008379

IIpeanochlIkK co3xaHus H300peTeHns

Pamamunne  mpencraBnser co0OM  MakpONHMIHBIN  AHTHOMOTHK, NPOXyHHpYyeMBIii  Streptomyces
hygrescopicus. On csizbiBaercsi ¢ FK506-cBsi3biBarommm 6enxom, FKBP12, ¢ BeicokuM cpoacTBoM ¢ o0pa3oBa-
Huem komruiekca pamamuiima:FKBP. Tlpeacrasnennsie 3HaueHns Kd mas Takoro B3auMMOIEHCTBHUS SIBJISIFOTCS
Hu3kuMu, Ha ypoBHe 200 mM. Kommieke panmamurna:FKBP cBsi3piBaeTcst ¢ BBICOKMM CPOJCTBOM C KPYITHBIM
kietounbiM O0enkom, FRAP, ¢ oOpasoBanuem komiuiekca u3 tpex uyactedl [FKBP:panamuiiua]:[FRAP]. B nan-
HOM KOMIIEKCE palaMHIMH MOKHO pacCMaTpUBaTh KaK AUMEpHU3aTOp WM azantop At oovenuHerus FKBP ¢
FRAP. OOpa3oBaHue 1aHHOTO KOMIUIEKCA CBS3aHO C PA3IMYHBIMH OMOJIOTHYECKUME aKTHBHOCTSIMH PallaMHUIU-
Ha.

PanamunuH sBNIsSeTCS CHIBHOACHCTBYIONIMM HMMYHOACIIPECCUBHBIM CPEJCTBOM U MPUMEHSCTCS B KIIHHU-
Ke JUISI TIpeAOTBPAICHUS OTTOP)KEHUS TPAaHCIUIAaHTHPOBAHHBIX OpraHoB. PamamunuH w/mmm ero anamoru, CCI
779 (Wyeth) u SDZ Rad ("Rad001", Novartis) sSBISIOTCS NEPCHEKTUBHBIMH CPEACTBAMH I JICUYCHUST HEKOTO-
PBIX BUJIOB paka, JJisl TOAaBICHHS UMMYHHUTETA U/UJIM JJIsl CIIOCOOCTBOBAHMUSI YMEHBIICHHIO YKCIa CIIy4aeB pec-
TEHO3a M0CJIe MHBA3UBHOM Kapauonoruu. IlokazaHo Takxke, 4TO panmaMuIuH 001aJaeT aKTHBHOCTBIO KaK IMPOTH-
BOIPHOKOBOE CPEICTBO HA IKCIEPUMEHTAJIBHON MOJIENIN ajliepruueckoro sHuedanomuennra (Moaeib Ajist pac-
CESTHHOTO CKJIEpP03a), Ha MOJIENH aJbIOBAHTHOTO apTpHUTa (MOJENh A PEBMAaTOUIHOTO apTUPUTA), IPU UHTUOU-
poBanuu oOpazoBanusi IgE-1I0100HBIX aHTHUTEN W VIS JIYSHUS WIK NPOGHUIAKTUKY CUCTEMHOH BOJYaHKH, BOC-
NaJIeHUs JIETKUX, MHCYJIMH-3aBUCHMOrO caxapHoro jauabera, T-KIIETOUHON JeWKeMHH/TUM(POMBI Y B3POCIbIX,
npoyrdepanuy KISTOK TJIaJKONH MYCKYJIaTyphl U YIDIOTHEHUS HHTUMBI TIOCJIE COCYTUCTOH Xupypruu. Cum., Ha-
npumep, nyonukamuro nareHTHoi 3assku CLIA 2001/0010920.

[Mockonbky oH ciryxut agantopom misi komiuiekca FKBP ¢ FRAP, panamunun Takxke obiagaer croco0-
HOCTBIO K MYJIETUMEPHU3AIMHA COOTBETCTBYIOIINM 00pa3oM CKOHCTPYHMPOBAHHBIX XUMEPHBIX OCIKOB, BKITFOYA0-
mmx npomeHsl, mpousBonHble oT FKBP u FRAP, cootBercTBeHHO. BenencTpue Takoit akTHBHOCTH, pariaMUIIH U
€ro pa3NUYHBIC MIPOU3BOIHBIC WIIM aHAJIOTH TAK)KE MCIIONB30BANKCH B KaUeCTBE MYJIBTHMEPHU3YIOMIUX CPEICTB
JUTS aKTHBAIIUH OMOJIOTHYECKUX ITyCKOBBIX MEXaHW3MOB, OCHOBAaHHBIX Ha TAaKUX XUMEpHBIX Oenkax. CM. Hampu-
mep, WO 99/36553; WO 01/14387; Rivera et al., Proc. Natl. Acad. Sci. USA 96, 8657-8662; u Ye, X. et al.
(1999), Science 283, 88-91.

[Morenuman panamMuiyHa JUist IPEIOCTABICHHS OCIA0ICHUS TAKOr0 BaKHOTO Psijia TSDKENBIX 3a00JIeBaHuit
CTUMYJMPOBAJI MOMUCK aHAJIOIOB palaMyuilHa C YJYYIICHHBIM TCPACBTUUYCCKHUM I10Ka3aTeJIEM, q)apMaKOKI/IHe-
THUKOH, CIIOCOOHOCTBIO K TIOJIyYEHHUIO TOTOBBIX (POPM, MPOCTOTOH MM SKOHOMHUYHOCTBIO TIPOM3BOJCTBA U T.1. B
pe3yJbTaTe uccieoBaHue, MPOBOUMOE B (hapMaleBTHYECKOH MPOMBIIUICHHOCTH M aKaJeMHYECKUMH HCCIIE/I0-
BaTEJSIMU, PACTSHYJIOCH HA IIEPHOJI IIOCIECTHNUX JBYX HECATHIETHH. DTO MPUBEIIO K HUCCIEIOBAHHIO BEIIECTB U
croco0OB UIsI OCYIIECTBICHNS XUMUYECKUX MPEBPAIICHHN pallaMHUIINHA, BKIFOYAIONIINX BOCCTAHOBIICHHE KETO-
HOB, JEMETITUPOBAHNS, STUMEPU3AIIH, PA3ITNYHBIC AIMINPOBAHUS U ANKIITUPOBAHNS THAPOKCIIIOB U T.1.

B nacrosmee Bpems cooOIIaeTcst 0 OOJIBIIOM KOJIMYECTBE CTPYKTYPHBIX BAPHAHTOB palaMHUIHA, OOBITHO
MOSIBJISIONINXCS. B BUZE allbTEPHATHBHBIX MPOIYKTOB (DEPMEHTALUK W/HIH B PE3yJbTaTe CUHTETUYECKHX IpHe-
MoB. Hampumep, obmupHas aureparypa 1mo aHajoram, TOMOJIOTaM, IPOU3BOIHBIM U IPYTHM COEIWHEHHSM, OT-
HOCAIINXCSL CTPYKTYpPHO K pamamunuHy ("pamasoram") BKIIOYAaeT, CPeOu MPOYEro, BapHaHTHl palaMHUIIHA,
UMeEIolIMe OJHY WM OoJiee M3 CIEeIYIOUIMX MOIU(HKAIMHA, OTHOCSIIUXCS K palaMULUHY: JIeMETHINPOBaHHE,
JNIMMHHUpOBaHKHE WK 3ameHa Metokcu ripu C7, C42 w/unu C29; snuMUHMpOBaHUE, epUBATU3AIMS MM 3aMe-
mwenue runpokeu npu C13, C43 n/umu C28; BOocCTaHOBJIEHHE, IMMUHUPOBAHUE WJIM JIEpUBATHU3AlMsI KETOHA
npu C14, C24 u/mwm C30; 3aMeHa 6-4ICHHOTO MUATICKOJIATHOTO IUKJIA 5-YJICHHBIM MPOIHIBHBIM IIHKIIOM; H aJb-
TEPHATUBHOE 3aMEIICHNUE B IIUKJIOTCKCIIFHOM [TUKJIC WM 3aMEHA IIUKJIOTEKCHIIEHOTO IUKJIA 3aMEICHHBIM IIHK-
JIOTICHTHJIHHBIM UKJIOM. JlomomHuTebHAS 0030pHast WHGOpPMANKsS NPEACTaBICHA B pa3ieiaxX YPOBHS TCXHHUKH
marerToB CIIIA 5525610; 5310903 u 5362718. Cm. takke natent CIIA 5527907. BemectBa u crmocoObl ObLIN
ke pa3padoTaHbl I 3aMedaTeibHO 3(P(PEeKTUBHON M CEICKTHBHOM MMMEpPU3aIlii THAPOKCHIBHON TPYIIIBI
mpu C-28 (WO 01/14387).

HoBble pamnanoru ¢ NOHIKEHHOW UMMYHOJIEIPECCAHTHON aKTUBHOCTHIO W/MJIM MHTEpecyromumu (apma-
KOKHHETHYECKUMH MPOGHISIMUA WIN TPOPHIIMU OMOOCTYITHOCTH ObLIH ObI OUEHb JKEJIATEIbHBIMH JIJISI TIPHMe-
HEHHA B Ka4eCTBE CPEICTB MYJIbTUMEPU3AIIH WIH IPOTHBOTPHOKOBBIX CPEJICTB.

HoBble pamanoru ¢ npuBieKaTeIbHBIMH (PU3NKO-XUMHYECKUMH WM (DYHKIMOHAJIBHBIMU XapaKTEePUCTH-
KaMH 110 OTHOILLUEHHUIO K pallaMUIMHY, HalpuMep, TepareBTUYeCKUM HHAEKCOM, OMOJO0CTYIHOCTHIO, (hapMaKo-
KHHETHKOH, CTAOMIIEHOCTBIO H T.JI. TAKXKE MPEICTABISUIA ObI MHTEPEC IUIS Pa3IHYHBIX (apMaleBTHYCCKUX IMPH-
MEHCHHUH, TaKUX KaK BBHIIICYITOMSHYTHIC, BKIIOYAs CPEIH MPOYHX MPUMEHEHHE B Ka4eCTBE MMMYHO/ICIIPECCaH-
TOB, IIPOTUBOPAKOBEIX CPEJICTB M MPU CHIKCHUU KOJIMYECTBA CIIyYaeB PECTCHO3a MOCIIC HHBa3UBHOM KapIHOJIO-
run (HarpuMep, Ha CTEHTAaX, HECYIINX JICKapCTBO).

EnuHCTBEHHBIE pamaioryd, KOTOphIe, Kak MMONaralT, HaXOMATCA B pa3paboTKe sl KIIMHIHYECKOTO MIpHMe-
HEHHS B Ka4eCTBE MMMYHOCTIPECCAHTOB B HACTOSAIIEE BPEMsI, IPEICTABISIOT PalalioT! C JOBOJIBHO YMEPECHHBI-
MU, OOLIETIPUHATEIMHA CTPYKTYPHBIMH MOIHU(HUKAIMSMY, T.€. allMJIMPOBAHUEM WM aJKwinpoBaHueM mpu C-43
(CCI 779 u SDZ RAD cootBeTcTBeHHO, cM., Harpumep, Yu, K. et al., Endocrine-Related Cancer (2001), 8, 249-
258; Geoerger, B. et al., Cancer Res. (2001) 61 1527-1532) u Dancey, Hematol. Oncol. Clin. N Am 16 (2002):
1101-1114.
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H306peTenue, onrcaHHOE HUXKE, MPEACTABISICT JOBOJILHO 3HAYUTEIbHYIO OTIPABHYIO TOYKY B KOHCTPYH-
POBaHMH HOBBIX PAIajoroB, OCHOBAHHBIX Ha BBeAeHUH (pochopcoaepxaiiero pparmMeHTa.
CymHocTb n300peTeHus
CoenvHEHH JAaHHOTO N300pEeTEeHNsI BKIIIOYAIOT HOBOE CEMEHCTBO coennHeHnH (opmysl (1)

J-Q-A

MeO

U uX (GapMareBTUUECKH MPUEMIIEMBIX MTPOM3BOAHBIX. TakiKe MpeaocTaBlieHbl KOMIIO3ULINH, COJEpIKallie
TaKUE€ COCIUHCHUA U UX TPUMCHCHMUS.

B coenmHeHusIX TaHHOTO U300peTeHH s

A mpencrasnser co6oii -O-, -S- umu -NR- umm oTcyTcTByeT (T.€. IpeICTaBiser coboil KOBAJIEHTHYIO
CBsI3b, CBsI3bIBaIONIYIO JQ- ¢ yrirepoaom 43);

Q oTcyTCcTBYET (T.€. MpEeACTaBIseT CO00I KOBAJIEHTHYIO CBS3b, CBS3BIBAIONIYIO J ¢ A miH yriieponom 43)
win, ecid A mipencrasiser coboit -O-, -S- wim -NR>-, Q MOXeT MmpencTaBisATh coboit -V-, -OV-, -SV- wm
-NR*V-, rie V npexcrapisier coGoil anudaTHueckuii, retepoanidaTHuecKuii, apuiIbHbI HIM TeTepOapHIbHbIH
(bparMeHT, Tako#, 4To J CBS3aH C NUKIOTEKCHIBLHBIM ITMKJIOM HEMOCPEIACTBEHHO, Yepe3 A i depe3 VA, OVA,
SVA nm NR*VA;

I

K
1l

RSY~p. ROY~ o l_ wwm R5Y~p—]-_
Y2 R re

i

K mpencrasmiser coboit O wmu S;

Y B KaXOM CIydae HE3aBHCHMO MpPEACTABIseT coboii -O-, -S-, -NR?- Hin CBsi3b, CBA3BIBAIOIIYIO (par-
meHT R ¢ P;

R’ u R’ B KaIOM Cllydae HE3aBUCHMO IPEICTABIAIOT co0Oil anudaTHueckuii, rerepoanndaTuaeckuii,
apUIbHBIIA HIIM TeTepoapuIbHbii Gparment win H; n R® B kaXI0M ciryuae He3aBHCHMO HpeCTaBIser coboii R,
-PK(YR®)(YR’), -SO5(YR?®) mm -C(O)(YR®); npu Tom, uto moGoit u3 pparmentos R% R’ mmu R®, cBasannbix
HENOCPEJICTBEHHO ¢ P, He npejcraBisor coboit H (manpumep, -PR%, -PR’ i -PR® ne MoryT npezcrasmats -PH);

rae a8a pparmenta u3 R%, R® uw/mmn R® MoryT GbITh XHMMHUYECKH CBA3aHBI OIMH C APYTHM C 0OPa30BAHHEM
IIMKJIa;

B Kaxk7oM ciydae G HezaBUCHMO Tipeacrasiser -O-, -S-, —NR2-, (M), T XUMHYECKYIO CBSI3b, CBS3BIBAO-
mryio R® ¢ P;

B Ka)XJOM ciIydac M He3aBHCHMO NPEJCTaBIsAET COOOH 3aMEIEHHBIN MM HE3aMEICHHBIH METHICHOBBIN
(dhparmeHT u 110008 GparmMeHT M-M' MOXKeET OBITh HACBIIIIEHHBIM HIIH HEHACHIIIICHHBIM;

B KQXIIOM ClIyyae X HE3aBHCHMO IMPEACTaBIsieT co00i 1ies1oe yucio ot 0-6;

omuu 3 R™ u R npeacrasisier coborr H, a mpyroit npencrasisier coboi H, ramorew, -R®, -OR?, -SR*,
-OC(O)R™, -OC(O)NR”R®, -NR*R®, -NR®C(O)R", -NR®C(O)OR", -NR®SO,R* nmu -NRESO,NR*R®; mnu R™
u R™, B3sTEIEC BMEcTe, mpescTaBsioT coboii H B GparmenTe TerpacHa:

rae R* mpencrasnser coboii R* u rae R® npencrapmser coGoit OH mmi R”. B HeKOTOPBIX Ciydasx OXuH
win 06a u3 R* u R® aemsores H;

R*® npencrasnser co6oii Boxopo; J; miiu anupaTHueckuii, rerepoanidaTHuecKuii, apUIbHbIH, ALMIBHBINH,
ApOMIIEHBIN FITH TETePOAPOIITFHBIN (parMeHT; U  paBHO | win 2;

re KaKABIH M3 BBILIEYKAa3aHHBIX alU(aTHYeCKUX U rerepoanudaTuueckux (pparMeHTOB HE3aBHCHMO SIB-
JSIETCsl IMHEHHBIM WM PAa3BETBJICHHBIM, WM LUKIMYECKUM WM AlUKINYECKHM U 3aMELICHHBIM WM He3aMe-
IIEHHBIM, ¥ KKIBIH M3 apUIIBHOTO, FeTepOapuiIbHOTO, alllJIbHOIO, apOWJIBHOTO MM T'€TepOapoOHIbHOTO (par-
MCHTOB HC3aBHUCUMO SABJIACTCA 3aMCIICHHBIM HJIN HE3aMCIICHHBIM,

npu ycnosuu, uto: (a) ecim JQA- mpeacrasiser coboit (R*Y)(Me)(P=0)0-, toraa (RY) (i) e sBisercs
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MMMYHOTGHHBIM BEIIECTBOM HOCHTEINS, BEIECTBOM HOCHTENIS JETEKTOpa HMJIM TBEepAOH Matpuieit mmm (ii) R*
COJZICPKUT 15 unu MeHee aTOMOB yriiepoa, npeamnouturenbio 10 nim menee; u (b) coeiMHEHHE He MPeCcTaBIIs-
eT coboif

0
Ho~p—Fw-}o,
Ho MeO

O0
Q gue

i

0
HO,

WINA €ro JAeCMETHJIBHBIN MM BOCCTAHOBIICHHBIN aHAJOT WM COJIb JIFOOOTO W3 BHIMIEYKAa3aHHBIX COEIHHE-
Huil, rie W BKJIIOYaeT B ce0s 3aMEIISHHBI MIM HE3aMEIICHHBIN FeTEPOIMKII, BKIFOYAIOIINN B Ce0s

3

10 OTAETHHOCTH UM KOHJCHCHPOBAHHBIN C IIECTHUWIEHHBIM apOMaTHYeCKUM IUKIIOM, rae U npeacTasis-
eT co00i1 3aMeleHHbIN WK He3ameleHHbIH amiHo, O, S nin SO,; 1 (¢) B coenuHeHusx GopMybl

J 'Q"A-,”I/

MeOQ

-

J-Q-A- ne npeacrasisier coboit (HO)(PO)-O- nnn ero aumermindocdatHbiil COXHBINA 3Gup (M Mpeanoy-
TUTEJIBHO HE MPE/ICTABISIET €llle OJMH €r0 JMHU3IIMHATKUIIOBBIA CIIOXKHBIN 3¢dup);

@parmenTs! J, npeacTaBisione 0coObIl HHTEPEC B Pa3iMYHBIX BOILUIOLICHUSX JAHHOTO H300pETEeHMUs,
BKJIIOYAIOT ()parMeHTHI, IOKa3aHHbIE B psae 1:

i i i i)
RS- RS- RO- R-~p —
4 + rd T :o/ A—]_ Reren T ':::( E—}— R‘R;’°N7

2

+
2
=X
+

rae K, R?, R’ u R® Takue, kak onpezeneno Boime. dparMenTs! J, IpeCTaBIsIONHe 0COObIH HHTEpeC B Ha-
CTOsIILIEE BPEMSI, MPEACTABISIOT cOO0H (hparMeHThI, B KOTOPbIX K SIBIsieTCS] KHCIOPOIOM, MILTIOCTPUPOBAHbI B
MHOTOYHCIICHHBIX COCIUHEHHSAX MPUMEPOB, MOKA3aHHBIX HIDKE, BKIIOYAIONINE CPEIM APYTUX JIIOObIe M3 Cile-
JOYIOIINX:
5 ?l 5 ﬁ C|J| ?I ?I (l)l
ranliy S e e R
/ J / Vi
RS RSO RO°  ROR2N RSRAN RORN

B KOTOpHIX R’ B KaIOM Cilyuae NpeICTaBiseT HE3aBUCHMO BHIODAHHBIH HM3IIMI anudaTHUecKuil Wi
apwIbHBIA (parMeHT, KOTOPBIi MOXKET ObITh 3aMELICHHBIM WM HE3aMELICHHBIM WJIM B cllydae (parMeHTOB
-OR’, Mmoxer aIbTEepHATUBHO MpeacTaBiasaTh H. Takke 0COOCHHBIN TEKYINIUH WHTEPEC MPEACTABISIOT BOILIOIIS-
HUS, B KOTOPBIX -Q-A- sBisiercst O, 0COOEHHO B CiIydasix, B KOTOPBIX J IPEICTaBIAET OJUH U3 MPEIIIOUTHTEIb-
HBIX B HacTosllee BpeMsi parMeHTOB J, OTMEYEHHBIX KaK pa3 BbIIIE (XOTS MPEIIOYTHTEIHFHO HE SIBIISFOIIMXCS
-PO;H;). OcoOenHbIif MHTEpEC TaKKe MPECTABIIIOT JIOOBIE M3 NMPHUBEACHHBIX BBIIIE COCIMHEHHH, B KOTOPBIX
JQA- npencrasnser coboit (R*Y)(Me)(P=0)O-, B kotopom R’Y- comepuT 15 M MeHee aTOMOB yIieposa,
npeanodYTuTensHo 10 nnm MeHee aTOMOB yIIepoAa U B HEKOTOPHIX BOIUIOLICHUSX 6 MIIM MEHEE aTOMOB YIJIepo-
Ja.
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JlanHOE HOBOE CEMEHCTBO COCTMHEHHWI BKIFOYAET PSJl KJIACCOB COCOMHEHUH, MPEICTABIIONINX 0COOCH-
HBIN UHTEpEC.
Hanpuwmep, oguH Takoi Ki1acc WIUTIOCTPUPOBAH GOpMYIIoi (a)
(a)

B 1maHHOM Kiacce, Kaxsii R’ MpeaCTaBIsIeT cO00i HE3aBHCUMO BHIOpPAHHBIA anudaTUdeckuii, reTepoa-
TaTHIeCKUi, aprIbHBIN WM TeTePOapIIIbHBIA (PparMeHT (KOTOPBI MOXET OBITh 3aMEIICHHBIM TN He3aMe-
IIEHHBIM), 0COOCHHO, HU3MIHH (T.€. 0T 1 10 6 aTOMOB yriiepoaa) anmudarndeckuil HparMeHT, HarpuMep, HU3IMIHN
AJIKWJI, KOTOPBIA MOXKET ObITh HE00S3aTeTHLHO 3aMEeNeHHBIM (HapuUMep, TaJoreHOM, THAPOKCHUIoM, -O-aruiomMm
(T.e. anMIIOKCH), aTKOKCHIIBHBIM, TJIOTEHATKWIBHBIM, THIPOKCHAIKAIBHBIM, apUIBHBIM MU T€TePOaPHIEHBIM
(parmenTOM, ¥ T.A.). B HEKOTOPBIX mMpUMepax JaHHOTO KJIacca, COeTUHEHUs (HOpMyJsl (a) BKIIOYAIOT B cels
(parmeHT J, BBIOpAHHBII U3 CIIEIYIOIHX:

R DIRCON SEW SR SR
'Me-p—-}— Ph‘p—-}— HO\/\IP+ Me P+ Ph
s o HO / . /( HO/\/O\;;/E_]_

O\/\ﬁ /\ Meo ﬁ
\[Or Me/P_}— &Nj}'ﬁ_}_ j\/\/g_]_ mf—i—

Me e

JlaHHBIN KJlacc aajiee WIUIFOCTPUPYETCS B CUHTETHYECKUX MPUMEpPax, KOTOPbIE CIEAYIOT MOCPEICTBOM
TIpe/ICTaBUTENeH ero mojknacca, B kotopom J-Q-A mpescrasiser coboit (R’),PO-O-. Kpome Toro, cieayer 3a-
MeTHTB, 4T Bee u3 Pparmentos R% R’ R® u J, pacKphIThIX MM IPEJICTABICHHBIX IPUMEPAMH B JAHHOM JOKY-
MEHTE B CBSI3U C JaHHBIM COEAMHEHHEM, HOAKIACCOM HIIM KJIACCOM COEIMHEHHH B PaBHOI CTENEHM SIBIISIOTCS
NPUMEHUMBIMHU B JIPYTHX KJlaccax, eciad He 0003HaueHo nHade. TakuM o0pazoM, MoJpa3yMeBaroT, 4TO pacKphbl-
tie dparmentos R*, R’, R® n J B 0/1HOM ciTydae 3KCTpANoNMpyIOT Ha BCE APYTHE CIyUaH, 33 HCKITIOUCHHEM HHA-
Ye yKa3aHHBIX.

Emre oque Ki1ace CoeMHEHUH TaHHOTO H300pETeHNUs WLTIOCTpUpOBaH Gopmyoii (b):

B manHOM Kiacce, Kaxapiii R® mpencTaisier co6oif HE3aBHCHMO BHIOPAHHBIH aTH(paTHYECKHii, rerepoa-
nudaTuyeckuil, apUIIbHBIA KM TeTepOapUIIbHbIA (parMeHT (KOTOPBIH MOXET OBbITh 3aMELICHHBIM WIIM He3ame-
[IEHHBIM), OCOOCHHO, HU3MMK anu(aTnIecKuii pparMeHT, HAIPUMEpP, HU3MIUN AJKHJ, KOTOPhIH MOXET OBbITh
H€06513aTeano 3aMCUICHHBIM (HaanMep, TUAPOKCHUIIOM, AJIKOKCUJIbHBIM, THAPOKCUAJIKOKCUIIbHBIM, allUJIOKCH-,
apWIBHBIM WJIM T€TepOapuIbHBIM (parMeHToM, u T.1.). B ciydae -OR’, (bparmenT R’ MOXeT J0MOIHUTENHHO

4.



008379

npenctasiaTe H. MinmrocTpaTuBHBIE TIPUMEpPHI BKITIOYAIOT coeanHeHus Gopmyisl (b), B KOTOpHIX J BEIOpaH U3
CIIe Y IOILHX

f R 7
TIX W P>< ? s ">< "X e TEX
a I s v ”I B

HO

JlaHHbBIN KIacc Aanee WUTIOCTPUPOBAH B CHHTETHYECKHX MPHUMeEpax, KOTOPhIEe CIEAYIOT HUXKE, MOCPEICT-
BOM IPECTABHTEIIEH ero moKiacca, B Kotopsix J-Q-A mpezncrasiser co6oii (R’) (R°0)PO-O-.

JlaHHBIN KJlacc aajiee WIUIFOCTPUPYETCS B CUHTETHYECKHUX MPUMEPAX, KOTOPbIE CIEAYIOT MOCPEICTBOM
TpejIcTaBUTENEH ero noakaacca, B kotopom J-Q-A mpeacrasisier co6oit (R*),PO-O-.

Erte oauH Kiacce CoeMHEHUN TAHHOTO W300peTEHHMs, KOTOPBIN TAKXKe MPEACTABIIACT UHTEPEC, UILTIOCTPH-
poBaH (opMyJI0# (C) MpH yCIOBHU, OTMEYCHHOM BHaYaJe:

(e

R°0~p—Q-A
R5

B naHHOM Kitacce, Kaxblii R® SBIISeTCS He3aBHCHMO BHIOPAHHBIM U NPEICTABIAET COOOI anudaTHuecKyii,
rerepoatn(paTHIEeCKUH, apUIIbHBII WM TeTepoapuiIbHBIN (parMeHT (KOTOPBIH MOXKET OBITh 3aMEIIEHHBIM WIIN
He3aMeIeHHBIM), 0COOCHHO, HM3MNK anudaTHIecKuil (parMeHT, BKIIOYAs HU3IIMHA aJIKWJI, KOTOPBIH MOXKET
OBITh HEOOA3aTENILHO 3aMEICHHBIM (HalpuMep, TUAPOKCUIIOM, alIKOKCHIBHBIM, THIPOKCHAIKOKCHUIIBHBIM, allu-
JIOKCH-, apWIIBHBIM WITH TeTEPOAPUIIBHEIM (PparMeHToM, ¥ T.1.). VIumocTpaTHBHBIE IPUMEPHI BKIFOYAIOT COCIH-
HeHHA GopMyIIHI (¢), B KOTOPBIX J BRIOpaH U3 CIIEIyFOIINX:

2 P
s }f>< 3 ; i (5,
' ,\/°‘5< PI:JFX

-0
HO

JlaHHBIN KIacc Janee WLTIOCTPUPOBAH B CHHTETHYECKUX MPUMEPAX, KOTOPHIC CICAYIOT HHXKE, BKIIOYAI0-
IHX TIPEJICTABUTENHN ero TOAKIACCa, B KOTOphIX J-Q-A npescrasmser codoii (R°0) (R°0)PO-O-.

Eiie o/iMH KIacc COeIMHEHMI TAaHHOTO N300PETEeHHsI, KOTOPBIN TAKKe MPEICTABISIET UHTEPEC, UILTFOCTPH-
poBau ¢opmyoii (d)

(d)

s
I
|

Q

>

B aHHOM Kitacce, Kax bl R sIB/IsieTcs He3aBUCHMO BHIGPAHHBIM ¥ HPEICTaBIIsAET OO0 annpaTHIeCKuii,
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rerepoatn(paTUIEeCKU, apIIbHBIN WM TeTepoapuiIbHBIN (parMeHT (KOTOPBIH MOXKET OBITh 3aMEIEHHBIM HIIH
HE3aMEeIIEeHHBIM), 0COOeHHO, HM3MHUH (T.. 0T 1 m0 6 aTomMoB yriepona) amudarudeckuii GparMeHT, BKIIOYas
HU3IIUH aJIKWJI, KOTOPBIH MOXKET OBITh HE00A3aTENbHO 3aMEIIEHHBIM (HAapHMep, THAPOKCHUIIOM, aIKOKCHIIBHBIM,
THAPOKCHAIIKOKCHIIBHBIM, aIlJHIIOKCH-, QpMIIBHBIM WJIM I'eTepoapHiIbHbIM (parMeHToM, U T.1.). B HEKOTOpBIX BO-
nnomennsx -NHR’ npezcrapnser -NH,. VumocTpaTHBHbIE IPEMEPhI BKIIOUAKOT COoeuHenus Gopmyisl (d), B
KOTOpBIX J BBIOpaH U3 CIEAYIOIIUX:

Me——ﬁ: Ma~ﬁ ﬁ Me-ﬁ
/,N’H>( ngf>< PHaNf>< ; IN{b(

JlaHHBI KIacc agee WITIOCTPHPOBAH €ro MOAKIACCOM, B KoTopoM J-Q-A mpexcraBiuser coboii (R)
(R°N)PO-O-.

Eie oaun kinacc coeMHEHMH TaHHOTO N300peTEeHMsI, KOTOPBIN TaKkKe MPEICTaBIIET HHTEPEC, NILTFOCTPHU-
poBan ¢opmyiioii (e)

(e)

B aHHOM Kitacce, Kax sl R sIBIseTcs He3aBUCHMO BRIOPAHHBIM M MpeCTaBser coboit H mmm anudaru-
YEeCKHi, reTepoannhaTHIeCKuii, apUIIbHBIA MIIM T€TePOaprIIbHBIA (hparMeHT (KOTOPBIH MOYKET OBITh 3aMEICH-
HBIM WM HE3aMeIIeHHBIM), 0cOO0eHHO, HI3MmuH (T.e. oT 1 70 6 aToMOoB yrieposa) anudarndeckuidl GparMeHt,
BKJTIOYAs. HU3LIUKM aJIKWJI, KOTOPBIA MOXET ObITh HE00A3aTEIBHO 3aMEIICHHBIM (HAPUMEp, TUAPOKCHIOM, aJi-
KOKCHJIbHBIM, THPOKCHATKOKCHIBHBIM, allIOKCH-, apUIBHBIM HIIH TeTepOapmiIbHBIM (hparMeHToMm, u T.1.). Wi-
JIFOCTPaTHBHBIE IIPUMEPHI BKITIOYAIOT COeTMHEHHST (POPMYJIBI (€), B KOTOPBIX J BEIOpaH N3 CIEIYIOINX:

i i i U L R
HaN— HN— HN- 'r?L NH-R NHT—F
HaN _}.N&Y Pt X \Of}ﬁ@( b“” : LNH
o)
/

JlaHHBIH Ki1acc janee WUTIOCTPUPOBAH B CHHTETHYECKUX MTPUMEpax, KOTOPbIE CIACAYIOT HIKE, IPEACTaBH-
TEJIMH €ro MOKIacca, B KoTopsix J-Q-A mpencrasmsier co6oit (R°N) (R’N)PO-O-.

Eie oauH kiacc coelMHEeHH TAaHHOTO N300peTeH s, KOTOPBIN TaKKe MPEICTABISIET HHTEPEC, NILTFOCTPH-
poBaH ¢popmyioii (f)

0

B aHHOM Kitacce, Kax sl R> sIBIseTcs He3aBUCHMO BHIOPAHHBIM M MpeCTaBser coboit H mmm anudatu-
YEeCKHi, reTepoannhaTHIeCKuii, apUIIbHBIA HMIIM T€TePOapHIIbHBIA ()parMeHT (KOTOPBIH MOYKET OBITh 3aMEICH-
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HBIM WA HE3aMeIIeHHBIM), 0cOOeHHO, HI3MUH (T.e. oT 1 70 6 aToMOB yriieponaa) amudarndeckuil parMeHt,
BKJIIOYAs] HU3IIUH QJIKUJI, KOTOPBIA MOXET OBITh HEoOA3aTeNbHO 3aMELICHHBIM (HAIpUMep, TUIPOKCHIOM, all-
KOKCHJIbHBIM, THAPOKCHAIKOKCHIIBHBIM, alIJIOKCH-, apWIBHBIM WM eTepoapHiIbHBIM (parMeHToM, u T.1.). Wi-
JIFOCTPaTHBHBIE TPUMEPHI BKIIIOYAIOT coequHeHUs Gopmytsl (f), B KOTOpBIX J BEIOpaH U3 CIEAYIOMINX:

0 %9
~0IN P X *@&

B knaccax (d), (e) u (f) "QA" npeanouturenbHo npencrapisieT -O- wim -OVO-.
Erte oauH Kiace CoeMHEHNUN TAHHOTO U300pETeHHs, KOTOPBIN TAKKe MPEACTABIIAET UHTEPEC, UILTIOCTPH-

poBaH ¢popmyIioii (g)

@

rae J, Q, n 1 Pa3JIMYHBIC T'PYIIIbL R COOTBETCTBYIOT OIIPEACIICHHBIM paHEC U IIPU YCJIIOBUU, YKa3aHHOM pa-
HEC. ,Z[aHHBIfI KJIaCC OXBATBIBACT psAJ MPECACTABIIAIOINX MHTEPEC MOAKIACCOB, BKIIIOYAOMIUX CIICAYIOIIUC:

(o))

B KOTOpPO# Q OTCYTCTBYET, T.€. B KOTOPO#i J CBsi3aH (T.€. KOBAIEHTHO CBSI3aH) C IUKJIOTCKCHUIIbHBIM LIUKJIOM
gyepe3 Kucsopo. JlaHHbIi moakiace (KOTOpbIi uckiarouaeT caM O-PpochopHiInpOBaHHbIA PATAMUIIMH U €r0 COJIU
WU CIIOXKHBIN MeTHi(Gocdoanddup) BKIIIOYAET COSAMHEHNUS, COJepIKaIUe JTI000H GparMeHT, J, Kak onpeeneHo
paHee, BKJIIOUasi BCE TUIBI ()parMEeHTOB J, MILTIOCTPUPOBAHHBIX T1Ie-1100 B JaHHOM JIOKYMEHTE, BKIItouas ¢par-
MEHTBI, [I0Ka3aHHbIE B Pa3JINUHBIX COEANHEHUSX, TUIIBI COSIMHEHNH U WITFOCTPAaTUBHBIE ()parMeHTh! J, pacKphbl-
TBIE B JAHHOM JIOKYMEHTE, BKJIIOYasi, CPEAN APYTUX, CIACAYIOIINE WITFOCTPATHBHBIE IPUMEPHI:

(g)1) (a)
J—o 7 o
MeO

I
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rne J BeiOmparor u3z -P(O)Me,, -P(O)Ph,, -P(O)(OMe)(Me), -P(O)(OnPr)(Me), -P(O)(OiPr)(Me),
-P(O)(OnBu)(Me), -P(O)(Me)(OCH,CH,OMe), -P(O)(Me)(OCH,CH,OEt), -P(O)(Me)(OCH,CH,O0CH,CH,OH),
-P(0)(OMe)(Et), -P(O)(CH,CH,OH),, -P(O)(OEt),, -P(O)(NH),.

