYEHUU MyTEM MHTAJSIUH WIN BIyBaHUS COCIMHEHHUS 10 N300pPETEHUI0 MOTYT
TOTOBUTBCS TakXke B OpME CyXOl MOPOLIKOOOpa3HOM KOMITO3UIMH, HAIPUMEP, CMECH MOPOLI -
KOB COEJMHEHMSI U HY)KHOM OCHOBBI, TAKOW KakK JIAKTO3a WM Kpaxmail. CTaHIapTHbIE JT03bI MO-
POILIKOOOPa3HBIX COCTAaBOB MOTYT OBITh M3TOTOBJICHBI, HAIPUMEP, B BUAE KalCysl WIH Kap-
TPUIKEH WM JKe, HallpuMep, >KEJaTMHOBBIX WM IUIACTUKOBBIX YIAKOBOK, U3 KOTOPBIX MO-
POIIOK MOKHO BBOJAUTH C MOMOUIBIO HHTAJIATOPA WM armapara Jyisl BAyBaHUSs.

B cnyyae He0OXOAMMOCTH, OMHMCAaHHBIE BBIIIE COCTaBbl MOTYT OBITH MPUCIIOCOOIEHBI IS
MOPLIMOHHOIO BBIJIEJICHUSI AKTUBHOT'O MHIPEANEHTA B TEYEHUE JUIUTEIBHOTO NIEPHO/Ia BPEMEHH.

dapmaleBTHYECKHUE COCTaBbl MO M300PETEHUIO0 MOTYT COJEpPKaTh TaKKe APYrHe aKTHB-
HbI€ UHTPEJIUCHTHI, TAKHE KaK aHTUMUKPOOHBIE CPE/ICTBA U KOHCEPBAHTHI.

CoenuHeHus 0 U300PETEHUIO0 MOXKHO TaKKe MCIOIb30BaTh C IPYTUMU TEPANIEBTUYECKU -
MU CPEICTBaMH, HANpUMeEp, C JPYTUMH aHTHUHH(QEKIMOHHBIMUA CpPEICTBAaMH. B "acTHOCTH, CO-
€IMHEHUsl N0 H300pETEeHUI0 MOXKHO MPUMEHSATh COBMECTHO C H3BECTHBIMH AHTHUBHPYCHBIMU
CpEeICTBaMH.

Takum o0pazom, erie OJHOW IeNbI0 M300pETEeHHUs SIBISIETCS CIOXKHBIM COCTaB, BKIIIO-
yaomuid coequHeHue (A) wiM ero (QU3MOJOTUYECKU IMPUEMIIEMOE IPOU3BOJHOE BMECTE C
JIpYT'¥M TE€pPaneBTUUYECKUM CPEACTBOM, B YHACTHOCTH, AHTUBUPYCHBIM CPEJICTBOM.

VYKa3zaHHbIE CIIOKHBIE COCTABbl MOT'YT OBbITh IPUTOTOBJIEHBI 17181 YA00CTBa B BUJE apma-
[EBTHYECKUX KOMIO3HUIINNA, TAKUM 00pa3oM, elie OHOH IEeNbI0 H300peTeHus SBIsItoTCS (hapma-
[EBTHUECKUE KOMIO3HIINU, COCTOSIIME W3 YKA3aHHOTO BBIIIE CIOXKHOTO cocTaBa M (hapma-
LEBTUYECKH MPUEMIIEMOI0 HOCUTEIIS.

[Tonxoagmumu TepaneBTUYECKUMH CPEICTBAMU I UCIIOJIb30BAHMS B TAKHUX CIIOXKHBIX
COCTaBax SIBJISIIOTCA AlMKJIMYECKHE HYKJIEO3HUbl, TAKHE KaK allMKJIOBUP WIN TAHIMKIOBUD, HH-
TeppepoHbl, Takhe Kak anbda-, 0eTa- Wik raMMauHTEepPEpOH, MHIHOUTOPHI TOUYEYHBIX BbIEIIE-
HUM, Takhe KaK IpoOeHeI i, ”HTHOUTOPbI TPAHCIIOPTa HYKJICO3UI0B, TaKUe KaK JUMHPHUIAMOJ,
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2'3'-mune-okcuHykineo3uapl, Ttakue kak AZT, 2'.3'-muneoxcutumauH, 2',3'-IMaeOKCHUACHO3MH,
2'3'-nuneokcunHo3uH, 2',3' -nuneokcutuMuanH, 2',3'-nuaeokcu-2', 3'-AuAeruapOTUMUANH U
2'.3' -quneokcu-2',3'-TUAETHAPOIIUTHANH, UMMYHOMOYJIATOPHI, TaKue Kak nHTepiekuH-2 (IL-
2) w®  rpaHyJoUUTapHO-MakpodaraibHbli  ctumynupytommii  ¢akrop  (GM-CSF),
SPUTPOIIOMETHH, aMIUIUTeH, THMOMOIyJINH, TUMONICHTHH, (DOCKapHET, puOaBUPUH U UHTHUOUTO-
pol cBsizpiBanust BUY ¢ CD4 penientopaMu, B 4acTHOCTH, pactBopuMblii CD4, ¢pparmentsr CD4,
ruOpuaHbie MoJeKyIsl CD4, HHrHOUTOPHI TIMKO3MIMPOBAHUS, TaKHE KaK 2-1eoKcH-D-Tiaroko3a,
KaCTaHOCIIEPMHH U |-IC€OKCHHOWMMPUMUIIHH.

NunuBuyanpHble KOMIIOHEHTHI TaKUX CJIOKHBIX COCTABOB MOTYT Ha3HAYaThCA Kak II0-
CJIeZIOBAaTEIbHO, TAK U OJTHOBPEMEHHO B BHJIE OTAEIHHBIX MIIU COBMECTHBIX (papMalleBTUUYECKUX
KOMITO3HIIHH.

B tom ciyudae, korna coenuHeHue (A) uian ero GapManeBTUYECKH MPHEMIIEMOE MPOH3-
BOJTHOE HUCIIOJIb3YETCSI COBMECTHO CO BTOPBIM TEPAN€BTUYECKUM CPEICTBOM, KOTOPOE aKTUBHO
M0 OTHOIICHHUIO K TOMY K€ CaMOMY BUPYCY, 7032 KaXJI0r0 COSAMHCHHUS MOXKET OBITh TaKOH ke
WM K€ OTJIMYAThCS OT J03bl B CIydae MCIOJIB30BaHUS KaXKI0rO CpelCcTBa OTAeibHO. HyxHas
71032 YCTAaHABIMBACTCS CIICIIHAIUCTOM.

Coenunenue (A) u ero ¢papManeBTUUECKH MPUEMIIEMOE MPOU3BOIHOE MOXKHO MOJIYIUTh
JTO0BIM CIIOCOOOM, KOTOPBIN M3BECTEH ISl CHHTE3a COCTUHEHHM, 00JalaroluX aHaIorHYHOM
CTPYKTYpPOM, Kak 3To, Hanpumep, onucado B EP 0382526 A2.

Jlis crenuanucTa OYEeBHIIHO, YTO B Psiie OMHMCAHHBIX Jlalee METOJIOB HeoOXoaumas
CTepeoXUMHUYecKasl CTPYKTypa coeAMHEeHUs (A) MOXeT ObITh MOJTy4YeHa JTUOO MpPU HUCIONIb30Ba-
HUU ONTHUYECKH aKTMBHOTO MCXOJHOTO COCIMHEHHS, JIMOO MyTeM PaCHICTUICHHS PalleMHUYeCKOM
CMECH Ha OJHOM M3 JTAllOB CHHTE3a. BO Bcex ciydasX ONTUYECKH YUCTBIM LEJIEBON IPOMYKT
MOXET OBITh IMOJYYEH pACHISIIICHUEM KOHEYHOTO MPOAYKTa KaKIOW peakuuu. B omHOM U3
Takux croco0oB 1,3-okcarnonan no gopmyiue VIII

R0
0

o
(VIID)

rJle aHOMepHas rpynna L sBisercs yxoasien rpynmnon, B3auMoJEHCTBYET ¢ COOTBETCTBYIOIINM
ocHoBanueM. [Tonxoasumu rpynnamu L sBistores rpynmnbsl OR, B koTopbix R o603Havaer an-
KWJIBHYIO Tpyniy, B 4yacTHOCTH, (Ci-Cs) aJIKMIBHYIO TPYIIy, TaKyl0 KaK METWIbHas IpyIia,
m6o ke R o6o3nauaer (C;-Cg) anuipHy0 Tpymiy, B YaCTHOCTH, alETHIBHYIO TPYMILy, WU
aTOM raJjioreHa, Hanpumep, iioga, OpoMa wiIu xjuopa.

Coenunenue o gopmysie VIII jgerko B3anMoAeWCTBYET C S-PTOPIUTOZNHOM WIIH COOT-
BETCTBYIOLIUM MPEAIIECTBEHHUKOM 3TOT0 MMPUMHUIANHOBOIO OCHOBaHUS (IPEABAPUTEIBHO CHU-
JWJIMPOBAaHHOTO CHIMJIMPYIOIIUM areHTOM, TaKMM KaK MeKCaMeTWIIMCHIIa3aH) B MOAXOJSIIEM
pacTBOpUTEIIE, TAKOM KaK XJIOPUCTBI METWIJIEH, B NIPUCYTCTBUU KHUCJIOTHI JIploMca, Takol Kak
TeTpaxJOpHJ TUTaAHA, TPUMETHICHIMITPU(IAT, HOATPUMETUIICUIIAH WIM COEAMHEHUs oyioBa V,
Hanpumep, SnCly.

1,3-okcarnonansl o gopmysne VIII MoxkHO, HanpuMmep, CHHTE3UPOBATH M0 PEAKIIMU ajlb-
neruga o gopmyne VII ¢ mepkanroaneranem no ¢opmyne VI B moaxonasieM OpraHUu4ecKOM
pacTBopuTesie, TaKOM KakK TOJYOJ, B IPUCYTCTBHUM KHCJIOTHOTO KaTajlu3aTropa, HampuMep,
KHCIIO0THI JIpronca, Takoi Kak XJIOpUJ LIMHKA.

HSCH,CH(OC,H,) ; V)

C,H,CO,CH,CHO ()

Mepxkanroaretaiu 1o ¢opmyne VI MOXKHO MOTyYnTh M3BECTHBIMH CIIOCOOAMU, HAIPH -
mep, G.Hesse and [.Jorder, Chem. Ber., Bd. 85, pp.924-932 (1952).

Anpperuabl no ¢gopmysne VII MOXHO MONy4YUTh U3BECTHBIMHM CIIOCOOAMH, HaIpUMED,
E.G.Halloquist and H.Hibbert, Can.J.Research, V.S, pp.129-136 (1933). Csipoii anpaerua VII
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yIA00HO OYHMIIATh, MMPEBpaIIas ero B KPUCTAJUIMUECKUHN a/TyKT C BUCYJIB(PUTOM C TOCICTYOITUM
BbIJIETICHUEM CBOOOJIHOTO aJIbJIETHU/IA.

Bo BTOpoM crniocobe coenuHenue (A) MoaydaroT HHTEPKOHBEPCUEH B IPUCYTCTBUH OCHO-
BaHUs coeuHeHus mo Gopmyne [X

(IX)
rae B o6o3nauaeT rpyiiny, KOTopasi mpeBpaiaercsi moj AecTBHEM OCHOBaHHS B S5-PTopuuTo-
3uH. Takas HHTEPKOHBEPCHUSI MOXET OBITh OCYIIECTBIICHA JTHOO MPOCTHIMU XUMHYECCKHUMH TIpe-
BpalleHUssMH (B YaCTHOCTH, MPEOOpa30BaHHEM YpAIWIIOBOTO OCHOBAaHUS B IIUTO3WH), WIH
(hepMEeHTATUBHBIMH TIPEBPANICHUSIMU C HCITOIH30BAaHUEM JCOKCUPHOO3MITpaHchepas3sl. YKa3aH-
HBIC METOJIBI M YCIIOBHSI HHTEPKOHBEPCHU XOPOIIO W3BECTHBI B XUMHUHU HYKJICO3HIOB.
B tpetrem crocobe mo hopmyne XI

R0
! 0
)—NHZ

§ (XI)
MO’KHO TIEPEBECTH B COEAMHEHUE (A) MpeBpalleHHeM aHOMEPHON aMHUHOTPYIIIEI B S-()TOPLMTO-
3MHOBOE OCHOBAHHE METO/IaMH, XOPOIIO U3BECTHBIMU B XMMUU HYKIICO3HIOB.

MHorue U3 ONMCaHHbBIX 3/I€Ch PEAKIUN B YaCTH CHHTE3a HYKJICO3UI0B IPEACTaBICHBI B
o03opax, Hampumep, Nucleoside Analogs-Chemistry, Biology and Medical Applications,
R.T.Walker et al., Eds., Plenum Press, N.Y. (1979), PP. 165-192 u T.Ueda, Chemistry of
Nucleosides and Nucleotides, Vol.I, L.B.Townsend Ed., Plenum Press, N.Y. (1988) na ctp.165-
192, xoTOpBIE TPUBOAATCS 31ECH ISl CIIPABKHU.

OueBUHO, YTO MPH OCYLIECTBICHUM YKa3aHHBIX BBILIE pEakIHil MOTYT MOTpeOOBaThCs
UCXOJIHbIE BEIIECTBA, HMEIOIIME 3alllMIICHHble (YHKIMOHAIbHBIE TIpYMIbl, TaKk YTO Ha
MPOMEXYTOUHBIX WJIM KOHEUHOW CTaausAX U BBIACTICHUS LIEJIEBOTO COEAMHEHHUS MOXET I0-
TpeOOBaThCSI MPOBEACHUE CHATHS YKA3aHHOW 3alUThl. 3allUTa U CHATHE 3aIIUTHl (YHKIHO-
HAJIBHBIX TPYTMIT MOYKHO OCYIIECTBHUTH C MCIIOJIb30BaHUEM OOBIYHBIX CrIOco00B. Tak, Hampumep,
AMHHOTPYIIITBI MOXHO 3aIIUTHTh C TOMOIIBIO TPYIIIBI, BRIOPAHHON M3 apalKMILHOW TpynIsl (B
YaCTHOCTH, OCH3WIILHOM T'PYIIbI), allUJILHON TPYMIBI, apWIBHON TPYyNIbl (B YaCTHOCTH, 2,4-1TH1-
HUTPOGEHWIHHON TPYMIbl) WIM CHIMJIBHON TPYMIbI; COOTBETCTBYIONIEE yAaJeHHE 3alllUTHOM
IpYNIlbl OPOBOJSAT B HY)KHBI MOMEHT THMIPOJIM30M WM THUIAPOTEHOJIM30M B CTaHJIAPTHBIX
ycnoBHsX. OKCUTpYIIbl MOYKHO 3alUTUTh JIOOBIMHU IpYyNIaMHU, KOTOPbIE UCHOIB3YIOTCSA IS
3TOM 1enu, Kak 3To omMcaHo, Hampumep, B Protective Groups in Organic Chemistry,
J.F.W.McOmie, Ed., Plenum Press, N.Y. (1973) unu T.W.Breen, Protected Groups in Organic
Synthesis, John Wiley and Sons, N.Y. (1989).