B coeamHeHmsx cTpykTypsl, mokasanHoi B (g)(i)(a), J mpencraBisier coboil ¢parMeHT, OTIMYHBINA OT
-POsH,, ero conu win -PO3;Me,. [lanHbie BEIOOPHI [T 3aMECTUTENS J pa3penieHbl TOIBKO B COUYCTAHUH C OHUM
Win 00Jiee JOMOJHUTENBHBIX CTPYKTYPHBIX H3MEHEHH 110 OTHOIICHHUIO K PallaMUIIMHY, HATIPUMED, H3MCHEHHON
CTEPEOXUMHUH B OJHOM HJIH OoJiee MoJIoKeHUsX, BKiroyas C43 wim C28, MmoauduKkanuy 3aMecTUTENs UK CTe-
peoxumun ipu C7, BOCCTAaHOBJIICHUEM OJIHOM WK OoJiee (PYHKIIMOHANBHBIX TPYII KETOHA, IEMETHIINPOBAHAEM B
OJTHOM WM OoJiee MOJIOKEHUH | T.1. Takum o0pazoM, cpeay MPOUHX, HHTEPEC MPEICTABISIOT CIEAYIOIINE CO-
€/INHEHUS:

0
RPO__ u—o

el

rae R® npexcrasisier co6oit H miti HU3IIMIA ankut, BKIIOYAs CPEIN MPOUHX, METHIL

Taxoxe 0coOeHHBIN HHTEpEC MPEeACTaBIIeT MOAKIACC coennHeHnH, (g) (ii), KOTOphIi OTIAMYaeTcs OT MOA-
kiacca (g) (i) (a) B oqHOM 1K OoJiee CIEeAYIONIIX OTHOIICHHUH: (a) 3aMECTHTENb B MOJIOKEHNUH 28 SIMIMEPH30BaH
(otHOCuTENBHHO OpHreHTauu C28-OH panamunuHa), o1uH WM 00a KeToHa B mojioxkeHusx 24 u 30 BoccTaHOB-
JICHBI 10 TUJIPOKCHIIBHBIX TPYII, (C) METOKCHIIbHAS TPYIINA B TOJIOKeHNH 7 3amerieHa H winu onHuM U3 pasnnd-
HBIX 3amecTutenei npu C7, nepedncieHHbx rae-nubo, u (d) 3amecturens J-O- B nonoxxennu 43 HaXomuTcs B
SNHMMepHON opueHTanuu (oTHOcUTeNnbHO opueHTanuu -OH npu C43 panamunmnaa). [TosropHo, J npencrasiser
mo0o# u3 pochopcoaepxkamux GparMeHTOB, Kak OMHCAHO paHee.

Jlpyro#i npencTaBIsIoIUi HHTEpEC MOKIIace oKa3zaH Hipke B (g)(iil) U1 WiuTrocTpay coetuHeHui ¢ O-
CBSI3aHHBIM ()parMeHTOM J, B KOTOpoM mpencTaBiieH Q. JlaHHBIH MOAKIIACC HILTIOCTPUPYET CIydaid, B KoTopoM Q
npencrasisier -OV-, rae V apisgercs anudaTudeckuM GpparMeHToM.

(g)(iti)

rie J BiGupaior us -P(O)Me,, -P(O)Ph,, -P(O)(OMe)(Me), -P(O)(OnPr)(Me), -O(O)(OiPr)(Me),
-P(0)(OnBu)(Me), -P(O)(Me)(OCH,CH,0Me), -P(O)(Me)(OCH,CH,OEY), -P(0)(Me)(OCH,CH,OCH,CH,OH),
-P(0)(OMe)(Et), -P(O)(CH,CH,OH),, -P(O)(OEt),, -P(O)(NH,),.

Eme oquu kinacc coelMHEHMH JTaHHOTO N300pETEeHHsI, KOTOPBIN TaKkKe MPEICTaBIIET HHTEPEC, NILTFOCTPHU-
POBaH COEAMHEHUSIMHU, B KOTOPBIX A TpeACTaBIseT -NR;—, Kak nokasato B opmyuie (h)
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JlaHHBIH KJ1acc BKIIOYACT MOJKIIACC, B KOTOPOM (Q OTCYTCTBYET, T.€. B KOTOpOM J cBsi3aH (T.€. KOBAJIEHTHO

CBSI3aH) C IUKJIOTEKCHIIBHBIM IIUKJIOM Y€pe3 aTOM a30Ta, KaK MITFOCTPUPOBAHO HIKE:
h)(i)

MeQ

rne J BwiOupator u3 -P(O)Me,, -P(O)Ph,, -P(O)(OMe)(Me), -P(O)(OnPr)(Me), -P(O)(OiPr)(Me),
-P(O)(OnBu)(Me), -P(O)(Me)(OCH,CH,0OMe), -P(O)(Me)(OCH,CH,OEY), -P(O)(Me)(OCH,CH,OCH,CH,0OH),
P(O)(OMe)(Et), -P(O)(CH,CH,0H),, -P(O)(OEt),, -P(O)(NH,),.

Eme omun nonkiace kiacc (h), nmpencrapisiomumii HHTEpEC, WILUTIOCTPUPOBAH HIDKE TIPOU3BOJHBIMHU paria-
MHIWHA, B KOTOPBIX Q TIpE/ICTaBIeH M BKIIIOYAET B ceOsl amdaTuuecKuii mim rerepoanudarinieckuii pparMeHr,
V, KOTOpBIH MOKET OBITh 3aMEIECHHBIM WM HE3aMEIIEHHBIM, T1e KaX/Iblil N3 U3MEHsIEeMBIX ()parMEeHTOB COOT-
BETCTBYET OIPE/ICIICHHBIM PaHee WM HHaYe MPEACTABICHHBIX IPIMEPOM B JAHHOM JOKYMEHTE:

(h)(ii)

Jq-nH

Wy,

rne JQ- mpencraBmser cobowt J-OCH,CH,NH-, J-CH,CH,NH-, J-OCH,CH,OCH,CH,NH- wm
J-OCH(CH;)CH,NH-.
Eiie o/iMH KIacc COeMHEHMI TAaHHOTO N300PETEeHUsI, KOTOPBIN TAKKe MPEICTABISIET UHTEPEC, UILTFOCTPHU-

poBaH popmynoii (i)
M

J-Q-S

rae J, Q, n u pa3nuuHble Ipynnsl R COOTBETCTBYIOT OmnpeneleHHbIM paHee. J[aHHBIN KilacC OXBaTBIBACT PsII
MPEJCTABIAIOIINX HHTEPEC MOAKIACCOB, BKIIOYAIOMIUX CJIENYIOIIHUE:

U]

B KOTOpO# Q OTCYTCTBYET, T.€. B KOTOPOIi J CBsi3aH (T.€. KOBAJICHTHO CBSI3aH) C IIUKJIOTCKCIIBHBIM IIHKIIOM
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yepe3 aToM cephl. JIaHHBIA MOJAKIIACC BKJIIOYAST COSAMHEHMS, BKIIOUAIOMKE B ceOs Ir000i ¢parmeHT, J, kak

OTIpeIeJIeHO paHee, BKIII0Yast CIEAYIONIIe NITIOCTPATHUBHBIE TPUMEPHI:
{)(3) (npumepbi)

rae J BeiOmparor u3z -P(O)Me,, -P(O)Ph,, -P(O)(OMe)(Me), -P(O)(OnPr)(Me), -P(O)(OiPr)(Me),
-P(O)(OnBu)(Me), -P(O)(Me)(OCH,CH,OMe), -P(O)(Me)(OCH,CH,OEt), -P(O)(Me)(OCH,CH,OCH,CH,OH),
-P(O)(OMe)(Et), -P(O)(CH,CH,0OH),, -P(O)(OEt),, -P(O)(NH,),.

Erte onuu noakiace, NpeACTaBISIONUA HHTEpec, n300paxen Huxe B (1) (ii), KOTOPBIA WILTIOCTPUPYET He-
KOTOpble coeanHeHus ¢ O-cBsi3aHHBIM (parmMeHToM J, B KOTOpOoM TipencranieH Q. JlaHHBIH MOAKIACC WILTFOCT-
pupyer citydaii, B kotopoM Q npexacrasisier -SV-, rae V sBiseTcs almudaTriieckuM GpparMeHTOM.

(i)(ii)

‘I\S/\/S Uy

MeO

rae J Beioupator u3 -P(O)Me,, -P(O)Ph,, -P(O)(OMe)(Me), -P(O)(OnPr)(Me), -P(O)(OiPr)(Me),
-P(O)(OnBu)(Me), -P(O)(Me)(OCH,CH,OMe), -P(O)(Me)(OCH,CH,OEt), -P(O)(Me)(OCH,CH,OCH,CH,OH),
-P(0)(OMe)(Et), -P(O)(CH,CH,OH),, -P(O)(OEt),, -P(O)(NH,),.

JIONONTHUTENbHBIE KITACChl COEIUHEHHS N300pETeHUs, MPEACTAaBISAIONINE OCOOCHHBIH HHTEPEC, OTMEUEHBI
HIDKE:

(j) Coenunenus ¢ur. I, B kotopoir JQA- 3ameniaer C-43 ruApOKCHIBHYIO IPYIILY parnaMHULUHa, C COXpa-
HEHHeM cTepeoxuMuu npu C43 1o OTHOIIEHHUIO K panaMHULIMHy, r1e JQA cOOTBETCTBYET ONpeAEICHHOMY BHIIIE,
IIPU YCIIOBHH, OTMEUEHHOM BHauasie. Takue coelMHeHHsI MOTYT OBITh ITOJIydEHBI U3 panaMHULMHa, KaK HOAPOOHO
PacKpBITO HUXKE.

(k) Coenunenns, kak B kiacce (j), HO ¢ OJHOM WM Oojee CTPYKTYPHBIMH MOJU(UKAIMIMH IO OTHOIIIE-
HUIO K panaMHIHy. Takne MHOTOYHCIICHHBIE MOAN(UKAINY U3BECTHBI B JAHHOH 00JaCTH U Ha HUX CCBUIAIOTCS
re-mMbo0 B JaHHOM JIOKyMEHTE, BKIIo4as 3aMeHy 3amectutenst -OMe npu C7 uiau M3MEHEHHE €ro CTEepeoXH-
MUH; SIMTUMEPHU3AINI0 10 ogHOMY min obonMm u3 C28 u C43; BoccTaHOBICHHE OMHOW WK Ooiee U3 (QyHKIIHO-
HAJIBHBIX TPYIN KETOHA, HAIPHUMEpP, B OAHOM HJIHM 000MX MOJOXeHMAX nukia 24 u 30; mecMeTWINpoBaHUE 110
OTHOMY WJIH OoJiee IOJIOKEHHI; BOCCTAaHOBIICHHE OJHOW MK o0emx ABOWHBIX cBsa3er mexay Cl u C6; n/wm
MPUMEHEHNE MPOJMIBHOTO AaHAJIOra BMECTO MHUIMKOJIATHOM CTPYKTYpbl panaMuriHa. CoeIMHEHUs! JAaHHOTO
I/I306peTeHl/I)I MOryT OBITh TMOJIYYCHBI, UCXOAA U3 COOTBETCTBCHHOI'O aHaJIora parnaMUiiiHa BMECTO CaMOTI'0 paria-
MHUIIMHA.

(1) Coenunenust JaHHOTO M300peTEeHHs, B KOTOpoM J siBisiercst oin4HbIM 0T -PO3H,, ero conmu winu nuan-
kuidocgara (takoro xak -PO;Me,, Hanpumep).

(m) CoenuHeHust U300peTEHNs ¢ MOJIEKYJIIPHOH Maccoit Hke 1700, npexnourutensHo Hmwke 1400 u 6o-
nee npennoutuTensHo Hke 1200 enuHMI Macchl (He cuMTas BKJIaJa HPOTUBOMOHA B CIIy4YasiX, B KOTOPBIX CO-
eMHEHNE HAaXOIUTCS B COJICBOU (opme).

(n) CoenmHeHUS M300pETEHHS, KOTOPHIE XMMHYECKH CBS3aHBI C (PparMEHTOM TONHATIIICHTIIUKONS WIH
JIPYTO#l TPYIION, YBENNYHUBAIOUICH pacTBOPUMOCTh. [IprMepsl BKIFOYAIOT TIMNUHAT (WM APYTrod aMHHOKAap-
OOKCHITATHBIN) CIIOKHBIN dhup win ciaoxubie 3Gupsr ¢ [IDT (cm. Hanpumep, WO 02/24706, comepxkaHue KOTO-
pOro BKJIFOUEHO B JAHHBIH JOKYMEHT B KauecTBE CCBUIKM) MM JIt000it cBobomHbIit -OH ¢dparment pamanora
JIAHHOTO M300peTeHUSI.

(o) CoennHenust u300peTeHus, KOTopble coxpanstoT o Menpuield Mepe 0,01, npennoururensHo 0,1 u 60-
Jiee TIPeOYTUTENBHO 10 MeHbIel Mepe 0,5 akTMBHOCTH pallaMUIIMHa B aHaIn3e Ha nponudepanuto T-KieTok.

-10 -
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(p) Coenunenns GopMyIIsl

¥ ero (papMaleBTHUECKH HPHEMIIeMbIe IPOM3BOHBIC, IIe¢ A MpencTaBiser codoit -O-, -S- wim -NR*- wiu
OTCYTCTBYET (T.e. WIH TIPEICTABIAET COOOH KOBAICHTHYIO CBs3b, coenuusromyio JQ ¢ C-43); Q orcyrcTByer
(T.e. mpencTaBiseT KOBAJCHTHYIO CBS3b) WK (€ciu A mpencTasiseT coboi -O-, -S- wm-NR”) Q moxer mpef-
cTaBIIsITh 060 -V-, -OV-, -SV- mmn -NR?V-, rae V npencrasisier coGoii annparndeckuii, rerepoanudarmde-
CKHIA, apyJIbHBIN WX TeTepoapuiIbHbIA (pparMeHT, Takoi, 9To J cBsi3aH ¢ UKIOTEKCHIIHLHBIM IIUKIOM HETOCPEI-
CTBEHHO, yepe3 A win uepe3 VA, OVA, SVA uu NR?*VA; K npezcrasiser coboi O wiu S;

it f
R5Y7P+ R5Y>P+ wm R5Y7P—]'_

Y RSy RSG

Y B KaIOM ClIydae HE3aBHCHMO MpEACTaBisieT co6oii -O-, -S-, -NR”- M cBsi3b, COSIMHAIONIYIO (par-
menT R ¢ P;

R? u R’ B kaxaom cllyyae HE3aBUCHMO IPEJCTaBISIIOT CO00i anudaruueckuii, rerepoannpaTniecKuid,.
ApUJIBHBIA WM TeTepOoapuiIbHbIN (hparMenT win H; u

R® B kaIoM ciyuae He3aBMCHMO TpeacTasiseT coboii R, -PK(YR®)(YR?), -SO,(YR?) nm -C(O)(YRY);
IPU TOM, 4TO JIF000H U3 pparMeHToB R?, R’ wm R®, cszannbix HEIMOCPEICTBEHHO ¢ P, He npencTaBisiioT coboii
H;

rie 1Ba dparmenta u3 R% R® u/mwmm R® MOryT GbITh XMMHUYECKH CBA3AHBI OJIMH C APYTHM C 00pa30BaHHEM
MKJIa;

B KaX/0M citydae G He3aBuCHMO npejctasiser -O-, -S-, -NR-, (M), Wi XHMHUYECKYIO CBSI3b, COSTHHIIO-
LIYIO Réc P;

B KaXIOM ciaydae M He3aBHCHMO TpEICTaBIsIeT COOOH 3aMEIICHHBIN MM He3aMeIIeHHBI METHICHOBBIH
(parmeHT u mM060# PparMeHT M-M' MOXKeT OBITh HACBHIIIIEHHBIM MITH HEHACHIIIIEHHBIM;

B K&XX/IOM CITy4ae X He3aBUCHMO TMPECTAaBIAET co00i renoe yucio ot 0-6;

rae KaKAbIH M3 BBILEYKa3aHHBIX aU(aTHYeCKUX U rerepoanndaTuueckux (parMeHTOB HE3aBHCHMO SIB-
JSIETCsl IMHEHHBIM WM PAa3BETBJICHHBIM, WM LUKIMYECKUM WM AlMKINYECKUM W 3aMELICHHBIM WM He3aMe-
IIEHHBIM M KaXIbIH M3 apUIbHOTO, FeTePOapPUIBHOIO, AlMIIBHOTO, apOMIIBHOTO MJIM TeTepoapomiibHOro ¢par-
MCHTOB HC3aBHUCUMO SABJIACTCA 3aMCIICHHBIM HJIN HE3aMCIICHHBIM,

npu ycnou, uto J-Q-A He sBisiercs (HO),(P=0)O-, unu (MeO),(P=0)0-, unu (HO),(P=0)-W-O-, uiu
JIECMETHIIBHBIN MJIM BOCCTAHOBIJIEHHBIH aHanor Takoro conepxamero (HO)y(P=0)-W-O- nponsBonHoro pamna-
MHIWHA, TAe W BKIIIOYaeT B ce0st 3aMeNIeHHBIH WM He3aMELeHHBII TeTepOLUKII, BKIIFOUAIOIIUI B ce0st

3

0 OTACTHHOCTH WM KOHJCHCUPOBAHHBIN C MIECTUWICHHBIM apOMaTHYCCKUM IHKIIOM, rie U mpencTaBis-
eT co0oif 3aMelIeHHBIN WiIH He3aMeleHHbIH aMuHo, O, S i SO,; win conp 11000r0 U3 BIIICYKa3aHHBIX CO-
equHennit u, ecmn JQA- npencrasisier co6oit (R*Y)(Me)(P=0)O-, Toraa (R*Y) He mpeacTaBiseT HMMYHOTEH-
HOE€ BEUIECTBO HOCHUTENSI, BEIIECTBO HOCHUTENS JETEKTOpa WM TBEPAYI0 MATPHILy FJIM €r0 COJb (Hampumep, B
BOIUIOLICHMSX, B KOTOPbIX R B Takoil rpymme R’Y umeer 15 i MeHee, MPEeANoYTUTENBHO 10 MM MEeHee U OIl-
TUMAJIbHO 6 WM MEHEe aTOMOB yTIIEpOa).

(q) Coenunennvie GpopmyIibl:

u ero (apMaleBTHIECKH PHUEeMIIEMbIE TPOU3BOIHBIE, Iie A, J, K u npyrue namensemple rpyIiibl COOTBET-
CTBYIOT ONpEAETCHHBIM B (p), HCKIIOYas IaHHBIE COCOWHEHHs, Npu ycioBud, 4to: (a) J-A He sBusgercs
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(HO),(P=0)0- nu (MeO),(P=0)0-, u (b), ecu JA- sBisercs (R*Y)(Me)(P=0)0-, o (R’Y) He npeacrapiser
€000l MMMYHOT€HHOE BEIIECTBO HOCHTEJIS, BEIIECTBO HOCHTENS JETEKTOpa M TBEPAYIO MATPHILy WIH €ro
coJlb (HarpuMep, B BOTUIOIIECHHUSAX, B KOTOPBIX R? B Takoit rpynme R%Y umeer 15 win Meree, MPEAIOYTUTENTEHO
10 mt MeHee 1 ONTUMAIIFHO 6 WIIM MEHEe aTOMOB YTIIeposa) (BMECTO YCIOBUS B ciaydae (p)).

(r) Coennaenue GopmMyJibt

JaA,

U ero apMareBTHUECKH pUeMIIeMble POU3BOIHEIE, Iie J BEIOMpatoT u3

Rﬁﬁ—-]— n‘;ﬂ aﬁ;ﬁp—]_ Ru}:m_ﬁ l " REO_E_]
' /

RS RO RSA%N n*RzN/ ARN

I7ie pa3inyHble U3MEHSIEMbIE TPYIIIBI COOTBETCTBYIOT MHAYE OMpeE/IeNIeHHBIM BhIlIe B (P) U (q), 32 UCKITIO-
YEHHEM TOTO, YTO B KaXI0M ciydae R? u R’ mpencTapisior co6oil He3aBUCHMO BBIOPAHHBIN HU3MIMI anudaT-
YEeCKUI WM apUIIbHBIA (parMeHT, KOTOPBIH MOXKET OBITh 3aMELICHHBIM MJIM HE3aMEIEHHBIM (32 UCKIIIOUYECHHEM
TOro, 4To AoNoIHUTEIbHO -OR’ 1 -NR’R’ MoryT npezcrasnats coboii -OH u -NHR’);

¥ TpH yCII0BHH, uTo eciu J-Q-A siBisercst (RY) (Me) (P=0)0-, torna (R*Y) He npeacraBiser coGoii HM-
MYHOTEHHOE BEI[ECTBO HOCHUTEIS, BEMIECTBO HOCUTENS NETEKTOPa WIIA TBEPAYIO MATPHILy, HIIH €TO COJIb.

(s) Coenunenne GpopMyIbl

JQTA,

1 ero (hapMarieBTHYECKH MpHEeMIIeMble TPON3BOIHBIC, Te J BEIOMPAIOT U3

ST RPN SRPUIN FE
Ré o RereN RoRaN —t

A OTCYTCTBYET I MPEACTABIsAET c060ii -O-, -S- mmm -NR%-;

Q orcyrerByer min (ecin A mpenctasisier co6oii -O-, -S- win -NR?-), MOXeT NpeacTaBisTh coGoi -V-,
-OV-, -SV- umn -NR?V-, rae V - anudarudeckuii, retepoanndaTHueckuii, apuiibHblii HIH reTepoapuIbHBbIiL
(parMenT, Takoii, 4To J CBsI3aH C IMKJIOT€KCHUIIBHBIM LIMKJIOM HENOCPENCTBEHHO, uepe3 A uin yepe3 VA, OVA,
SVA mwm NR*VA;

K nmpencrasisier coboit O uin S;

Y B KaXJIOM CiIyuae HE3aBHCHMO NPEICTaBiseT cofoif -O-, -S-, -NR*- WM XMMHYECKYIO CBS3b, CBSA3bI-
Baroryio dparment R’ ¢ P; R* 1 R’ B KaI0M cllydae He3aBHCHMO TPE/ICTABIAIOT CO60i anmnbaTHeckuii, rere-
poanudaTHUeCKnil, apUIBHBIA WIH reTepoapiibHblii pparment i H; u R® B kaxoM ciydae He3aBHCHMO
npescrapiser codoit R’, -PK(YR’) (YR?), -SO,(YR’) mu -C(O)(YR?); ripu oM, uto 111060it n3 dpparmenToB R,
R’ win R6, CBSI3aHHBIX HETIOCPEJCTBEHHO ¢ P, He mpencraBmsitoT coboit H;

rae aBa pparmenta u3 R%, R® w/mmi R® MOryT GbITh XMMHUECKH CBSA3aHBI OJIMH C APYTHM C 00pa30BaHHEM
UK,

B KaxoM ciaydae G He3aBUCHMO mpeacTasiseT -O-, -S-, -NRZ-, (M) UM XMMHYECKYIO CBSI3b, CBS3BIBAIO-
1139 0) R® ¢ P; B kaxa0oM ciyvae M HE3aBHCHUMO MPECTABISACT cO00M 3aMEIICHHBIN MITH He3aMEICHHBIN MeTHIIe-
HOBBIU (pparMeHT u J11000# pparmMeHT M-M' MOKET OBITh HACBIIIEHHBIM WJIM HEHACBIIIEHHBIM; B KQKIOM CIIydae
X HE3aBHCUMO IIPEJCTaBIIsIeT co00i 1enoe uucio ot 0-6;

IJle KaXIblii U3 BBIIIEYKa3aHHBIX aMn(paTHUECKUX M reTepoainpaTuieckux (GpparMeHTOB HE3aBUCHMO SIB-
JSIeTCsl IMHEHHBIM WM PAa3BETBICHHBIM, WM HUKIMYECKUM WM AlMKINYECKUM W 3aMELICHHBIM WM He3aMme-
IIEHHBIM M KaXIBIH M3 apHIbHOTO, TETEPOAPHIBHOIO, allMJIBHOTO, apOMIBHOTO HMJIHM TeTepOapOMIbHOrO (par-
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MEHTOB HE3aBHCHUMO SIBJISICTCS 3aMEIICHHBIM WJIH He3aMEICHHBIM;

B KOTOPOM B Ka)XXJIOM CIIy4ae R*u R’ MPEACTaBISAIOT COO0M HE3aBUCUMO BHIOpaHHBINA HU3IINH anudaruye-
CKUH WM apWIBHBIA (pparMeHT, KOTOPHIA MOXKET OBITh 3aMEIIEHHBIM WM HE3aMEHICHHBIM, 32 HUCKIIOUYCHHEM
TOTO, YTO JOIOJHHUTEIHHO -OR’® u -NR°R® MOTYT MIPEACTABIATH coboif -OH u -NHRS; IIPU YCJIOBUM, YTO €CIH J-
Q-A sBisercs (R*Y)(Me)(P=0)0-, Torma (R*Y) comepskut 15 wim MeHee YriiepoHbIX aTOMOB.

(t) Coenunenus tumnoB (p)-(s), B KOTOPBIX B KKIOM ClIydac R’ u R’ MPEJCTABISIOT CO00I HE3aBHCHUMO
BeIOpanHyt0 C1-C6 aJIKWIIbHYIO TpyIIy, HeoOs3aTelnbHO CoJepiKalllylo oAuH Win Oonee rainoreHos, -OH, an-
KOKCHIJI-, aIKIJIOKCHATKIIIOKCH-, TAIOTEHAJIKWII-, THAPOKCHATKOKCHUII-, alliJI-, AI[FJIOKCH-, TeTePOIIUKITHICCKHN,
apWIbHBIN WIK reTepoapuibHbIA 3aMECTUTENH, 332 UCKIIIOYEHUEM TOTO, YTO JIOTOJIHUTEIBHO -OR’ u -NR’R’ mo-
ryT npencTaBiath coboii -OH u -NHR’.

(u) Coenunenns Tnma (t), B KOTOPBIX B KaxoM ciydae R? u R’ He3aBHCHMO BBIOUPAIOT M3 METHIIA, STHIA,
H-TIPOITMIIA, -TIPOIIIIA, H-OyTia, 2-0yTuia, TpeT-0yTiia, (peHnna Wi reTepoapuia, KakIpli U3 KOTOPHIX He-
00513aTeNTbHO COAEPIKUT OAWH WM Oonee rasoreHoB, -OH, alKoKCHII-, aTKOKCHATKOKCHII-, TaJOT €HAIKHII-, THA-
POKCHAIKOKCHII-, aIlFI-, AlIIOKCH-, TeTEPOIIUKINIECKUNA, apUIbHBIN WIN TeTepOapriIbHbIA 3aMECTUTEIH, H J10-
nonanTensHo -OR’ 1 -NR?R® MoryT npencrasmsats coboii -OH n -NHR’.

(v) Coenuuenust Turios (p)-(u), B kotopsix dparmentst R? u R’y J npeacraisior coGoii anudariyeckue
TPYIIIBL, COJIepXKallne 10 8 aTOMOB YIiiepo/ia, KOTOpbIe MOTYT OBITh HE0Os3aTEIbHO 3aMEIEHHBIMU, HAIPUMeEp,
KaK WJUTFOCTPUPOBAHO CIEAYIOMIMMU Tpynnamu J:

wasily sl s ST e
o M./ ”l

R 9
Me‘ P>< Y0P>< Pl //M;—% of F>< oJ,o MTg><
? f U 7 Ho

P~ X T

HO -0 98 o
—F@'—I— o—?__]__ /\’O EXHO
O <\/° ,o—/— ° r° HO
-0

Me'-ﬂ Mej:r /"R M(sj?
f”l:>( HaN/P>< Phrng>< J"£>(

L 9 9 9
H;F:NP>< _.'.'}Nf>( Phj:gNN \O/\’;ﬁN{{\“ UH @NH

P

R
X X

(w) Coegunenus tunos (p), (s), (t), (u) mwmu (v), B koTopsix QA mpencrasiser coboit -O-, -OVO-, -NH-,
-OVNH-, -S- unu -SVS-, rae V npexacrasiser co0oit Hu3mmid anpaTHIecKuii GparMeHr.

(x) CoenuHeHUs BceX M3 BBIMICYKAa3aHHBIX THIIOB, B KOTOPHIX JQA- miu JA- BKIIro4aeT B cebs (R%Y) (Me)
(P=0)0-, B kotopom (R*Y) comepxurt 15 umu MeHee, npeamouTnTenbHO 10 Hin MeHee 1 0oj1ee MpeImouTHTe b-
HO 8 WK MEeHee yIiIepoIHbIX aTOMOB.

(y) CoenuHeHus, BKIIOYAIOIIME B ce0s NMPOU3BOJHOE panaMHUIMHa WM 43-3nupanaMuiiiHa, B KOTOPBIX
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THIPOKCHIIBHAS TPYIIa B TIOJ0XKEeHNH 43 3aMerieHa rpynmoit JQA-, B KOTopoit

A npezcraBisier co6oit -O-, -S- mm -NR*- mwm orcyrerByer; Q OTCYTCTByeT MM (CTH A MPEACTABIISET
coboii -O-, -S- mwin -NR,-) Q MoxkeT mpeacraBiars coboit -V-, -OV-, -SV- win —NRZV—, rae V mpeacraBiseT
coboii annpaTHUSCKHid, reTepoanuhaTndecKuii, apUIIbHBIA WK T€TEPOAPHILHBINA (PparMeHT, TaKkoi, 4To J CBS-
3aH C LHKJIOTEKCHIIBHBIM LIMKIOM HEMOCPEACTBEHHO, uepes A mim depes VA, OVA, SVA wm NR*VA; K npex-
crasiiger coboit O win S;

K K
RSYJL}_ RSY\P__}__ - R5Y~;I:l_]_
V= sy rsy” Roa’

Y B KaX/IOM ciy4ae HE3aBHCHUMO MpeicTaBisieT cobor -O-, -S-, -NR?- w CBsi3b, CBsi3pIBalOIYIO (hpar-
menT R ¢ P;

R? u R’ B kaxmom cllyyae HE3aBUCHMO MPEACTABISIIOT cO00# anmdarnyeckuii, rerepoanudaruyeckuii,
ApWJIbHBIN WM reTepoapuiibHblil Gpparment mwin H; u R® B kaxzOM cilyvae He3aBHCHMO IMPEIICTABIIAET OO0 R’,
-PK(YR®) (YR®), -SO,(YR®) umu -C(O)(YR?); mpu Tom, uto 060t 3 dparmentos R% R® mmm R®, cBszanHbIx
HEmocpeCTBeHHO ¢ P, He mpescTasmsier codoit H; rae n8a ¢parmenta u3 R?, R’ n/umu R® MoryT 6bITh XMMUUe-
CKH CBSI3aHBI OJINH C IpYTUM ¢ 00pa3oBaHUEM LIUKIIA;

B KaX/0M cityuae G He3aBuCHMO npejctasiser -O-, -S-, -NR-, (M), Wi XHMHYECKYIO CBSI3b, COSTHHIIO-
ryio R® ¢ P;

B KaXJIOM ciaydae M He3aBHCHMO TpEICTaBIsIeT COOOH 3aMEIICHHBIN MIH He3aMeIISHHBI METHICHOBBIH
(parmeHT u mM0060# PparMeHT M-M' MOXKeT OBITh HACBHIIIIEHHBIM MITH HEHACHIIIIEHHBIM;

B K&XX/IOM CIIy4ae X He3aBUCHMO TMIPEICTABIAET co00i renoe yucio ot 0-6;

re KaKAbIH M3 BBILIEYKa3aHHBIX aU(aTHYeCKUX U rerepoanndaTuueckux (parMeHTOB HE3aBHCHMO SB-
JSIETCs IMHEHHBIM WM PAa3BETBJICHHBIM, WM LUKIMYECKUM WM AlMKINYECKHM U 3aMELICHHBIM WM He3aMe-
MIEHHBIM M KaXIbIH M3 apUIbHOTO, FeTePOaPUIBHOIO, allMIIBHOTO, apOMIIBHOTO MJIM T'eTepoapomibHOro Qpar-
MCHTOB HC3aBHUCUMO SABJIACTCA 3aMCIICHHBIM HJIN HE3aMCIICHHBIM,

C OIHUM WM 0oJIee CIAEAYIOIIUX JOTOITHUTENBHBIX PHU3HAKOB:

(1) smuMepwrzanys B NOJNOKEHUH 28 WM 3aMelIeHUE THAPOKCHIBHOM IPYIIIBI B TIOJIOKEHUH 28 (B JII000M
3 JIByX CTEPEOXMMHYECKOM opuenTamun) rajoresoM, -OR” mwm -OC(=0)AR?;

(2) 3amenieHne KeTOHA B MOJI0KEHUN 24 3aMEIEHHBIM HJIM He3aMEIEHHBIM OKCUMOM WJIM THAPOKCHIIBHOM
IPYIIOH MM ee mpon3BoxHbIM popmyisl -OR? min -OC(=0)AR?;

(3) 3amemneHrEe KETOHA B TOJIOKEHUH 24 3aMeIIeHHBIM MIIH He3aMEIIeHHBIM OKCHMOM HJIH THIPOKCHIBHOM
IPYIIOH MM ee mpon3BoxHbIM popmyisl -OR? win -OC(=0)AR?;

(4) sumepuzanus -OMe B nostoxeHnd 7 u/wian 3amenneHne -OMe ¢dparmenToM, BeIOpanHbIM 13 H, rao-
rera, -R*, -OR*, -SR*, -OC(O)R*, -OC(O)NR"R®, -NR"*R®, -NR®C(O)R”, -NR®C(O)OR", -NRBSO,R" mm
-NRBSO,NR*RE; rze R* MIPEACTaBISAET COOOM R?urae RE npeacrasiuseT coboit OH nnm Rz; u

(5) anumuHupoBanue -OMe B 1oJ0keHHH 7 ¢ oJTyueHneM (parMeHTa TeTpacHa:

(z) Coenunenus tuna (y), B KOTOPBIX B KaXXIIOM Clly4ae R’ u R’ NPECTABISIIOT CO00M HE3aBHCUMO BBI-
opannyio C1-C6 alKuIbHYIO TPYIITy, HEOOS3aTeIbHO COJACPIKAIIYI0 OJUH MU Ooiiee ranoreHos, -OH, ankok-
CUJI-, AIKHJIOKCHAIKHIIOKCH-, TaJOT€HAIKHII-, THAPOKCHAIKOKCHII-, TeTePOIUKINICCKUN, apUIbHBIA WIN TeTe-
pOapUIIbHBIA 3aMECTUTENH, 32 MCKIIIOUEHUEM TOTO, YTO JOMOJHUTEIBHO -OR’ u -NR’R’ MOTYT IPEACTABIATH
coboit -OH n -NHR’. Hanpumep, B HEKOTOPBIX CIIydasx, B KoM ciydae R u R’ He3aBHCHMO BBIGUPAIOT U3
MeTHJIa, STHIIA, H-IIPOTHJIa, -IIpomia, H-OyTmia, 2-0yTiia, TpeT-0yTria, (JeHuIa WK TeTepoapuiia, KaxKIbi u3
KOTOPBIX HEOOS3aTeIbHO COACPXKUT OAWH FIIU OoJiee MPHUBEICHHBIX BBIIIE THIIOB 3aMECTHUTEICH WIH APYTHX
3aMeCTHTENEH, KaK PaCKPBITO B TaHHOM JIOKYMEHTE.

(aa) Coemmuenus Tunos (y) win (z), B KOTopeix QA mpezacrasiser coboit -O-, -OVO-, -NH-, -OVNH-, -S-
i -SVS-, rae V npeacraBiiseT co00i Hu3Mmi annpaTHIeCKui hparMeHr.

(ab) Coenunenus Tumos (y) wiu (z), coaepkaiue GparMeHT J, Kak OIMCaHO B CBSI3U C COCAUHCHHUSIMU TH-
na (v).