[TpuMepoM TOAXOIAMINX TPYI JJIS 3aIIUTHl OKCUTPYIIIBI SIBISFOTCS TPYIIBI, BHIOpaH-
HbI€ U3 AIKUIBHON IpyNIbl (HapuMep, METHIIBHOW TPYIIIbI, TPET-OyTHIIBHOW TPYIIIBI MM Me-
TOKCUMETWJIBHOM TpYyMIbl), apakWwIbHON Tpynmnbl (Hampumep, OCH3WIBHOW Tpymmbl, aude-
HWIMETHJIBHOW TPYIIBI WU TPU(DEHWIMETHIILHONW TPYIIIbI), TETEPOLUKINYECKUX TPy, TAKUX
Kak TeTparunonupaHuibHas Tpylma, alWiIbHOM rpynmnsl (Hampumep, aleTUIbHOM TpyIHIbl WK
OEH30MJIBHOW TPYMIbI) U CHIWIBHOM IPYMIbI, TAKOM KaK TPHAJIKWICHIWIIbHAS Tpymmna (HarpH-
Mep, TPeT-OyTUIIMMETHIICHIIMIIbHAS TPyMIa). 3aluTa OKCUTPYIIbl MOXKET ObITh CHSTA OOBIU-
HBIMU criocoOamu. Tak, HampuMep, aJKWIbHYIO TPYNITy, allIbHYIO TPYIITY W TeTePOIUKIHYE -
CKYIO TPYIIy MOXHO YAIUTh COJIbBOJIN30M, HAlPUMEp, THAPOIU30M B KUCIION WM IIEIOYHON
cpezne. ApalKuibHbIe IPYMIIbI, TAKHE KaK TPUPEHUIMETUIbHAS TPYIIa, MOKHO TAKKE YAAIUTh
COJIBBOJIM30M, HAaIIpUMeED, THAPOIM3OM B KUCIOH cpeie. ApajKWIbHBIC TPYIIIBI, TaKue Kak OCH-
3UJIbHAS TPYIINA, MOKHO CHATh HAa HYKHOHM CTaJuu CUHTE3a, Harpumep, o0paboTkoil apuparom
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Tpexdropuctoro 0opa u yKCyCHbIM aHTruapuoM. CUIMIbHBIE TPYIIIBI TAKKE yIOOHO yAAJATh,
UCTIONb3Ys JJOHOPBI HOHOB (TOPA, TAKHE KAK TeTpa-n-OyTUIaMMOHUI(TOpH.

B ykazanHbIX BbllIE crioco0ax coequHeHue (A) 0ObIYHO MOTYy4YaroT B BUJIE CMECH LIUC- U
TpPaHC-U30MEPOB, U3 KOTOPBIX COEAMHEHHEM, IPEACTABISIONIMM HHTEPEC, SIBISETCS LIMC-U30-
Mep.

OTH U30MepBl MOXKHO Pa3JIeNUTh (HU3NIECKUMU METOJaMH, HAalpUMep, XpoMmarorpaduei
Ha CWJIMKarese WM JApOOHOW MEepeKpUCTAIUIM3ALMeH HEMOCPEICTBEHHO WM B BHUJE IOAXO[S-
IIer0 MPOU3BOJHOrO, B YaCTHOCTH, B BUJE alleTAaTOB (MOIy4YaeMbIX, HApUMeEp, C MCIOIb30Ba-
HUEM YKCYCHOTO aHTHUJPHIA) C MOCIEAYIOMMM (TI0Ce pa3aeieHus] H30MEpOB) OOpaTHBIM Ipe-
BpallleHHUEM B HYXHbIH NMPOIYKT (B YACTHOCTH, JI€alleTUIMPOBAHUEM METaHOJIbHBIM PacTBOPOM
aMMHaKa).

dapmaleBTHUECKU MPUEMIIEMbIE COJIM COCJMHEHUS MO M300PETEHUIO0 MOXKHO IOJIYYUTh
ciocoboM, onucanHbiM B mateHte USA 4383114, koTOpbIil NpUBOIUTCA 31€Ch Ui CIIPaBKU.
Tak, HarpuMep, Kor/a TpeOyeTcs MOIyUYUuTh U3 COSAMHEHUS (A) COIb MPUCOSAMHEHUS KUCIIOTHI,
TO TPOJYKT MO OJHOMY W3 MPEACTABICHHBIX BBIIIE CIIOCOO0B MOKHO OOBIYHBIM CIIOCOOOM TIpe-
BpaTUThb B COJb O0OpabOTKON BBIAEIEHHOTO CBOOOJHOIO OCHOBAHHS COOTBETCTBYIOLIEH
KHUCJIOTON B MPUCYTCTBUU, €CIM HEOOXOAUMO, MOIXOSIIEr0 PaCTBOPUTEINSI, TAKOTO KaK CIOXK-
HbI >Qup (Hampumep, STHIALETAT) WIM CHOUPT (HampuUMep, METAHOJ, TAHOJ WU M30IpPO-
na”ou). Cosin HEOPraHUYECKUX OCHOBAHUI MOTYT OBITh IOJTY4YEHbI B3aUMOJECHCTBHEM LI€JIEBOTO
COEIMHEHMSI C MOAXO/AIINM OCHOBaHHEM, TaKUM Kak CIUPT (B 4acTHOCTH, MeTaHoin). dapma-
LEBTUYECKU IIPUEMJIEMBIE COJIM MOKHO I0JIy4aTh TAK)K€ U3 JPYTUX COJIEH, B TOM UYUCIE APYTUX
(dapManeBTHYECKH TPUEMIIEMBIX COJICH coeuHEeHMS (A), IPUMEHSSI OOBIYHBIC METO/TBI.

Coenunenue (A) MOXKHO TIPEBpaTUTh B (hapMalleBTHUECKH IpuemiieMblie Gocdarsl win
Ipyrue 3Gupbl B3auMojelUcTBUEM C (HochHOpMINPYIOMUMH areHTaMU, TaKUMHU KaK XJIOPOKHCH
docdopa, WM NOAXOASIIUMHU STEPUPULIHPYIOIMMU areHTaMU, TAKUMHU Kak allJraJoreHu]] Win
aHruApua. DGUp WM COJb coeMHEHUs (A) MOXKHO, HallpUMep, IEPEBECTH B UCXOIHOE COEIH -
HEHME THJIPOJIU30M.

Pacmiennienne KOHEYHOTO MPOAYKTa, IPOMEXKYTOYHOIO IMPOAYKTA UM UCXOJHOTO BELIE-
CTBa, MOXXHO TIpOBECTH JIOOBIM M3BECTHBIM crocobom: cMm., Hampumep, E.L.Elies,
Stereochemistry of Carbon Compounds, McGraw Hill (1962) u S.H.Wilen, Tables of Resolving
Agents.

Tak, Hanpumep, coeanHeHue (A) MOXKHO BBIJCIUTH C TIOMOIIbIO XUPAIbHOW >KHJIKOCT-
HOM Xpomarorpauu BBICOKOIO pa3pelIeHUs, HCIONb3Yysl MOIXOSAIIYI0 CTalMOHAapHY ¢as3y,
HafpuMep, aleTWINPOBAaHHBINA OeTa-UMKIOASKCTPUH WM TpUaleTaT LEUI0I03bl U COOTBET-
CTBYIOLIMHA PacTBOPUTENb, HAIIPUMEP, CIUPT, TAKON KaK 3TaHOJ, WM BOJHBIN pacTBOp, HANPH-
Mep, aneTara TpUITHIAMMOHUSA. COeTMHEHNSI MOXKHO PAaCUIENUTh TAKKE C IOMOIIBbI CTUMYJIH -
pyemoii (epMEHTOM >HAHTUOCEJIEKTHUBHOM IUCCUMWISLMU HOAXOIAIMUM (EpPMEHTOM, TaKuM
KaK LWUTUIUH/IEAMUHA3a WM CEJIEKTUBHBIM (PEPMEHTATHUBHBIM Ppa3IOKEHUEM MOJXOJSIIETO
MIPOM3BOJIHOTO 5'-HYKJIeOTH1a3bl. B TOM cityuae, eciu pacuieryieHie npoBoAiT (hepMEHTaTUBHO,
(GepMEeHT MOXET COJIEep)KaThCs B pacTBOpE WM, 4TO Oojee ynoOHO, MPUCYTCTBOBaTh B UMMO-
owmzoBanHO#N (opme. IMMoOmm3aius GepMEHTOB MOXKET OBITh OCYIIECTBIICHA M3BECTHBIMU
crioco0aMu, HarpuMep, HaHeCEHUEM Ha CMOIly, Takyto kak Eupergit S.

N300perenne aanee NOsACHIETCS CIACAYIOIUMU NIPUMEpPaMH, KOTOPbIe HU B KOEM Cllydyae
HE OrpaHMYUBAIOT M300peTeHne. Bee TemnepaTypbl IpuBeieHbI B rpagycax Llenbcus.

ITpomexyTouHoe coeauHeHue 1,

(+)-muc-2-Oxcumetnn-5-(5'-propuuro3un- 1'-mn)- 1,3-okcarnonan

(1) 2-ben3omnokcumeTui-5-amerokcu- 1,3-okcarnonan

benzomnokcuaneranpaerus (216.33 r, 1.32 mon) pactBopsitot B upuaune (373 mi, 4.61
MOJI) U K HOJy4Ye€HHOMY pacTBopy mnpubasisitor 1,4-nutuan-2,5-nuon (100.31 r, 9.66 momn).
['eTeporeHHyro cMmech nepeMeluBaloT B aTMocdepe a3orta npu temneparype 65°C B teuenue 1
yaca. K sTtomy Bpemenu pactBopeHue 3aBepiuaercsa. K peakunoHHO cmecu npuOaBisiOT Iu-
xsopmetat (650 mi) u cmech oxnaxaatoT g0 0°C B 6ane co nbaom. Ilo kamsm mpu 0-5°C B Te-
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yeHue 1.5-2 yacoB npubaBistoT xjopucThiid anetun (281 mu, 3.95 mon). IlepemenuBator npu
0-5°C eme B TeueHrne 30 MUHYT U OCTOPO’KHO BBUIMBAIOT cMeCh B X0J0HbIN (0°C) HaChIIIEH-
HBIN pacTBOp OMkapOoHaTa HaTpus. OpraHUYecKuid CIIONW OTACISIOT. BOIHBIN CI0# SKCTparupy -
10T auxiopmeraHoMm (3x200 mur). OpraHUYecKue BBITSHKKA OOBEAUHSIOT, MOIOT HACBHIIEHHBIM
pactBopoM Oukapoonara Hatpus (3 x 200 mi) u comu (200 M), cymat Haja cynab(aroM HATpHs
U ynapuBaioT B Bakyyme. OcTaTKu NUPUIUHA YJAJIAIOT a3€0TPONHON MMEPErOHKON ¢ OEH30JI0M.
[Tomry4atot 320.79 T CBIPOTO MPOIYKTA, KOTOPHIN OUUIIAOT AUCTUILISALIUEH WIH (GUIBTPOBAHHEM
Yyepe3 KOPOTKYIO KOJIOHKY C CHITMKAaresieM (JI0eHT-TeKcan/aTuianerar, 3/1).

(1) umc- u TpaHc-2-6eHzomnokcumeTui-5-(N'-anetun-5"-gropuurosun- 1'-mn)-1,3-okca-
THOJIaH

5-propruro3un (4.30 1, 33.3 mMmour), TekcameTwiancwiazad (25 mia) U cyiabdar am-
MoHUs (120 MT) KUIATAT ¢ OOPATHBIM XOJIOAUIBLHUKOM JIO TIOJHOTO PacTBOPEHHS MHUTO3MHA (3
yaca), a 3aTeM KUIATAT ellle B TeueHHue 2 yacoB. ['ekcaMeTunaucuiIa3an OTrOHSIOT B BaKyyMe U
K octaTky mnpuoaBisitoT Toiayon (100 mur), yToOsl ymaputh pactBoputenu. [lomydeHHBIH pac-
TBOp Ouc(TpuMerwincuiwn)ropuuro3nta B auxiopmerane (40 mur) npubaBistoT B atMocdepe
aproHa K pacTBOpy 2-0eH3MIOKCUMEeTHI-5-areTokcu- 1,3-ocatnonana (8.537 r, 30.3 mmomn) B cy-
xoM nuxyiopmerane (100 mut), coneprkaieM MoJsieKyJsipHble cuTa (4A, 2 T), KOTOpbIe IpeIBapH -
TEJTHLHO BBIICP)KUBAIOT B aTMOoc(hepe aprona u oxyaxaaroT 10 0°C B Teuenue 20 MUHYT.

K momyuennoit cmecu mpubaBimsaror npu 0°C  [(TpudTopMeTaHCYIh(HOHWUI)
okcu |Tpumetuicunad (6 i1, 31 MMOJI) U MOMYYEHHBII PAcTBOP MEPEMEIINBAIOT MPU KOMHAT-
HOW TemmepaType B TeueHue 2 4acoB. OTPUIBTPOBBIBAIOT, PUIBTPAT MPOMBIBAIOT IBAXKABI IO
300 M7 HaCBIIIEHHBIM PAacTBOPOM COJIHM U OJIMH pa3 TUCTWUIMPOBAHHOM BOAoW. OpraHuYecKkuii
CIIOM cymatr Haja cynb(aroM MarHusi, OTGHIBTPOBBIBAIOT W yHapuBaioT nocyxa. [lomyuaroT
ceipoe iponsBoaHOe S-hropuuroszuna (10.1 r). Re=0.57 (EtOAc:MeOH, 9:1).

Ha cnenyromieit craguu moaydeHHBIA TPOIYKT 0€3 JaIbHEHIIeH OYMCTKU alleTHIIUPYIOT.
ChIpoii IPOYKT PacTBOPSIOT B aTMocdepe aproHa B aguxiopmetade (120 M) B KpyTrJIOJOHHOM
koj6e emMkocThio 500 M. K mosydyeHHOMY pacTBOpy mpuOaBisitoT TpudTHiamud (12.7 mu, 91.1
Moi) u auMetwiamuHonupuaum (111 mr, 0.9 mmon). Konby nox apronom nomemator Ha 1 gac
B OaHIO cO J1bIOM. B oxnaxkaeHHYr KOOy BIPBICKUBAIOT YKCYCHBIM aHruapun (4.3 mu, 45
MMOJ1), IEPErHaHHbII Haj aneraTtoM HaTpus. OCTaBIsAIOT CMECh MPU NEPEMEIIMBAHNU Ha HOYb,
a 3aTeM OCTOPOXKHO JEKAHTHPYIOT B KOOy DplieHMelpa, colepKallyo HACBIIICHHBIH pacTBOp
OouxapOonata Hatpus. [IpoyKT MPOMBIBAIOT AUCTUILIMPOBAHHOMN BOJIOW, a 3aT€M HACHIIIEHHBIM
pactBopoM coiu. Ilopmuu pacTBopa B XJIOPUCTOM METWUJIEHE CylIaT M YNapUBAaIOT J0CyXa B
riyOOKOM BakyyMe, ToJydasi alleTUJIMPOBAaHHYIO cMech aib(a/beTa n30MepoB B BUIe OeCIBET-
HOM IMEHKHU, BEC KOTOPOM MOCIe CYIIKH COCTaBIseT 9.6 r. TOHKOCIOWHOW MCHIApUTEIBLHONU XPO-
maTorpaguei u3 3TOro BEIIECTBA, MCIOJIb3Yys B KAUYeCTBE ANMIOCHTA dTHialeraT:Metanon (9:1),
nonyyvarot 3.1 r (7.8 mmou, 46 %) uucroro Tpanc- u 3.5 1 (8.9 mmou, 30 %) ynucToro mMMC-U30-
Mepa LIEJIEBOro NpoayKTa.