OmMH KJIacC COCTUHECHUM, KOTOPBIC HE BXOAAT B JAHHOC M300pETCHHUE, TPEICTABIISICT KOHBIOIaThl paraMu-
[IUHA WIH €r0 MPOU3BOIHBIC, BKIIFOUYAIOIINE B CeOsI 3aMECTHTEIb y KUCIOPO/a B TIOJIOKEHUH 43, KOTOPBIA BKIIIO-
qaet B cebs -P(O)(Me)(Z), rie Z npencrapiser co00i IMMYHOTEHHOE BEIIECTBO HOCUTEJIS, BEIIECTBO HOCHTEIIS
JICTEKTOpa TN TBEPIYIO MATPUILy HJIH €r0 COJb, CBsA3aHHYI ¢ P uepe3 kapOonmi, -NH-, -S-, -O- win HekoTo-
pBIe anugaTHYecKie TPYMIE, Takue Kak packpeiTeie B 3asBke CLIA 2001/0010920 Al. JlaHHBII TOKyMEHT pac-
KpPBIBaeT KOHBIOTATHI pallaMHUIMHA C TAKAMH HOCHUTEJSIMH WM MAaTPHUIIaMU JUIS IPIMEHEHHS B TCHEPALuH U Je-
TEKIUN aHTHUTEN, IS U3MEPEHUS YPOBHEH parnaMHUIIMHA U JJIS BBIACICHUS OEIKOB, CBSI3BIBAIOIINX PAITAMHUIIIH.
Kak packpriTo B JaHHOM JOKYMEHTE, MMMYHOT€HHOE BEIECTBO HOCHTENS MOXKET OBITH BBHIOPAHO W3 JIFOOOTO
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00IIen3BeCTHOTO IMMYHOTEHHOTO BEIIECTBA HOCUTEIS W OOBIYHO TPEACTABISIET cOO0M OEIOK FITH MOJIHUITCTITHT
U B HEKOTOPBIX CIyYasx MOXET MPEACTABIATh JOCTATOYHO KPYIHBIM U HIMMYHOTEHHBIN yTIIE€BO/, MOJIHCAXapHUI,
JIUIMOTIOINCAXaPH]] WM HYKJICHHOBYIO KHCIIOTY; MMMYHOT€HHBIEC O€JIKH ¥ TOJIHIIENTHIB HMEIOT MOJIEKYIISIPHBIC
Mmaccel Mexay 5000 u 10000000, npeamouturensHo Oomee 15000 u Gomee obwsraaO Oomee 40000; mpumeps
BKJIFOHYAIOT aﬂb6yMl/lHLI, FJ'IO6yJ'll/IHI)I, (l)epMeHTI)I, T€MOLMAaHWHBI, TJIYTCJIMHBI WU 6eJ'IKI/l, HUMCIOIIKUE CYIIECTBECH-
HbIC He6eﬂKOBbIe COCTaBHbIC KOMIIOHCHTBI, HAIIPUMEDP, INTMKOMIPOTEUHBI; BEHICCTBO HOCUTEIIA JETCKTOPA MOXKET
MPEJCTaBIATh co00M (hepMEHT, TaKOW Kak MEepOKCHaa3a XpeHa, Ienounas ¢ocdarasa, gromnudepasa, diayopec-
LEHTHBIH (parMeHT, TakoW Kak (UIyOpeclEerH, TEeXacCKUH KpacHBId WIM pOJAMUH, XEMHIIOMHUHECHEHTHBIH
(parMeHT M T.II.; BEIIECTBO TBEPAOH MaTpHUIbI MOKET IPEJICTAaBIATh COOON mapuku cMoibl, uaHmer ELISA,
CTEKJISIHHBIE IIAPUKH, OOBIYHO HCIIOIb3YEMbIE B PaJIMOMMMYHHOM aHaJIHM3€, IUNIACTUKOBBIE NIAPUKH WM BEIECT-
BO TBEPIO MATPHIIBI, 0OBIYHO MIPUMEHIEMOE B aHATN3E C U3MEPEHNUEM YPOBHEH.

Hexotoprie npyrue acnekTsl H300peTeHHs BKIFOYAI0T

KOMIIO3HIINIO, BKIIFOYAIONIYIO B ce0s COeAMHEHNE AAaHHOTO M300peTeHs, BKI0Yas 000N M3 pa3IHIHBIX
TUTIOB COEAWHEHHH, YKa3aHHBIX BBIIIE, BMECTE C (hapMaIleBTUIECKH IPUEMIIEMO Cpeloi M HeoOsI3aTeIbHO CO-
JIepXKanlyo OOUH WiN Ooee (papManeBTHUECKN MPHEMIIEMBIX 3KCIMIHUEHTOB. KOMITO3UINS MOXET MpeacTaB-
JIATb KOMIIO3UIUIO, MPUT'OJAHYIO IJIA MIEPOPATIbHOTO WJIK MapCHTECPAaJIbHOI0 BBEACHU MMAlUCHTY, HAIIPUMEP, MJIC-
KomMTaroumeMy, BKIIOYas YCJIOBEKaA. KOMHO3I/ILII/II/I MOryT 6bITl) IMOJIYUCHBI C HCIIOJIB30BAHUEM O61HerI/lHSITI)IX
BCHICCTB, TAKUM O6p330M, '-ITO6]:.I OHH OBLIH MPUTOAHBIMU [JIs1 BBEACHUA J'IIO6])IM u3 nyTeﬁ BBCJICHUSA, OTMCUYCH-
HBIX B IaHHOM JIOKYMEHTE.

[Tpumenenne coenMHEHNH JAHHOTO M300PETEHUS JUIS MOTYyYEHHsT KOMITO3HIMH, TIOJIE3HBIX ISl Pa3JINYHBIX
MEIUIMHCKHUX U IPYTUX IPHUMEHEHUH, OTMEYEHHBIX B JAHHOM JIOKYMEHTE.

Crioco6 mogaBIeHnss IMMYHHOTO OTBETa Y TAIIMEHTA ITyTeM BBEICHIHS MTAMECHTY UMMYHOIIOICTIPECCHBHO-
TO KOJM4YeCTBa (T.€ Kypca HMMYHOJACTIPECCUBHOTO JICUCHHS, BKIIFOYAIOIIETO IEPHOJIMYECKOE BBEICHIE HMMYHO-
JIETIPECCUBHOM JT03bI) OJHOW W3 BHIICYKAa3aHHBIX KOMIIO3UIINHA, HAIPUMeEp, B Ka4eCTBE CIOCO0a JICUCHUS HIIH
TIOJIaBJICHUS OTTOPKEHUS TPAHCIUIAHTUPOBAHHBIX TKAaHEH y PEUITHCHTA.

Crioco6 neuenust 00JIe3HN TPAHCIUIAHTAT MPOTHUB XO35IMHA, BOTYAHKH, PEBMAaTOMTHOTO apTPUTA, CaXapHOTO
nuabeTa, 31I0Ka4eCTBEHHON MHACTEHHH, PAacCESHHOTO CKIlepo3a, Iicoprasa, AepMaTnuTa, 3K3eMbl, ceboppen, Boc-
NaJIUTCIIBHOI'O 3a6oneBaH1/1;1 KUIOCYHUKA, BOCAJICHUSA JICTKUX, TJIa3HOI'0 YBEUTA, T-knerouHo# JIeHKeMUHU B3pOC-
JBIX/TUM(POMBI; TPUOKOBBIX WH(EKLHIT; TUIepnpoinpepaTiBHOIO PECTEHO3a; aTepOCKIepo3a COCYAOB, BbI3bI-
BaeMOro TPaHCIUIAHTATOM; 3a00JI€BaHKs COCY/IOB T'OJIOBHOI'O MO3ra, 3a00JIeBaHNsI KOPOHAPHBIX apTepuii, epeo-
POBacKyJISIpHOTO 3a00JIeBaHUs, apTEPHOCKIIEPO3a, aTepoCKiepo3a, HeaTepoMaTO3HOTO apTEepUOCKIepo3a WIN
TIOBPEXIICHNSI COCYIUCTOW CTEHKH B Pe3yJbTaTe KIETOYHBIX COOBITHH, MTPUBOIAIINX K HMMYHHOOIIOCPEIOBaH-
HOMY COCYIUCTOMY MOBPEXICHHIO; YAapa WIN MyJIbTUHH(PAPKTHOTO cIaboyMusl y MAIMeHTa, Hy KJAI0IIerocs B
TaKOM JICYCHHH, ITyTEM BBEJCHUS TAKOMY MAlMCHTY TEPANeBTHUYCCKH YPPEKTHBHOTO KOINIECTBA KOMIIOZUITUH,
COJIEpKAIIEH COeTUHEHHUE 110 H300PETCHUIO.

Crioco6 euenns 3abosieBaHUs KOPOHAPHBIX apTepHii, epeOpoBacKyIIpHOTO 3a00IeBaHus, apTEPUOCKIIe-
po3a, aTepocKiepo3a, HEaTePOMATO3HOTO apPTEPHOCKIEPO3a, MOBPEKICHNS COCYIUCTONH CTEHKH B PE3yNbTaTe
KJIETOYHBIX COOBITHH, MPHUBOAALINX K HMMYHHOOIIOCPEIOBAaHHOMY COCYIHCTOMY IMOBPEXACHHUIO; yAapa WIN
MYJIbTHHH(pAPKTHOTO cllaboyMus y TALUEHTa, HYXK/IAIOIIErocsi B TAKOM JICYEHHUH, TJIe CIIOCO0 BKIIOYAET BBEJIE-
HUEC MAlIUCHTY KOMIIO3ULINH, couep)KaLuei/'I COCJUHCHHUEC I10 1/1306peTeH1/110 OJHO UJIK B KOM6I/IH8.IJ,I/II/I C JICUCHUEM
OJHUM HIIN 6onee JAPYTUMU TEPANICBTUYCCKUMU CPEACTBAMU, KOTOPBIC YKa3aHbl 3/1€Ch 1O TEKCTY, BKIIIO4Yasa Cpe-
v ipounx MHruouTop ACE (TakuM Kak XMHANpWII, HEPUHAOIPII, PAMHUIIPWII, KAITONPHJI, TPaHIOJIANPII, $o-
3MHOIIPWII, JTU3WHONPWII, MOAKCHIIPWII U SHAJAIIPWII); aHTarOHUCTOM pernenrtopa anruoreHsuHa Il (takoro kax
KaHzecapTad, upOecapTaH, JlocapTaH, BaJICApTaH U TEIMHCApTaH), IPOU3BOIHBIM (UOPOBOI KHCIOTHI (TaKUM
Kak kiaohuopar u rempudpos3mn); naruouropom HMG Ko-A pemykrassl (TakuM Kak LepUBacTaThH, (IyBacTa-
THH, aTOPBACTATHH, JIOBACTATHH, IIPABACTaTHH MM CUMBACTaTHH); OeTa-agpeHepruIeckuii OIokaTop (Takoi Kak
COTAJION, TUMOJIOJ, SCMOJIOJ, KapTEOoJIO, MPOIPAHOION, OETAaKCOIO0N, TEHOYTOION, HAJOJOI, ane0yTooMd, aTe-
HOJIOJI, METOIPOJION M OMCOMPOJION); OJOKATOP KAIbIMEBBIX KaHAIOB (TaKOW Kak HU(EIWIHH, BeparmaMul, HH-
KapIWIUH, IUITHAa3eM, HUMOAWIIMH, aMJIOAWIHNH, (DEeTOAMIINH, HUCOJIAUNNH U OCTPHINI); aHTHOKCHIAHTOM;
AQHTHKOATYJITHTOM (TaKMM Kak Bap(apuH, JanTelmapyH, TeapyuH, YSHOKCATIApUH U TaHAIAPOW); WIH CPEICTBOM,
MMPUMECHACMbBIM B FOpMOH-3aMeCTHTeJ’IbHOﬁ TE€parunu, COACPIKAIIUM ICTPOTrCHBI (TaKI/le KaK KOHBIOTUPOBAHHBLIC
3CTPOreHbl, STUHWIACTPaIoI, 17-0eTa-3cTpauo, S3CTpaauoil U SCTponunar). JJonosHUTeTbHOE CPEICTBO T
CpE/CTBa, B JJaHHOM U APYTHX CIIydasx B JaHHOM JOKyMEHTE, MOTYT OBITh IPEIOCTaBIICHBI Mepel I I10Cie
WJIY TIApAJIJIETIBHO C BBEJCHUEM COSIMHEHHS JaHHOTO N300peTeHHs.

Crioco0 jeyeHust paka y HalueHTa, Hy>KAaloIIerocs B TaKOM JICYEHHH, KOTOPBIH BKJIFOUAaeT B ceOsl BBEe-
HHUE TAIUEeHTY dQPEKTHBHOTO VIS JICUCHUS KOJIMYECTBA KOMIIO3UINH, COACpKaIlel COeINHEHe JaHHOTO H30-
Opetenus. PaznmuHpie BUABI paKOBBIX 3a00JI€BaHUM, KOTOPBIE MOXKHO JICYUTHh TAKHM 00pa30oM, OTMEUEHHI B pa3-
HBIX MECTaX JaHHOTO MOKyMeHTa. J[aHHOe JieueHHe MOXKET OBITh MPEJOCTaBICHO B COYCTAHUH C OJHOM Min 00-
Jiee IPYTHMH TEParusIMH paka, TAKOW KaK B COUYETAHWU C BBEJCHHEM IAIIMCHTY OJHOTO MM 0ojiee U3 MPOTHUBO-
PaKOBBIX AJIKWJIMPYIOIIMX WIIM UHTEPKAIMPYIOIUX CPEICTB; aHTHICTPOTreHa; HHrHOUTOpa KUHA3bl (HArpuMmep,
Src, BRC/Abi, kdr, aBpopa-2, kuna3bi-3-rimkorencunTassl ("GSK-3")); aHTUTe A MM TOPMOHA, BOBJICYCHHBIX B
pak (manpumep, EGFR, PDGFR, IFG-R u IL-2); unu pacTBOpuMOro penenTopa uid JApyroro aHTaroHUcTa pe-
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LEeNnTopa K TaKOMy pelenTopy; MHruouTopa nporeacombl win apyroro NF-kB uHruOutopa mnu paguaiuu.
[Ipumepsl TakUx TepaneBTHYECKUX CPEJCTB OTMEUEHBI B PA3IMYHBIX MECTaX JaHHOTO JOKYMEHTa U BKIIIOYAIOT,
CpeIy MPOYHX, SWIONPHUM, aTeMTy3Mal, alTpeTaMruH, aMA(OCTHH, HACTPO30J1, AHTUTENA IPOTHB CIEIU(PUIHOTO
K mpoctate MemOpanHoro aHturena (takux kak MLN-591, MLN591RL u MLN2704), TpuOKCH] MBIIIbKA,
ABactuH® (wmu apyroe antu-VEGF antureno), 6ekcaporeH, 0ieoMuIuH, Oycyiabdan, kanenutaduH, kapoor-
natuH, obnatka ['nanenb, HelIeKOKCHO, XII0paMOYITHI, IUCIUIATHH, Tejlb HUCIUIAaTHHA-3MHHEPPUHA, KIaIpHOuH,
JIMIIOCOMANIBHBIM LIMTapaOKH, JIMIOCOMAIBHBIN NayHOPYOULIMH, NayHOPYOHINH, NayHOMHIUH, IEKCPa3OKCaH,
JIOLIeTaKCel, IOKCOPYOHIIMH, pacTBop DiumnoTa B, smmpyOunmH, sctpamyctus, ¢ocdar sTono3nuaa, 3Tonosux,
aKk3emecraH, ¢urynapabun, 5-OY, QynBecTpaHT, reMuuTabuH, reMTy3yMa0-030TaMHIMH, alleTaT I'OCepesIfHa,
THIPOKCHMOYEBHHA, HIapYOHIIMH, HIAMUIMH, HPochaMun, UMaTHHUO ME3WIaT, MPUHOTEKaH (WX Jpyrou WH-
THOUTOP TOMOM30Mepasbl, BKIIOYas aHTUTeNa, Takue kKak MLN576 (XR11576)), netpo3odn, IeiiKOBOpHH, JIEHKO-
BOPWH JIEBAMHU30JI, JIMIIOCOMAIBHBIN HayHOpyOunwmH, mendanaH, L-PAM, mecHa, METOTpeKkcar, METOKCAaJCH,
mutomMunuH C, mutokcanTpor, MLN518 wm MLN60S (wim npyrue MHrHOUTOpH! GUT-3 pernentopa THPO3IUH-
kuHa3bel, PDFG-R wmm c-Habop), UTOKCaHTpOH, makiuTtakcen, [leragemasa, meHTOCTaTHH, MOppuMep HATpHS,
Purykcumab (RITUXAN®), Tanek, TaMOKCHU(EH, TEMO30JIaMiA, TeHUIO3ua, VM-26, ToroTekaH, TopeMudes,
Tpacryzymab (I'epuentu® wnu npyroe antu-Her2 anrtureno), 2C4 (wm Apyroe aHTHTENO, KOTOPOE BIIUSIET Ha
onocpenoBannusie HER-2 curnaner), tperunonH, ATRA, BanpyOULyH, BHHOPENOWH MM MTaMHIPOHAT, 30JI€APO-
HAT WK ele oJuH oucdocdonar.

CTeHT, 3JIOUPYIONINHA JIEKapCTBO, BKIIIOYAIOMINI B ce0sl COCYAMCTHIH CTEHT, COJCpIKaIlMi COEANHEHHUE
JTAHHOTO M300peTeHus], IUCIEePripOBaHHOE B MAaTPUIIE MIIM PACIOIOKEHHOE B KaHAJIaX, pe3epByapax WiIH Apy-
IMX KaMepax Ha yKa3aHHOM CTEHTE WM B HeM. Pa3in4HbIe THIIBI CTEHTOB, CPEJICTBA M BELIECTBA /IS 3arpy3Ku
TaKUX CTEHTOB JIEKAPCTBOM OTMEYEHBI B PA3JIMYHBIX MECTAX JAHHOTO JOKYMEHTA U B IIUTHPYEMbIX B HEM CChLI-
Kax. PaznuuHble MaTpHIlbl, HOIUMEPHI U APYTHE BEIIECTBA TAKXKE YKa3aHbl B JAHHOM JOKYMEHTE WIIU [[UTUPYe-
MBIX CCBUIKaX. MIUTIOCTpaTHBHBIE CTEHTHI BKIIOYAIOT ciiemytomue creHTh: Angiomed (Bard), Cardiocoil (In-
Stent Medtronic), CORINTHIAN (BSC), Radius (Scimed), Wallstent (Schneider), Act-one (ACT), Angiostent
(angioynamics), be-Stent (In-Stent Medtronic), BiodivYsio (Biocompatibles), Cordis, Cross-flex (Cordis),
Crown (JJIS), Freedom (Global therapeutics), Gianturco-Roubin II (Cook), Jo-med, Jostent flex (Jomed), Mi-
crostent GFX (AVE), Multilink (Guidant-ACS), NIR (Medinol), NIR Royal (Medinol), NIRflex (Medinol),
NIRSIDE flex (Medinol), Palmaz-Scatz (JJIS), STS (De Scheerder), Tensum (Biotronic), Wiktor-GX (Med-
tronic), Wiktor-I (Medtronic), X-Trode (Bard), Y-Flex (Devon), Tsunami (Terumo), Bx Velocity (J&J), SLK-
View (Advanced Stent Technologies, Inc.) and the Duraflex (Avantec) stent.

CTeHT MOXET NPEJCTAaBIATh OJWH W3 IPUBEICHHBIX BBIIIE MJIM MOXET SIBIATHCS €IIe OJHUM IPUMEPOM
JTH000r0 M3 THIIOB CTEHTOB, OTMEUYCHHBIX B JAHHOM JOKYMEHTE M IUTHPYEMBIX CChUTKAX W MOXET COJAEPKATh
JpyTHe BellecTBa (HApuMep, MOJHUMEpPbI, KOTOPBIE MOTYT ObITh JETPaJUPyEeMbIMH WM MOABEPKEHHBIMU 3PO-
3WU WK HET), KaK OTMEYEHO TJIe-IM00 B JAHHOM JJOKyMEHTE.

Komrmo3uiun, copepxaiiue coeMHeHHe JaHHOTO N300peTeHusl U pa30aBuTeNb, IPUTOIHBIN sl HaHece-
HUSI COE/IMHEHUsSI HA CTEHT.

JlaHHOe M300peTeHne MpeJoCTaBiIsIeT CEMEHCTBO HOBBIX PAlajlioroB, MHOTHE HIUIIOCTPATUBHBIC THIbI U
KOHKPETHBIE IIPUMEPBI KOTOPBIX PACKPBITHI B JaHHOM JOKyMEHTE. Takue COeIMHEHUs, aHaJIOrM palaMHILMHA,
MOJM(UIIMPOBAaHHBIE IO OTHOUIEHHIO K PalaMHUIMHY IO MOJIOKEHUIO 43, MOTYT Takke ObITh IOMOJHUTEIHHO
JICpUBaTH3UPOBAHBI OTHOCUTEIBHO pallaMUIIMHA, HAPUMeEp, Mo oaHomy win 6omnee uz C7, C28, C13, C24 u C30
U B J1I000M JIpPYroM IOJIOKEHUH, TOCPEICTBOM aIalTallii XUMUYECKUX MPEBPaIleHUH, TaKue KaK PACKPHITHIE B
CIIA 6258823, WO 96/41865, WO 98/02441, WO 99/36553 u WO 01/14387 u B pyrux NaTeHTHBIX TOKyMEH-
TaX W HAyYHBIX CCBHUIKAX, IUTHPYEMBIX B YKa3aHHBIX JJOKYMEHTAaX WJIM BKIFOYCHHBIX B JaHHBIA JOKyMeHT. Co-
€/IMHEHUSI, TIPE/ICTABIISIONINE UHTEPEC, BKIKYAOT CPEIU APYTHX, TAKAE COCAUHCHUS, KOTOPBIE CBA3BIBAIOTCS C
FKBP12 genoBeka nim HHTHOUPYIOT €r0 pOTaMa3HYI0 aKTHBHOCTb, B TIpeeiax IBYX U, Ooliee MpeamodTUTEIh-
HO, B IPEJ/IeNaX OJHOIO MOPSIIKA BEIUYUHBI OT PE3yIbTATOB, MOJYYSHHBIX C PANAMHUIHOM B JIFOOOM OOLICTpH-
HATOM aHanu3e cBsa3biBaHus FKBP unu ananuse Ha potamasy.

Taxoke BKIIOUSHHBIMH SIBJISIOTCS (hapMalleBTUYECKU MPUEMIIEMbIE MPOM3BOAHBIC BBIIICYKA3aHHBIX COE/IU-
HeHHH, rae gpasa "dapMmarieBTHIeCKH IpUEMIEMOe MPOM3BoaHOE" 0003HaYaeT JIo0bIe (hapMaleBTUUECKHU MTPH-
EMJIEMYIO COJIb, CIIOXKHBIN 3(up, KapOaMaT WK COJIb TAKOTO CIOXKHOTO 3hupa Wik KapdaMaTa TaKOro COCIHHE-
HHUA WU H}O6])Ie APYTUC aJAYyKT WU MPOU3BOAHOC, KOTOPHIC, ITPU BBEACHUUN MALIUCHTY, CHOCOGH])I K IpeaocTaB-
JIeHUI0 (HEIOCPEICTBEHHO WIIM OIocpenoBaHHO) JQA-comepiKallero pamajiora, Kak OIHCaHO B JaHHOM JIOKY-
MEHTE, WIN €ro OMOJIOTHYECKH aKTHBHOTO METadoJIMTa WM ocTaTtka. dapManeBTHYECKH IpUEMIIEMBbIE TIPOU3-
BOJIHBIE, TAKUM 00pa3oM, BKIIIOYAIOT CPEIM MPOYMX IIPOJIEKAPCTBA panaioros. [IposekapcTBo sBiIseTCs Mpou3-
BOJHBIM COEGIUHEHHS, OOBIYHO CO 3HAYUTENIHLHO CHIXCHHON (DapMaKoIOrHYecKOil aKTHBHOCTHIO, KOTOPOE CO-
JICPIKUT JIOTIOTHUTEIbHBINA (DparMeHT, MOABEPIKEHHBIN YAAICHHIO in ViVo, ¢ MOJYYEHHEM HHTEPECYIOIIEro CO-
enuHenust. Pa3iudHbie MpoiieKapcTBa panaMUIMHA U JPYTHX COSANHEHU, BEIECTBA U CIIOCOOBI IS ICPUBATHU-
3alUK POJUTENBbCKUX COEIMHEHH JJIsl CO3MIAHMUs TIPOJICKAPCTB, SIBISIOTCS W3BECTHHIMH U MOTYT OBITh aJanTH-
POBaHbI K HACTOSAIIEMY H300PETEHHUIO.

CoenvHEeHHS JaHHOTO M300PETeHHS MOTYT OBITh MPEAOCTABIICHBI B TI0 CYIIECTBY YHCTOM BHAE (OTHOCH-
TCJIIBHO K HO60'~1HI)IM MMpoaAYyKTaM, OCTATOYHBIM pe€arcHTaM WJIM APYTUM HEKEIATCIIbHBIM BelueCTBaM), HalrpuMep
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1o MeHbel Mepe 50% YnCTOTHI, MOIXONAIUM 00pa3oM 60% YHCTOTHI, MIPEUMYIIECTBEHHO 110 MEHBIIEH Mepe
75% 4HUCTOTHL, IPEAMOYTUTEIHFHO IO MeHbINEeH Mepe 85% YUCTOTHI, 0oJiee MPENNOYTHTEFHO 110 MEHBIIIEH Mepe
95% 4mnCcTOTHI, 0COOEHHO MO MeHbIIeH Mepe 98% YUCTOTHI, BCE MPOLEHTHBIE COACP)KaHUS PACCUUTHIBAIOT HA
OCHOBE OTHOILICHHUsI Macca/macca. 3arpsi3HeHHass WM MeHee 4HCTas GopMma COeMHEHHsI U300PETEHHS MOXKET
OBITH NPUMEHUMO IIPH TIOJIyYeHUH OoJiee YUCTOW (POPMBI TOTO K€ COSMHEHHSI WM POJCTBEHHOI'O COEIUHEHHS
(Hanpumep, COOTBETCTBYIOLIEE [TPOU3BOAHOE), IPUTOJHOE IS (papMalieBTHYECKOTO IPUMEHEHHSI.

COG[[I/IH@HI/ISI JAHHOI'O 1/1306peTeH1/1;1 MOryT OBITH MCIIOIB30BaHbI JJId MYJBTUMEPU3ALU XUMEPHBIX 6eJ'IKOB
B KJeTkax (in vitro, ex vivo WiH in vivo, T.e. B OpraHn3Max, B KOTOpbIe OHHM IOIaJaoT) Ul pa3HO00pa3ns Bax-
HBIX IIeJIeH, KaK MOJPOOHO OMKCAHO VIS parmaMulliHa U Apyrux panamoroB B WO 96/41865, WO 99/36553 u
WO 01/14387. Cwm. taxxe: Rivera VM, Ye X., Courage N.L., Sachar J., Cerasoli F., Wilson J.M. and Gilraan
M., (1999) Long-term regulated expression of growth hormone in mice following intramuscular gene transfer.
Proc. Natl. Acad. Sci. USA 96, 8657-8662; and Ye X., Rivera V.M., Zoltick P., Cerasoli F. Jr., Schnell M.A.,
Gao G-p, Hughes J.V., Gilman M., and Wilson J.M. (1999) Regulated delivery of therapeutic proteins after in
vivo somatic cell gene transfer. Science 283, 88-91. BemectBa u criocoObl, KOTOPbIE MOTYT OBITh 8JAITHPOBAHbI
JUlsl TaHHBIX neneit, packpeitel B WO 01/14387 Ha ctpanuniax 18-24, KOTOpbie BKJIIOUYEHBI B IaHHBIH JOKYMEHT B
kauecTBe cchUIkM. [Tpu amantupoBannu packpeitust WO 01/14387, Hanpumep, NpOU3BOIUTCS 3aMEHa pariajiora
JIAHHOTO M300peTeHns Ha 28-3MU-parnaliord, OTHOCSIINECS K YKa3aHHOMY JIOKYMEHTY.

CoenuHeHUs] TAaHHOTO HM300pETeHUs, UMEIOIINE MPOTUBOIPHOKOBYIO aKTHBHOCTb, BKJIIOYAIOUIME CPEIH
MPOYMX, COEJANHEHUs ¢ 3aMeHOi 3amecturens npu C7 BMECTO METOKCHIIA, SIBJISIOTCS IPUMEHUMBIMH IIPU T1PO-
(unakTHKe W JIe4eHUH TPpUOKOBBIX MH(MEKIMH y )KUBOTHBIX, 0COOEHHO MJICKOIMTAOIIHX, BKIIIOYas JIIOEH, KOH-
KPETHO JIo/Ieil M 0JIOMaITHEHHBIX JKUBOTHBIX (BKJIIOYAsl )KUBOTHBIX, BBIPAIIMBAaeMbIX Ha (epmax). CoenuHeHHs
MOTYT NIPUMEHATHCS, HAPUMeEp, NIPH JICUSHHH MECTHBIX TPHOKOBBIX MH()EKINH, BHI3EIBAEMBIX, CPEIH TPOUIX
opraamzMoB, Bumamu Candida (manpumep, C. Albicans), Trichophyton (mampumep, Trichophyton
mentagropytes), Microsporum (aampumep, Microsporum gypseum) mwin Epidermophyton nim nabexnmii cams3u-
cThIX 0oOostouek, Bei3biBacMbix Candida albicans (Hampumep, MOJOYHHIBI M BardHAJLHOTO KaHanao3a). OHu
MOTYT TaKXe MPUMEHSTHCS IIPH JICUSHUU CUCTEMHBIX TPHOKOBBIX HH(MEKIMH, BbI3bIBaeMbIX, HanpumMep, Candida
albicans, Cryptococcus neoformans, Aspergillus fumigatus, Coccidiodes, Paracoccidiodes, Histoplasma wnu
Blastomyces spp. OHE MOTYT TaK)Xe MCIOJIb30BATHCS MPH JICUCHHUH 3YMHUKOTHOW MHUIIETOMBI, XPOMOOIACTMHUKO-
3a u Gukomuko3a. Hpopmalyo o qpyrux rpuOKOBBIX HHPEKLUX, Ul KOTOPBIX COENUHEHHS JaHHOTO H300pe-
TCHUSA ABJIAIOTCA NPUMCHHUMBIMH, U 3HAYUTCIIbHYIO I/IH(i)OpMaIJ,l/IIO YPOBHA TEXHUKHU IO aHAJIU3aM [JisI CpaBHU-
TEJIBHOW OIICHKH JaHHBIX COeAMHEHU MoKHO Haiity B Holt et al., marent CIIA 6258823 (Bbiman 10 urons 2001
I.) U B CCBUIKAX, IIUTHPYEMBIX B JaHHBIX JOKYMEHTaX, COAEP)KaHHWE KOTOPBIX BKJIIOYEHO B JIAHHOE OIKCAHHE B
KadecTBe CCHUIKH. ClIeyeT OTMETUTh, YTO MPOTUBOTPHOKOBBIE palajioTH JAaHHOTO M300pPETeHUS MOTYT cOXpa-
HSTh METOKCHIIBHBINA 3aMecTuTens npu C7 U MOTYT coAepikaTh JF000e pa3HooOpas3re 3aMEeHSIONIINX 3aMECTUTE-
neit, Bmrodass H u o0peMHbIe mmi HeoObeMHBIe 3amectutend. [larent CIIA 6258823, HanpumMep, pacKpbIBacT
psn 3ameHsiioiux 3amecrureneit npu C7, KOTOpble MOTYT OBITh BKIIOYEHBI B CTPYKTYpY coenuHeHui ¢wur. 1,
0COOEHHO B ClTydae MPUMEHEHHH, CBSI3aHHBIX C MPOTHBOIPHOKOBOM U MyJIBbTUMEPU3YIOIIEH aKTHBHOCTHIO.

OOHapy»XeHO, YTO HEKOTOPBIE COEIUHEHHsI TAHHOTO N300pETeHUsI MHTHOUPYIOT nponudepannio T-KiIeTok
¢ HaOimonaemMpIMK 3HaueHusAMU ECS50, HaxoasmuMucs B MHTEpBae ypOBHEH aKTUBHOCTH, CDABHUMBIX C aKTHB-
HOCTBIO panaMuirHa. BbICOKYI0 aKTHBHOCTb POTHUB OIyXOJIeH YeoBeKa TaKke HaOoAaIn Ha KCeHOrpad THOM
MOJIEJIH TOJIBIX Mbllei. [laHHbIe pananiord 0ObIYHO COXPaHSIOT METOKCHIIBHBIH 3aMecTuTelb npu C7 win 3ame-
HAIOT ero Ha H wim 3ameHsIommii 3aMecTuTeNb, KOTOPBIH HE SIBJISIETCS HACTOJIBKO 0ObEeMHEE, YeM METOKCHII,
YTOOBI YpEe3MEPHO CHIDKaTh MHrHOupoBaHue nponudepamun T-kieTok. JJaHHBIE parmaiord MOryT IPUMEHSTHCS
B KauyecTBe HMMYHOJIETIPECCAHTOB, AHTUNPOIN(EPATUBHBIX, IPOTHBOOIYXOJEBBIX W IPOTHBOPECTEHO3HBIX
CPEeICTB, a TakkKe A Ipyrux obiacTeil MpUMEHEeHUs, ONMICAHHBIX B JaHHOM JOKYMEHTE WIH B JTUTEpAType 10
pamamutHy 1 aHanoraM, TakuM kak CCI 779 u SDZ RAD ("RADO01") B HaydHO! W TTATEHTHOI JHTEpaType,
MPUMEPBI KOTOPHIX IUTHUPYIOTCS B AaHHOM omucaHud. CoennHEeHHs C HEMOOW(PHIHNPOBAHHBEIM 3aMECTHTEIEM
npu C7 10 OTHOLICHHIO K PallaMUIIHY HIIH KOTOPBIE COepIKaT 3aMeHstomuit 3amectutens npu C7 (T.e. BMECTO
-OMe), KOTOpBIE HE YMEHBIIAIOT YPE3MEPHO aKTUBHOCTH B TECTE€ Ha MHIHOMpOBaHKE mponudepanun T-KIeTok,
MPEICTABISIOT OCOOCHHBIA MHTEPEC AJIS TAKUX MPUMEHEHHH.

Bonee KOHKpETHO, HEKOTOpPBIE COEJMHEHUsI TAaHHOTO M300peTeHus 00JaaaloT UMMYHOMOYJISITOPHOU aK-
THBHOCTBIKO, YTO O3HA4YaACT CHOCO6HOCT]: Coe[ll/IHeHl/Iﬁ HHAYOHUPOBATH IMOJABJICHUC UMMYHHTETA MOCPEACTBOM
MHTHOMPOBaHKS OTBETOB MMMYHHBIX KJIETOK MJIM MposMdepanuy in vitro WM in vivo W/HIIH IIOCPEICTBOM IIPO-
JTYLUHPOBAaHMS CTaTHCTHYECKH 3HAUYMMOI'O YMEHBILICHUS] BOCTIAIIMTEIBHOIO OTBETA, KaK ONpPEICISIOT Ha J000H,
Hay4HO NPHUEMJIEMOM, KJIETOYHOH, TKaHEeBOI WJIM >KUBOTHOM Moxenu. Takue coenmHEHHs: MOTYT BBOAWTHCS B
KordecTBe, 3Q(HEeKTHBHOM IS JICUCHUS U TIPU PEXKIME JO3UPOBKH IS JICUCHHUS, CPEAN MIPOINX, TAKUX COCTOS-
HUH, KaK peBMaTOMAHBIA apTPUT, OCTEOAPTPHUT, CHCTEMHAsl KpacHas BOJNMAHKA, PACCESHHBIA CKIIEPO3, OCTPOE
OTTOpKECHHE TEePECAKCHHOTO TPAHCIUIAHTaTa, 3JI0KAYECTBEHHAs MHACTCHUS, IPOTPECCHPYIONINA CHCTEMHBIN
CKJIep03, TyOEpO3HBI CKIIEp03, MHO)KECTBEHHAs MUEJIOMA, aTONMUYECKUN AEPMATUT, THIEPUMMYHOIIIOOyTHHE-
Musl E, XpoHUuecKkuii aKTUBHBIM IenaTuT C OTPULIATENbHOM peaklLMeld Ha aHTUIEH K remnatuty B, tupeomaut
XammMoTo, ceMeiftHas cpeIn3eMHOMOpCKas JIUXopaaka, 6one3np ['paiiBa, ayTOMMMyHHAsE TEeMOIUTHYECKAs aHe-
MHu, HepBH‘leIﬁ JKEJTYHBIN oUppo3, BOCTIAIUTCIIBHOC 3360J'IeBaHl/Ie KHUIICYHHUKA U HHCyHHH-3aBI/ICl/IMb1ﬁ caxap-
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HBIN quadeT.

CoeanHeHHs JaHHOTO M300pETeHNS TaKKe 00Ia1al0T aKTUBHOCTBIO IPOTHB MEPBUYHBIX M/HIIN METACTA3H-
PYIOIIMX BHUIOB PaKoB. VX ciexyeT IpUMEHSTh Ul yMEHbBIICHUS pa3Mepa OITyXO/In, HHTHOMPOBaHUS OITyXOJe-
BOT'O POCTa MJIM METACTa30B; JICYCHHS PA3INYHbIX JEHKeMUH W/UIIN NIPOUICHNS BPEMEHH BEDKUBAHUS KUBOTHBIX
WJIY TIAIIUEHTOB C TAKUMH 3a00JIEBAaHUSIMH.