Tpanc-uzomep: Ry = 0.65 (3runanerar:meranodn, 9:1)

Y®-cniektp (MeOH) Amax: 309 HM

Crexrp SIMP ( & m.x. B CDCL): 8.77 (1H, mmp., C's)-N" -Ac), 8.06 (2H, mynbT., apoMm.),
7.70 (1H, ay6mn., C's-H, Jo= 6.3 T'n), 7.62 (1H, mynsT., apom.), 7.49 (2H, mynsT. apom.), 6.51
(1H, xy6mn. my6neros, Cs-), 5.91 (1H, ny6n. nybneros, C,-1), 4.48 (2H, ny6n. ny6neros, C,-O-
") OCOCHs), 3.66 (1H, nyon. ayoneros, Cq-), 3.34 (ny6n. ay6neros, Cs-), 2.56 (3H, cunr.,
NH-COC 1).

nuc-uzomep: Ry = 0.58 (aTmnmanerar:metanodn, 9:1).

Y®-cniektp (MeOH) Amax: 309 HM

Crextp SIMP (8 m.1. B CDCL3): 8.72 (1H, mmp., C';-N® Ac), 8.06 (2H, MynbT., apom.),
7.87 (1H, ny6m., C'¢-H, Jcr = 6.3 T'my), 7.60 (1H, mynbt., apom.), 7.49 (2H, mynsT. apom.), 6.32
(1H, nyon. ny6neros, Cs-1), 5.47 (1H, ny6n. ny6neros, C,-,), 4.73 (2H, ay6in. axyoneros, C,-C-
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1)), OCOCeHs), 3.62 (1H, ny6m. my6neros, Cs-t), 3.19 (ny6m. my6neros, Cs-Y), 2.55 (3H,
cunri., NH-COCH3).

(ii1) (+) -mmuc-oxkcumeTni-5- (5'-groprurosun-1'-mn)-1,3-okcatnonas.

1.2 r (3.05 mmon) uuc-2-6enzounokcumeTun-5- (N'-auetun-5'-gropunrosun-1'-mm) -
1,3-okcatnonana nepememuBaroT B TedyeHue 2 4 npu 0°C B 30 My METaHOJBHOTO pacTBOpa
aMMHUaKa M OCTaBISIOT TEpEeMEIINBAThCS Ha HOYb MPU KOMHATHOW Temmeparype. Cmech yma-
PHUBAIOT NP MOHWKEHHOM JIaBIICHUH, U OCTATOK PAacTUPAIOT ABaXKAbI (2 X 30 mi) ¢ abcomtot-
HBIM 3¢upoM. TBepabIii OCTATOK MEPEKPUCTATUIN3OBBIBAIOT U3 a0COJIIOTHOTO CIUPTa M IOIY-
yatoT 655 mr (2.64 mmon, 87 %) uucroro muc-u3omMepa IeIeBOro coeauHeHus: T.ma 204 -
206°C; Ry = 0.21 (otunanerat:mertanoi, 9:1). IleneBoe coequHeHne oxapakTEpPHU30BAHO METO-
namu H n C-SIMP cnekrpockornnu u Y® crieKTpOCKOIHH.

Y®-cnektp (Boaa): Amax = 280.9 HM

Cnextp 'H-SIMP (8 m.o. 8 IMCO-ds: 8.22 (1H, my6m., C's-H, Jcr = 7.2 Tm), 7.84 (2H,
ny6m., C'4)-N 8,), 6.16 (1H, tpumr., Cs-%), 5.43 (1H, tpumr., C,-CH»-OY), 5.19 (1H, tpurr., Cs-
1 3.77 (2H, mynset., C,-C-1,-OH), 3.35 (1H, xy6n. ay6oneros Cy-1).

Crnektp “C-SIMP (JIMCO-ds): 153.46 (C's), 158.14 (C'5, *Jcr = 14.90 T'm), 134.63 (C's,
Jer=24.1Tn), 126.32 (C's, Jer=32.5 I'm), 86.82 (Cs), 86.80 (Cs), 86.77 (C,), 62.32 (CH,OH).

[Tpumep 1. (-)-4-Amuno-5-¢prop-1-(2-okcumerui-1,3-oxcarnonan-5-un)-(1H) -mupu-
MUIUH-2-0H.

(1) Monodocdar (+)-uuc-2-okcumeti-5-(5'-gpropuurto3un- 1'-mmn)-1,3-oxkcarnonana.

K nepememmBaemoii cMecu nmpomexytodynoro coenunenus 1 (500 mr, 2.024 mmou) B cy-
xoMm Tpumetmidochare (10 mi), oxmaxkaennoit 1o 0°C, mpuOaBiSAIOT MO KAarUIIM XJOPOKHCH
docdopa (1.22 mi, 13.1 mmomn). PeakiimorHy0 cMech MepeMenIMBaroT MPH yYKa3aHHOUW TeMIiepa-
Type B T€UEHHME Yaca U PEaKIMIO MPephIBAIOT, MpHOaBisis JleasHyo Boay. Jlosoast pH oxia-
XKJICHHOH cMecHu 10 3 mpubaBineHueM 1N BOJHOTO pacTBOpa €IKOr0 HATpa, MEPEeHOCST Ha KO-
JIOHKY C aKTUBHPOBAHHBIM JIpEBECHBIM yTieM (5 1, Darco) u amonpyroT cHauana BOJOMH, a 3aTeM
ATAHOJIOM M BOJHBIM pacTBOpoM ammuaka (cootHomieHue 10:10:1). dpakuuu, KOTOpbIE CO-
nepxat MoHodocdar, OTAETSAIOT U YIapUBaIOT, a 3aTEM MEPEHOCAT Ha KOJIOHKY, HAIIOJHEHHYIO
15 r DEAE Sephadex A25 (¢popma HCOs). [IpoBoasT rpamuentHoe sionpoBanue Bogon (300
M), 0.1 M pactBopom Oukap6onara ammonus (300 mi) u 0.2 M pacTtBopoM OukapOoHaTa aM-
Mouus (100 mit). YnapuBaHue COOTBETCTBYIOIIMX (ppakmuii mocie pazdaBieHus Bogoit (30 mi)
MO3BOJISICT BBIICTUTh MOHOGOChAT (+)-11uc-2-okcumMeTua-5- (5'-gpropunrosun-1'-mn)-1,3-okca-
THOJNaHa B BHUe OecrBeTHOTO BemecTBa, Ry = 0.5 (n-PrOH: NHOH, 6:4), Beixomom 612 1 (1.77
MmO, 87.9 %).

Cuextp 'H-SIMP (8 m.1. B D,0O): 8.27 (1H, ny6m., C's-H, Jor = 6.47 Tu), 7.33 (1H, ny6u.
ny6neros, Cs-H ), 5.47 (1H, tpumn., C;-H), 4.84 (2H, myner. C,- CH>-OH), 3.63 (1H, ayo6u.
ny6neros, Cs-H), 3.30 (1H, ny6n. nybneros, Cs-H).

UucroTa 1Mo NaHHBIM >KUAKOCTHON Xpomarorpaduu Bbicokoro paspeueHus (PKXBP)
cocraBisieT He MeHee 99 %.

(11) (+)-mmuc-2-Oxcumerun-5- (5’ -proprurosun- 1'-mn)-1,3-okcatnonas.

K pactBopy monodocdara (+)-umc-2-oxcumerun-S-(5'-propunrosun-1'-mn)-1,3-okca-
tronana (100 mr, 0.29 mmoi) B 3 M OydepHOro pactBopa Ha OCHOBE IIHMIMHA [TauiuH (52.6
Mmr) u xyopua mMaraus (19 mr) B Boge (10 mur)] 6picTpo mpubasisoT S'-Hykineornaasy (“Sigma”,
3.5 Mr ¢ aktuBHOCTBIO 29 en/mr). [lomyueHHYIO CMeCh BBIAEPKMBAIOT B TepMOCTaTe MpH Tie-
pememmBanuu mipu 37°C. 3a xomom peakiuu cneast ¢ nomoiursio JKXBP (xupanbHas KOJIOHKa,
cojiepKamiasi TIIMKONPOTEeNH allb(hakucioTsl, 3aroeHt - 0.2M pactBop ¢docdara natpus ¢ pH 7,
ckopocth momauu 0.15 mu/mMuH) 4Yepe3 pasmHuHBIE MPOMEXYTKH BpemeHH. Yepe3 2.5 wyaca
HaOMIOAaeTCsl MPUCYTCTBHUE JIMIIB (+)-dHaHTHOMEpa. [IpubaBISIIOT emie HeKOTOpOoe KOTUYECTBO
(2 Mr) epmeHTa U cMECh BBIAECPKHUBAIOT B TEPMOCTATE €1Ie B TeUeHUe 3 yacoB. AHAJIU3 IO JIaH -
HbIM JKXBP sicHO ykaspiBaeT Ha CEJICKTUBHBIA M TOJHBIA TUApoiau3 (+)-aHaHTHOMepa. Ilo-
JYYEHHYI0 CMECh MEPEHOCAT Ha KOJOHKY, HamoiaHeHHyl0o DEAE Sephadex A25 (dpopma HCO).
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[IpoBoasT rpagueHTHOE AMonpoBanue Bojou (155 mi), a 3atem 0.1 M u 0.2M pactBopom 61-
kapOonata ammMoHus (1o 100 Myt kaxkoro). CooTBEeTCTBYIOIIHE (hPAKIIUH, COJEPIKAIINE TIEPBBINA
AIIOUPOBAHHBIM HYKJICO3U, 00beIUHSIOT U ynapuBaroT. OcTaBieecss TBEpAOE BEIIECTBO OYU-
IIal0T HAa KOPOTKON KOJIOHKE C CHJIMKAaresjaeM, MCIOJb3ysl B KaueCTBE JIIOCHTa CMECh dTUIIalleTa-
Ta u meranona (4.5:0.5), a 3atem pazzenstoT ¢ nomoinsio JKXBP (B Tex ke ycloBuUsiX, 4TO U
npuBeqeHHble paHee). [lomyyaroT unucTelil (+)-uuc-2-okcumerui-5-(5'-gpropunto3un-1'-mn)-1,3-
okcaruonad (23 mr, 0.093 mmomn, 32 %) B Buae 6e10ro TBEpAOro BEIIECTBA.

[a]*'p +123° (C, 1.00, MeOH); T.ru1. 185°C.

Cuextp 'H-SIMP (8 m.a. B JIMCO): 8.26 (1H, ny6n., C's-H, Jor B 5.22 '), 7.87 (1H,
cunr., NH,, D,O, oomen), 7.63 (1H, cunrn., NH,, D,O, odbmen), 6.20 (1H, ny6n. my6netos, Cs-
H), 5.48 (1H, tpumn. C,-H), 5.24 (1H, tpumn., CH,-OY, D,0, o6men), 3.84 (2H, mynsr., C,-CH,
OH), 3.50 (1H, ny6n. nyoneros, Cs-H), 3.37 (1H, ny6n. nyoneros, Cs-H).

(i)  (-)-muc-2-Oxcumetun-5-(5'-propuurosun-1'-mn)-1,3-okcarnonan. CoOTBETCTBY-
fouMe (Gpakuuu mnocsae KOJOHKU ¢ cedazekcoM, coaepiKalliue BTOPOU AIIIOUPOBAHHBIA HYKIIEO-
3UJl, IOTy4YeHUEe KOTOPOro OMUCaHO Ha craauu (ii), OOBEAMHAIOT U YNApUBAIOT MPU MOHMKEH -
HOM naBieHuH. OCTAaTOK PacTBOPSIIOT B 2 MJ BOJABI M oOpabareiBaroT ankanuHpocdarazoin
(“Sigma”), 1 Ma ¢ akTUBHOCTBIO 60 €1/MT) C TOCIENYIOIIMM TEPMOCTATUPOBAHUEM B TEUCHUE
1.5 gacoB npu Temneparype 37°C. PacTBopuTenb ynapuBarT U OCTATOK OYHINAIOT KOJTOHOYHOM
Xxpomarorpaduell Ha CHIIUKarelie, IOUPYs CMECBIO dTHIANeTaTMeTaHnou (4:1) ¢ mocneayromniei
JKXBP (B Tex ke yclIoBHSX, YTO W yYKa3aHHbIE paHee). TakuMm 00pa3oM, MOTydaroT YUCTHIN (-)-
1uc-2-okcumeTmi-5-(5'-propunrosun-1'-un)-1,3-okcarnonan (20 mr, 0.081 mmomn, 28 %) c
T.11. 190°C (¢ pa3n.): Ry=0.21 (EtAc:MeOH, 4:1).

Y®-cnektp (Boaa); Amax = 279.1 Mm

Cnexrp 'H-SIMP (8 m.n. 8 IMCO-de): 8.25 (1H, ny6un., C's-H, JHF = 7.26 I'u), 7.88
(1H, mup., C4'-NH,, D,0O, oomen) 7.85 (1H, mup., C4'-NH»; D,O, odmen), 5.24 (1H, tpuni., Cs-
H), 3.83 (2H, myusT., C,CY, - OH), 3.19 (1H, ny6n. ay6neros, C4-H), 3.15 (1H, ny6im. my6ie-
ToB, C4-H).

[IpoMexyTouHOE COEOMHEHHME 2 U MpHUMEp 2 MOSACHSAIOT aJbTePHATUBHBIN cHocol mo-
nydeHus coequHeHus (A).

[TpomexyTtounoe coequnenue 2. (1' R, 2'S, % R) -Mentun-5R- (5'-¢propunrosun-1""-un)
-1,3-okcaTuonan-2S-kapOoKcuiar.