CoOOTBETCTBEHHO, M300pEeTEHNE MPEAOCTABIISET COSIMHEHHS JUIs MPUMEHEHHs] B MEAMIMHCKOW Teparuu,
KOHKPETHO, UIsi IPUMEHEHHs] B KaueCTBE IPOTHBOTPUOKOBBIX, MPOTHBOPAKOBBIX, HIMMYHOEIPECCUBHBIX HIIH
MPOTUBOPECTEHO3HBIX CPEJICTB WM B KAYECTBE CPEACTB IPOTHUB JPYTUX 3a00JIEBaHUI M COCTOSIHHUM, PACKPBITBHIX
B JAHHOM JOKyMEHTE.

N3o0peTenue nanee npeaocTaBisieT crocod JeYeHUs YeIoBeKa MM )KUBOTHOTO, OTJIMYHOTO OT YeJIOBEKa,
CTPAJAOIIEeTo OT JOOBIX M3 TaKUX 3a00JIEBAaHUN W COCTOSHHIA, IIOCPEACTBOM BBEACHUS dPPEKTHBHOTO KOJINIE-
CTBa pamajora, U Jajee MpeJoCTaBIseT (papMaleBTHUECKHE KOMITO3HLIMH, BKIIOYAIOMINE B CEOsl COCANHEHHUE
JAHHOTO M300peTeHHsl BMecTe ¢ (papMaleBTHYECKH IIPUEMIIEMBIM pa30aBUTENEM WIIM HOCHTEJEM, a TaKkKe Me-
JULUHCKHE YCTPOWCTBA, TAKHE KaK CTEHTHI, HECYIIIHNE JIEKapCTBa, COACPIKAIUe COETMHEHNE JAHHOTO U300peTe-
HUSL.

CoenuHeHHsT JaHHOTO M300pETeHUs] MOTYT OBITh MPUTOTOBJIEHBI, KAK PACKPHITO HIDKE M B JIOOOM MeECTe
JIAHHOTO ONucaHus (MM UCIIOJIb3ysl TOTOBbIe (POpMBI, OCHOBaHHBIE Ha (hOPMax, O KOTOPBIX COOOINAETCS ISt
panaMuIliHa U IPOU3BOAHBIX panamuivHa, Takux kak CCI 779 u RADO001), u MoryT najnee BBOJUTHCS B KOJIH-
yecTBax, 3G (HEeKTUBHBIX JUIS JICUSHUS NallMeHTaM, HYXXIAIOIUMCS B JICUCHUH Pa3InYHbIX 3a00JIeBaHUM, KaK OT-
MEUYEeHO B JIAaHHOM OIMCAaHWH. Takue KOMIIO3HMIMH MOTYT BBOAMTHCS JIOOBIM 00pa3oM, NMPUMEHHUMBIM IIPH Ha-
MPaBICHUN aKTUBHBIX COCAMHEHHH B KPOBOTOK MM MECTO AEHUCTBHUS, BKJIIOUAIOIUM HNEPOpAJbHBINA, MapeHTe-
panbHBIA (BKJIIOYAsh BHYTPHUBEHHbBIC, HHTPAIICPUTOHEANBHBIE W MOJKOXHBIE MHBEKIIMH, a TaKKe HMHBEKIUH B
CBSI3KM WJIN JIPYTHE TKaHM), TIOCPEIICTBOM CTEHTOB WJIM APYTMX MMIUIAHTAHTOB, PEKTAIBHBIN, HHTPAaHA3AIbHBIH,
BarnHaJIbHBIA W YPECKOXKHBINA. Il 1e7el JaHHOTO PAacKphITHS, MOAPAa3yMEBAIOT, YTO UPECKOKHBIE BBEICHUS
BKJIFOUAIOT BCE BBEICHUS Yepe3 MOBEPXHOCTb OPraHU3Ma M BHYTPEHHHE BBICTHJIAIOIINE ITOBEPXHOCTH 4acTeH
Tela, BKIFOYAIOIINE SIUTEINAIbHBIE U CIM3HCTHIC TKaHU. Takoe BBEJCHUE MOXKET OCYILECTBIATHCS C UCTIONB30-
BaHUEM COEJUHEHUH HACTOSLIEro M300peTeHns WIM MX (papMaleBTUYECKH NPHEMIIEMBIX COJIeH WM IpoJe-
KapcTB, B JIOChOHAX, KpeMax, IIeHax, IIACThIPSAX, CYCIEH3UAX, PACTBOPAX U CYNMO3UTOPUAX (PEKTaIbHBIX U Ba-
TMHANBHBIX).

Jlng mapeHTepanbHOrO WM MHTPAaNepUTOHEATbHOIO BBEACHUS, PACTBOPHI MIIM CYCIIEH3UU JaHHBIX aKTHUB-
HBIX COEAMHEHWH WM uX (hapMalneBTHYECKH MPHEMIIEMOI COJIM MOTYT OBITh IOJyYEHBHI B BOJE, IOJIXOJISIINM
00pa3oM C NOBEPXHOCTHO-aKTUBHBIM BEIIECTBOM, TaKUM KaK T'MIPOKCHIPOINMIIIEIUIION03a WIH IOCPEICTBOM
aJanTanuy TOTOBBIX Gopm, npuMeHseMbIx st panamunnHa, CCI 779 mwmu RADOO1. MoryT ObITh Takke Moiy-
YeHBI JUCIEPCHHU B TIIHLEPUHE, XKUAKUX TTOJMITHICHITIMKOIAX M UX CMecAX B Maciax. [Ipu 0OBIYHBIX yCIOBHAX
XpaHEHUs W IPUMEHEHHS, JaHHbIC MTpenapaTbl MOTYT COAEPKaTh KOHCEPBAHT VIS MPEAOTBPALIECHHUS POCTa MUK-
POOPTaHU3MOB.

Kommo3uiun, KoTopele coliepkaT COeANHEHNE NaHHOTO M300PETEHNsI U KOTOPBIE SIBIISIFOTCS IPUTOAHBIMU
JUISl NHBEKIIMOHHOTO MPUMEHEHHMs], BKIIOYAI0T CTEPHIIbHBIE BOJHBIE PACTBOPBI MM JUCHEPCHU U CTEPUIIbHBIC
MOPOILKH JJIsi OBICTPOTro MOJIyYEHHUs] CTEPUIBHBIX PACTBOPOB MJIM JTUCIIEPCHIA JUIS MHBbEKLMH. Bo Beex ciyuasx,
KOMITO3HMLUSI JJIsl BBEACHHSI JOJDKHA OBITh CTEPUIIBHOW M JIOJDKHA OBITH IOCTATOYHO TEKy4el Juis 00ecredeHust
npoxoza uepe3 mmnpul. OHa J0JDKHA OBITH CTAOMIIBHOM B YCIOBHSAX NMPOM3BOACTBA U XPAaHEHUS M NPEANIOYTH-
TeNBHO OyJIEeT 3aliMIneHa OT 3arpsA3HIOIEero AeHCTBUSI MUKPOOPIaHM3MOB, TaKUX Kak Oaktepuu u rpudbl. Ho-
CHTEJIb MOXET MPEACTAaBIATE COOO0H Cpe/ly pacTBOPHUTEIIS WIIM ANCIIEPCUH, COJIEpIKalllyto, HAallpuMep, BOy, 3Ta-
HOJI, TIOJINOJ (HanpuMep, TIMLEPUH, IIPONMIICHITIMKOIb ¥ XKHUIKUHA TOJINITUIICHTJIMKOJIb ), TOJIXOISIINE UX CMECH
U pacTUTeNbHBIE Macia. [lapeHTepanbHble TOTOBBIE (POPMBI, KOTOPBIE MOTYT OBITh aalTUPOBAHbI TSI TPUMEHE-
HUS C panajoraMy JaHHOTO m300peTeHus, packphITHl B materTax CIIA 5530006; 5516770; u 5616588, koTopsie
BKJIFOUCHBI, TAKUM 00pa30M, B Ka4ECTBE CCHUIKH.

I'otoBast ¢opma, IMyTH BBEAECHHS U JO3UPOBKA MOTYT OBITh BBIOPAaHBI U3 METOIMK, IPUMEHIEMbIX IS pa-
MaMUIMHA WK APYTHX [IPOU3BOAHBIX PAlaMUIMHA, IPUMEHAEMBIX ATl TAKHUX K€ WM aHATOTUYHBIX MOKa3aHWH,
WJIM OCHOBaHbI Ha TAKUX METOJUKaxX. B ciryyae jnedeHust omyxouieil mpeanouTHTENbHO CHavYasa OpeNeNnTh, sB-
nsiercst i pynkuust PTEN (un PTEN-onocpeioBaHHBIX IPOLECCOB) YaCTUYHO WIIM TOJTHOCTBIO Ae(DULUTHOHR y
OIyXOJIM TALUEHTa, U Jjajiee CEJICKTUBHO JIeunuTh nauueHToB ¢ PTEN-neGuuuTHbIME OMyXoJsiMU (CM., Halpu-
Mmep, Neshat et al., PNAS, Brime). Bonee 0000meHHO, MPEAIOYTUTENBHBIN TOAX0]] MOKET COCTOSITH B OIpee-
JICHUH MOCPEACTBOM aHAIM3a FeHOTHIA W/WIIHM KYJIBTYPHI in Vitro W McciieloBaHusl 00pas3LoB OIyXoJjeH, Mmoiy-
YEeHHBIX OHMOICHEH, OT TeX MAaIMEHTOB C OMYXOJISIMH, B KOTOPBIX CHTHAIBHBIA MyTbh (OCHATHUIMINHOZUT-3-
knHa3el/Akt-mTOR sBnsieTcss 0coOEHHO BaKHBIM JJISi KJIETOYHOTO POCTa W Jajiee CENEKTUBHO JICUYUTH TaKHX
MAlMeHTOB pamnagoroM. HeorpaHnumBaronye NpUMEpbl TaKMX BHIOB PakKa, BKIIOYAIOIIME aHOMAIMH B IyTH
tdhocharnammmaO3uT-3-krHA3E/ Akt-mTOR, BKITFOUaroT rimomy, TuM(GOMY ¥ OIYXOJH JIETKOTO, MOYEBOTO ITy3bI-
psl, SMYHKUKA, HAOMETPUS, MPOCTAThl WM IIEHKN MAaTKH, KOTOPbIE aCCOLMUPOBAHBI C AHOMAJIBHBIMH PELIETITO-
pamu poctoBoro ¢akrtopa (Hanpumep, EGFR, PDGFR, IGF-R u IL-2); onmyxonu ssu4anKa, KOTOpbIE aCCOLUUPO-
BaHbI C aHOManusiMU P13-KkuHa3b1; MenaHOMY U OITyXOJM MOJIOYHOM KEJIe3bl, TPOCTAThl HIIH dHAOMETPHS, KOTO-
pele accouuupoBasbl ¢ aHoManuaMu B PTEN; paku MOJIOUHOH XKele3bl, KeNyaKa, SUYHUKA, [OIKEILYJ0YHON
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JKEIle3bl ¥ IIPOCTATHI, aCCONMUPOBAaHHEIE ¢ aHOMaNsIMu Akt; muMpomMy, paku MOJIOYHOH sKeJIe3bl I MOYEBOTO
My3bIPsl ¥ KapLMHOMBI T'OJIOBBI U IIIEH, ACCOLIMMPOBAaHHbIE ¢ aHOMaNUsIMHU B elf-4e; nuMQoMy MOKpOBHBIX KIIETOK;
PaKk MOJIOYHOH >KeJI€3bl U KapLIMHOMBI I'OJIOBHI U 1LIEH, aCCOLMUPOBaHHble ¢ aHoManusaMu [{uknuna D; cemelinyto
MEIIaHOMY W KapIWHOMBI MTOJKETYIOYHOH JKeJle3bl, aCCOIMMPOBAaHHBIE C aHOMAIHUAMH B P16.

I[J'lﬂ BCEX HOK%aHMﬁ, OTMCYCHHBIX B JAHHOM OOKYMCHTC, MOXKCT 6])IT]) 6HaFOle/IHTHblM B HCEKOTOPLIX
Cllydasax JICUWThb IHalUCHTa KOM6HHaLIPIeﬁ COCMHCHHUA OAaHHOI'O 1/1306peTeH1/1;1 C OOJHUM HWJIH 60.]'[63 Apyrumu
CpeacTBaMu, MMPUMEHUMBIX IJIA JICUCHUSA IMOAXOAAIICTO 3360HeBaHI/IH. KOM6l/IHaLIl/IH MOKET BBOAUTHCSA COBMECT-
HO WM pa3feNbHO (HampuMep, cepuitHo). Hampumep, manueHT, KOTOpOTro jedaT MPOTHBOPAKOBBIM COCIMHCHH-
€M JaHHOTO M300pEeTeHUs, MOXKeT (IIepe, BO BPEMs HIIH ITOCIIC TAKOTO JICUCHHUSI) TAKXKE ITOABEPTaThCs JICYCHUIO
OJTHUM WK OoJiee APYTHX MPOTUBOPAKOBEIX CPEIICTB, TAKUX KAaK UCIUIATHH; aHTUICTPOTEH (HAIPUMEp, PajloK-
cuden, nponokcuden, uaokcuduH, HapokcuauH, Topemudern, TAT-59, nesomenokcuden, LY-353381, CP-
3361656, MDL-103323, EM-800 u ICI-182780; cm., mampumep, WO 02/13802, xoTopast MOXKeT OBITH allalTH-
pOBaHa IS HACTOSIIETO W300pETeHM s ); MHIMOMTOp KrHa3bl, Takoi kak Src, BRC/AbI, kdr, aurora-2, kunasa 3
rimukorencunTas ("GSK-3"), peuenrop snugepmainbroro ¢akropa pocra ("EGF-R"), uiau nosydaemslii u3 TpoM-
6omutoB penentop (akropa pocta ("PDGF-R"), Hampumep, BKIIOYAIOMINNA MHTHOUTOPHI, Takue Kak | JeeBex,
Upecca, CP-358774 (Tarceva), ZD-1839, SU-5416 unu NSC-649890; antureno (takoe kak ['epcentuH) K pe-
nentopy ropmona (Hampumep, VEGF), BoBneueHHOTO B pak, UM aHTarOHUCT PacTBOPHUMOIO PELENTopa HIN
JIPYTOTO PEIENTOpa K TAKOMY PEIENTOPY; MHIHOUTOP MPOTEeacoMbl, Takoi kak Benkam;, waruoutop IKK wam
npyroit maruourop NF-kB; wnm paguanus. Kaxapiii KOMIIOHCHT KOMOHHAITUN MOKET BBOAMTHCS, KaK €CITU ObI
€ro NPUHUMAJH OTICIBHO, XOTS B HCKOTOPBIX CITydasX YMEHBIICHHAS JO3UPOBKA OJTHOTO WK 00Jee KOMIIOHCH-
TOB MOXKET OBITH BO3MOXKHOM WJIM OJIArONPHUATHOM, MPUHUMAs BO BHUMaHHE KOMOWHHPOBAHHOE ACUCTBHUE pas-
JNYHBIX JICKapCTB.

CoenvHEHHS TaHHOTO M300pETEHHSI MOTYT TaK)K€ MCIOIB30BATHCS IS CONEHCTBUS MPOPUIAKTHKH pecTe-
HO3a WIH JPYTHX OCJIOKHEHHH TOCIIe BBEACHUS B OPraHW3M IalMeHTa TPaHCIUIAHTaTa, CTEHTa WIH APYTOro
ycrpoiictBa. CM., HarpuMmep, Sousa et al., Bbimie, 1 Marx u Marks, 2001, Circulation 104:852-855. Takum o0pa-
30M, panajioryd JAaHHOTO W300pETEeHHs MOTYT ObITh HAHECEHbI Ha CTEHTBI, TPAHCIUIAHTATHI, IIYHTHI WK JAPYTrue
YCTPOWCTBA MIIM KOHCTPYKIMH (BKJIFOYAIOIINE OTBOABI CEPACYHOTO KapIUOCTHMYJIATOPA WA OTBOISIINE HAKO-
HCYHHKH, OTBOJbI CEPACYHOTO ued)n6p1/mnﬂTopa WK OTBOAAIINE HAKOHCYHUKH, CEPACUHBIC KJlallaHbl, CTUMYJIS-
TOPBI, OPTONIEIUYECKUE YCTPONUCTBA U T.JI.) JUI NIPEIOCTABIEHUS! YCTPONUCTB, IIOMPYIOLIUX JIEKapCTBa IS UM-
IJIaHTallUU NaleHTaM, HYXIAIONUMCS B JaHHBIX yCTpOﬂCTBaX. CTeHT])l U TaKue yCTpOﬁCTBa TUIIOBBIM 06pa—
30M BBOJST B COCYAMCTYIO CHCTEMY MalMeHTa (HapuUMep, BEHBI, apTepPHH, a0pTa U T.J., BKIIOYAOIINE KaK KO-
POHApHEIE, TaK U NepUPEPUICCKHE aPTEPUH), HO TAKIKE MOTYT IIPUMCHSATHCS BO MHOTHX JIPYTUX OpraHax, jKeye-
3ax, MPOTOKAX H T.JI.

CreHT mpencTaBisier coboil pacmmpsieMylo TpyOKy, OOBIYHO pPACIIMPSIEMYIO IPOBOJIOYHYIO SUYEHCTYIO
TPYOKY, TOCTATOYHO HEOOINBIIYIO I BHEIPEHUS B KPOBEHOCHBIH cocya. MIX 0OBIYHO MPUMEHSIOT ISl IPEIoT-
BpAIICHHUS CYXCHHUS COCyJa MOCce TaKOW MPOUEAyphl, KaK aHTHOIUTacTHKA. [ MpakTHKa JOCTYITHO pacTyliee
pa3HooOpa3ue KOHCTPYKIMHA U TUIIOB CTEHTOB, BKIIIOYAONINX CTEHTHI, H3TOTOBJICHHBIE U3 HUTHHOIA (CIIaB HU-
KeJIsl - TUTaHa), KOOAJITOBBIM CIUIaB HA TUVIATHHOBOM CEpACYHHKE, TUIATHHA-MPUANHN, HEPXKABEIOIAs CTallb, He-
pKaBcroigas CTajib € 30JI0TBIM HAIIBIJICHHUCM, Kap614)1 KpEMHUSA, TaHTal, HOKpI:ITblﬁ TaHTaJI U APYIrue€ METaJIbI
WIA HEMETaJUIbl, pa3HOOOpa3ue KOHCTPYKIMHA KOTOPBIX BKIIOYAET IPOBOJIOYHOE IUICTEHHE, CIHHPAIBHYIO Ka-
TYIIKY, TPYOKY ¢ O0po3akamu (3ur3aroodpasHasi KOHCTPYKIIHS, CEPIICHTUHOBAS SUYCHKa C BPAIAIOIIIAMUCS CBSI3-
KaMU, CHHYCOUIallbHAsl OOPO3/IKa, KJICTOYHAs sS4eiKa, CIHPAIbHOE U3TOTOBIICHHE H T.J.), IIPOBOJIOYHAS TYCHKa,
CUHYCOUWaNIbHAs SAMHUYHAS IIPOBOJIOYHAS KATYIIKA, CIMHIYHAS CIIUPATBbHAS KaTYIIKa, peIOHAsS KOCTh, THOKas
KaTyIKa, COCIMHCHHBIC 3UI'3aro00pa3HbIe MPOBOJIOKH, MHOXXECTBEHHBIC KOJbIA, MHOTOKJICTOYHBIC U T.1. Pac-
MIPOCTPAHEHHBIM YaCTHIM OCJIOKHEHHEM MPUMEHEHHsI CTCHTOB SBIISIETCS MOBTOpHOE cyxenwne ("pecteHos3") co-
Cyla Tociie BHeApeHHs cTeHTa. [lomararoT, 94To OAHON W3 MEPBUYHBIX MPUYUH PECTEHO3a SBIAETCS OBICTpast
nponrgeparis KISTOK KPOBEHOCHBIX COCYIOB B 001acTH CTeHTa ('HEOMHTUMAIIbHAS TUTEPIUTa3Hu"), MOCTENCH-
HO Onokupytomas cocyn. OTHIM MOAXOIOM U CHUYKEHHUS! KOJIMYECTBA CIIy4aeB PECTEHO3a CTAlI0 IPUMEHEHNE
CTEHTOB, IIOUPYIOMUX panaMHuIyH. J[pyrie mpenMyInecTBa CTeHTOB, IOUPYIOIINX PalaMHULINH, TAK)KE OTMe-
YeHHI B IUTEPAType.

Jlist mpepocTaBiieHnst CTeHTa (WM IPYroro MMILIAHTHPYEMOT'0 YCTPOMCTBA) C YMEHBIEHHOW BEPOSITHO-
CThIO PECTCHO3a, COCAMHCHHE ITAHHOIO M300pPETEHHUS MOXET OBITh PACIIONIOKEHO B TaKOM YCTPOMCTBE WM Ha
HEM BMECTO palaMHIMHA WK APYroro JICKapCTBa TaKHUM O0pa3oM, YTOOBI COCIMHEHHUE BBICBOOOXKIAIOCH
("amroupoBaNocs'") M3 YCTPOMCTBA MOCIE €ro MMIUTAHTAIMK pelunueHTy. CTEHTBI, STIOUPYIONIIUE JICKapCTBO,
00BIYHO TIOJYYAFOT MOKPBITHEM 10 MEHBIIECH Mepe YaCTH CTCHTAa BEIIECTBOM HOCHTENS (OOBIYHO MOIHUMEPOM),
COJISP KAIIIM JIEKapPCTBO WM 3allOJTHEHHEM OJHOTO WM Oojiee KaHAJOB HMJIM KaMep B CTEHTE WM Ha €ro Io-
BEPXHOCTH JICKAPCTBOM WJIM KOMIIO3HITHEH, comepKaieil JexkapcTBo. [IoOKpeITHS MOTYT OBITH HaHECEHBI Oolee
YeM OJHHM CII0O€M, HEKOTOPHIE M3 KOTOPBIX MOTYT HE COIepKaTh JiekapcTBa. VHOT/Ia Ha BepXHEH yacTu cIos,
COJIEPIKAIIETO JIEKapCTBO, WM B pe3epByape MPeIOCTaBICHO IOMOJHUTEIBHOE MOKPHITHE, KOTOPOE MO3BOJSIET
OCYILIECTBIISATH IIOCTEIIEHHOE BRICBOOOXKICHHUE JICKAPCTBA K TKAHAM PEIHIUEHTA.

Pa3zHooOpa3ue crocoboB 1 BemiecTB AJIsl HAHECEHUS JEKapCTB HA CTEHTHI U VI MPUMEHEHHS TaKUX CTIH-
TOB ABJIACTCA JOCTYIHBIM IJISI IPAKTHUKA U MOXKET 6bIT]> AaanTUPOBAHO AJId MPUMEHCHUA C COCIUHCHUAMU J1aH-
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Horo m300peTenns. Hanmpumep, crocoObl U BemiecTBa Il BRICBOOOXKICHUS JIEKAPCTB U3 MMIUIAHTHPYEMBIX U
Ipyrux yctpoiictB ommcansl B mateHtax CIIIA 6471980; 6096070; 5824049; 5624411; 5609629; 5569463;
5447724; u 5464650, a Takxke B WO 02066092. IIpuMeHeHHUs] CTEHTOB TSI JOCTaBKH JIEKAPCTB B COCYAHCTYIO
cucremy onmcansl B mybiukanuu PCT WO 01/01957 u marentax CIIA 6099561; 6071305; 6063101; 5997468;
5980551; 5980566; 5972027; 5968092; 5951586; 5893840; 5891108; 5851231; 5843172; 5837008; 5769883;
5735811; 5700286; 5679400; 5649977; 5637113; 5591227; 5551954; 5545208; 5500013; 5464450; 5419760;
5411550; 5342348; 5286254; u 5163952. buonerpaaupyemblie BemecTBa onucanbl B nateHtax CIIA 6051276;
5879808; 5876452; 5656297; 5543158; 5484584; 5176907; 4894231; 4897268; 4883666; 4832686; u 3976071.
[IprMeHeHHE THIPOIMKIOCHIOKCAHA B KadeCTBEe Oaphepa, OrpaHHYMBAIOIIETO CKOPOCTh, OMKCAHO B IATCHTE
CIHIA 5463010. Crioco6s! nokpsITust cteHToB onucansl B nareHte CIIA 5356433. TTokpbITust 17151 yBEIUYEHHS
OMOCOBMECTHMOCTH UMILIAHTHPYEMBIX yCTpOHCTB onmcanbl B mareHTax CILIA 5463010; 5112457; u 5067491.
VYcerpoiictBa ¢ muranuem ommcadbl B mateHtax CIHA 6031375; 5928145; 5735811; 5728062; 5725494;
5409000; 5368557; 5000185 u 4936281. MarauTHbIe TPOIECCH], HEKOTOPhIE U3 KOTOPHIX MPUMEHSIJINCH B CHC-
TeMax JIOCTaBKU JekapcTB, omucanbl B mateHTax CILIA 5427767, 5225282; 5206159; 5069216; 4904479;
4871716; 4501726; 43579259; 4345588; m 4335094.

PacmpsieMble MeTUIMHCKHE YCTPOWCTBA, COAEpIKalHe OJHO WM OoJiee JeKapcTB, B OAHOM WM Ooliee
OTBEPCTHH Ha WJIM B YCTPOMCTBE, C MCIOJIb30BAHUEM Pa3IMYHBIX HEOOS3aTeNbHBIX CJIOEB, KOMIIO3ULIMH Oapbe-
poB u KoH(puUrypauuu packpeiTel B Shanley et al., myonukauus narentHo# 3asBku CHIA Ne 2002/0082680. Cwm.
Taxoke, Hanpumep, nareHT CIIIA 6471979, koTopblil packpbIBaeT CIOCOObI M BEIIECTBA ISl 3arpy3KH CTEHTA,
KOTOPBIC MOTYT OBITh MPHJIOKCHBI K COCTUHEHUSAM JaHHOTO M300peTeHus. [IpuMepsl MOKPHITHH, PacKpBITHIC B
JAHHOM JTOKYMEHTE, BKJIIOYAOT (HOCHOPHUIXOTUH, TOIMYpPETaH, CETMCHTUPOBAHHBIA MOMMypeTaH, Mou-L-
MOJIOYHYIO KHCIIOTY, CJIIOKHBIA 3(PHp LEIITI0NI036I, TONMUITHIICHIIIMKONb M CIOKHBIE ToiudocdaTHeie 3QupHL, a
TakXKe MPHUPOIHBIC CPeIbl FUIM HOCHUTENHW, TaKue KaK KOJUIareHbl, JAMHHEHBI, TeIapuHbl, GUOPUHBI U APYTHE
BCTPEYAOIIECS B TIPUPOJIC BEIIECTBA, KOTOPHIE a0COPOUPYIOTCA K Ieiutoiiose. Vcnoap30BaHne TaKoTo MOKPHI-
THUS SIBIISICTCS IPEUMYIIIECTBEHHBIM B TOM, YTO OHO O0eclieurBaeT MEIJICHHOE BHICBOOOKICHHE COSAMHEHHS U3
ycTpoiicTBa. DTO yAJIHMHSAET BPEeMsl Tak, YTO YacTh OpraHU3Ma, MOJBEp)KEHHAs] BO3JCHUCTBHUIO, 3aepKuBaeT 3¢-
(extuBHBIE AercTBUS coeanHeHHHA. Croco0, KOTOPHIM JaHHBIE ITOKPHITHS B3aMMOAEHCTBYIOT C MaTepHajIOM
YCTPOHCTBA, a TaK)Ke COOCTBEHHAs CTPYKTYypa IMOKPBITHS, IPeI0CTaBISIOT I ()y3HOHHBIN Oapbep, TakuM oOpa-
30M KOHTPOJIUPYSI BEICBOOOXKICHHE YACPKAHHBIX COeAuHeHUNA. TakuM 00pa3oM, MaTpPHIlA WU MOKPBITHE, C KO-
TOPBIM COCAMHCHUS 3arpyKar0oT Ha CTCHT, WJIN yCTpOi/lICTBO JOCTaBKH MOXKET KOHTPOJIMPOBATH MECJICHHYIO UJIN
OBICTPYIO JOCTABKY COEIMHEHHUS

[Ipu apyrux moaxojax MPUMEHSIOT TaKOE MOKPBITHE, KaK IMOKPHITHE Ha OCHOBE (OCHOPUIXOIHMHA, KaK
omocoBmectrMelii (LO) PC momumep. Takne OKPBITHS comepkaT THAPOPOOHBI KOMIOHEHT, KOTOPBIH CIToco0-
CTBYET IEPBOHAYAIILHOW aare3ud W OOpa30BAHUIO IUICHKH IOJIMMEpa Ha CTEHTE W3 CyOcTpaTra HepikaBeromen
CTalli, B TO BpeMs KaK JPYTHe TPYIIEI 00eCTIeYNBAIOT CIIMBKY KaK B IOJIMMEPE, TAK U C TOBEPXHOCTHIO CTEHTA
JUTA TOCTMDKEHUS JKeCTKOTo 3aKperuieHus. IIokpeiTHe, TakuM 00pa3oM, INIOTHO MPHIUIAET K CTEHTY U MOXET
nepeHecTu OaytoHHOE pacmupenue 0e3 moBpexxaeHus. [lokpeitre MoxeT abcopOUpoBaTh pa3NUIHBIE MOJIEKY-
JbI: pazHooOpasHoro pasmepa u Qusnuecknx xapaktepuctuk B PC mOKpbITHE M BBICBOOOXKIATh UX KOHTPOJIH-
pyeMbiM 00pazoM. PC moOKpbITHE MOKET OBbITh TAKMM TOHKHM, Kak 0kojio 0,1 MKM, XOTs1 00Jiee TOJICTBIC CIIOH
MOT'YT TaKkxe NnpuMeHsTbcs. CTeHT, MOKphIThId LO MaTpuLieil, MOXKeT ObITh NOTPY>KEH B pAaCTBOP COSIUHEHHS B
OpPraHMYEeCKOM PacTBOPUTEJIE Ha HECKOJILKO MUHYT. Y POBEHb HOKPBITHSI MOXKET KOHTPOJIMPOBATHCSI KOHIIEHTpA-
el pactBopa coeanHeHus. Ilocne yaaneHus U3 pacTBOpa MOKPHITHE MOXET COXHYTh B T€YEHHE KOPOTKOT'O
BPEMEHU Tepe]l TeM, KaKk OHO OyIeT TOTOBO Ui Ucmoib3oBaHus. CM., Hanmpumep, WO 01/00109, 01/01957,
01/52915, 02/55121 n 02/55122.

[IpumMeneHne pamanora JTaHHOTO H300PETEHHS B COYETAHUH CO CTEHTOM MOXKET OBITh JOCTHTHYTO, HAIPH-
Mep, aanTanuei crocoO0B U BEIIECTB, HCIOIB3YEMBIX IS TOCTAaBKU JAPYTHX JIEKAPCTB, OCOOCHHO pallaMHUIIIHA,
C WCTIOJB30BAaHUEM TAKMX YCTPOUCTB, KakK, HAIPUMEP, PACKPBITHIX BHINIE YKa3aHHBIX TOKYMEHTOB, a TaKXe B
nmatentax CIIA 5516781; 6153252; 5665728; 5646160; 5563146; u 5516781, a Taxxe B OImyOIMKOBaHHBIX Me-
JKIYHApOIHBIX HaTeHTHbIX 3asBkax WO 01/01957, 01/49338, 01/87263, 01/87342, 01/87372, 01/87373,
01/87374, 01/87375, u 01/87376. Pananorn JaHHOTO W300PETEHHS SIBJISIOTCSA B IMHPOKOM CMBICIE COBMECTH-
MBIMH CO BCEM pAIOM ﬂHSaﬁHOB CTEHTAa U CHOCO6OB 1 BEIICCTB [JId MMOKPBITUA, OCAKACHUSA, HAHCCCHUSA CJIOIMHA
WJIM MHOM Harpy3Ku MX JIEKapCTBOM. 3arpy3ka TakuX MEAMIMHCKUX YCTPOMCTB panajioroM JaHHOro M300pere-
HUS, MEJUIIMHCKUE YCTPOMCTBA, 3arPY>KCHHBIC ParajJoroM JaHHOTO M300PETEHUS U MX BBEJCHHUE B KPOBEHOC-
HBIA COCYJ] WJIM JAPYTOW MPOCBET PEIMITMCHTA TAKOTO YCTPOWCTBA, 3arPY>KCHHOTO TAaKUM PaItajJoroM, Bce OXBa-
THIBAIOTCS JAHHBIM H300pETCHUEM, BKIIFOUAs PA3JIUYHBIC MATPHUIIBI, IOJMMEPHI, Oapbepbl U APYTUEC BapUAHTEHI,
JOCTYTIHBIC IS TIpakTHKa. Ha mpakThke BEIOOp MaTepHaoB (HAIpUMeEp, pacTBOPUTENEH, OIMMEpOB, Oapbep-
HBIX CJIO€B, MATPHII U T.1I.) U TOYHBIE CITIOCOOBI MOTYT OBITh ONTHMH3UPOBAHBI B 3aBUCUMOCTH OT BBIOOpA COCIH-
HEHHS, UCTIONB3YSl pyTHHHBIE SKCIIEPUMEHTHI. J[pyTuMHU cIIOBaMU, JKENATeNBHBIN M ONTUMAIBHBIA BBIOOPHI JH-
3aifHa CTEHTa WM KOMIIO3UIIMH, PACTBOPHUTENIEH, COPACTBOPUTENIEH, MOJUMEPOB, COMOJIMMEPOB, MOKPBITHM,
6aprepoB, METOVK 3arpy3KH JEKapCTBa, MHTEPBAJIBI KOHIICHTPAIINH WM BpEMsI, MIIM TeMIIepaTypa | T.J. CTaHyT
MOHATHBIMH B JTAHHOM CJIy9ae C UCIOJIB30BAHUEM PYTHHHBIX MPAKTUIECKUX JEHCTBUI.

JanbHeiiee o0cyxaeHue GapMaleBTHYECKUX MMPUMEHEHHH, TOTOBOW (DOPMBI, JTO3UPOBAHUS M BBEICHUS
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MPE0CTaBICHO HIDKE.
IonpoOHoe onncanne n3o00peTeHUs!

[Tpn uTeHNM HAHHOTO JOKYMEHTa MPUMEHSIOT CIEAYIOIIYI0 HH(POPMALHIO U ONPEACIECHHs, €CIIH HE yKa3a-
HO uHade. Kpome Toro, eciy He yKa3aHO MHaue, BCe CIyYad NPUCYTCTBHUS (QyHKIMOHAIBHON IPYIIIBI SBISIOTCS
HE3aBHUCHUMO Bbl6paHH]:lMl/I, 0 YCeM 4YUTATCIIIO B HEKOTOPLIX ClydasdX HAIIOMHWHACT HCIIOJIb30BAHHUE OTMECTKH
HITPUXOM WIIM 3HAYKOM TIPUM JJIs IPOCTOTO YKa3aHHsI, YTO JABA Clly4as IPUCYTCTBHSI MOTYT OBITh O/IMHAKOBBIMH
unu pa3nuuHeME (Hanpumep, R u R'). Hymeparyst aToMOB B XUMHYECKUX CTPYKTYpax WM OTHOCALIAsCA K XH-
MHYECKHUM CTPYKTYpPaM, PacKpbITHIM B JaHHOM JOKYMEHTE, JaHa CO CCBUIKOW Ha CUCTEMY HyMepaluH, IT0Ka3aH-
Hyt0 B popmyite 1. Taxke unrarens aapecytot k crpanunam 15-18 WO 01/14387 st 10OTHUTENBHBIX Opesie-
JICHUH 1 OPUEHTHPYIOIIYIO HHPOPMAIHIO, KOTOPAsi IOMOIHSET CIIEAYIOIIEe.

Tepmun "anmudaTiueckuit'!, Kak UCHOIH30BaH B JAHHOM JOKYMEHTE, BKIIOYAaeT KaK HACHIIICHHBIC, TaK H
HEHACHIIIICHHBIE (HO HEeapOMAaTHYeCKUe), ¢ MPAMON Lenbio (T.e. Hepa3BETBICHHEIC), Pa3BEeTBICHHBIC, IIHKIINIC-
CKHE WM MOJHLIUKINYECKHE HEapOMaTH4YeCKHE YIIeBOJOPOAHbIE (PparMeHThl, KOTOpbIE HEOOS3aTEIBHO 3aMe-
IIEHBI OAHOH WM Oosee (PyHKLIMOHAIBHBIMY TpynniaMu. Eciu He 0003Ha4eHO MHAYE, alKWIbHbIE, APYTUE aju-
(haTHUecKue, aTKOKCH M aIlMIbHBIE TPYMITBI IPEANMOYTUTENRHO coepkaT 1-8, a Bo MHOTUX cirydasx 1-6, cMex-
HBIX aIM(aTHUECKUX YIIIEpPOIHbIX aToMOB. MiuttocTpaTuBHble annarniyecKiue rpymibl, TaKUM 00pa3oM BKITIO-
YaloT, HarpuMep (parMeHThl, TaKKe Kak METHJI, 3TWJI, H-IIPOIIHII, U30Mponwi, uuknonponui, -CH,- nukionpo-
AT, aJUTAIT, H-OyTwi1, BTOp-0yThi, mukio0y T, ~-CH,-1iuko0yTHII, H-IICHTWI, BTOP-TICHTWII, H30IICHTHII, TPET-
HEeHTHI, IUKIoneHTHN, -CH,-IMKIIoneHTI, H-reKcuit, BTop-rekcuil, nukiiorekcui, -CH,-IMkinorekcun u T.I.,
KOTOpBIE TOBTOPHO MOTYT COJIEp KaTh OJIUH MM OoJiee 3aMeCTUTENeH.