K cycnensum 5-dgroprurosuna (155 mr, 1.2 Mmomn) B xsopuctoM Metwmiiene (1 mun) mpu
KOMHATHOW TeMmmepatype B aTMocdepe aproHa mpuOaBisiOT MOCIeA0BaTENbHO 2,4,6-KOIUINH
(0.317 mn, 2.4 mmon) u TpeT-OyTunmMerwicunuia-tpudgropmerancynsdonar (0.551 mu, 2.4
mmodn). [TomyyeHHyto cMech MepeMelnBaoT B TeUeHue 15 MUHYT 0 HOJIy4eHus: Ipo3pavyHoro
pactBopa. Ilpubasmsror pactBop (1'R, 2'S, 5'R)-mentun-5R-amerokcu-1,3-okcarnonan-2S-
kapookcuiara (330 mr, 1 mmon) B xsopucrom Mmetwiere (0.5 M), a 3aTeM HOATPUMETHIICHIAH
(0.156 mu, 1.1 mmomn). [lepemermuBanre mpoa0IDKAIOT B TeUueHHE 3 4acoB. Pa30aBisioT cMech
XJIOPUCTBIM MeTHIIeHOM (20 MIT) ¥ TIPOMBIBAIOT TTOCIIEAOBATENIFHO BOJHBIM PACTBOPOM OHCYIIh-
¢uTa HaATpUA, BOJOW, HACBHIIIEHHBIM PAacTBOPOM COJHM U ymapuBaioT. OCTaToOK MEpPeHOCAT B
cmech d¢up-rekcad (1:1, 10 mur) 1 HachIIEHHBIH pacTBOp OmKapOoHaTa HaTpus (2 MJ) | Tie-
pPEMEIINBAIOT IPU KOMHATHOM TeMmueparype B TeueHue 15 MuHyT. BoaHblil cioil oTAEnAIoT, a
OpraHUYeCKUN CIIOH MOJABEPraT HEeHTPU(DYTUPOBAHHIO U TMOIYYAIOT TBEPIOE BEUIECTBO OETIOT0
L[BETa, KOTOPOE NMPOMBIBAIOT TekcaHoMm (3x5 mul) W cymatr B BakyyMme. lloiydeHHBIH Takum
cnocobom  (+)-(1I'R, 2'S, 5'R)-mentun-5R-(5"-dpropuurosun-1"-un)-1,3-okcarnonan-29-
kapOokcunat (350 mr, 88 %) comepxur okono 6 % (1'R, 2'S, 5'R)-menTun-5S-(5"-propunro-
3uH-1""-n1)-1,3 -okcatnonan-2S-kapookcunara (IMP). [TonyueHHOE BEeIIECTBO MEPEKPUCTAIIIN-
30BBIBAIOT U3 CMECH METaHOJI-XJIOPUCTHI METHIIEH U MOJIYYal0T KPUCTAINIMYECKHUI POITYKT.

[a]*’p+22° (C, 0.19, MeOH); 1.1t 216-218°C

Cnextp 'H-SIMP (8 m.a. B CDCls): 0.78 (3H, ny6m., J =7 I'm), 0.91 (6H, tpumr., J= 7.3
I'm), 1.00 (2H, mynet.), 1.39 - 2.04 (7H, mynet.), 3.12 (1H, ny6a. nybnetos, J = 6.6 ', 6.1
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I'm), 3.52 (1H, ny6n. ny6neros, J = 4.7 I'n, 6.1 I'n), 4.79 (1H, ny6n. ny6neros, J = 4.6 I'u, 4.3
I'm), 5.46 (1H, cunrin.), 5.75 (1H, muap. cunra., oomen), 6.42 (1H, tpurmn., J = 5.0 I'm), 8.10
(1H, mup. cunri., oomen) 8.48 (1H, ny6m., J = 6.6 I'n).

[Tpumep 2. 2S-okcumeTun-SR-(5'-gpropunrto3un-1' -un) -1,3-okcatuomnas.

K cycnensun nutuitamomoruapuaa (10 mr 0.54 mmon) 8 TI'® (1 M) meaneHHO mpu-
0aBnAIOT B atMoc(epe aproHa mpu KOMHaTHOW Temmeparype pactBop (+)- (1'R, 2'S 5'R)-men-
tua-5R-(5"-propunrosun-1"-mn)-1,3-okcarnonan-2S-kapookcunara (54 wmr, 0.135 mmon) B
TI'® (2 mn). IlepememmBaroT peakMOHHYIO cMmechb B TeueHHMEe 30 MHMHYT U IpephIBalOT
peakiuio, mpubaBisis H30BITOK MeTaHoMa (2 MiT), a 3aTeM npubaBisaioT cuiukarens (3 ). Obpa-
30BaBIIYIOCS MacCy OYMINAIOT KOJIOHOYHOW XpomaTorpadueil Ha cuiaukarene (dTuiiailerar-
rekcan-mMetranon, 1:1:1) W moaydaroT CMOJIONOJAOOHOE TBEPAOE BEIIECTBO, KOTOPOE BBICY-
[IMBAIOT a3€0TPOMHON MEPEroHKoN ¢ ToyosioM u BbiAenstoT 20.7 Mr (63 %) TBepaoro 6emnoro
BEIIECTBA.

[a]*’p+114° (C, 0.12, MeOH)

Cnektp 1H-AMP (6 m.a. B8 IMCO-ds): 3.14 (1H, ny6n. nyomneros, J = 4.3 ', 11.9 I'n),
2.42 (1H, ny6n. mybneros, J = 5.3 I'n, 11.9 '), 3.76 (2H, mynbT.), 5.18 (1H, mynsT.), 5.42 (1H,
Tpumt., J = 4.8 '), 6.14 (1H, mynsT), 7.59 (1H, mup. myasT., oomeH), 7.83 (1H, mmp. MynbT.,
obmen), 8.29 (1H, ny6:n., J =7.66 I'n).

[Tpumep 3. buonornueckast akTUBHOCTb

(1) AHTBUpYCHAsI aKTUBHOCTD

AHTHBUPYCHYIO aKTUBHOCTH COCIMHEHHMSI TIO TIPUMEPY | OMpenessifoT 0 OTHOIICHHUIO K
BU1Y-1 B cnenyronux KI€TOYHBIX JTUHUSAX.

Knerkn C8166, T-mumdobiacTonaHas KIE€TOYHAS JIMHUAS YeIOBEKa, WH(OHUIIMPOBAHHbBIC
BHNU-1, mramMm RF.

Knetku MT-4, xnerounas nuHus T-KiaeTok nelikemun, WHPUIMpoBaHHbie BUY-1,
mrtamm RF.

AHTHBHUPYCHYIO aKTHBHOCTH B KiieTkax C8166 omnpenenstor mo HHruOupoBaHUI0 00pa3o-
Banus cokietuit (Tochikura et al., Virology, Vol. 164, 542-546), a B kinetkax MT-4 mo uaru6u-
poBanuio mpeBpaieHus Gopmaszana (Baba et al., Biochem. Biophys. Res. Commun., Vol. 65,
pp-128-134 (1987); Mossman, J. Immun. Meth., Vol. 65, pp.55-57 (1983)] AuTuBHpYCHYIO aK-
TUBHOCTH OTpPEACIAIOT TakKe MyTeM aHalu3a KoiudecTBa aHTureHoB BUY p24, cuHtesupy-
€MBIX B IPUCYTCTBUH U B OTCYTCTBUU dHAHTHOMEPOB. [loydeHHbIe pe3yabTaThl MPEACTABICHBI
B Tabimmax 1 u 2.