Taxum 06pa3om, Moapa3yMeBaloT, YTO TEPMHH "andaTuuecKuii” BKIOUaeT parMeHThl, TAKUE KaK aJIKull,
QIKEHWJI, ATKUHWJI, IUKIOAIKII, IUKITOATKSHIT U IUKIOATKIHIIL.

Kak ncrons30BaH B HACTOAIIEM JOKYMEHTE, TEPMHUH "allKiiI'" BKIIOYAaeT KaK HACBHIIIEHHBIC, TAK M Pa3BETB-
JICHHBIE W LUKJINYECKHE AIKWIbHBIC TPYMIEl. AHATOTHYHOE MPABHIO HNPUMEHSETCS 110 OTHOLICHUIO K APYTUM
o0mMM TepMUHaAM, TakuM Kak "ajakeHwn", "ankuHuia" u T.1. Kpome Toro, kak MCHOJIb30BaHA B HACTOSIIEM JO-
KyMeHTe, TepMuHoorus "ankmn", "ankenmn", "ankuHUI" ¥ T.I. OXBAaTHIBAET KaK 3aMeIIeHHBIC, TaK U He3aMme-
IIEHHBIE TPYTIIIBL.

TepmuH "anmkui" OTHOCHTCS K TpyIIaMm, 0OBIYHO COAEPIKALIMM OT OJHOTO O BOCHMH, MPEAIIOYTUTEIHHO
OT OJTHOTO JI0 HIECTH aToMOB yriepoja. Hampumep, "ankun" MOXeT OTHOCHUTBCA K METHIY, STUILY, H-IPOIUIY,
M30IPOIMITY, IUKIIONIPOIIMITY, OyTHILy, W300yTHITY, BTOP-OyTHITY, TPET-OyTHITY, HIMKIO0YTHITY, HIEHTHILY, H30TI€H-
THITY, TPET-TICHTUITY, [UKJIONEHTUITY, TeKCHITy, N30T'€KCIITy, IMKIOTeKCIIy | T.I. Iloaxoxasmue 3amenieHHbIe
QIKWIBHBIE TPYIMIBl BKJIIOYAIOT, HE OrPaHWYMBAsACh MMM, (TOPMETHI, AM(TOPMETHI, TPUPTOPMETHI, 2-
¢dropatrn, 3-PTOpHpONHI, THAPOKCHMETHI, 2-THAPOKCUITIII, 3-THIPOKCHIPONIHI, OCH3WI, 3aMeIIeHHBI OCH-
3WJI U T.IL.

Tepmun "anmkeHUNI" OTHOCHTCS K TPYIIIaM, OOBIYHO CONEPIKAIIUM OT JBYX JI0 BOCBMH, NPEIMOYTHTEIEHO
OT JIBYX JI0 IIECTH aTOMOB yriepoaa. Hampumep, "ankeHm1" MOXeT OTHOCUTBCS K MPOI-2-eHIITy, OyT-2-eHHITY,
OyT-3-eHnIy, 2-MeTHIIpOI-2-eHITy, TeKC-2-eHUIy, TeKC-5-eHuny, 2,3-TuMeTmiOyT-2-eHuiIy W T.I. TepMuH
"aMKHWI", KOTOPBI TaKKe OTHOCHTCS K TPYIIaM, COIEpXKAIIUM OT ABYX IO BOCBMH, HNPEANOYTHUTEIHHO OT
JIBYX JIO ILIECTH aTOMOB yIJIEpOJia, BKIIIOYAIOT, HE OrPaHUYMBAsCh UMHU, IPOI-2-UHUI, OyT-2-UHWI, OyT-3-HHWUI,
MEeHT-2-UHWI, 3-METUINCHT-4-UHUJI, TEKC-2-UHMJI, TEeKC-5-UHHII U T.I1.

Tepmun "muxmoankmn", Kak MCIOJIb30BaH B HACTOALIEM JOKYMEHTE, OTHOCHUTCS KOHKPETHO K Ipymiam,
COJIEp’KaIllM OT TPeX A0 CEeMH, NMPEINOYTHTEIHHO OT TPeX JI0 JIECITH aToMOB yriepoaa. [logxonsmie uKiIo-
JIKWIBI BKJIIOYAIOT, HE OTPaHMYMBAsICh UMM, LUKJIOTIPOIIHII, IUKIO0YTWII, IUKJIOIEHTHII, IUKIOTEKCHII, IIUKIIO-
TeNTHI U T.I1., KOTOPBIE, KaK B Cilydae JPYrux aaudaTHdecknxX Win rerepoainpaTiiecKux WM reTeponnuKiInie-
CKUX (PparMeHTOB MOTYT HEOOS3aTeNBFHO OBITh 3aMEIICHHBIMHU.

Tepmun '"rerepoanudarnyeckuii”, KaKk UCIIOJBF30BaH B HACTOSIIEM ITOKYMEHTE, OTHOCUTCS K annaTide-
CKUM (pparMeHTaM, KOTOpBIE COEpKaT OIUH WK OoJiee aTOMOB KHCIOPOIa, Cephl, a30Ta, Gochopa mwin KpeM-
HHS, HalIpUMEpP, BMECTO aTOMOB yTJIEPOJIa.

I'etepoanudaruueckre pparMeHTs! MOTYT OBITh PA3BETBICHHBIMHU, HEPA3BETBICHHBIMU MM LIMKIMYECKHU-
MH U BKJIFOYATh F€TEPOLUKIIBI, TAKUE KaK MOP(OINHO, TUPPOIUIUHIUI U T. 1.

Tepmun "retepouuki”, "reTepouukini" WK "TeTePOLUKINYECKUI", KaK UCTIOIb30BaH B HACTOSIIEM JO-
KYMCHTC, OTHOCUTCA K HEAPOMATUYCCKHUM HUKIIMYECKHUM CHUCTEMaM, COACpKAIIUM OT IIATH A0 YE€ThIpHAAUATH
YICHOB, MPEANIOYTUTENIBHO OT IISITH JI0 AECSATH, B KOTOPBIX KaXIIBIH M3 OJHOTO WM Oojiee aTOMOB yriepojaa B
IUKJIE, TPEIIOYTHTEILHO OT OJJHOTO JIO0 YETHIPEX, 3aMeIlleH rerepoaroMoM, TakuM kak N, O mwim S. Henumuru-
pymoIIue MPUMEPH TETePOIUKINICCKHX KoJel BKIOUYaloT 3-1H-OeH3ummnazon-2-oH, (1-3aMemieHHBI)-2-
OKCOOCH3MMUIA301-3-mwi1, 2-TeTparuapodypanui, 3-TerparuapodypaHui, 2-TeTparuapoTHodeHmt, 3-Terpa-
TUAPOTHOGEHII, 2-MOPGOIHMHII, 3-MOPPOITHHII, 4-MOPHOTUHII, 2-THOMOPQPOIHMHII, 3-THOMOP(OIHHII, 4-
THOMOP(HOIMHII, |-TUPPONHANHIIT, 2-TIHPPOTUANHII, 3-MUPPOIUIUHII, |-TIHIepasuHWI, 2-TIATIepasuHuI, |-
NUNEPUANHNT, 2-TIUNEPUOUHUI, 3-THNOCPUIUHWI, 4-NUNepUAnHUI, 4-THA30NUAMHWUI, [IUa30/I0HMN, N-
3aMEeIIeHHBI TUa30JI0HWA, |-GTaMMUIUHII, OCH30KCAHWII, OCH30MUPPOIUANHII, OCH30MUIEPUIUHIII, OCH-
30KCOJIaHmII, OCH30THONAaHW M OeH30THaHWI. Takxke B 00beM 0XBaTa TEPMHHA '"TeTeponuKIni" WiK "reTepo-
UKIMYECKUH", KaK HCIIOJIb30BaH B HACTOALIEM JOKYMEHTE, BXOJIUT IPYIIa, B KOTOPOH HeapoOMaTUYeCKUH IHKII,
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COJIEp KAIIII TeTepoaTOM, KOHICHCHPOBAH C OJHUM WX 00Jiee apOMaTHYECKUX WIIM HEapOMAaTHYECKUX LIUKIIOB,
TaK KaK B MHJIOJMHUIIE, XpOMaHHIIe, (EHAHTPUANHIIC WIN TETPArHAPOXUHOIMHUIIE, T/I€ PAJUKAJ HIIH MOJI0XKe-
HUE MPUCOCTUHEHMS] HAXOUTCSI B HEAPOMATHUECKOM LIUKJIIE, COIEPIKAIEM TreTepoaToM. TepMHH "TeTepOIrKI",
"reTeporKInI" WK "TeTepONUKINIecKril", MO0 HACBHIIEHHBIA WM YaCTUYHO HEHACBHIMIEHHBIA TaKk)Ke OTHO-
CUTCH K IUKJIaM, KOTOPBIC HeO6§I3aTeHbHO SABJIAKOTCA 3aMCILICHHBIMU.

Tepmun "apun", UCTIONB3YEMBI OTJEIBHO WIM KaK 4acTh OOJIbIEro (parMeHTa, Takoro Kak "apankui',
"apankokcu" win "apHIIOKCHAJIKMI" OTHOCUTCS K apOMAaTHYECKUM LUKIMYECKHM TIPYyIIaM, COJAEpPXKALIUM OT
MSATH IO YCTHIPHAIIATH WICHOB, TaKMX Kak QeHwr, 1-HadTmi, 2-Hadtmn, 1-anTpanun u 2-anTparmi. TepMuH
"apui" TakKe OTHOCUTCS K IIHKJIaM, KOTOpPbIe He00A3aTEIFHO SIBIISTIOTCS 3aMEIIeHHBIMI. TepMuH "aprn” MOXKeT
OBITH UCIIOJIH30BAaH B3aMMO3aMEHSEMO C TEPMHHOM "apwibHbIi mukn". "Apui" Takke BKIIOYaeT KOHAEHCHPO-
BaHHbBIE TTONUIUKINICCKAE apOMATHIECKAE KOJBIIEBBIE CHCTEMBI, B KOTOPBIX apOMAaTUYeCKUAN IMKII KOHIICHCH-
pOBaH ¢ OOHMM WM Ooiiee HUKIOB. HeorpaHwumBaromiyie mpUMephl MPUMEHUMBIX APWIBHBIX MHAKIHYECKUX
TPYIN BKJIIOYAIOT (EeHUI, rajioreH(peHmI, amkoKkCupeHu1, qUankoKCH(pEeHI, TPHATKOKCU(EHII, aTKUICHTHOK-
cubpenn, HadTw, GeHaHTpuI, aHTPWI, (EHAHTPO W T.I., a Takke l-HadTwia, 2-HadpTHia, l-aHTpamumn u 2-
aaTparmi. Takxke B 00beM 0xBaTa TepMHHa "apmi", Kak HCIOJIB30BaH B HACTOSIIEM TOKYMEHTE, BXOIUT TPYIIIA,
B KOTOPOW apOMaTHYECKUil LIMKJI KOHJIEHCUPOBAH C OJJHUM WJIM 0oJiee HeapOMaTU4ECKHUX IMKJIOB, TaK KaK B HH-
JaHWJIC, (beHaHTpI/IZlI/IHI/I.He HIIN TeTpaFH)lpOHa(l)TlfUle, rae pagukail Wi MOJOKEHUE NPHUCOCIUHCHNA HAXOAUTCA B
apOMaTHYECKOM IIHKJIE.

TepmuH "rerepoapmi”, Kak HCHOJIB30BaH B HACTOSIIEM JOKYMEHTE, OTHOCUTCS K CTaOMIIBHBIM I'eTepOLUK-
JMYECKUM U TOJIMT€TEPOLIMKINUECKUM apoMaTHUecKuM (parMeHTam, coxepxamuM 3-14, o6baHO 5-14 aTomoB
yriepona, T1e JaHHble (PparMeHThl MOTYT OBITh 3aMELIEHHBIMH MJIM HE3aMEUIEHHBIMH M MOTYT BKJIIOYaTh OJWH
i 6oJee IUKIOB. 3aMECTHTENN BKITIOYAIOT JIFOOBIE 3 paHee YIIOMSIHYTHIX 3aMecTuTeNei. [IpuMeps! THITMIHBIX
TeTepOAPIIbHBIX IUKIOB BKIIOYAIOT S5-UICHHBIC MOHOIUKIMYECKHE KOJNBIEBBIE TPYIIbI, TaKWe KaK THECHUI,
MUPPOITHI, UMHUAA30JIWI, TMHPA30IWI, (YPHII, M30THA30IMWI, (ypa3aHWI, H30KCA30JWI, THA30IHI H T.IL; 6-
YICHHBIE MOHOLUMKIMYECKHE TPYIIIbI, TAaKHe KaK MAPHIWI, THPA3UHII, THPUMUAUHIIL, THPUAA3HHIII, TPHA3HU-
HWJI U T.IL.; U TOJULIMKINYECKUE T'eTePOLUKINYECKHE KOJbLIEBbIE TPYIIbl, Takue Kak OeH3o[b]ruenun, Had-
T0[2,3-b]THeHnI, THaHTpeHM, n300eH30(hypaHIII, XPOMEHUII, KCAHTEHMIT, (DEHOKCATUEHWII, WHIOIU3UHUI, U30-
HWHOOJIWII, UHAOJWII, UHAA30JIWJI, ITYPUHWII, U30XUHOJIWJI, XUHOJIHNI, (l)TaJ'Ia3l/IHI/lJ'l, Haq)Tl/Ipl/IZ[I/IHI/UI, XHHOKCaJIn-
HHWJI, XUHA30JIUHWII, 6eH3OTI/IaSOJ'I, 6eH31/IMI/I[laSOJ'I, TCTPAruAPpOXUHOJINH, HUHHOJIUHWII, NTCPHUIUHNII, Kap6a30—
i, 6era-kapOoNMHII, GEeHaHTPUIUHII, aKPUAMHWI, NEPUMUANHII, (PEHAHTPOIMHII, (PeHa3UHMII, W30THA30-
i, GeHoTnasuHui, GeHokcasuHuaI U T.11. (cM., Hanpumep, Katritzky, Handbook of Heterocyclic Chemistry).
Jpyrue KOHKpETHBIE MPUMEPHI TeTePOapUIIFHBIX IIUKIIOB BKIIFOUYAIOT 2-pypanmi, 3-pypanun, N-umunazonmn, 2-
UMHIA30JTAT, 4-AMUAA30IMI, S-UMHAIA30TUII, 3-U30KCa30IIII, 4-H30KCa30IIII, S-H30KCa30IHII, 2-0KCaHa30IIHIL,
5-0Kcamua3omi, 2-0Kca30Imi, 4-0KCa30IrI, S-0KCa30IuiI, |-MTuppoNui, 2-TUPpOITHI, 3-TUPPOITHI, 2-TTHPHUIAIL,
3-mupuwi, 4-THpUIML, 2-TUPUMHUIWL, 4-TUPAMUAWL, S-TUPUMUAWI, 3-TUPUOA3HHWI, 2-THA30mwi, 4-
THA30JIMI, S-THA30JIWII, S-TETPa30IMI, 2-TPUa30oiIwi, S-TpUazonui, 2-THeHW, 3-THeHW, Kap0a30ami, OCH3UMHU-
Ja3onmi, OeH30TueHW, OeH30(ypaHnIl, WHIOIUI, XMHOJIMHUII, OEH30TPHUA30IMII, OEH30THA30IMII, OEH300KCa30-
T, OCH3MMUAA30IAI, M30XHMHOINHIII, WHIOIWI, U30MHIOMWI, aKpUIMHII WK OeH3on3okcazomwl. ['erepoa-
pWIbHBIE TPYMIIHI Jajiee BKIIOYAIOT TPYIIY, B KOTOPOW reTepoapoMaTUYeCKUil UK KOHJACHCHPOBAH C OJHUM
ni 60nee ApOMATHYCCKUMU WM HECAPOMATUYCCKUMU LMUKIIAMU, TAC paJuKaJl WK IMOJOXKCHUEC MPUCOCIUHCHUA
HaxoJATCA B Ir€T€poapoMaTuiCeCKOM HUKIIC. HpI/IMepI)I BKJIIOYAIOT TCTPAruipOXUHOJINH, TETPAruApOU30XUHOJINH
u mupuo| 3,4-d [ mupuMuuHUIL.

Tepmun "rerepoapuin" Takke OTHOCHTCS K IIMKJIaM, KOTOpbIE HEOOS3aTENbHO SIBISIOTCS 3aMEIICHHBIMU.
Tepmun "rerepoapun" MOXKeT NPUMEHATHCS B3aMMO3aMEHSEMO C TEPMUHOM ''TeTepOapUIIbHBIN LUK WIN Tep-
MHHOM ''TeTepoapoMaTHIECKuii".

ApunpHas Tpymma (BKIIOYAs apWIBHYI0 YacTh apallKWIBHOTO, ApANKOKCH WM apHIOKCHAITKAIBHOTO
(hparMeHTa ® T.II.) WIK TeTePOApWIbHAS TPyIHa (BKIIOYAas TeTepOaprIbHYI0 YacTh TeTepOapaKMILHOTO WIIH
TeTepOapuiIalIKOKCH (parMeHTa U T.II.) MOXKET COJIepKaTh OIMH MU Ooiee 3amectuteneid. [Ipumeps! moaxons-
IIMX 3aMECTUTENIeH y HEHACBIIEHHOTO aTOMa YTIIepOAa apWibHOH WM TeTepOapHIbHON TPYIIBI BKIIOYAIOT
ranoren, -YR? (t.e. Bkmouast -R% -OR?, -SR? u -NR’R’), -Y-C(=0)R?, -Y-C(=0)OR?, -Y-C(=O)NR’R’, -Y-
C(=NR*)NR’R’, -COCOR? -COMCOR?), J, -CN, -S(=O)R%, -SO,R?, -SO,NR’R’, -NO,, -NR’SO,R* n
-NR’SO,NR’R’. Jlist nanbHeimeit WLTIOCTPAIIMY 3aMECTHTEIIH, B KOTOPHIX Y MPEICTABISET COOOMH NR?, Taxum
o6pasom BiIOUaroT cpemu apyrux, -NR’C(=0)R®, -NR*C(=0)NR’, -NR*C(=0)OR’, -NR*C(=NH)NR®. Orme-
4eHo, uTo 3aMecTHTeNH R” 1 R’ MOryT camy GBITH 3aMEIEHHBIMU MM HE3aMeIeHHBIMU (HAIPUMep, HEOrPaHH-
UMBAIOIIME MIUTIOCTPAIKK (parmMenta R’ Bmouaror

ANKUITAJIOTeH, TAKOH KaK XJIOPMETHII MIIH TPUXIOPMETHIT;

AIKOKCHANKHJI, TAKOM KaK METOKCHATHII-; MOHO-, IH- W TPHUAIKOKCH(EHIII; METHICHAHNOKCU(PCHIT WIH
STHIICHANOKCH(DEHWT; TaloreH()EeHIT; ¥ aIKIIAMIHO). J[OTIOTHUTETFHBIE HILTIOCTPAaTHBHEBIE TPUMEPHI BKITFOYA-
10T 1,2-metunenanokcu, 1,2->tunernuokcy, 3ammmenayio OH (Takyro kak ammiokcu), (eHMI, 3aMeIIeHHBINH
denmn, -O-benmn, -O-(3aMemnieHHbId)peHna, -O0€H3WI, 3aMemieHHbId  OcH3wia, -O-dematun  (T.e.
-OCH,CH,C¢Hs), -O-(3amemennsrii)denstin, -C(O)CH,C(O)R?, -CO,R%, -C(=0)R? (T.e. auun B Ciy4asx, Ko-
raa R? seistercs anudaTHUECKUM, apOMII B CIIydasx, KOrjaa R? sBisieTcst ApUJIOM U IeTepoapomnl B ClIydasx, KO-
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rma R? sBisercs rerepoapmiom), -C(=0)NR’R’, -OC(=0)NR’R’, -C(=NH)NR’R’® u -OC(=NH)NR’R’. [anb-
HEHIMe MpuMepsl 3aMEeCTUTENIeH BKIIOYAIOT TPYIIEI, TAKHE KaK aMHHO, aJKIJIAMHHO, THATKWIAMUHO, aMHHO-
KapOOHWJI, TaJlOTeH, aJKWI, ATKUIAMHHOKApOOHMI, TUAIKHUIAMAHOKAPOOHWI, aKUIaMUHOKAPOOHUIIOKCH, JH-
AIKUIIAMHUHOKapOOHUIIOKCH, JIKOKCH, HUTPO, LIHAHO, KApOOKCH, AIKOKCUKApOOHHII, alKHIKapOOHMII, THIPOKCH,
rajJoreHaJKOKCH U TaJIOTeHAIKHUIL

Anndarnueckas, rerepoanudariyeckas WM HeapoMaTHYecKasi reTepOoLMKINYecKas rpyIina MOTYT TakKe
coJiepKaTh OIUH WK OoJsiee 3amectureneil. [IpuMepsl MOAXOMAIIMX 3aMECTUTEINIEH B TAKUX TPYIIax BKIIOYAIOT
3aMECTHUTEIH, TIEPEYUCIICHHBIE BBIIIE /Ul aTOMOB YIJIEPOa apWIIbHON MIIM FeTepOapHiIbHON TPYIIIEI U B JIOTIOJ-
HEHHUE BKJIIOYAIOT CJIEAYIOIIME 3aMECTUTENM JUIsl HACHIIEHHOTO aToMa yriepoaa: =0, =S; :NRz, :NNRQRS,
=NNHC(O)R?, =NNHCO,R* mm =NNHSO,R’. MILT0CcTpaTHBHBIE NpUMEpbI 3aMecTuTeNell B anudaTuaeckoii,
rerepoann(aTHIECKON TN TETEPOIMKINIECKO TPyIIe BKIOYAIOT TPYIIBI, TaKue KaK aMHHO, aJKHJIaAMHHO,
TUATTKAIAMAHO, aMHHOKAapOOHWII, TaJOTeH, alKWI, alKAIaMAHOKAPOOHWII, NHANKIJIAMHAHOKApOOHWUII, AJKHiIa-
MHHOKapOOHUIIOKCH, JHAIKUIAMHUHOKAPOOHUIIOKCH, alKOKCH, HUTPO, IUAHO, KapOOKCH, AIKOKCHKapOOHHJI, all-
KIJIKapOOHWII, THAPOKCH, TATOT€HAIKOKCH HJIN TaIOTEHATIKHUIL.

WmocTpaTHBHBIE TPUMEPHI 3aMECTUTENICH M0 aTOMY a30Ta apOMaTHYECKOTO MM HEapOMaTHYECKOTo Te-
TEPOLMKIMYECKOro Kombla BKIoUaoT -R%, -NR’R’, -C(=0)R?, -C(=0)OR?, -C(=0)NR’R’, -C(=NR*)NR’R’,
-COCOR?, -COMCOR?, -CN, -NR’SO,R” 11 -NR’SO,NR’R’.

[Tpumeps! 3amectuTeneil B anudaruueckoi rpynmne win GeHUIbHOM LUKIE BKIIOYAIOT aMUHO, aJIKHJIaMH-
HO, IWAJKWIAMIHO, aMUHOKAPOOHHMII, TAJIOTCH, ANKHJII, aJKUIAMHHOKAPOOHWII, JHATKUIAMHHOKAPOOHMII, AJIKH-
JIAMUHOKapOOHMIIOKCH, TUAJKMJIAMUHOKApOOHHUIIOKCH, aJIKOKCH, HUTPO, IIMAaHO, KapOOKCH, alKOKCHKapOOHUII,
IKMIKapOOHWII, THAPOKCH, T'aJOr€HAJIKOKCH WM TJIOTEHAIKIIL.

KomOnHanms 3amecTuTeNell WiiM MEpEMEHHBIX SBISETCS Pa3pPEIICHHON TOJIBKO €CITU TakKas KOMOWHAITHS
MPUBOAUT K CTAOMIBLHOMY I XUMHYECKH JOIMyCTUMOMY coennHeHnt0. CTa0mIbHOE COeMHEHUE WITH XAMUYe-
CKH JIOITyCTUMOE COCIMHEHHE TPEICTABISIET COSANHEHIE, KOTOPOE CYIIECTBEHHO HE M3MEHSETCS MPU XpaHCHUN
npu Temneparype, pasaoit 40°C, uiau MeHee, B OTCYTCTBUH BJard WIN APYTUX XUMHUYECKH PEaKIIMOHHBIX YCIIO-
BUSIX B TEUEHHE, TI0 MEHBIIEH Mepe, HeIeTH.

Hexotopeie coemHEeHUsT JaHHOTO M300pETEHHMsI MOTYT CYIIECTBOBAaTh B TAYyTOMEPHBIX (pOpMax W JaHHOE
n300peTeHNe BKII0YAeT BCE TaKUe TayTOMEPHbIe (POPMBI TAKUX COCAMHEHUH, eclii He 0003HAUYEHO MHaue.

Ecin He YTBEPKAACTCA HMHA4YC, CHUTAIOT, YTO CTPYKTYPhI, I/I306pa)i(eHH])Ie B JaHHOM OIIMCaHHHU, TAKXC
BKJIFOUAIOT BCE CTEpeoXxuMHueckrue Gpopmbl CTPYKTYpHl; T.e. R u S koHbHrypamun s Kaxaoro acuMMeTpuye-
ckoro neHTpa. CrenoBaresibHO, AMHIUYHBIE CTEPEOXHMMUYECKIE U30MEPHI, a TAK)KE YHAHTHOMEpPHBIC M AuacTe-
peoMepHbIE CMECH HACTOSIIIUX W300peTeHid HaxomITcs B 00beMe n3o0perenus. Takum oOpa3oM, n3oOpeTeHue
OXBAaThIBACT KX/ ANACTEPEOMEP WIIM SHAHTHOMED, 110 CYIIECTBY CBOOOIHBINA OT APYTHX M30MepoB (>90%, u
MPEeANIOYTUTENTBHO >95%, CBOOOIHBIN OT APYTUX CTEPEOM30MEPOB HA MOJIIPHOM OCHOBE), & TAKXKE B BU/IE CMECH
TaKkuX W30MepoB. (B XuMHUYeCKHX CTPYKTypax B JaHHOM JOKYMEHTE, BOJHHCTAS JIMHUS, HAIIPUMEDP, BOITHUCTAS
nunust B popmyne | B mosoxxenusix 43 u 28 ykaspiBaet 1160 Ha R winu S opueHTanuio).

Ecmu He yTBepkmaeTcs MHade, CUUTAIOT, YTO CTPYKTYpBI, N300pakeHHbIE B JAHHOM OIHCAHUH, TaKXKe
BKITIOYAIOT COEAWHEHHS, KOTOPHIE PaszIMYalOTCs TOJIBKO B MPUCYTCTBHU OHOTO WM Oojiee M30TOIMHO obora-
HICHHBIX aTOMOB. Haan/lMep, COCIMHCHUA, UMCIOIINE HACTOAIMNE CTPYKTYPbI, 3a WCKIIIOYCHUEM 3aMCICHUA
BOJIOpOJIa IEHTEepHeM U TPUTHEM WK 3amenieHus yriepoaa 13 C- wiu 14 C-000ramieHHbIM YIIIEpOaI0M, Ha-
XOJSTCS B 00beMe IAaHHOTO U300pETEHHSI.

Panaior, conmepxamuit JQA, kak OMUCaHO B IAaHHOM JOKyMeHTe, (T.e. 43-JQA-conmepxamiue pamnaiori)
MOXET OTJIMYAThCS OT COOTBETCTBYIoMIEro 43-JQA-conepKamiero Npon3BOJHOTO ParlaMUIMHA 110 OTHOLIEHHIO K
HYJIIO, OJTHOMY, ZIBYM, TPEM, YETBIpEM, IISTH, IIECTH WM ceMH (Wwin Oosee) 3aMeIiaromuM (pparMeHTaM HiH
(hyHKIIMOHATHHBIM TPYIIIAM B MTOJIOKEHHUAX, OTIUYHBIX OT MOookeHus 43. OOuH Kace parnaioroB JaHHOTO HU30-
Opetenus BkimovaeT JQA-comepkamue pamnaixora 6e3 APYrux MOIU(HUKANUNA OTHOCHUTENBHO pallaMHUIfHA, T.C.
npyrux, 9eM JQA wmommupukamus mo monoxenuto 43. Eme onmumH Kiace BKIOYaeT cpem mpodux JQA-
COJIEp KAIIie PANaloTy C JONOJHUTENbHOW Moaudukanueil (MogupHUKanusiIMi) 0 OJHOMY, IBYM, TPEM, YETHI-
peMm, ATy wiu BeeM mectd u3 nonoxkenuit C7, C13, C14, C24, C28 u C30. Mogudukanun CTpyKTYpHI panaio-
ra W3BECTHBI IS Psfa NPEXkIe U3BECTHBIX panayoroB (cm., Hanpumep, W099/36553, tabmuna I u Liberies et
al., 1997, Proc Natl Acad Sci USA 94:7825-7830 u infra) u MOTyT OBITH JIETKO aJIaliTUPOBAaHBI K HACTOSILIEMY
n3obperenuo. Cm. taxxke WO 01/14387, yxe BKIIOYEHHYIO B JaHHBIH JOKYMEHT B Ka4eCTBE CCBHUIKHU, BKIIIOYAs,
cpean MpovMX, crpaHunbl 24-30, 1y HGOPMALMK 1O M3BECTHBIM MOJM(UKAIMAM U COUYETaHUSIM Moauduka-
IV, N3BECTHBIX /IS pallaMUIMHA, KOTOPbIe MOTYT OBITh MCHOJIB30BaHbl B Au3aiine JQA-coxepxamux pamnasio-
TOB.

Onua noasun JQA-coaepKanix pamnaioros, MPEeICTaBIMIONINX 0COOBI HMHTEpeC I MPAaKTUIECKOTO BO-
TUTOIIEHHS CTIOCO00B TAaHHOTO M300pETEHHS, IPEICTABISET TaKHE PAajiory (Wi UX (papMarieBTUIECKH TIPHEM-
NeMble TIPOM3BOJIHBIE), B KoTophix R’ mpencrasnser dparment, otmuussii or OMe. Jlauusii nogsua ("C7
JQA-cozepxamue pamasorn") BKIIOYaeT COSAMHEHHs, B KOTOpbIX oauH 13 R™ u R’ mpexcrasmser H, a JIpyTOH
BBIOMPAIOT U3 -R®, -Z-R%, -Z-(CO)RA, —Z—(CO)ZRA, -NR”SO,R" u -NSO,R”®, rie xaxpiii Z He3aBUCHUMO npen-
craBsier coboit O, S wmm NR™. JlaHuslit moxasua wimoctpupyiot JQA-cofepKalue pananori, HMEIOIHe 3a-
mectutenb npu C7, BBIOpaHHBIN M3 CIIENyIOUIeN TPy apyil; TeTepOapyIl; apUIIOBbIA, IeTepOapHIOBbIA HIIH
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GensmoBblit 3¢up; n -NH(CO)OR?, -NH(CO)R”, -NH(SO,)R” nm -NH(SO,)NHR?, rne R* npencrasnser
co00i1 3aMeleHHbII WK He3aMEeIeHHBIN HU3IINI alKWi, HapuMep, MeTUIL, 3T, iPr, OyTwi, OeH3WI U T.J1. UK
3aMEIICHHBIA WM He3aMeIIeHHBIN (eHMI (HampuMep, M-TOIHI). B HEKOTOPHIX BOIUIONMICHHUAX TaHHOTO ITOABHA,
R™ 1 R"™ He3aBHCHMO BBIOMPAIOT U3 CIEAYIOMMX Iyt H; 3aMEIIeHHBIX MM He3aMEIEHHBIX, MMEIOIIIX OT
JABYX 10 BOCbMU aTOMOB YTIJI€poJa NpAMOLCTIOYECYHbIX, PAa3BE€TBJICHHBIX WJINM HUKINYCCKUX aJIKCHUJIA, AJIKOKCHUJIA
WY aJIKMJIMEPKAIITO; U 3aMEIIECHHbIX MM He3aMEeIISHHbIX apuiia, TeTepoapuiia, apuioKCH WK TeTepOapUIIOKCH,
apWIMEpKanTo Wid rerepoapuiMmepkanto. COeIUHEHUsT JAaHHOTO MOJABHA BKIIOYAIOT CPEIU MPOUYUX TaKue, B
kortopsix R™ mpencrasnster H; (BMecte ¢ R™°) =O; aKkoKCH; aKHIMEPKAITO; aMHHO (IIEPBHUYHYIO, BTOPUUHYIO,
TPETUYHYIO WIM YETBEPTUYHYIO); aMHJ0; KapOamar; apwil WU 3aMEIICHHBIH apiil; (EHWIT WIN 3aMEUICHHBINA
(heHMIT; 3aMCIICHHBIA WM HE3aMEIICHHBIA I'eTepoapuil, TAKOW KaK 3aMEICHHBIN MIH He3aMEICHHBIN THO(EHWI,
(hypwIn, MHIOMWI, W T.1.; WIN OCH3MIOKCH WX 3aMeIlleHHbIH OeH3mmokcu. Jpyrue mwmoctpatuBabie C7 JQA-
COJIEp KAIIIE PAITaOTH, KOTOPBIE MOTYT NMPUMEHSATHCS MPH MPAKTUIECKOM OCYIIECTBICHUH CITIOCOOOB TaHHOTO
M300pEeTeHNs, BKIIOYAIOT TAKKe, B KOTOPBIX OJHH U3 R™ 1 R™ npencrapisaioT H, a npyroii Beiouparot u3 -OFEt,
-O-mponmna, -O-6ytmna, -O-CH,CH,-OH, -O-6ensmna, -O-3amemieHHOTO O€H3MIA (BKIIIOYAs, HaIpUMED,
3-HUTpO-, 4-xJI0p-, 3-Hoa-4-mua3o-, 3,4-IUMETOKCH- M 2-METOKCH-), -S-Me, -S-denmn, -O(CO)Me, -ammwi,
-CH,C(Me)=CH,, -OCH,-CCH, -OCH,-CC-Me, -OCH,-CC-Et, -OCH,-CC-CH,OH wuu -2,4-mumerokcuderu,
2,4,6-tpumMeToKcH(eHmI, (QypaHWwI, THOPECH-WI, METHATHOGEH-WI, mupoawt u wuHAoIWwI. C7-momudu-
uupoBaHuble JQA-conepkalue panajiord, IpelIcTaBisonye 0coOblii HHTEpeC, SBISIOTCS panajoramu, Hecy-
NIMMH 3aMCIICHHBIA WK He3aMEIICHHBIH apoMaTnIecKuid 3Qup, 3aMEIICHHBIN W He3aMEIICHHBIH OCH3MIOBBINA
a¢up, nm xkapdamartHsiii pparment npu C7. B C7-moauduiypoBaHHBIX BOILIOMIEHUAX 3aMecTHTeNb pu C43
MOXeET OBITh IpeJCTaBlieH JIM00 B CTEPEOXMMHYECKON OpHeHTanuu (Wid B Buae cmecu u3omepos). C7 JQA-
COJIEp KAIIIE PalajioTH MOTYT Jajiee OTIIMIaThCS OT COOTBETCTBYOmEro C7-MoIupUIMPOBAHHOTO parlaMUIIMHA
TaKXe IO OJHOW, IBYM, TPEM, YETHIPEM, IISATH WIH 00Jee APYTHM MOJIOKCHUSIM.

43 JQA-pamamute 1 C7 JQA-coaepkamine panajior MpeICcTaBIsIOT OCOOCHHBIH HHTEpEC.

Eme onnna noasua JQA-coaepkamux pamnaioro, IpeACTaBIIONNX 0COOCHHBIN HHTEPEC B MMPAKTHKE pa3-
JIUYHBIX CITIOCOOOB M300PETEeHNUS, IPEICTABISIET Takue, B KOTOphIX 00a 3amectutelns mpu C24 u C30 otnudgarorcs
ot (=0). OcoOrIif mHTEpEC MPencTaBIIOT Te, ¥ KoTopbix C30 u C24 3amectutenu packpsiTel B WO 99/36553.
JlaHHbI MOABUA BKJIIOYAET cpeau mpouux Bee 43-JQA-comeprkaiue pamanord, B KOTOPBIX RS " R npea-
craisor co60it OH 1 oxus w3 RY7* u R’® Brimouaer B ce6st mo60ii 13 3aMEIIAONINX 3aMECTUTENIEH B TaHHOM
IMOJIOKECHUH, YKa3aHHbIX B IaHHOM OIIMCAaHWH, BKJIrOYas n}06me u3 C7 3aMeCTHTeJ’IeI7[, I/IJICHTI/Iq)I/ILlI/IpOBaHHbIX B
WO 01/14387. OcoGeHH bl HHTEPEC IPEICTABIISIOT COSIMHEHNs, B KOTOphIX omuH 13 R u R npencrasmser
co0ol IMUKIMYeCKHH anu(aTHUSCKUN paJnKai, apuil, TeTePOIUKIMI HIH TeTepOapui, KOTOPhIE MOTYT OBITh
HEeoO0s3aTeIFHO 3aMenIeHbl. J[pyrue coefMHeHN B TaHHOM ITOJIBUEC BKIFOYAIOT TaKWe COCITMHEHNUS, B KOTOPBIX
OJIlHA, N1B€, TPH, YETHIPE WJIH IIATh THAPOKCIIIBHBIX TPYII SITUMEPHU30BaHbI, (PTOPHUPOBAHEI, AIKAITHPOBAHBI, allH-
JUPOBAHBI WM HHAYE MOIU(HUIIMPOBAHBI TOCPEICTBOM 00pa30BaHUs IPYTHX CIOXKHOTO ddupa, kKapbamaTa, Kap-
OoHaTa WM MOYEBUHBI. MIITIOCTpaTHBHBIM COEOUHEHHEM, Hanmpumep, sABisiercs JQA-coaepkamuii pamnaior, B
KOTOpOM THApOKCHIbHBIE Tpymmnsl mpu C28 u C30 aiKuiIupoBaHbI, alMIMPOBAHBI WM CBSI3aHBI TOCPEICTBOM
obpazoBanus kapboHara.

Eme omun moasun JQA-comepkalux panaioroB, MPEACTaBIAIONIMX OCOOCHHBIN MHTEPEC, MPEICTABIsACT
MOHO- 1 U TOp-JQA-Ccomepkalue panaiord, KotTopeie coaepxar F no ogaomy win odoum u3 C13 u C28, kak
packpbiTo B WO 99/36553, ¢ NONONMHUTENBHBIME U3MEHEHHSIMU Te-JIn00 B Mojekyiie JQA-cozepxkariero parna-
Jora win 0e3 HUX.

Ewme oqun noasua JQA-conepkaliux panajioroB, NpeCTaBIsIIOIINX HHTEPEC, UMEET RC24, KOTOPBII OTIH-
gaercst oT =0, IOBTOPHO, C OJHOW WK OoJiee MOAUGMUKAIMSIMH MO APYTHUM IOJIOKEHHUSIM OTHOCHUTEIBHO paria-
MUIIMHA WU 03 HUX.

Jpyrue JQA-cozepialiye pananort, IpeCTaBIIsioNHe HHTepec, BKIIOYAIOT Takue, B KoTophix R mpen-
crasisier OH.

Kpome toro, nanHoe uzobperenne oxBarbiBaeT JQA-comepkaiye panajiord, B KOTOPBIX OJHA UK OoJiee
U3 yTIIepPOI-yTIepo,l ABOMHBIX CBA3EH B MOJOXKEHUAX 1, 2, 3, 4 nnm 5, 6 panaMuIinHa SBISIOTCS HACHIIICHHBIMH,
M0 OTJENBHOCTH WJIM B COYETAaHUH ¢ MOAN(DUKAINEH I1e-Tn00 B MOJIEKyJle, HalpuMep Mo OJHOMY WiIH Oonee u3
C7, C13, C13, C24, C28 w/unu C30. Cnenyer yuutbiBath, uto C3,4 qBOMHAS CBSI3b MOXKET OBITH SMIOKCUIMPOBA-
Ha; uro C6 MeTwiabHast rpynmna MoxxeT ObiTh 3amenieHa -CH,OH wnu -CH,0OMe; uro C42 merokcu-hparMeHT
MOJKET OBITh IEMETHIMPOBAH B JIFOOOM U3 COCAWHCHHU, PACKPHITHIX B JaHHOM JOKYMEHTE, C HCIIOJE30BaHHEM
croco0OB, U3BECTHBIX B JJAHHOW OOJIACTH.

PykoBoaCTBO 10 CHHTE3Y

W3BecTHO moirydeHne panaMHuHa (GepMEHTANEH 1 TOTHBIM CHHTE30M. TakKe W3BECTHO IMONTydeHHe psi-
Jla paraioroB, B BHIC MPOAYKTOB (epMeHTAINH. [JaHHbIe panmaiord BKIIOYAIOT CPEIN MIPOYUX PAIAIOTH C ajlb-
TEePHATHUBHBIME (parMEHTAMH BMECTO XapaKTEPHCTHYECKOTO ITMKIIOTEKCHIIFHOTO MUKJIA WM MUIEKOJIaTHOTO
[IMKJIa pamaMuiiiHa, a Take C7-mecmermn-panamuiind, C29-gecmerni-panamuiiud u C29-mgecMerokcuparna-
MUIIMH, CPEAX TIPOUNX

Crioco05I 1 BemiecTBa I OCYIIECTBICHUS Pa3IMYHBIX XUMHYECKIX MPEBPAIICHUH pallaMULINHA U CTPYK-
TYPHO POACTBEHHLIX MAaKpPOJHNJA0B U3BCCTHLI B IlaHHOﬁ O6J'laCTl/I. MHorue Takue XMMHYECKHe MpeBpaIllCHus pa-
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MAMALMHA ¥ PAa3INYHBIX PAlalorOB PACKPHITHI B MIATEHTHBIX JOKYMEHTaX, MpHUBEICHHBIX B Tabm. I WO/014387,
KOTOpasi CILy’KUT, YTOOBI IOMOYb WIUTIOCTPUPOBATh YPOBEHb KBAUTU(DUKALUK M 3HAaHHUS B 00JIaCTH XMMHYECKOTO
CHHTE3a U U3BJICUCHUS IIPOAYKTOB, OYUCTKU U FOTOBBIX (POPM, KOTOPBbIE MOTYT OBITH IIPUMEHEHBI IIPU IIPAKTH-
YEeCKOM BOILIOIIEHUH KOHKPETHOTro n300pereHus. HekoToprle npencTaBuTeIbHbIE IPEBPAICHHS W/UIN CChUIKH,
KOTOpBIE MOTYT MCIOJIb30BATHCS JJIsl TTOJy4eHHs TPeOyeMbIX PanajioroB, OTMEUEHBI C LIENbI0 HILUTIOCTPALIUH:

Momupuuupyemoe | JimrepaTypHas CCrUlka

[oJIOXeHMEe

HMKIIA

c7 Luengo et al, J Org Chem 59, 6512 (1995);
Chem & Biol 2(7), 471-481 (1995)

Cl4 Schubert et al, Angew Chemie Int Ed Engl 23,
167 (1984)

Cc20 Nelson, IMarenr CHIIA N 5387680

C-24 [MaTenTn CIIA NNt 5373014 m 5378836; Lane et al,
Synthesis 1975, p. 136

C-30 Luengo et al, Tet Lett 35, 6469 (1994)

Cwm. taxxke: mateHTsl CIIIA 5100883; 5118677; 5130307; 5177203; u 5194447 nnsa uadopmanuu mo Be-
IECTBaM M CHIOCO0aM, KaCarolMXCsl MOJTY4YEeHHIO (PTOPUPOBAHHBIX CIIOKHBIX 3(DUPOB, CIOKHBIX IYUPOB aMHIOB,
Kap0aMaToB, CI0KHBIX aMUHOA(UPOB, CYIbHOHATOB M CyNb(hamMaToB U CyIb(HOHMIKApOAMaTOB parlaMHLIMHA.

JIONOTHUTENBHO, KOHBEPCHSl palaMUlMHA B 28-3MMpanaMUIMH MOXKET OBbITh JIETKO OCYILIECTBIICHA, KaKk
ornucano, Harpumep, B WO/0114387. [laHHBII TOKYMEHT Tarke MICHTU(HULIUPYET BEIIECTBA U CHOCOObI IS
OCYIIECTBIICHHSI MHOTHX JPYTHMX M3BECTHBIX XMMHUYECKHMX NMpeBpalleHuii panamunuia. CM. TakKe CChUIKH, IH-
tupyemsble B HeM u CIIHA 2001/0010920. 28-3ru panaMUIMH MOXKET HCIIOJIBb30BAaThCS BMECTO paliaMHIMHA B
MPaKTHUKE HACTOSIIETO H300PETeHNUS I TIOTydeHHsI 28-311 pamnanora, MOAU(UIIIPOBAHHOTO TI0 MTOJIOKEHHIO 43
B COOTBETCTBHHU C HACTOSIINM PACKPBITHEM.

CxomHBIM 00pa3oM, BOCCTAaHOBJICHHE KETOHOB 110 OAHOMY HJTH IBYM M3 moioskeHuit 24 u 30 MoryT ocyie-
CTBIISITBCSI C HCIIOJIb30BAHUEM M3BECTHBIX CIOCOOOB, HalpUMEp, CIIOCOOOB, paHEE UCIOJIB3YEMBIX C CAMHUM pa-
MAMUIMHOM, HO Tenepb npuMmeHsembix K C-43 pananoraM, pacKpbeITBIM B JaHHOM JOKYMEHTE AJISI MOJIY4EHHS
COOTBETCTBYIOIIEro 24-ruipokcui-, 30-ruapokcui- uin 24, 30-TeTparuipopanaioroB, MOAU(UIMPOBAHHBIX 10
MOJIOXKEHHUIO 43 B COOTBETCTBUU C HACTOSIIUM PACKPBITHEM.

Taroke mpeanonararoT, YTo parajiord Uil MPUMEHEHHs B KaueCTBE MHTEPMEANATOB IPH MOdy4yeHHH 43-
JQA-pananoroB MoryT OBITh ITOJIy4EeHBI HallpaBJICHHBIM OMOCHHTE30M, HAalpiUMep, Kak onucano Katz et al., WO
93/13663 u Cane et al., WO 9702358. Cm. Taroke Khaw et al., 1998, J. Bacteriology 180 (4):809-814 st un-
(hopmary 1o JIOTOTHUTEIHHBIM ONOJIOTHYECKHM CII0CO0aM.

Pananorn maHHOTO M300pETEHUS] MOTYT OBITH HOYYESHBI PSIOBBIM CHEIHAINCTOM B JaHHOW 0oONacTn Ha
OCHOBE CITIOCOOOB ¥ BEIIECTB, M3BECTHBIX B JAHHOW O0JIACTH, UCIIONB3YS JAaHHOE NPEICTABICHHOE OIMCAHUE B
Ka4yecTBe pyKoBOJCTBAa. Hanmpumep, criocoObl 1 BelecTBa MOTYT OBITh aIallTUPOBAHBI HA OCHOBAHUH N3BECTHBIX
CIOCO0O0B, MPEJCTABICHHBIX BBIIIEC MM Ha KOTOPHIE CCHIIAIOTCS B JOKYMEHTaX, LUTHPYEMBIX BBIIIE, MOTHOE
COZIep’KaHNWE KOTOPBIX BKIIOUCHO B JAHHOE ONMCAHUE B KAU€CTBE CCBUIKU. JIOMONHUTENbHBIE MHCTPYKLHUU H
MPUMEpBI MIPEAOCTABICHbI B JaHHOM JOKYMEHTE IIyTeM WJUTIOCTPALMM M AAIbHEHIIEro PyKOBOACTBA AT IpakK-
tuka. CieyeT oHUMaTh, YTO XUMHK C OOBIYHOM KBaJH(dUKaluKei B TaHHOW 00IaCTH JIErKO CMOXKET IPOAEIaTh
MOJM(UKAIMK BbINIEYKa3aHHOT0, HAPUMEp, 100aBUTh COOTBETCTBEHHBIE 3AIMTHBIC IPYIIBI K YyBCTBHUTEIb-
HBIM ()parMeHTam BO BpeMsi CHHTE3a, C IOCJICAYIOIINM YyJajJeHUEeM 3allUTHBIX TPYI, KOrJa OHU OOJIbIle He
HY’KHBI WJIY HEXKEJIATEJIbHBI M JIETKO CMOJKET OIPEAEIIUTD PYTHe CHHTETHUECKHE TTOIXO/IBI.

HexoTopble nononHuTeNbHbIE MPEeBpaLIeHus], PEJICTaBISIONINE BO3MOXKHBIM HHTEpEC Ul MPaKTHKa, I0-
Ka3aHBI HIDKE, BKIFOYas OJYYCHHE PEareHTOB I TeHeparun onrucaHHbix C-43 dochopcomepxanux panamo-
TOB!

[omyuenne auankw/auapuiaxiopdocdaron

QR e ?
Px EtgN * HI, CCly, CHgCN, A _Ps
RO OR (ROY™ Gl
R = ankun, apun (nctounuku CA)  (Albrecht, S. et. al. Published

German Patent Document[1986]
DD 238980 A1 19860910)

[omyuerne ¢pochoHATOB ATKUITATIOTCHUIOB
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WiumocTpaTUBHBIE ITyTH [UISL NCIIOJIB30BAHMS BBINICYKAa3aHHBIX BHJOB PEArcHTOB JUISl ITOJYYSHHUS] HEKOTO-
PBIX PanajgoroB JAaHHOTO U300PETEHNs OKa3aHbI HIDKE.
[yte I (2 cTamum, omuH peakTop)

o
R— 0.,
RO
0 q R'OH, 3,56-nytanH A Q 3,5-NyTMAWH
R—P{ > _ P-Cl + panamuyuH ————=
¢l TeTpason (0 °C ->1t, ON) RO 0eC

(in situ)

ITyts II (1 cramms)

Panamuuut
Y OcHoBaHue, 0 °C

CuHTe3 COeIMHEHNH JaHHOTO M300pETEeHMs YacTO BKIIOYAET ITOJyYeHHE aKTHMBUPOBAHHOH (opmbl Tpe-
Oyemoro ¢parmenTa "J", Takoro kak ochopmwaxiopun, kak mokasano Beime (Hampumep, (R) (RO)P-Cl wm
RR'P(=0)-Cl u T.1.) ¥ peakuuio JaHHOTO peareHTa C ParlaMHIITHOM (MM COOTBETCTBEHHBIM PAIalOrOM) IPH
YCIIOBHSIX, TIPUBOAAIINX K MOMYYSHHIO TPEOYEMOTo MPOAYKTa, KOTOPBIH MOXKET Jajiee OBITh M3BJICUEH U3 OCTa-
TOYHBIX PEareHTOB M JIFOOBIX HEXXEIAaTeNbHBIX TOOOYHBIX IPOIYKTOB. 3aIllIUTHBIE TPYIIIIEI MOTYT OBITH BEIOpAHEI,
JI00aBJICHBI U YAAJICHBI COOTBETCTBEHHO C MPIMEHEHHEM OOIICIPUHATHIX CIOCOOOB M BEIIECTB.

OuncTka coeTUHEHU H300peTeHnst

Pa3zHooOpa3zue BeliecTB M CIOCOOOB OYMCTKH parlaMUIMHA ¥ Pa3JIMYHBIX PAllaJIOTOB MU3JI0KEHbI B HAYYHOM
Y TTAaTEHTHOH JIATEPATYPC U MOXKET 6])IT]) alalilTUPOBAHO K OYUCTKE pariajioroB, paCKpbIThIX B JaHHOM OIIMCaHUU.
®mu-xpomarorpadus ¢ ucnons3zoanueM cucreMbl BIOTAGE ¢ npensapurtensHO 3aroiHEHHBIMH KapTpHI-
JKaMu oKazaslach 0co0eHHO 3¢ dexTrBHON. THITOBas METOMKA PACKPhITa B IPUMEPAX, KOTOPBIE CIEAYIOT HIKE.

DU3UKO-XUMHUYeECKasi OlleHKA coeJUHEeHMNIi n300peTeHus

W neHTH4HOCTh, YACTOTa M XUMHUYECKUE/(PU3NUECKUEe CBOHCTBA PAlajlorOB MOTYT OBITH OTPENENCHBI HIH
TIOJITBEP KIICHBI C MCIIOIb30BaHIEM H3BECTHBIX CITIOCOOOB M BEIIECTB, BKIoyaromux BOXKX, macc-cnekTpanb-
HBIH aHANM3, PEHTTEHOBCKYIO Kpuctamuiorpaduto u SIMP-cnekrpockonmto. [IpuMeHSINCh CIEKTPBI BBICOKOTO
paspemenus 1D 'H u 3'p SIMP ¢ MCIIOIB30BAHHEM THITHYHOM penaKcanMoOHHOM 3aJIepXKKH, PaBHOU 3 ¢, a TaKKe
aHamm3 oOpamenHo-(azHor BOXXX (amamuTudeckas KOJIOHKA, pa3Mep dacTull 3 MKM, pazmep mop 120 aHrct-
pem, Tepmoctatupyemas mpu 50°C ¢ moaBmkHOHN (a3oif, cocrosmeii u3 50% ameronntpuia, 5% MeTaHONa H
45% Boxpl (Bce.% naHbl OT 00beMa), HAIPUMEP, B M30KPATUYCCKON CHCTEME IIOMPOBAHUS C DJIFOMPOBAHUEM
MMKOB MPOJAYKTa U mpuMmeceil ¢ nocnenywomum Y D-gerextupoBanuem npu 280 Hanomerpax). BOXKX ¢ Hop-
MaJIbHO# ()a30il TakKe MOKET MPUMEHATHCS, 0COOESHHO JUISl OLIEHKH YPOBHSI OCTaTOYHOI'O paraMHIMHA WK TIO-
0OYHBIX MPOIYKTOB panajioros. [IpucyTcTBHE 0CTAaTOYHOIO PACTBOPHUTEINS, TSDKEIIBIX METaUIOB, BIaru U OMOHa-
TPY3KH MOXHO OLIEHHUTH, UCIIOJIB3Ysl OOLIETIPUHSTHIE METOIBI.

BuoJsornyeckasi oneHKka coeAuHeHHii H300peTeHns

Buonorndeckne cBoicTBa pamagoroB MOTYT OBITh OIPENEIIEHBI C MCIIOE30BAaHIEM H3BECTHBIX METOIOB H
BEIIIECTB, BKIIIOYAIOIINX, HAIIPUMEP, aHAJIH3bI s u3MepeHus ces3piBanusa ¢ FKBP12, nHruOupoBaHus mpou-
tepanmn T-K1€TOK, MPOTHBOTPHOKOBOM aKTHBHOCTH, ITPOTHBOOITYXOJIEBOW aKTUBHOCTH in Vitro Wiy in vivo (T.e.
MIPOTHB OJHOTO WK OoJiee KIETOYHBIX JIMHAN paka in vitro W/Wid in vivo), *UMMYHOJETIPECCUBHOW aKTUBHOCTH U
aKTUBHOCTH B 3-TMOpUIHOM aHAJIM3€, OCHOBAHHOM Ha TMOpUIHBIX Oenkax, comepkammx FKBP u FRAP. Ilpu-
Mepbl MHOTHX TaKHX aHAJIM30B PAaCKPBITHI WK HUTUpYIoTcs B Sorbera et al., Druds of the Future 2002, 27(1): 7-
13, xoTOpast BKJIOYEHA B TaHHOE OMHCAHUE B KAUECTBE CCBHUIKH.

Crnenyroiee Oy1eT UIMETh OCOOCHHBIA HHTEPEC B CBSI3U CO CBs3bIBaHKMEeM parnaioros ¢ FKBP12.
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CpoiicTBa CBSI3bIBAHMSA, AHAJIM3bI

W3BecTHO, 9TO pamaMHUINH CBA3BIBaeTCA ¢ denoBeueckuM O6enxom FKBP12 u o6pasyer koMIuieke u3 Tpex
gacteit ¢ hFKBP12 u FRAP, ananorom y denoBeka ans apoxokeBsix 0emkoB TOR1 u TOR2. Panamorun moryt
XapaKTepU30BaThCS U CPABHUBATHCS C PANaMHUIITHOM I10 OTHOUIEHHIO K X CIIOCOOHOCTH CBSI3BIBATHCA C UEJIOBE-
yeckum FKBP12 w/mim oO6pa3oBeIBaTh KOMIUIEKCHI M3 Tpex uacteil ¢ yenaoBeueckuM FKBP12 u uenoBeueckum
FRAP (v rubpunHbiMu Oenkamu Wi (hparmMeHTamu, cozxepxamumu ero FRB nomen). Cm. WO 96/41865
(Clarkson et al.). /lanHas 3asiBKa pacKpbIBACT Pa3JIMYHBIC BEIIECTBA M CIIOCOOBI, KOTOPHIC MOTYT IPUMEHSTHCS
JUISl KOJIMYECTBEHHON OLIEHKH CIIOCOOHOCTH COEAMHEHUS CBA3BIBAThCS ¢ yenoBeyeckuM FKBP12 wmu 06pa3oBbl-
BaTh KOMILIEKC U3 Tpex 4acTel (T.e. "rerepoauMepu3oBaTh’) ¢ OeskaMu, BKIIOYAIOIIUMHU B Ce0sl YeIOBEUECKUH
FKBP12 u FRB nomen yenobeueckoro FRAP, coorBeTcTBeHHO. Takue aHaIM3bl BKIIFOYAOT aHAIH3BI (DIyopec-
LEHTHOH MOJSIpU3aluy Al N3MEPEHUS CBA3BIBAHUS. J[pyrie NpUMEeHNMbIE aHAIN3bl BKIIOYAIOT TPAHCKPHUIILIU-
OHHBIC aHAIN3BI Ha KJIETKAX, B KOTOPBIX CIIOCOOHOCTH pamnaiora 00pa3oBhIBaTh KOMIUIEKC M3 TPEX YacTei n3Me-
PSIFOT OMOCPEAOBAHHO IO KOPPEISIIUK C HAaOIIOAaeMbIM YPOBHEM IPOAYKTAa PEHOPTEPHOTO I'eHa, MPOLyLupye-
MOT'O B CO3JIaHHBIX KJIETKaX MJICKOMHUTAIOIINX B MPUCYTCTBUHU coeluHEHH. COOTBETCTBYIOIINE aHAIU3BI HA OC-
HOBE KJIETOK MOTYT TaKXe MPOBOAMTHCS HAa WHIKEHEPHBIX KieTKax apoxokei. CM., Hanpumep, WO 95/33052
(Berlin et al.).

YacTo OyAeT npeArnouTHTEIbHBIM, YTOOBI paagory JAaHHOTO H300PETeHUS, SIBIISIONINECS (U3UOIOTHYCCKH
MpHUEMIIEMBIMH (T.€. HE UMEIOT YPEe3MEPHOI TOKCHYHOCTH MO OTHOIIEHHUIO K KJIETKE WIH OpPTraHU3MYy, B KOTOPBIX
OHM OYyZyT MPHUMEHSTHCS), MOTJIM BBOJIUTHCS MEPOPAIBHO WM NapeHTepalbHO XKMBOTHBIM W/MIM IIepeceKaTh
KJIETOYHYIO U JIpyrue MeMOpaHbl, 4TO HEOOXOIUMO JUIsl KOHKPETHOTO NPUMEHEHUSI.

B HekoTophIX citydasix, Harpumep, IJIsl IPUMEHEHHs] B Ka4eCTBE HMPOTHUBOIPHOKOBBIX CPEACTB WM JUIA
BKJFOUCHUSI T€HHO-MHXEHEPHOTO OMOJIOTHYECKOTO ITyCKOBOTO MEXaHHW3Ma, NPEINOYTHTENBHBIMU pPaaIoraMu
SBIISIFOTCSI TAKUE COETMHEHMS, KOTOPHIE CBA3BIBAIOTCSI C MYTAHTHBIMH MJIM TPHOKOBBIMU O€IKAMH CBSI3BIBAHUS
OoJiee TPENNOYTHTENHFHO MO CPAaBHEHUIO C YEJIOBEYECKMMH JBOMHHMKAaMH OCNKOB cBs3bIBaHUs. Heorpanmun-
BAIOIINM MIPUMEPOM MYTAHTHOTO CBS3BIBAarOIEro Oeika sisieTcst denoBedeckuii FKBP, B kotopom Phe36 3a-
MEIIEH Pa3INnYHbIMH aMHUHOKHCIIOTAaMH, HAIPUMEp, IPEANOYTUTENFHO aMUHOKUCIOTON ¢ MEHee 00bEeMHOI 60-
KOBOH LIETBIO, TAKOW KaK BaIMH WX anaHuH). Hanpumep, Takue cOeAMHEHUS] MOTYT CBSA3BIBATHCS HMPEANOYTH-
TenbHO ¢ MyTaHTHbIMU FKBP, o meHbleil Mepe, Ha MOPSIOK JIy4llle, YEM OHU CBSI3BIBAKOTCS C YEJIOBEUECKUM
FKBP12 u, B HeKoTOpBIX cityyasx OoJjee, yeM Ha 2 Wi Jaxe 3 win 0oJiee MOopsAKOB BETHMYHHBI JIydllle, YeM OHH
cBsizpiBatoTCs ¢ yenoBeueckuM FKBP12, kak onpenenstor no Jito00if Hay4HO 0O0OCHOBAaHHOW WIIM NPHHSTOH B
JTAaHHOHW 00J1aCTH METOJI0JIOTUH aHaJIH3a.

3HaveHHs CPOACTBA CBS3BIBAHMS Pa3JIMUHBIX PalanoroB JAaHHOTO M300pETeHNs 10 OTHOLICHHUIO K YelloBe-
yeckomy FKBP12, ux BapuaHTaM Win JpyruM UMMYHO(MIBHEIM OeKaM MOTYT OBITH OTIPENIEIICHBI aJanTaiuei
W3BECTHBIX METOIOB, HCIoNb3yeMbix B ciydyae FKBP. Hampumep, mpakTuk MOKET U3MEPHUTH CIIOCOOHOCTH CO-
€IMHEHUs TaHHOTO M300peTeHMs] KOHKYPHPOBAaTh IO CBSA3BIBAHHIO C M3BECTHBIM JIMTAHIIOM HHTEPECYIOIIETO
6enka. Cm. Hanpumep, Sierkierka et al., 1989, Nature 341, 755-757 (tectupyemoe coeMHEHNE KOHKYPEHTHO C
MedeHbIM Tipon3BoAHbIM FK506 csasbiBaetcst ¢ FKBP).

HexoTopsle pananoru JaHHOTO U300pETeHHs, MPEACTABIAIONIE 0COOCHHBIM HHTEPEC, CBA3BIBAIOTCA C Ue-
noseueckuM FKBP12, ¢ ero mytanTom, kak 00CyKIaeTcs BbIIIE MK C THOPUIHBIM OEJIKOM, COAEPIKALIMM TaKue
FKBP nomensl co 3nauenuem Kd arxe npubnusurensio 200 HM, Ooliee MPEAOYTHTENBHO HUXKE MPHOIHA3H-
tenbHO 50 HM, naxe OoJiee MPEANOYTHTENBHO HUXKE puOin3uTenbHo 10 HM u naxe erre Oosee MpeAnouTH-
TEJIFHO HIKE NMpUOIM3nTensHo 1 HM, Kak ONpeAeNsioT 1Mo MpSIMOMY M3MEPEHHUIO CBS3BIBaHUS (HalpuMmep, Ty-
HIeHHEM (ITyOpeCLCHIINH), U3MEPEHHEM KOHKYPEHTHOTO CBsi3bIBaHUs (Harpumep, npotuB FK506), narndupo-
Banuto akTuBHOCTH FKB (hepmenTa (poramasbl) HiTH 10 APYTOi aHAIUTHYECKOH METOI0IOTHH.

W3BecTHBIN aHANMNM3 KOHKYPEHTHOTO CBsi3biBaHUS FP ommcan B geramax B WO 99/36553 u WO 96/41865.
JlaHHBIN aHAMM3 MO3BOJISET NMPOBOJAMTH M3MEpEHHE in vitro 3HadeHns 1Csy A7l TaHHOTO COENMHEHUS, KOTOPOe
OTpakaeT ero cnocoOHOCTh cBs3bIBaThes ¢ FKBP Oenkom mpu koHKypeHIuHu ¢ MedeHbM JurangoM FKBP, Ta-
KUM Kak, Hanpumep, FK506.

OnvH MHTEPECHBIN KI1acC COSOUHEHNUH NaHHOTO n3o0peTeHus uMeet 3HaueHne ICsy B aHam3e KOHKYPEHT-
Horo cBs3pIBaHMs FP (Hampmmep, ¢ mcmons3oBaHHEeM MedeHoro duryopecrenHoM ctanmapta FK500) mydmee,
gem 1000 HM, npennoututensHo nydine, yeM 300 HM, Gosee mpennouTuTeNbHo ay4ine, yueM 100 HM u maxe
6onee mpeanodYTUTENBHO Nyyine, yeM 10 HM no otHomenuto k fanHoMy FKBP nomeHy u nuranaHo# nape, Ha-
npumep, FKBP12 unu ero Bapuanty c¢ 3ameHoil 10 10 aMHHOKHUCIIOT, IPEANOYTUTENBHO 3aMEHON 1-5 aMuHO-
KHCHOT.

CriocoGHOCTh panajioroB MyJbTHMEPH30BaTh XHUMEPHBIE OEIKH MOXKET ObITh U3MEpEHa B aHAIM3ax Ha Oc-
HOBE KJIETOK, ITOCPEICTBOM M3MEPEHHsI COOBITHS, BKIFOYAEMOT0 Takoi MynbTuMepu3anuei. Hampumep, MoxHO
HCTIONB30BaTh KJIETKH, COJNEpKAIIie M CIIocOOHbIe 3KkcnpeccupoBaTth JJHK, koaupyromyto mepBeIii XuMepHBIH
Oernok, BriFOUaromui B ceds oquH mwin 6omee FKBP momenoB u oqua winn Oonee 3QPEeKTOPHBIX JOMEHOB, a
taxxe JJHK, kogupyronryto BTopoii xumepHsiit 6emok, cogepxammii FRB nomen u oqun mnu 6omnee 3¢ dexrop-
HBIX JIOMEHOB, CIIOCOOHBIX MPU MYJIbTUMEPHU3AIMM INIPUBOJUTH B JICHCTBHE OMOJIOTHYECKHH OTBET. ABTOPSI
MPEANOYNTAIOT MCIONIb30BaTh KIETKU, KOTOPBIE Aajee COAECP)KaT PEHOPTEPHBIA T'€H MOA TPAHCKPUILIHUOHHBIM
KOHTPOJIEM PEryJIATOPHOIO 3JIEMEHTa (T.€. IPOMOTOpa), KOTOPBIH SIBIISETCS UyBCTBUTEJIBHBIM K MYyJIbTUMEpH3a-
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IIUM XAUMEpHBIX O0enkoB. KOHCTpyHpoBaHNE W MOIYYeHHE WLTIOCTPATHBHBIX KOMIIOHEHTOB W MX TPHMEHEHHE B
TaKUX [CHHO-MHKEHEePHBIX KiieTkax omucanbl B WO 99/36553 u WO 96/41865 n npyrux MexAayHapOAHBIX T1a-
TEHTHBIX 3asBKaX, OTHOCSIIUXCS K JaHHOMY M mpeapiaymeMy paszaenam. (Cum. takxe WO 99/10510 nyst nonosn-
HUTEIHFHOTO PYKOBOJICTBA IO KOHCTPYHPOBAHUIO, COOPKE M JOCTaBKE HYKJICHHOBBIX KHCIOT IJISi IPIMEHEHHS K
KJIIETKaM MW XHUBOTHBIM, YYBCTBUTCJIbHBIX K pamnajoram, mnpeACTaBJIAIOIINUM HUHTCPEC U Jid AOIIOJHUTCIIBHOTO
PYKOBOJICTBA IO MPUMEHEHHIO TaKUX cucTeM). KieTky BBIpAIMBalOT UM MOAJEPKHUBAIOT B KyJIbType. Pamanor
JO0ABIISIIOT K KyJIbTYypaJIbHOM Cpelie U MOoCIe MOXOASALIEro Neproia HHKyOauuu (it o0ecrieueHus: SKCIPECcCuu
TeHa ¥ CEKpeLHH, HalpuMep, HECKOJIbKO YacOB WIM B TEUCHHE HOYM) M3MEPSIOT IPUCYTCTBHE NPOIYKTa PErop-
TepHOTO reHa. [loyoXuTeNbHbIE Pe3yabTaThl, T.€. MYJIbTUMEPU3alHs, KOPPEIUpyeT ¢ TPaHCKPUIIUEH penop-
TEPHOTO T'eHa, KaK HaOJIIOAAIOT 10 MOSBIECHHUIO IPOJYKTa pernopTepHOro resa. [IpoayKkT penoprepHOro reHa
MOXET TPEACTaBIATE cO000H OOIENpUHATEIM 00pa3oM IETEKTUPYEMBIH OeJoK (HampuMmep, MOCPEICTBOM
ELISA) nnu MOXeT KaTaln3upoBaTh MOIYYEHHE TIPOIYKTa, NETEKTHPYEMOTo OOMIETIPHHATEIM 00pa3oM (HampH-
Mep, OKpamieHHoro). BemecTBa 1 crmocoObl 1S MOMy4YeHNUsT COOTBETCTBEHHBIX KJIETOUHBIX JIMHUH AJIS IIPOBEAe-
HUS TAKUX aHAJH30B PACKPBITHI B MEXKITyHAPOIHBIX MATCHTHBIX 3asBKaX, IUTUPYEMBIX BBIIIE B JAHHOM pa3Jele.
OOBIYHO HCMOJIb3yeMble T'€HbI-MHIIEHH BKJIOuaroT, Hanpumep, SEAP, hGH, Oera-ranakro3unasy, 3eieHblii
(yopecueHTHbIN Oenok u Jroundepasy, Uit KOTOPbIX OOMICHPUHATHIE aHATM3bI SBISIFOTCS KOMMEPYECKH J10C-
TYIIHBIMHU.

[TpoBeneHne Taknx aHaIM30B MO3BOJISIET MIPAKTHKY BHIOpATh panajiory, obnaaatomue TpedyeMbpIMH 3Haue-
HusiMU [Cso W/MiIM XapaKTepUCTHKK CBS3bIBAHMS. AHAJIM3 KOHKYPEHTHOTO CBsi3biBaHMs FP mo3BossieT BbIOpaTh
pamanoru, KoTopble 00agaoT TpedyeMbIMu 3HaueHUsIMH [Csy W/UITH IIpeIoUYTeHNEM CBSI3BIBAHUS JJISI MyTaHT-
Horo FKBP nnn FKBP nukoro tumna o oTHOIIEHHIO K KOHTPOJIIO, TakoMmy kak FK506.