Tabnuna 1
50 % aHTUBUPYCHOI aKTUBHOCTH (MKT/MII)
Ananus dopmazan HurubupoBanue 00pa3oBaHUs COKICTHH
Knetxu MT-4 C8166
Bupyc (BUU-1) BUUY-1 RF BUY-1 RF
(+ )-oHaHTHOMED > 1 0.04
(-)-oHAaHTHOMED 0.14 0.0018
[IpomexxyTouHOE  coequHe- 0.065 0.013
Hue 1
AZT 0.0038
Tabnuna 2

50 % unrubuposanus cunteza BUY p24 (Mxr/mi)

Knerku C8166
Bupyc (BUY-1) RF
(+ )->HaHTHOMED 0.1
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(-)-PHAHTHOMED 0.0022
[IpomexxyTouHoe coenuHeHue 1 0.011

AZT 0.017

(i1) LluroTOKCHYHOCTH

[{UTOTOKCHYHOCTh COEIMHEHUS 10 puMepy | U paneMudeckoi cMecu (ITPOMEXYTOUHOE
coenuHenue 1) ompenenstor B 1Byx kieTouHbix Juausx CD4:H9, u CEM.

HccnenyeMble coeMHEHUS TOCIEIOBATENLHO Pa30aBIsSIOT OT UCXOAHON KOHIIEHTpAIUU
100 mxr/ma 1o 0.3 MKr/mi (OKOHYaTeldbHasi KOHLEHTpauus) B 96 % sueek A MUKPOTUTPOBA-
Hus. B xaxmyro sueliky momemaror no 3.6 x 10* keTok, B TOM 4uclie B KOHTPOJILHBIE SYENKH,
KOTOpBIE HE COZEPKAT JIEKApCTBO. TepMOCTaTUPYIOT B TeueHHe 5 AHel npu temneparype 37°C
U MOJICYUTHIBAIOT KOJINYECTBO KU3HECIIOCOOHBIX KJIETOK IIyTEM OTAEJICHUS CYCIIEH3UH KIETOK U
[I0JICYETA KOJIMUYECTBA KIETOK, 32 UCKJIIOUEHUEM TPUIIAHOCOM, B TEMOLIUTOMETPE.

[TosrydeHHbIe pe3ysibTaThl PEACTaBICHBI B Tabnuie 3.

Tabmuua 3
50 % TUTOTOKCUYHOCTH (MKT/MJI)
CoennHenue Knerku CEM K nerxu H9
(+)-sHaHTHOMED 217 334
(-)-pHaHTHOMED 148 296
IIpomexxyTouHoe coeauHeHue | 173 232

dopmyJia u300peTeHust

1. (-)-4-amuHO-5-¢pTOp-1-(2-rUnpokcumeTni-1,3-oxkcarnonan-5-un)-(1H)-mupumugun-2-
OH WJIU €ro (apMareBTUYECKH MTPUEMIIEMOE ITPOU3BOIHOE.

2. Cmech u3 (-)-4-amuHo-5-¢prop-1-(2-runpoxkcumerni-1,3-okcatuonan-5-mi)-(1H)-nu-
puMuauH-2-0Ha U (+)-4-amuHO-5-¢TOp-1-(2-runpokcumerun-1,3-okcarnonan-5-mi)-(1H)-nu-
PUMMINH-2-0Ha UM UX (apMaleBTUYECKU MPUEMIIEMbIX HMPOM3BOJHBIX, IAe (+)-3HaHTHOMED
IIPUCYTCTBYET B KoslnyecTBe He 6osee S5 % mac.

3. Cmecs 1o 1. 2, rae (+)-3HaHTHOMEp MPUCYTCTBYET B KoJIUUecTBe He Oosee 2 % mac.

4. Cmecs 1o 1. 2, rae (+)-3HaHTHOMEp NPUCYTCTBYET B KosinyecTBe He 6oiee 1 % mac.

5. Cnoco0 mostydeHus: COeAMHEHUS MO 1. 1, 0TI MY a0 MUK CS TEM, YTO TPOBOJISAT BbI-
JieneHue (-)-sHaHTuomMepa u3 cMmecu (-) u (+)-3HaHTHOMeEpa.

6. Crtoco0 moJTy4eHHs] CMECH SHAHTUOMEPOB IO M. 2-4, OTIUYA MUKW CS TEM, YTO
IIPOBOJST BBIJEJIEHNUE (-)-93HAaHTHOMEpa U3 NepBoi cMecH (+) U (-)-DHAHTHOMEPOB, Il (+)-3HaH-
THOMEp NMPHUCYTCTBYET B KoiauuecTse 6oiee 5 % mac.

7. Crioco0 1o 1. 5 win 6, OTJIMY a0 MM CsI TEM, YTO CMECh, IOJIBepracmas pasere-
HUIO, TPEJICTABIISAET COOO0M palleMUYECKyIO CMECh.

8. Cnoco6 mo mm. 5-7, OTNUYAKMUKACS TeM, YTO pa3JelieHHe OCYILECTBISIOT C
MOMOIIIBIO0 XHPAITBHOM BBICOKOA(PPEKTUBHOM KUAKOCTHOH XpomaTorpadpun (BDIKX).

9. CrocoOb mo 1. 8, oTnuuawmuicsa tem, uro ais1 BOXXX B kauecTBe HEMOABUIKHOM
(a3bl UCTIONB3YIOT AlleTUIIMPOBAHHBIN OeTa-IeKCTPUH WK TpUaLeTaT [eJUTF0I03bI.

10. Cnoco0 mo nm. 5-7, oTAUYAOIMIUNACS TeM, YTO Pa3/€iCHHE OCYIIECTBISIOT C
MOMOIIBIO CTUMYJIHPYEMON (DepMEHTOM SHAHTUOCEIEKTUBHOM TMCCUMUIISILIUN.

11. Cnoco6bmom. 10, oTnu4Ya MUK Cs TeM, 4TO (PEPMEHT UCIIOIH3YIOT B UMMOOWIIH -
30BaHHOH (opme.

12. Croco6 no nm. 10 mnmu 11, ornuvaromuiica TeM, 4To GEpMEHTOM SIBIISETCS U~
TUAUHIEAMUHA3a.

13. Cnoco6 no mm. 10 wnm 11, ornugawmuiics teM, 94To GEpMEHTOM SIBISIETCS S'-
HYKJIEOTH/1a3a.
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Coenunenue 1o 1. 1, obagaroniee TepaneBTUYECKON aKTUBHOCTHIO.

Cwmech 1o mobomy u3 mir. 2-4, obagaromas TepaneBTHIEeCKOW aKTHBHOCTBIO.
CoennHenue 1o 11. 1, IMero1ee TPOTUBOBUPYCHYIO AKTUBHOCTb.

Cwmech 1o 106oMy U3 mil. 2-4, uMeroIas IpOTUBOBUPYCHYIO aKTUBHOCTb.
Coenunenue 1o 1. 1, uMeroiiee akTuBHOCTh poTuB BUY-undexum.

Cwmech 1o mo6oMy 13 mil. 2-4, uMeromas akTHBHOCTh poTuB BUY-undexmu.
Coenunenue 1o 1. 1, mMerolee akTHBHOCTh NPOTHB MH(eKInu renatura B.

Cwmech 1o mo0oMy u3 M. 2-4, UMeroIIas aKTUBHOCTh ITPOTUB HH(peKInK renatuta B.
Criocob seueHus: MIEKOMUTAIOIEr0, B TOM YUCIIE YeI0BEKa, CTPAAAIOIIEro Uilu Moj-

BEP)KEHHOTO BUPYCHON MH(MEKIINH, OTIIMYAIOUIUIICS TEM, YTO MJIEKOMUTAIONIEMY BBOAAT 3(dek-
TUBHOE KOJINYECTBO COETMHEHUS 10 mil. 1-4.

CocraBuTeEnp ONMCAHUSA Cypraesa D.P.
OTBeTCTBEHHBIN 3a BBIITYCK Apunos C.K.

Keipremarent, 720021, r. bumkek, yi1. MockoBckas, 62, ten.: (312) 68 08 19, 68 16 41, daxc (312) 68 17 03
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