IIpumenenus

Pamanorn nanHOTO M300pETEHUsT MOTYT NMPUMEHATHCS Kak ommcaHo B WO 94/18317, WO 95/02684, WO
96/20951, WO 95/41865, WO 99/36553 u WO 01/14387, Hamipumep, U peryISTOPHON aKTUBAIIMU TPeOyeMo-
ro TeHa, UCKIIOYCHHS TeHa-MHILICHH, IPUBEICHNS B ICHCTBUS alONTO3a WM 3aIycKa IPYTHX OMOIOTHYECKUX
COOBITHII B MH)KEHEPHBIX KJIETKaX, PACTYIINX B KyJIBType WM B IENBIX OpraHU3Max, BKIIOYas NPUMEHEHUS B
TeHHOH Tepanuu. J[OmoNMHNTENTHO, HEKOTOPBIE COCIMHEHNS TaHHOTO M300peTeHus 00JIagaloT HMMYHOIETpec-
CUBHBIMH H/WJI MPOTUBOPAKOBOM, W/WIIK MPOTUBOBOCIAIUTEIBHON, H/WIH aHTUIIPOIH(EPATUBHON, U/WIIH TIPO-
TUBOTPUOKOBON aKTHBHOCTHIO H/WJIU CIIOCOOHOCTHIO MHTHOMPOBATH MpOH(Eepanuo THMOIMTOB in Vitro, Kak
MO>KET OBITH KOJIUYECTBEHHO OIPCACIICHO U CPABHCHO C HUCIIOJIb30BAHUEM OG].IlerI/IHSITI)IX AHAJIMTUYECKUX ME-
TOJ0B. JlaHHbIE COEMHEHHS, CIIEI0BATENBHO, SBIISIIOTCS MPUMEHUMBIMH TIPH JICYCHUU WM UHTMOMPOBAHUU OT-
TOP’KEHHMsI TPAHCIUIAHTATa OpTraHa WM TKaHW; ayTOMMMYHHBIX 3a00JICBaHUM, TAKMX KaK BOJYAHKA, PEBMATOM/I-
HBIA apTPUT, CaXapHbI AuabeT U paccessHHBIN CKIepO3; TPHOKOBON WH(EKINH; BOCIATUTEIHHBIX 32a00JIeBaHHA,
(Takmx Kak 1mcopmas, dk3ema, ceboppesi, BOCIIaIUTENbHOE 3a00IeBaHNe KUIIEYHNKA M BOCIIAJIHTEIBHOE 3a00JIe-
BaHHE JIBIXaTEIbHBIX ITyTEH, TaKOe KaK acTMa, XpOHUIECKOe OOCTPYKTHUBHOE 3a0o0neBanne, aMpu3ema, OpOHXHT,
U T.J.; TuneprnponudepaTnBHOe cocyaucroe 3aboieBanue (Harpumep, PecTeHO3 MOCie BBEIEHUSI COCYANCTOTO
crenra) (cm., Hanpumep, Kwiatkowski et al., Human Molecular Genetics, 2002, vol 11, No. 5, pp 525-534) u
HEKOTOPBIE BUIBI paka (HalIpuMep, OITyXO0JId MOJIOYHOMH JKeJIe3bl, MPOCTATHI, SUIHUKA, JIETKOTO, ITOKEITy T09HON
JKeJIe3bl, TOJICTOW KHUILKH, FOJIOBBI U I, ITM00JacTOMY WM Ipyrye BBl paka MO3ra, MeJIaHOMa M PaK LIeHKU
martku), ocobenHo PTEN-nedunutHbie onmyxonu (cMm. Hampumep, Neshat et al., PNAS 98(18):10314 10319;
Podsypanina et al., PNAS 98 (18):01320-10325; Mills et al. PNAS 98(18):10031-10033; Hidalgo et al., Onco-
gene (2000) 19, 6680-6686). HekoTopble coeMHEHUS HaHHOTO H300pETCHUS OYIOYT MPEICTaBISATh HHTEPEC
BCJIC/ICTBHE MX CIIOCOOHOCTH MHTHMOMPOBATH (DYHKIMIO OCTEOKJIACTOB U MOTYT OBITh NPUMEHUMBIMHU IIPH Jieue-
HHUHY TIAIUEHTOB C OCJIA0JSIOMUMH KOCTHBIMU HapyIICHUSIMH, TAKUMH KaK OCTEOIIOpPO3, OCOOEHHO OCTEOIOpo3,
ACCOIIMMPOBAHHBIN C TIEpU- U MMOCTMEHONAY3aIbHBIMH COCTOSHUAMHU. ABTODPBI TaK)Ke IPEATIONATA0T BBEICHIE
COCIMHEHUH JaHHOTO M300pETeHUS [UIS JICUEHHs NMAlMeHTOB, KOTOPBIE 00aIaroT WIN PUCKYIOT 3a00MeTh 3a00-
JeBaHUSAMH, TaKIMH Kak Oone3np [lamkera, TUIEpKaIIeMus, aCCOIIMUPOBAaHHAs C KOCTHBIMH HEOIIa3MaMH H
JIpyTHe BUIBI OCTEOTIOPOTHIECKHUX 3a00IeBaHHI U POJICTBEHHBIX HAPYIICHNH, BKIIIOYAs], HE OTPAaHHYNBASICh UM,
MHBOJIIOLIMOHHBIA OCTEOIIOPO3, OCTEONOPO3 TUIIA | MM MOCTMEHOAY3HbIM OCTEONIOPO3, CEHUIBHBIM OCTEOIIOPO3,
FOBEHWIIBHBIA OCTEONOPO3, MIUOMATHYECKUA OCTEONOpOo3, YHAOKPUHHBIE MAaTOJOTHUH, THIIEPTUPE03, THIIOTOHA-
JIU3M, areHe3us SMYHUKa Wik cuHApoM TepHepa, runepaapeHoOKOPTHLIN3M WK cuaapoM KymiHra, runepnapa-
TUPEO3, MATOJIOTUN KOCTHOI'O MO3Ira, MHOKCCTBCHHAs MUEJIOMa U POJACTBCHHbLIC HAPYILICHU, CHUCTEMHBIN MacTO-
IIUTO3, paccesiHHas KapuuHoMma, 0ose3Hb [ olle, maToJorny CoeMHUTENFHOM TKaH!, HECOBEPIICHHBII ocTeore-
He3, TOMOLIMCTUHYPUS, CHHAPOM Dnepca-J[BHitoca, cunapom Mapdana, cuHapoM MeHKe, HelOIBH)KHOCTD HIIH
norepst Macchl, arpodust Cyneka, XpoHHUECKoe OOCTPYKTHBHOE 3a00JIeBaHUE JABIXaTENIbHBIX MyTEH, XpOHWYe-
CKO€ BBEJICHHE TeMapuHa W XPOHUIECKUH MPHEM aHTHKOHBYJIBCAHTHBIX JICKAPCTB.

HexoTtopeie n3 3TUX MpUMEHEHHUH 1ajee 00CYKIAI0TCS HIKE.

1. Perynupyemas reHHas Tepanus

Bo MHOTHX ciy4asx, ClIOCOOHOCTH BKIIIOYAThH MIIM BRIKJIFOYATh TEPANIeBTHUECKHUNA T'€H IO JKEJIAHHIO TN pe-
TYJIMPOBATh €r0 YPOBEHb JKCIIPECCHHU SIBISETCS BKHOW sl TepaneBTHdeckor addexruBuoctu. [JanHoe u30-
OpeTteHne 0COOEHHO XOPOIIO MOIXOAWUT IS TOCTH)KEHUS PEryINpyeMOi 3KCIIPECCHH TEePAIeBTUYECKOro IreHa-
MHUIIICHH B KOHTEKCTE T'CHHOM Tepanuu uelioBeka. B OJHOM mpuMepe HCIOJb3YIOT Mapy THOPHIHBIX OEIKOB

-28-



008379

(omma comepxxuT no MeHbiell mepe omuH FKBP:pamamumma cesseBatommii qomeH ("FRB" nomen) Oenka,
FRAP, npyroii cogepxut mo menbeii Mmepe ogua FKBP nomen), pamanxor gaHHOTO M300peTeHHS, CIIOCOOHBIH
JUMEpPHU30BaTh THOPUAHBIE OEIKH, W KOHCTPYKIMIO TeHa-mumieHd. OIuH U3 THOPUAHBIX OEIKOB BKIIIOYAET B
ce0s JIHK-cBsi3pIBarONMil JOMEH, MPEaouTUTENIbHO KoMo3uTHBIN JIHK-cBs3bIBatomuii TOMEH, KaKk OMHCAHO
Pomerantz et al., supra, B kauecTBe reTeposioruaHoro 3¢ heKTopHOro foMeHa. Pamasor o01amaet crnocoOHOCThIO
K CBSI3BIBAHHIO C 000MMH TMOPHIIHBIMU O€NKaMU U, TaKUM 00pa3oM, 3¢ dekTuBHO cumBaTh nx. Mosekyins JJHK,
KOJIUPYIOLIHME M CIIOCOOHBIE HANpPABISATh HKCIIPECCHIO JAHHBIX XUMEPHBIX OEJIKOB, BBOIST B KOHCTPYHPYEMBbIE
KIICTKH. B KJIeTKH Tak:ke BBOJASAT FeH-MUILICHbB, CBSI3aHHEIN ¢ mocienoBaTenbHocThio JTHK, ¢ KoTopoii crmocobeH
cs3biBatbest JJHK-cBs3pIBarommmii JoMeH. KOHTaKT MHKECHEPHBIX KIIETOK HJIM MX MPEIIIECTBEHHUKOB C panao-
roM (ITIOCPEICTBOM BBEIICHUSI €TI0 KHBOTHOMY HIIH MAIMEHTY) IMPUBOAUT K COOPKE KOMILICKCA TPAHCKPUIIIIHOH-
HOTO (pakTOpa W, CIEAOBATEIbHO, K AKCHPECCHH TeHa-MuIIeHH. KOHCTpyHpoBaHHE W MPUMEHEHHE CXOIHBIX
KoMroHeHTOB pacKpbeITel B PCT/US93/01617 1 WO 96/41865 (Clarkson et al.). Ha mpaktuke, ypoBeHb 3KCIIpec-
CHH T€HAa-MUILICHHU JOJDKEH ObITh (DYHKIMEW KOJMYeCTBA WIM KOHUEHTPAILMA XUMEPHBIX KOMIUIEKCOB (akTopa
TPaHCKPHIILIUK, KOTOPBIi, B CBOIO O4epe/lb, A0JDKEH ObITh yHKIMeH KOHLeHTpauu panainora. O0b4HO HaOIO-
JAIOT SKCIIPECCHIO Te€Ha, TyBCTBUTENBHYIO K J103€ (pamayiora).

Pananor moxer BBOAUTLCA PECUUIIMCHTY IO Tpe6OBaHl/IIO JJId aKTUBAllUM TPAHCKPUIIIUK I'CHA-MUILICHU. B
3aBHCHMOCTH OT CPOJICTBA CBSI3bIBAHHUS parajora, jKeJaTelbHOro OTBETa, CIoco0a BBEIEHHMS, OMOIOTHYECKOTrO
nepro/ia Moy >kKu3Hu panajiora u/wim reda-mumenn PHK, konruecTBa NpuCyTCTBYIOIINX CKOHCTPYHPOBAHHBIX
KJIICTOK, MOTYT MPUMEHATHCS Pa3IMYHBIC METOJMKH. Parmaior MOXeT BBOJIUTHCS PA3IMYHBIMH ITYTSIMH, BKIIO-
YAIOIMIMMU MTAPESHTEPAITBHBIA WU ITepopaibHbIid. KomudecTBO BBeACHUI OyIeT 3aBUCETh OT (PaKTOPOB, OIHCAH-
HBIX BEIINIE. Pamamor MOXeT BBOAUTHCS MEPOPATBHO B BHUJEC MWK, MOPOIIKA WIH JUCHEPCHH;, OYKKaIbHO;
TIOIBSI3BIYHO; MHTAIIIINCH; HITH TOCPEICTBOM BHYTPHUCOCYIUCTOM, HHTPANIEpUTOHEAEHON, BHYTPUMBIIIICYHOM,
MIOJTKO’KHOW MITH BHYTPUCYCTaBHOUN WHBEKIHHU. Pamanor (1 MOHOMEpHOE COeIMHEHUEe-aHTarOHUCT) MOTYT OBITh
MIPUTOTOBJICHEI B BUJIE KOMIIO3HUIINHU C WCIOJIH30BAHUEM OOMICTIPHHATHIX CIIOCOOOB M BEIIESCTB, XOPOIIO U3BECT-
HBIX B JJAHHOHM 00JacTH AJIS Pa3lWYHbIX IMyTel BBeleHMs. TodHas 1032 U KOHKPETHBIM CIIOCO0 BBEACHUS OyIyT
3aBHCETh OT BBIIICYKAa3aHHBIX (DAKTOPOB M ONPEAETATHCA MPUKPEIICHHBIM TEPAleBTOM MM JIUIIOM, 00ecredu-
BAaIOIINM MEIUIIMHCKUAN YXOJ YeI0BEKY WIH KUBOTHOMY. 11l OONBIIMHCTBA CITydaeB, CIIOCOO BBEICHHUS OyAeT
OINpPCACIATHECA OMITUPHUICCKH.

B cimyuae oOpallleHusi WM OCTAHOBKH TPAHCKPHITIMOHHOW AKTHBHOCTH parajiora, BBEJCHHEC parajiora
npekpamaior. Kpome Toro, eciiu TpedyeTcs, MOXKET BBOJUTHCS MOHOMEPHOE COSIMHEHHE, KOTOPOE MOXKET KOH-
KypHUpPOBaTh C pamaioromM. Takum oOpa3om, B Cllydac HEOIATONPUSATHON peakIMy WIH HAMEPCHHS MPEKPATHTh
TEPAINeBTHYECKOE BO3JICHCTBUE, AHTAarOHKUCT K TUMEPHU3YIOMIEMY CPEICTBY MOXKET BBOJUTHCS JFOOBIM OOMICTIPH-
HSTBIM CTIOCOO0M, 0COOEHHO, BHYTPHUCOCYINUCTO, €CITH TpeOyeTcs OBICTpoe 0OpaIieHue.

ATNBTEpHATHBHO, MOKHO 00ECTICUYUTh MPUCYTCTBAE MHAKTUBAMOHHOTO JTIOMEHA (MJIH TPAHCKPHUIIIIHOHHOTO
caifieHcepa) BMECTe C TOMEHOM, CBSI3BIBAIOIIIAM JIUTAH].

[Ipu apyrom moaxoze, KJIETKH KOHCTPYHUPYIOT IUIS SKCIIPECCHH XMMEPHBIX OENIKOB, COMIEPKAMUX TOMEHBI
FRB u FKB, kxakx oOcyxnmaeTcs BbIIIE, HO COIEpXKAIIUX KJICTOYHBIH CHTHaJNbHBIN nomeH Ha Mmecte JIHK-
CBSI3BIBAIOIETO JOMEHA WIIM TOMEHA TPAHCKPHIIIIMOHHOW aKTHBAIlMH. V3BECTHBI Takue CHTHAIBHBIC TOMEHBI,
KOTOpBIE MPH MX KIIACTepH3aLUK WK JUMEPU3alMi WM OJMIOMEPH3aLUH, 3aITyCKalOT MPOLIECCH CMEPTH Kile-
ToK, npoiudepanmu win quddepenunanyu. JaHHbI MOIX0 TO3BOJSIET OCYIIECTBISTH OIOCPEIOBAHHYIO pa-
MaJIOTOM PETyJISLUIO KJIETOYHBIX CUTHAJIOB (T.€. CMEPTH KIIETOK, nposudepanny win aupQepeHuaniy) B reH-
HO-MH)KCHEPHBIX KIIETKaX WJIA OPTaHU3MaX, HECYIIUX WX, KaK OIMHCAHO TNe-TH00, KOTOPYIO MOXHO aJanTHPO-
BaTh JUIA TPUMCHEHUS pamajoroB JaHHOTO wu300peTeHus. CM. MEXIyHapOIHbIE TIATCHTHBIC 3asSBKU
PCT/US94/01617 n PCT/US94/08008.

KonkperHas 1o3upoBKa pamanora sl JIOOOTO IPUMEHEHHS MOXET OBITh OmpelesieHa B COOTBETCTBUU C
METOAMKAMH, IPUMEHIEMBIMHU IJI1 MOHUTOPHHTA TEPANIEBTHUECKON JJOSUPOBKH, TIIE KEIAaTENbHO ITOAIePKIBATH
KOHKPETHBIH yPOBEHb SKCIIPECCHH B TCUCHHE YBEIWYCHHBIX BPEMEHHBIX IEPHOIOB, HAPUMEpP, OOJBIINX YeM
NpUOIM3NTENFHO J1BE HEIENH WIN B Clydae IPOBEIEHHsS MOBTOPHON TEpamuy, ¢ MHANBHIYaJbHBIMH MU IO-
BTOPHBIMH J03aMH panajiora B TeYCHHE KOPOTKUX TEPHOIOB BPEMEHH, C YBEIIMICHHBIMI WHTEPBAIAMH, HAIIPH-
Mep, ABe Heaenu win Oornee. [lo3a pamarnora B mpenenax 3apaHee ONpeAesICHHOT0 HHTepBaia OyaeT MPHHUMATh-
CiA U pETUCTPUPOBATHCA JId OTBETA, TaK ‘1T06])I TMOJYYUTHb 3aBUCUMOCTb YPOBHS 3KCIIPECCUN OT BPEMEHU, a TaK-
ke HaOJII0JaeMOro TEepareBTUYECKOro oTBeTa. B 3aBUCHMOCTH OT ypoBHEH, HaOIIOaeMbIX BO BpeMs IIEpHOa
BPEMEHHU U TEPANICBTUYCCKOTO OTBETA, MOXKET OBITh MPEIOCTABIICHA OOJbIIIAs WIM MEHBIIAS 1033 B CIICAYIOIHI
pas, clienyromuii nocie oreera. JJaHHBIN mporiece OyIeT MocieI0BaTeIbHO MOBTOPATHCS O MOMYYCHHUS JT03U-
POBKH, HaXOJSIICHCS B TEpaleBTUICCKOM HHTEpBalie. [Ipyu MOCTOSHHOM BBEICHHH parajora, B Cllydae OJHO-
KPaTHOTO OTPEICIICHHUS: TONEPKUBAIOIICH TO3UPOBKHU parajiora, MOXKHO IMPOBOINTH aHAJM3BI IIPU YBEITHUYCH-
HBIX WHTEpBANAX I MOATBEP)KICHHUS TOTO, YTO KIETOYHAsI CHCTEMa 00eCIIeYnBaeT COOTBETCTBEHHBIN OTBET U
YPOBEHB MPOAYKTA SKCIIPECCHH.

CrnemyeT yYUTHIBAaTh, YTO CHCTEMa SBILSIETCS MPEAMETOM psila NEPEMEHHBIX, TAKUX KaK KIETOYHBIH OTBET
Ha pamnanor, 3¢(eKTUBHOCTh IKCIPECCHU W, COOTBETCTBEHHO, YPOBEHBb CEKPELNH, aKTHBHOCTHh MPOIYKTa JKC-
MIPECCHH, KOHKPETHAS HE0OXO0IMMOCTH JUISI MAIIEeHTa, KOTOPBIE MOTYT U3MEHSATHCS B 3aBUCHMOCTH OT BPEMEHH U
00CTOSITENILCTB, CTENEHH TOTEPH KJIETOYHOW aKTHBHOCTH B pe3yJIbTaTe MOTEPU KIETOK WIIM IKCIPECCHOHHOM
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AKTUBHOCTH WHAWBHUIYAIBHBIX KIETOK H T.II.

2. [Nomyyenne pekOMOMHAHTHBIX OSIIKOB M BUPYCOB.

[Tomyuerne peKOMOMHAHTHBIX TEPAIIEBTUUECKUX OENKOB JUII KOMMEPUYECKHX U MCCIIEIOBATENFCKUX IeIeH
YacTO JOCTHTaeTcs TMOCPEACTBOM NPHUMEHEHHS KIETOYHBIX JIMHUM MIIEKONHTAIOIINX, MOJBEPraeMbIX T'eHHO-
HWHXCHCPHBIM MAaHUITYJIAOUAM JIA SKCIIPECCUN 6em<a Ha BBICOKOM YPOBHE. HpI/IMeHeHI/le KJIICTOK MJICKOIIUTAKO-
IIMX, B OOJBIICH CTENICHH, YeM OaKTEpUi WIIN JPOXIKEH, MOKA3aHO B TE€X CIydasX, IJie Hy)KHas (pYHKIUs Oenka
TpeGyeT MOCT-TPaHCIATUOHHBIX MOHH(bHKaHHﬁ, O6l>l'~lH0 HE OCYHICCTBJISICMBIX T€TCPOJIOTUYHBIMU KIICTKaAMH.
[Ipumeps! OeKOB, MOTy4aeMbIX NMPOMBIIUICHHO TaKUM 00pa3oM, BKIIIOYAIOT 3PUTPOIIOITHH, aKTHBATOP TKaHe-
BOTO TIA3MUHOTEHA, (haKTOPHI CBepThIBaHUs, Takue kak dakrop VII:c, anturena u T.1. CTOMMOCTH TIOTYYCHUS
0€JIKOB TaKMM CIOCOOOM HENOCPEACTBEHHO CBs3aHa C YPOBHEM 3KCIIPECCUH, TOCTHI'aEMBIM B CKOHCTPYHPOBAH-
HBIX KJIeTKax. BTopoe orpaHmueHne npu moTy9eHHH TaKUX OEIKOB MPEACTABISIET COOOH TOKCHYHOCTP 110 OTHO-
IICHUIO K KIIETKE-XO3SMHY: IKCIIPEecCHsl OeIIka MOXKET TPEISATCTBOBATh POCTY KIETOK JO BBICOKOW TUIOTHOCTH,
pe3Ko yMeHbIIasi ypoBHH norydeHus. Clie1oBaTeIbHO, CIIOCOOHOCTD KECTKO KOHTPOIUPOBAThH IKCIIPECCHIO OeII-
Ka, KaK OMHCAHO U PErylInpyeMoil TeHHOH Tepamuy, MO3BOJISET KIETKaM PacTh 0 BBICOKOW IIOTHOCTH B OT-
CyTcTBHE moiydeHusi Oenka. ToNBKO TOCHe HOCTHKEHUS ONTHMAIbHOM IUIOTHOCTH KJIETOK, SKCIPECCHs T'eHa
AKTHBUPYETCS U OCJIKOBBII MPOJYKT I1OCIIEI0BATEIBHO COOMPALOT.

Co cxoHOH Mpo0IeMoii CTaTKUBAIOTCS MIPU KOHCTPYUPOBAHUU U MPUMEHEHHUH "yIaKOBOYHBIX JIMHUH" JUIs
MOJy4eHHs] PEKOMOMHAHTHBIX BUPYCOB JUIS TPOMBIIIUICHHOTO (HapUMep, TeHHOM Tepanuu) U SKCIIePUMEHTaIIb-
HOTO HWCIOJIb30BaHMs. J[aHHBIC KJICTOYHBIC JIMHUH IMOJYYar0T METOJaMU T'eHHOW WHXKCHEPUH VIS TOMYYCHUS
BUPYCHBIX O€JKOB, HEOOXOJUMBIX UIsi COOPKM MH(EKIMOHHBIX BHPYCHBIX YacTHI, COAEpXalmuX NedexTHbIe
peKOMOMHAHTHBIC TEHOMBL. BUPYCHBIC BEKTOPEI, KOTOPHIC SBISIOTCS 3aBHCUMBIMU OT TaKHX YHMAKOBOYHBIX JIH-
HUH, BKIIIOYAIOT PETPOBHUPYC, aICHOBUPYC U aJCHOACCONMUPOBAHHEIA BHpYC. B mocnenHeM cirydae THTp BUpYC-
HOU KyJBTYpBI, TIOTy4aeMOU C YIAaKOBOYHOW JIMHUH, HEMOCPEICTBEHHO CBSA3aH C YPOBHEM ITOTyYSHHS BUPYCHBIX
pen- u Kar-6enkoB. Ho nanHbie OeNKu SBISTIOTCS BEICOKOTOKCHYHBIMU II0 OTHOIICHHUIO K KJIeTKe-X03suHy. Ce-
JIOBAaTENbHO, OKA3aJI0Ch TPYAHBIM T€HEPHPOBATH peKoMOWHAHTHBIE AAV BHPYCHI ¢ BEICOKUM THTpOM. [laHHOE
n300peTeHNe MPeIOCTaBISIET PElleHNe JAaHHOW MpoOJeMbl, 00eCleunBasl TOCTPOCHHE YIIAKOBOYHBIX JIMHHUM, B
KOTOPBIX pel- M IEHTPaJIbHBIE TeHBl HAXOAATCS MO KOHTPOJIEM PErylIHpyeMbIX TPAaHCKPUIIIMOHHBIX (aKTOPOB
C KOHCTPYKIIUCH, OMUCAHHOH 3/1eCh. YTIAKOBOYHAS KJICTOYHAS JIMHUS MOXET ObITh BBIPAIICHA JI0 BHICOKOW IUIOT-
HOCTH, MH(HULUPOBAaHA XEJINEPHBIM BUPYCOM U TpaHC(UIMPOBaHAa pEKOMOWHAHTHBIM BHPYCHBIM TeHoMoM. To-
TrJ1a, SKCIPECCUs] BUPYCHBIX OEJIKOB, KOJUPYEMBIX MaKyIOUIMMHU KIETKaMH, HHIYLUPYETCsl IOCPEICTBOM 100aB-
JICHUS! TUMEPHU3YIOLIET0 CPEICTBA U 00ECIIeYeHNS MOy YEeHHsI BUPYCca C BBICOKHM TUTPOM.

3. buonoruueckue uccie0BaHusl.

JarHoe m300peTeHne ABISAETCS MPUMEHUMBIM IS IIAPOKOTO Psia OMOIOTHIECKUX SKCIIEPUMEHTOB, B KO-
TOPBIX TPeOyeTCsl TOUHBIN KOHTPOJb HaJ IKCIIPecCHell TeHa-MuIIeHd. [laHHbpIe 9KCTIEPUMEHTHI BKIIIOYAIOT, Cpe-
i mpounx: (1) sxcmpeccuto 6enka wn PHK, mpencraBnsromux wHTEpEC, I OHOXMMUYECKON OYUCTKH; (2)
perynupyemyto skcupeccuro 6enka win PHK, mpeacraBnsromux mHTEpeC B KyJIbType KIETOK TKaHEH (WiH in
Vivo, C UCTIONB30BaHNEM T'€HHO-MHKCHEPHBIX KJIETOK) IS Iieyieil oneHkn nx ouonorndeckoil ¢pynkuuu; (3) pe-
ryaupyemMyro skcipeccuro 6enka wim PHK, npeacraBnsronmx uHTEpeC, B TPAHCTEHHBIX YKUBOTHBIX JJIS IIEJIEeH
OIICHKU UX OHONOrn4eckoil pyHKiuy; (4) peryssiiuio SKCIPECCHH I'eHa, KOIUPYIOIIEro eIle OHH PEryJysiTop-
HBIIl 0eNoK, puOO3MM WIIM AHTHUCMBICIOBYIO MOJIEKYJy, KOTOpbIE JEHCTBYIOT Ha JHJOT€HHOM TeHE Ulsl Lieliei
OLIEHKH OMOJIOTHYECKOI (YHKIIMU TaKOro reHa. MoJies TpaHCTE€HHBIX )KUBOTHBIX U IPYTUE NPUMEHEHHs, B KO-
TOPBIX KOMIIOHCHTHI ~JTaHHOTO W300peTeHHss MOTrYyT OBITh aJalTHPOBaHBI, BKIIOYAKOT PACKPHITHIC
PCT/US95/10591.

JlanHoe M300peTeHne najnee MpeaocTaBisieT HAaOOphl, MPUMEHUMBIE IS BBIIEYKa3aHHBIX IPHIIOKEHHH.
Takue HabOpEI comeprkaT koHCTpYKuuu JIHK, komupyromue u criocoOHbIe HANPABIATh SKCIPECCHIO XHMEPHBIX
0OeITKOB JaHHOTO M300peTeHHs (M MOTYT COAEP)KaTh NOIOIHHUTENBHBIC JTOMEHBI, KaKk 00CYKIaeTcs BHINIEC) U B
BOIUTOMICHUSX, BKITFOYAIOIINX PETYIUPYEMYIO TPAHCKPHITIIHIO TeHa, KOHCTPYKIIHIO TeHa-MHUIIEHH, COACPIKAIIYIO
TeH-MUIIEHb, CBSI3aHHBIA C OJHUM WM OoJiee 3IeMeHTaMH TPAHCKPUIIIIHOHHOTO KOHTPOJISI, KOTOPBIE aKTUBUPY-
IOTCSl MyJIbTUMEpHU3aIe XUMEPHBIX OEIKOB. AIBTEpHATHBHO, KOHCTPYKIMS T'€HAa-MHUIIEHN MOXET COAepKaTh
YYaCTOK KJIOHMPOBAHHUS Ul BHEIPEHUs] TPeOyeMOro reHa-MUILIEHHM MPAKTUKOM. Takue HabOpbl MOTYT TaKKe
coJiepkaTh oOpasel] JMMEPU3YIOLIEro CPEeICTBA, CIOCOOHOTO K IMMEPH3ALMH JIBYX PEKOMOMHAHTHBIX OEJTKOB U
aKTHBallMM TPAHCKPUIILMK T'eHa-MHIIeHH. Habop Takxke MOKeT OBITh IPEAOCTaBIIEH AJISl TEHHOH HHXEHEPUH
KJIETOK WJIM OPTaHM3MOB JUIsl 0OECIICUCHHUSI PEryJUpyeMOi JISKapCTBOM KJIETOYHOM CHUTHAJIBHOM cuctemsl (Ha-
npuMep, IPUBOAAIIEH K KIeToYHOH nponudepanyn, nuddepeHunanym win cMEepTH) C UCTIOIb30BaHUEM paria-
JIOTOB JAaHHOTO M300peTeHusl.

4. Hexotopsie apyrue hapManeBTHISCKIE TPUMEHEHNS.

Bruto oOHapykeHO, 9TO COCAMHEHHsI JAaHHOTO W300pEeTEeHHs, KOTOPhIe TECTUPYIOT Ha aKTHBHOCTH MPOTHB
psifa KIETOYHBIX JHHUN paka, HHTHOUPYIOT POCT PAKOBBIX KJIETOK U, CIEIOBATEIBHO, SBISTIOTCS TPUMEHIMBIMH
B KayeCTBE aHTUHEOIUIACTHMYECKUX CPEICTB. B 4aCTHOCTH, COCAMHEHHUS! JAHHOTO M300pETeHHsI MOTYT MpHMe-
HSTBCS [0 OT/AENLHOCTH MJIM B COYETAHUU C JPYTHMMH JIEKAPCTBAMH M/WIIM PaUalldOHHON Tepanuel mnpu Jiede-
HUH WIM WHTHOUPOBAHUN POCTA PA3NIWYHBIX PAKOB, BKIOYAIOIINX JICMKEMUN U CONUIHBIE OITyXOJIH, BKIIOYAI0-
M€ CapKOMBI U KapILMHOMBI, TAKUE KaK acCTPOLMTOMBI, paK MPOCTAThbl, PAK MOJIOYHOH KeJe3bl, MEJIKOKIETOY-
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HBII pak JIETKUX W paK sSMYHMKA. VX MpuMeHeHne sBIsIeTcs aHaJIOTHYHBIM NpUMeHeHHo panamunnHa i CCI
779, xak onncano Sorbera et al., "CCI 779" Drugs of the Future 2002, 27(1):7-13; WO 02/4000 u WO 02/13802,
Hanpumep. [Ipumeps! pyrux jgekapcTB, KOTOPBIE MOTYT HPUMEHSTHCS [JIs JICUEHUS] PAKOBBIX MAI[IEHTOB B CO-
YeTaHWuu ¢ (T.€. epel, BO BPeMs HIIHM MOCJIE BBEICHUS COEAWHEHUs JAHHOTO M300PETEHUs) COETMHEHUEM JaH-
HOTO M300peTeHHs BKIIIOYAIOT, CPEIH MPOYMX, 3HIONPHM, aIeMTy3Mad, aJTpeTaMHH, aMU(pOCTHH, HACTPO30JI,
aHTUTENa MPOTHB ClelU(UYHOIO K mpocrate MemMOpaHHoro aHtureHa (takux kak MLN-591, MLN-591RL u
MLN-2704), tpuokcua Mbibsika, ABactuH® (wiam npyroe antu-VEGF anrtureno), 6ekcaporeH, 01e0MUIIMH,
Oycynbdan, xanenuTabuH, kKapOorartuH, o0natka [manens, MENeKOKCHO, XJIOpaMOYIWUI, MUCILIATHH, T'ellb
[UCIUIATHHA-3MHEPPHHA, KIaAPHOKH, JTUIOCOMAIBHBI INTapaOHH, JIMIIOCOMAIbHBIN JayHOPyOHIINH, JayHO-
pyOMIIMH, TayHOMHIMH, IEKCPa30KCaH, JOLETaKCelN, JOKCOPYOUIMH, pacTBOp Jmnora B, snupyounuH, scTpa-
MycTHH, dochaT dTONmo3uaa, ITONO3N, IK3eMecTaH, (iynapadun, 5-OY, dynBecTpaHT, reMIUTa0HH, TEMTY3Y-
Ma0-030TaMHUINH, alleTaT TOCEPeTnHA, THIPOKCHUMOYCBHHA, HAAPyOUINH, HOIAMHULIWH, HpochaMug, IMaTHHHO
ME3WIIaT, UPUHOTEKaH (WM IPYyroil WHTHOWTOpP TOMOM30MEpasbl, BKIOYas aHTHTeNa, Takue kak MLN 576
(XR11576)), netpo3od, JeHKOBOPHH, JEHWKOBOPUH JIEBAMH30JI, JIUIIOCOMAIBHBIN qayHOpyOuLnH, MendaiaH, L-
PAM, mecHa, MeToTpekcaT, MeTokcaneH, MuToMuiH C, mutokcanTpoH, MLN518 unn MLN608 (nnn apyrue
uHruOuTOpH! GUT-3 perentopa TupozuHkuHazsl, PDFG-R nnm c-Habop), urokcantpon, naknurakcen, [leraze-
Masa, MEHTOCTaTuH, nopdpumep HaTpusi, Purykcumad (RITUXAN®), Tanbk, TAMOKCU(EH, TEMO30JaMHU/I, TCHH-
no3ua, VM-26, Tonorekan, Topemuden, Tpactysymab (I'epuentiH® uim npyroe antu-Her2 antureno), 2C4
(wnm gpyroe aHTUTENO, KOTOpoe BiusieT Ha ornocpenoBanHble HER-2 curnanst), Tpernnonn, ATRA, Banpyou-
IIMH, BUHOPEJIOWH WIIM TaMHPOHAT, 30JIeJJpOHAT WU Jpyroii ouchocdoHar.

CoequHEHHsT TaHHOTO N300PETEHUsI MOTYT TaKXKe MPUMEHATHCS JUIS JICUCHUS! WIM WHrUOMPOBAaHUS OTTOP-
JKEHUSI TPAHCIUIAHTHPOBAHHBIX TKaHEH, BKIIOUAIOIINX, HANPHMEp, IOYKY, CEpAlle, NEeYeHb, JIETKOE, KOCTHBIN
MO3T, TTOJDKEITYIOYHYTO JKelie3y (OCTPOBHBIE KIIETKH), POTOBUILY, TOHKAH KHIIEYHUK W KOXKHBIC aJUIOTPaHCIIIAH-
TaThl, 1 KCEHOTPAHCIUIAHTAThl CEPJICYHOT0 KJIallaHa; MpH JICIEHNH WM WHTMONPOBaHMH OOJIE3HN TPAHCIUIAHTAT
NPOTUB XO34WHA, TPH JIECUEHNH WU WHTMOMPOBAHUM ayTOMMMYHHBIX 3a00JIeBaHMH, TAKMX KaK BOJIYaHKA, PEB-
MaTOMIHBIA apTPHUT, CaxapHbIi Aua0ET, 3JT0KAYECTBEHHAs] MUACTCHUS M PACCESHHBIM CKJIEPO3; U BOCHAIUTEINb-
Hble 3a00JIeBaHus, TAKUE KaK IICOPHUA3, IEPMATHT, IK3eMa, ceOoppest, BOCIIAIMTENbHOE 3a00JIeBaHIEe KHUIIEYHHKA,
BOCIAJICHUE JIETKUX (BKJIIOYAs acTMy, XpOHHMYECKOE OOCTPYKTHUBHOE 3a00JIeBaHME JIETKHX, dIM(]U3EMy, OCTpPbIii
peCHpaTopHbIii JAUCTPECC CUHIAPOM, OPOHXMT M T.I.), TJa3HOW yBeut; T-KkieTouHas JeHKeMus B3poc-
JbIX/MUMQpoMa; rpuOKoBble MHMEKIMU; THIIEpIpOoIndepaTHBHBIE COCYANCTbIE 3a00JIeBaHNs, BKIIIOYasl PECTEHO3;
aTEpPOCKIIEPO3 COCYIIOB, BBI3BIBAEMBIM TPAaHCIUIAHTATOM; M CEPAEYHO-COCYIMCTHIE 3a0oieBaHMsl, 3a00IeBaHUA
COCYZIOB TOJIOBHOT'O MO3ra M 3a00JieBaHus IepH(EePUIECKIX COCYI0B, TAKNX KaK 3a00JIeBaHM KOPOHAPHBIX ap-
TepHii, 11epedpOBaCKYISIPHOE 3a00I€BaHNE, apTEPHOCKIEPO3, aTEPOCKIIEPO3, HOHATEPOMATO3HBIN apTEPUOCKIIe-
PO3 MM OBPEXK/ICHNE COCYANCTON CTEHKH B PE3YJIbTAaTe KIETOUYHBIX COOBITHH, TPUBOAAIINX K HIMMYHOOIIOCPE-
JIOBAaHHOMY COCYIHMCTOMY TTOBPEKACHHIO; MHCYJIBT WM MyJIbTHHH(apKTHOE caaboymue. CriocoOb! 1 BemecTBa
JUISl IPUMEHEHHUS PanajioroB JAHHOTO M300pETEHHs I TaKUX IIPUIIOKEHUH MOTYT OBITh aalTUPOBAHBI, HCXO-
Il U3 CIIOCOOOB U BEIIECTB, MPUMEHIMBIX ¢ panamunuaoM, CCI 779 unu RADOO1.

ITpn ucnonp30BaHUM B KaueCTBE MMMYHOJETIPECCHUBHOTO MJIM NMPOTHBOBOCIAIUTEIBLHOIO CPEACTBA para-
JIOT IaHHOTO M300pETEeHUs] MOXKET BBOAUTHCS B COYETAHHU C OJHHUM WM OoJiee U3 IPYTrMX UMMYHOPEryJsTOp-
HBIX cpeacTB. Takue npyrue MMMYHOPETYJISITOPHBIE CPEJICTBA BKIIIOYAIOT, HE OTPAaHUYMBAsCh UMH, a3aTHOIIPHH,
KOPTHKOCTEPOU/IbI, TAKHE KaK MPETHU30H U METHJIIPEIHU30JIOH, HUKIOPOochaMus, parnaMHuLUH, UKIOCIOPUH
A, FK-506, OKT-3, mukodenomsat u ATG. [TocpencTBoM codeTaHusi COSTMHEHUIN TaHHOTO H300pPETEHUs C Ta-
KUMH JIPYTUMH JIEKapCTBaMH WM CPEICTBAMH JUISl HHTyLIUPOBAHMSI IMMYHOJIETIPECCHN WM JICUYSHUS! BOCTIANIU-
TEJIBHBIX COCTOSIHUM /ISl JOCTHDKEHHMS JKeJIaTeNbHOro 3((eKTa MOTYT TpeOOBaThCsl MEHBIINE KOINYECTBA Kak-
noro u3 cpeactB. OCHOBa A Takol KOMOWHAIIMOHHOM Tepanuu ObUIa ycTaHOBIEHa Stepkowski, ubH pe3ynbTa-
TBI TIPOJIEMOHCTPHPOBAIIN, YTO IIPUMEHEHHE COUCTAHHs pallaMUIMHA W IUKIOCTIOpUHA A TIPpH MHIWBUAYaJIbHO
MOZ0OPaHHBIX CyOTEepaneBTHIECKNX A03aX CYLNIECTBEHHO NMPOJIEBAIOT BPEMs JKHU3HHM CEPIEYHOIo aIoTpaHC-
rianrata. [Transplantation Proc. 23:507 (1991)]. Pananoru janHOro n300peTeHHst MOTYT MPUMEHSTBCS IS Jie-
YEHUs CEpJICUHBIX BOCHAIUTENbHBIX 3a00/I€BaHNH, HAIIPUMEp, MOCPEACTBOM aJaNnTaluyd CIOCOOOB U BEILECTB,
packpeIThix B mateHTe CIIA 5496832; niis edeHus TIa3HOT0 BOCTIAJICHUS, HAPUMED, TTOCPEACTBOM aTanTaluu
CHOCO0O0B ¥ BellecTB, packpbIThiX B nareHte CLIA 5387589; u nnst neueHnss MUMMYHOBOCHIAIUTEIBHOTO 3a001e-
BaHMs KMIIEYHUKA U JIPYTHMX UIMMYHOBOCIIAIIMTEIBHBIX 3200JI€BaHUii, HAIIPUMED, MOCPEACTBOM aIalTalluu CIHO-
co0O0B M BelecTB, packphIThIX B mareHTrax CLIA 5286731 u 5286730.

Pananorn nanHOro M300peTeHHs MOTYT TaK)Ke MPUMEHSTHCS MPU JICYEHUN WM MHTHOMPOBAaHUH COCYAH-
CTOro 3a00JIeBaHMsI, BKIIIOYAIOLIETO CPEI NPOYMX, 3a00JIeBaHNe KOPOHAPHBIX apTepHi, 1epeOpOBacKyIIpHOE
3a0oeBaHne, apTePHOCKIIEPO3, aTEPOCKIICPO3, HOHATEPOMATO3HBIN apTEPHOCKIIEPO3, TOBPEKACHUE COCYIUCTOMN
CTEHKH OT KJIETOYHBIX COOBITHH, BEAYIINX K IMMYHHO-OIIOCPEJOBAaHHOMY COCYJMCTOMY IOBPEXIACHHUIO, yAapy U
MYJIbTUHH(APKTHOMY CJaO00yMHMIO, JJIsi TIPEIOCTAaBICHHUS CEPIEeTHO-COCYIUCTHIX, NEepeOpabHBIX WIN Tepude-
PHYECKUX COCYAUCTBIX OJIArONPHUATHBIX BO3ACHCTBUI B KaUeCTBE €IMHCTBEHHOI'O AKTUBHOTO MHI'PEIUECHTA WU
MOT'YT BBOAMTBCSA B COUCTAaHWU C APYTMMH CPEICTBAMH, KOTOpBIE MPENOCTABISIOT ONaronpHATHBIE CEPACUHO-
COCYIMCTBIE, iepedpabHble WM NepruepruuecKre cocyIUCThIe OaronpusTHeIe Bo3eHcTBus. Takue cpeacTsa
BKJIrouaroT nHruouropel ACE, Takue kak XMHAIpwi, NEpUHAOIPUII, PAMUTIPUII, KaTONPWII, TPAHI0Napui, ¢o-
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CHHOTIPHJI, JIN3MHOIIPHII, MOSKCHUIIPHI M SHAJIAIIPIII; aHTATOHMCTHI perenTopa aHrnorensnHa I, Takne kak xaH-
JecapraH, upOecapTaH, JOCapTaH, BaJCapTaH M TEIMHCApTaH, MPOU3BOAHbBIE (HOPOBOI KHCIOTHI, TaKHE Kak
ki1o¢pubpar u rempudpo3wi; naruoutopst HMG Ko-A peaykTasbl, Takue Kak lepUBacTaTHH, (yBacTaTHH,
aTOpBAacTaTHH, JIOBACTATHH, NIPABAaCTaTHH, CUMBACTATHH; OcTa-aJpeHepruueckrue OJIOKATOPbI, TaKue Kak coTa-
J10J1, TUMOJIOJI, 3CMOJIOJI, KapTeOoJI0J, IIPOIIPaHOIIo, O€TakcoII0, IeHOYTOoI0, HafoI0, aledyToIoN, aTeHOIOoIL,
METOIPOJIOI U OUCOMPOIIOIT; OJIOKATOPHI KaIbLUEBbIX KAHAJIOB, TAKUE KaK HU(ETUINH, BeparnpaMull, HUKapau-
IIUH, JWJITHA3€M, HUMOJUIINH, aMJIOJUIIHNH, (beJ'IOZ[I/IHI/IH, HUCOJIJUIINH U 6erl/l,Z[l/I.H; AHTHOKCHJAHThI;, aHTHKOA-
TYJISIHTBI, TaKHe Kak Bap(apyH, JajaTenapuH, renapuH, SHOKCAapyH M JIaHaIlapOW; WM CPEACTBa, IPUMEHse-
MBbI€ B TOPMOH-3aMECTHTEIILHOM Teparuy, COJeprKallie 3CTPOTeHbl, TaKHe KaK KOHBIOTHPOBaHHBIE SCTPOTEHHBI,
STHHWIACTpaanod, 17-6era-acTpaauo, scTpaauoi u scrponunar. Cm., Hanpumep, narent CILIA 5288711 u WO
01/97809 mns momydeHuss wHPOPMAMU TIO CIIOCO0AM M BEMIECTBaM, KOTOPBIE MOTYT OBITh aJalTHPOBaHBI K
MPUMEHEHUIO PANajoroB JAAHHOTO M300PETeHUs Ul JEUCHUs Pa3jIndHbIX 3a00JIeBaHMH, BKIIOYAIOINX THUIEp-
nponrepaTHBHBIE U APYTHE COCYANUCTHIE 3a00IeBaHUS.

CoenuHeHHs] JAHHOTO N300PETEHUsI MOTYT TaKXKe IPUMEHATHCS B KAUECTBE HEHPOTPOIIHBIX CPEICTB, U MO-
TYT ObITb OCOOEHHO MPUMEHUMBIMU IIPH AKTUBALUHM HEHPOHAIBHON pereHepanyu U (pyHKIHOHAIBHOTO BOCCTa-
HOBJICHUA U IIPU CTUMYJIAINUKW BHCIIHCTO pOCTa HEBpUTA U, TAKUM 06p8.30M, Ipu JICUCHUHN PA3JINYHBIX HEBpOIIa-
TOJIOTMYECKUX COCTOSIHUIL, BKIIFOYAIOLIUX MMOBPEXKACHHE Nepr(eprIecKux HEPBOB M LICHTPaIbHOW HEPBHOM CHC-
TEMBI, BHI3bIBAEMBIX (PU3MUECKHUM IOBPEKICHHEM (HAIIpUMEp, MTOBPEKACHHEM U TPAaBMOI CIIMHHOTO MO3ra, Mo-
PaXEHHEM WJIM MTOBPEKACHUEM HIIHAITHYECKOTO MM JIMLEBOTO HEpBa), 3a0ojeBaHreM (HanpuMep, AuadeTnde-
CKOW HeBpoOIlaTHei), paKOBOW XMMHUOTEpanuei (HarmpuMep, ajlkalonaaMu O0apBHHKA M JIOKCOPYOHIIMHOM), TO-
BPEXIICHHEM MO3T'a, aCCOLMMPOBAHHBIM C HHCYJIBTOM M MIIEMHEH, aCCOLIMUPOBAHHOM C MHCYJIBTOM U HEBPOJIO-
THYECKUMH HapyIICHUSIMH, OTHOCSIIUMUCS K HEHpOAereHepauny, BKIIOYAIOINMHI, 03 OTpaHUuCHUS: TPUTEMH-
HaJIbHYIO HEBPAJITHIO, TIIOCCO(apUHTalbHYI0 HEBPAITHIO, IyJIbCAMIO beita, 370kauecTBEHHYI0 MHACTCHUIO,
MBIIICYHYIO0 TUCTPOPHI0, aMHOTPOUIESCKHN OOKOBOW CKIIEPO3, MPOTPECCUPYIONIYI0 MBIIICYHYIO TUCTPODUIO,
MPOTPECCUPYIONIYI0 OYIbBapHYIO HACIEICTBEHHYIO MBIIIEUYHYIO aTpO(HI0, CHHAPOMBI IPBIXKEBOTO, PA3PBIBHOTO
WJIY BBINAJAIOIIETO TIO3BOHOYHOTO ANCKA, MEHHBIN CIIOHIMIIO3, HAPYIICHUs! CIIETEHNs, CHHIPOMBI BBIXOJHOTO
pas3pylIeHus TPYIHON KIETKH, Iepudepruieckiue HEBPONATHH, TAKWE KAaK BbI3BIBAEMBIC CBUHIIOM, aKpHJIaMUAa-
MH, raMMa-AMKETOHaMHU (HEBPOMaTHs y JIML, HIOXAIOUIMX KIIeH), AUCYJIb(UIOM yriiepoja, NarcOHOM; THKH,
nopdupusi, cuapom ['miteHa-bapps, cnadoymue, 6ose3Hp Asbureiimepa, Oone3ub [lapkuHcoHa U xopeto XaH-
THUHI'TOHA.

5. Ilpumenenue aist poQHIAKTUKH PECTEHO3a; IPUMEHEHUE CO CTEHTaMH WU JPYTUMH YCTPOHCTBAMH.

Pananor nanHOTO M300pETEHNUS] MOKET NPUMEHSITHCS CaM 110 ceOe MIIM B COYETaHUU ¢ MUKO(EHOJIBLHOH KH-
CIIOTOH, HaIpUMep, MOCPEACTBOM aJanTallii CocOO0B W MaTepHajoB, pacKphIThiX B mareHTe CIIIA 5665728,
IIPY JICYEHUN WIIM YMEHBIICHUN PUCKA TSHKECTH KIETOYHOH TMIEpIUIa3nuy TIIAAKUX MBI HHTHMBI, PECTEHO3a U
COCYIMCTOM OKKJIFO3MH y MJIEKOIUTAIONINX, OCOOEHHO Iocie TH00 OMOIOrHYECKH MM MEXaHMYECKH OTIOCPEI0-
BAaHHOT'O COCYJVCTOTO MOBPEXACHHS WIN B YCIOBHAX, KOTOpPBIE OyIyT MpeapacroaaraTb MJIEKOIUTAOIIEE CTpa-
JaTh OT TAKOTO COCYAMCTOTO MOBPEXKICHUS. bHOIOTHYECKH OMOCPEIOBaHHOE COCYIUCTOE MOBPEKACHHE BKIIIO-
YaeT MOBPEXICHHE, XapaKTepHOE Ul MH(EKIHMOHHBIX PacCTPONCTB, BKIFOYAIONIMX JHAOTOKCHHBI M BHPYCHI
reprieca, TaKMX Kak [UTOMErajJoBUpYC; MeTaboIMuecKie HapyLIeHHs], TAKUE KaK aTepOCKIIepO3; U TIOBPEXKICHUE
COCYJIOB B pe3yJIbTaTe TUIIOTEPMHUH, 1 O0IydeHUs], Cpei NpoYrX. MeXaHHYeCKH OIOCpPEIOBAHHOE COCYANUCTOE
MOBPEXIICHNE BKIIOYAET, CPEH MPOUYHX, COCYANCTOE MOBPEKIEHNE, BBI3bIBAEMOE MPOLEAYPOi KaTeTepr3alum
WM TIPOLIETlypaMH COCYANCTOT0 cOcKo0a, TAKUMH KaK YpECKOXKHAsi TPAHCIIOMHHAIIbHAsE KOPOHApHAast aHTHOTUIa-
CTHKa; COCYANCTON XMPYprHel; TpaHCILIAHTALMOHHON XUpYypruei; oOpadoTKOHN Jla3epoM M JPYyTrMMH HHBA3UB-
HBIMH ITPOLIEAYPaMH, KOTOPBIE pa3pyLIaloT LEeJIOCTHOCTh COCYIMCTOW MHTUMBI MJIHM SHIOTEeNus. TakuM o0pasom,
M0 OTAETHHOCTH MJIHM B COYETAHWH C MUKO(EHOIBHON KHCIOTOH, paranor JaHHOTO H300pEeTeHNsT MOXKET IpUMe-
HSTBHCS TIPH MIPOHIIAKTHKE PECTEHO3a MOC/Ie MHBA3UBHBIX MPOLEAYP, KOTOPhIE HApYyLIAOT COCYANCTYIO SHAOTE-
JWANbHYI0 BBICTHIIKY, TAaKHX KaK UPECKOXKHAsl TPAHCIIOMHHAIbHAs KOPOHApHAsl aHTHOILUIACTHKA, COCYIMCTast
KaTeTepU3anus, COCyJUCTOe COCKaOIMBAaHUE, COCYAUCTAs XUPYPTHsl WK MPOLEAYPbl 00pabOTKH J1a3epoM.

OpHO MpUMEHEHHE, MPEACTABISIONEe OCOOCHHBIN MHTEPEC, BKJIIOYAET NMPUMEHEHHE pamaiora AaHHOTO
M300pEeTEeHNsI ATl JIEUEHHsI WM YMEHBIICHUS] BEPOSITHOCTH PECTEHO3a, TAKOT0, KAaKOW NMPOMCXOANT y YacTH Ia-
HUEHTOB IMOCJIC MPOUCAYPbl aHI'MOIIJIACTUKU. le/I HCIIOJIb30BAHUHN TAKUX CHOCO6OB, COCAMHCHUA JAaHHOI'O MU30-
OpeTeHHs MOTYT BBOJAMTHCS MEpe/l MPOLEypOil aHIHOIJIACTHKH, BO BPEMsI MIPOLIEAYPHI, OCIE MPOLEAYPhl HIIH
IIPY COYETAaHUSIX BBIIIEyKa3aHHbBIX. boJbII0i HHTEpeC mpeacTaBseT MPUMEHEHHE parajjora JaHHOTro u300pere-
HUS, JOCTABISIEMOrO Ha CTEHTE WIM B HeM (WM JAPYroM BBOAMMOM WJIM HUMIUIAHTHPYEMOM YCTPOMCTBE) IS
YMEHBILCHHUS IIAHCOB PECTEHO3a I10CIIe BBEJICHUS yCTpoiicTBa. [IpuMeHeHue paranora JaHHOTO U300peTeHHs B
COYETaHWH CO CTEHTOM MOXKET JOCTHraThCsl ajamnTaiyeil CriocoO0B M BELIECTB, MCHONB3YEMBIX AJSI TOCTaBKH
JIpYTHX JIEKapcTB, OCOOEHHO palaMHUIMHA, TIPH HUCIOJIB30BAHIH TaKHX YCTPOMCTB, HAIPHMeEp, KaK PacKkpbITO B
natentax CIIA 5516781; 6153252; 5665728; 5646160; 5563146; u 5516781, a Taxke B OIMyOJIMKOBaHHBIX Me-
JKIYHApOJIHBIX HaTeHTHbIX 3asBkax WO 01/01957, 01/49338, 01/87263, 01/87342, 01/87372, 01/87373,
01/87374, 01/87375 n 01/87376 u npyrux NaTeHTHBIX JOKYMEHTAaX, OTHOCSIIUXCS K CTEHTaM M JPYTHM yCTpPOU-
CTBaM, MEPEHOCSIINM JEKapCcTBa, OTMEUCHHBIX I'ZIe-TH00 B JaHHOM JOKyMeHTe. Pamanoru nanHoro msobpere-
HHS B LIMPOKOM CMBICIIE COBMECTUMBI B IpEZeax BCEro JUana3oHa AU3aifHOB CTEHTOB U CIIOCOOOB M BELIECTB
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JUTSL IOKPBITHS MM MHBIM 00pa3oM 3arpy3KH UX JIEKapCTBOM. 3arpy3ka TaKMX MEAUIMHCKHX YCTPOHCTB pamajo-
TOM JIaHHOTO M300pEeTeHHs, MEIUIIMHCKUE YCTPOICTBA, 3arpy>KCHHBIE PAIaJoroM JaHHOTO M300pETEHHs U BHE-
JpeHHe TaKoTO YCTPONCTBA, 3arPYKEHHOTO TaKMM PaIagoroM, BCE OXBadeHbI JaHHBIM H300pETEHUEM.

B obmem cirydae pamanorsecyuiee yCTPOMCTBO HaHHOTO M300pETEHHS BKIIIOYAET B ceOs paciIupseMyro
CTPYKTYPY, KOTOpasi MOXKET ObITh MMITAHTUPOBaHA BHYTPb MPOCBETa OPraHU3Ma U CPEJICTBO HAa CTPYKTYpE HIIH
BHYTpH Hee JJIsl BHICBOOOKICHHSI COEIMHEHUsI TAHHOTO U300pETEeH s, B HEKOTOPBIX CIIydasx ¢ 3apaHee BHIOpaH-
HOM CKOpOCThI0. BBICBOOOXKIEHNE COSTMHEHNSI MOKET HMETh MECTO MPU CKOPOCTSIX, HAXOISIIMXCSl B MHTEPBaJe
ot 5 10 200 MKI/neHb, IpeArnoYTUTeNbHO B nHTEpBasie oT 10 1o 60 Mkr/aeHs. [TomHOE KOIMYECTBO BHICBOOOX-
JTaeMOT0 COEAMHEHUs OylleT B HEKOTOPBIX CIydasX HaXxoIuThcs B uHTepBasie ot 100 Mkr no 10 mr, nmpeamouTn-
TenpHO B nHTEpBase oT 300 MKr 10 2 Mr, OoJiee IpenoYTUTENEHO B nHTEepBajie ot 500 Mkr 1o 1,5 mr.

PacmmmpsiemMast cTpyKTypa MOKET HaxXxOIWThCS B BHUJE CTCHTAa, KOTOPBIH JIOMOTHUTEIBHO IOJIEPKHUBACT
MPOXOIMMOCTH NPOCBETA, WM MOXET OBITh B BHJE TPAHCIUIAHTaTa, KOTOPHIM JOMOTHUTEIBHO 3alIUIIACT WIH
YCHIIMBAET MPOYHOCTh CTEHKM NpOCcBeTa. Pacimmpsiemas CTPyKTypa MOKET ObITb pajualbHO pacHIUpsIeMOi
W/WIN CaMOPACIIMPSIOIIEHCS U ABIIASTCS IPEANOYTUTENILHO IPUTOJHOM IS IIOMEIIEHHS B IPOCBET OpPraHu3Ma.
MecTo UMIUTaHTALUN MOXET MPEACTABIIATE CO00H JIH000I KPOBEHOCHBIH COCYA B COCYIUCTOM CHCTEME HalneH-
Ta, BKJIIOYasl BEHbI, apTEPHH, a0PTY U 0COOCHHO BKIIIOYAsi KOPOHApHbBIE U NepH(epuilHbIe apTepuH, a TaKxKe pa-
Hee UMIUIaHTHPOBAaHHbBIE TPAHCIUIAHTATBI, UITYHTHI, (PUCTYJIBL U T.11., HJIM APYTUE TPOCBETHI OpraHnu3Ma, TaKue Kak
JKEJTYHBIN MPOTOK WK JPYyTHE OpraHbl, TAKHE KaK OpTraHbl, HEPBBI, KeNe3bl, TPOTOKH U T.II. [IpencTaBuTeNnbHBIM
B KAQUeCTBE IPHMEpa CTEHTA /sl IPUMEHEHHS B HACTOSIIEM N300pETEHUH SIBJISIETCS JOCTYIIHBIN Ha PhIHKE KOPO-
HapHbIii cteHT Duraflex Coronary Stent (Avantec).

TepmuH "paguanbHO paciIupsieMbld” 03Ha4YaeT, YTO YCTPOHCTBO MIIM €ro CETMEHT MOTYT OBITh IIpeodpaso-
BaHbl M3 KOH(UTypanuu ¢ HEOOJBIIMM AMAMETPOM B PaAMAIBHO PACIIMPEHHYIO, OOBIYHO IHMIMHAPHIECKYIO
KOH()UTypanuio, KOTopasi TOCTHraeTcs, KOrza YCTPOHCTBO MMIUIAHTHPYIOT Ha TPeOyeMOM IIEJIEBOM y4acTKe.
YCTpoiicTBO MOKET OBITh MUHMMAJIBHO YIIPYTHUM, HallPpUMeEp, TATYYIHM, TPEOYIOIINM, TAKUM 00pa3oM MpHIIoXKe-
HHSl BHYTPEHHET0 YCHIIUS JUIsl PaCIIMPEHHs U YCTAaHOBKH €ro Ha IIeIeBOM y4acTke. THIIOBEIM 00pa3oM, pacuiu-
psIfolee yCHINE MOXKET ObITh 0OecieueHo OamIOHOM, TAKUM Kak OajsIoH KaTeTepa AJIsl aHTHOIIACTUKU [UIS CO-
CYIMCTBIX HpOLERyp. YCTPOHCTBO MOXKET 00ECIeUnBaTh CUTMOUIANIBHBIE CBA3KHM MEXY IOCIEI0BATEIbHBIMU
€/IMHUYHBIMU CEIrMEHTaMH, KOTOPbIE SIBJISIIOTCS OCOOEHHO IOJIE3HBIMHU JUIS YBEJINYEHHsI THOKOCTH U CIIOCOOHO-
CTH K U3rHOY CTEHTA.

AJBTEpHATUBHO, YCTPOMCTBO MOXKET OBITh CaMOpacUIMPSIIOLIMMCs. Takie caMOpacIIMpsIFOIINecs] CTPYKTY-
Bl IPEOCTABISAIOTCS MIPU UCIOJIB30BAaHUM YIIPYrOro MaTepuaa, TAKOro Kak 3aKaJieHHAs HEeprKaBeIollas CTallb
WM CYTIEP3JIaCTUYHBIN CIIIaB, Takoi kak cmaB Nitinol™ u oOpa3oBaHHMeM cerMeHTa KOopllyca Tak, 4TOObI OH
obJsiafan cBouM TpeOyeMbIM, PaJHaIbHO PACIIMPEHHBIM IMAMETPOM, KOT/la OH HaXOAWTCS B HEOTPAaHWYEHHOM
COCTOSIHHH, T.€ BBICBOOO/IEH OT paJlaIbHO OTPAHHMUMBAIOIINX YCHINH 00051049KH. IJ1s1 TOrO YTOOBI OCTaBATHCS
3aKpEIIEHHBIM B MPOCBETE OPTraHM3Ma, YCTPOWCTBO OyAET OCTaBaThCS YACTUYHO OTPAaHWYEHHBIM IPOCBETOM.
Camopacmupsoeecss yCTpOHCTBO MOKET OBITh MPOBEJCHO U JOCTaBICHO B €r0 PaAUalbHO OIPaHUYEHHOU
KOH(HT'Ypaluy, HaIpuMep, OCPEICTBOM IIOMEIIEHUs YCTPOHCTBa B 000I0UKY IOCTABKH WM TPYOKY U ynaie-
HHS 000JIOUKH Ha [IEIEBOM YJaCTKeE.

Pa3meps! ycTpoiicTBa OyayT 3aBUCETh OT €ro IpelHa3HaueHHOro npuMmeHeHusi. OObIYHO, YCTPOUCTBO OY-
JIeT UMETh JUIMHY, HaXOJSIYIOCSl B MHTEpBaJle MpUOIM3uTeNbHO OT 5 10 100 MM, 0OBIYHO MPUOIU3UTENBHO OT §
70 50 MM, JUIsi COCYIMCTHIX npuMeHeHuid. HeGonpIoi (paxuanbHO CKATBIA) JUaMeTp LMIHHIPUYECKOTO YCT-
poticTBa OyzneT 0OBIYHO HaXOAMThCS B MHTEpBajie mpuoiausurensHo ot 0,5 no 10 MM, 6onee o0brauO OT 0,8 1O 8
MM JUISl COCYJMCTBIX IPUMEHEeHNH. PacimpenHslii auamerp OyaeT 0ObIYHO HAXOANUTHCS B MHTEpBase NpUOIN3H-
tenpHO OoT 1,0 1o 100 MM, mpeAnoYTUTENRHO B HHTEpBAIe NpHOIM3UTeNnbHO OT 2,0 10 30 MM Ul COCYTUCTBIX
npUMeHeHnH. Y cTpoiicTBO OyneT MMeTs ToMIuHy B uHTepBasie ot 0,025 mo 2,0 MM, IpeAmOYTHTENRHO B HHTEP-
Basie ot 0,05 7o 0,5 Mm.

CerMeHThl yCTpOHCTBa MOTYT OBITh OOpa30BaHBl M3 OOIIEHPHUHATHIX MAaTEpUalioB, NMPUMEHSEMBIX UIA
CTEHTOB IIPOCBETOB OPraHMW3Ma M TPAHCIIJIAHTATOB, OOBIYHO OOPA30BaHHBIX M3 KOBKMX METAIIOB, TAKUX KaK He-
prkaBetoras cranb psiaa 300 win U3 ynpyrux MEeTajuioB, TaKMX KaK CYIEepaIacCTUYHbIE M 3allOMHHAIOMNE (HopMy
CIUIaBbI, HaNpuMep, cruiaBbl Nitinol™, npyKUHHBIE HEPHKABEIOIINE CTAIU | T.II. BO3MOXHO, YTO CErMeHThI KOp-
myca MOryT ObITh 00pa30BaHbl U3 COYETAHWH TAKMX METAJUIOB WJIM COYETAHUH JaHHBIX THIIOB METAJUIOB U JIPY-
I'MX HEMETAJUIMYECKUX MaTepuajoB. J[OMONMHUTENbHBIE CTPYKTYPBI JUIS KOPIyca WM €IUHUYHBIX CETMEHTOB
HACTOSIIETo U300peTeHus WLTIOCTpupoBaHbl B mateHTax CIIA 5195417; 5102417; u 4776337, nonHOE pacKphi-
THE KOTOPBIX BKJIIOUEHO B JAHHBIA JOKYMEHT B KaueCTBE CChUIKU. [IpHMepsl CTEHTOB U OTCPOUYEHHOTO WU I10-
CTaJMHHOTO BBICBOOOXKICHUS JIEKAPCTBA, BKIIIOUAIOIIETO BHICBOOOJKACHHE ITPH 3apaHee BHIOPAHHBIX CKOPOCTSIX,
ormcanbl B mareHTe CHIA 6471980, momHOE pacKkpheITHE KOTOPOTO TakKe BKIFOUEHO B JaHHBIH JOKYMEHT B Ka-
YECTBE CCBHUIKH.

B mutrocTpaTHBHOM BOIUIOIIEHHH, CPEACTBO IJIsl BHICBOOOXKICHHS COSITMHEHHS BKIIIOUAET B ce0sl MaTpuiLy,
00pa3oBaHHY!0, 110 MEHbIIEH Mepe, HaJ YacTbiO CTPYKTYpPbl. MaTpHua MoXkKeT ObITh COCTABJIEHA U3 MaTepHaa,
KOTOPBII MpeACTaBiIsieT CO00i AerpagupyeMblid, YaCTHYHO IerpagupyeMbli, HellerpatupyeMblil MOJNMep, CHH-
TETUYECKUH WiIn NpUpOoaHbId MaTtepuan. CoeMHEHHE MOXKET OBbITh PACIIOI0KEHO BHYTPH MaTPHILIBI WIIN IIPUMBI-
KaTh K MaTPHIIC MO CXEMe, KOTopas oOecreurnBacT TPeOyeMyr CKOPOCTh BBICBOOOXICHUS. AJIBTEPHATHUBHO,

-33-



008379

COCIMTHEHUE MOYKET OBITh PACIIOIOKEHO Ha PaCIIUPSIEMON CTPYKTYpe WM BHYTPH Hee, KOTOpas MPUMBIKAET K
MaTpuiie, Ui odecriedeHus TpedyemMoit ckopocT BeIcBoOOXAeHNUS. [logxoasamue dnonerpanupyemele win Ono-
IpoaUpyeMble MaTepUalibl MATPHUIIbI BKIIOYAIOT MOJHAHTUAPHIbBI, CIOXHBIC MOIHOPTOI(PUPHI, MOJUKAIPOIAK-
TOH, TTOJIMBUHUJIAIETAT, OJUTHAPOKCHOYTHPAT-TIOTUTUAPOKCHBAJIEPAT, TIOIHUITINKOJIEBYIO KHUCIOTY, COIOJINME-
PBI TIOJTMMOJIOYHOM/TIOJUIIIMKOJICBOM KUCIOTHI M APYrHe anuaTHUECKUE CIOKHBIC TOIHAI(UPEI, B PSAIY IIUPO-
KOT0 pa3Ho00pa3us MOJIMMEPHBIX CyOCTPaTOB, MPUMEHSIEMBIX IS MaHHOHM menu. Yacto, mpeanodTUTeIbHBIN
OuoaerpaaupyeMblii MaTepUall MATPHUILIBI TPEACTABISICT COOOM COMOIMMEp MOJIH-1-MOIOYHON KHCIOTHI M TIOJIH-
e-kamnposakToHa. [logxopsme HeperpamupyemMble MaTepuaibl MATPULBI BKIIOYAIOT MTOJMYpPETaH, HONIUAITHIIE-
HUMUH, OyTHpaT areraTa [eJUTIoJIO3b], COMOJINMED THIICHA C BUHWIOBBIM CIIUPTOM U T.II.

[MonumepHas MaTpuiia MOXET JIeTpaupoBaTh IIOCPEICTBOM 00BbEMHOI Jerpasanuu (T.e. B KOTOpOH Mart-
pHIIa IerpaaupyeT depes) Wil MOCPEICTBOM MOBEPXHOCTHON Jerpanaud (T.e. B KOTOPOil HOBEPXHOCTh MaTpH-
Bl JETpagupyeT B TeUCHHWE BPEMEHHU NPHU MOANCPXKAHUKA OOBEMHOW MEIOCTHOCTH). ['MapodoOHbIE MaTpPHUIIHI
MHOT/IA SIBIISIOTCS MIPEINOYTHTEIFHBIMHU, TaK KaK OHM WMEIOT TEH/ICHIINIO K BBICBOOOKICHUIO COSAWHEHHS IpU
3apaHee ONpeIeTICHHON CKOPOCTH BBICBOOOXKAEHHUS. AJNBTEpPHATHBHO, HEJAETpagupyeMas MaTpUIla MOXET MpH-
MEHSIThCS JJIs1 BHICBOOOXKICHHUS BELIECTBA MOCPEACTBOM T dy3HH.

B HEKOTOPBIX ClIy4dadX, MaTprula MOXCT BKIIIOYaTh B 06651 MHOKECTBEHHBIC ITPUMBIKAIOIIMNE CJIOU U3 OJJHO-
Ir'o U TOT'O K€ WJIM PA3JIMYHBIX MAaTCpHUAJIOB MAaTPUIlbl, I'/IC 11O MEHBbIIEH MEpE OIUH clon COACPIKUT COCANHCHUEC U
ele OJIMH CJIOM COAEPKUT COEAMHEHHUE, 10 MEHBIIICH Mepe OHO BEIECTBO OTIMYAETCSI OT COSANHEHUS WU He
COJIEPKHUT BeuiecTBa. Hanpumep, coerHeHNE PaCIIOIOKEHHOE B BEPXHEM JIETPAJANPyEMOM CJI0€ MATPUIIbI, BbI-
CBOOOXKIaeTCs 10 MEpe Jerpajalii BEPXHETO CIIOS MaTpHUIlbl, @ BTOPOE BELIECTBO, PACIIOIOKEHHOE B ITPUMBbI-
KaloIlleM, He/IerpaJupyeMoM CJI0€ MaTpHUIbl BBICBOOOXKIAETCS MEpBUYHO rocpencTBoM aud¢dys3un. B HekoTo-
PBIX CIyYasx MHOKECTBO BEIIECTB MOXKET OBITH PacHOJ0KEHO B €AMHCTBEHHOM cJioe MaTpuubl. HeoOs3aTens-
HOE BEIIECTBO, IIPUMEHSIEMOE JOTOIHUATENFHO K COSAMHEHUIO TAaHHOTO M300pETeHUs, MOXKET, Hanpumep, OBITh
BEIOpPAaHO W3 BEIIECTB, epeurcieHHbx B mateHte CLIA 6471980.

JomomuutensHo, 6aphep, OTPaHUIUBAIOLIHNA CKOPOCTh, MOXKET OBITH 00pa30BaH MPUMBIKAIONINM K CTPYK-
Type W/ marpuie. Takue Oapbepbl, OrpaHUYUBAIOLINE CKOPOCTh, MOTYT OBITh HEIPOAUPYEMBIMH WIIU HEJle-
TpagupyeMbIMH, Takue Kak cuiInkoH, nonuterpadropatuner (PTFE), mapuner u PARYLAST™ u koHTpOIHpo-
BaTh CKOPOCTh ITOTOKA BBICBOOOXKAEHHS, MPOXOJSILEro 4epe3 Oapbep, OrpaHMYMBAIONINI CKOPOCTh. B Takom
cllyyae COEJMHEHHE MOXKET BBICBOOOXKIATHCS IOCPENCTBOM IU(dy3un yepe3 O6apbep, OrpaHUYMBAIOIINI CKO-
poctb. Kpome Toro, GMoCOBMECTUMBI M COBMECTUMBII C KPOBBIO CJIOH, Takol Kak nonuatwieHrkoib (PEG),
MOXeT OBbITh 00pa3oBaH HaJ MaTpulel Win OapbepoM, OrpaHMYMBAIOIINM CKOPOCTb, YTOOBI CHIENaTh MPOTE3
JIOCTaBKH 00Jiee OOCOBMECTUMBIM.

B emre omHOM BOIUTOIIEHUN CPEACTBO IJIsi BEICBOOOXKICHHSI COSAMHEHHSI MOXKET BKIIFOUATh B ce0st 6aphep,
OTPaHUYHBAIOUINIA CKOPOCTh, 00pPa30BaHHBIN HAl, IO MEHBIIEH Mepe, YacTbI0 CTPYKTYphl. CoennHeHHE MOXKET
OBITH PAcIONOXKEHO B Oapbepe MU MPHUMBIKATh K Oapeepy. bapbep, orpaHHYMBarOIINI CKOPOCTH, MOXKET UMETh
JIOCTAaTOYHYIO TOJIIKHY, 9TOOBI 00eCeunTh TPeOyeMyt0 CKOPOCTh BEICBOOOXKICHHSI COeINHEHMs. bapbepsl, or-
PaHUYHMBAIOIIHE CKOPOCTH, OyIyT 0OBIYHO MMETh 00IIyIo TommuHy B uHTepBaie oT 0,01 xo 100 Mxwm, nmpexmnoy-
tuTensHO B nHTepBaie ot 0,1 1o 10 MM i obeciedeHus] BRICBOOOXKICHHUS COETUHEHUS ¢ TpebyeMoii ckopo-
CTBIO BBICBOOOKAEHHS. bapbep, orpaHMuMBaIONIMN CKOPOCTb, OOBIYHO SIBJISIETCS HEIPOAUPYEMBIM, TaKHM Kak
cwiukoH, PTFE, PARYLAST™, nonuyperaH, NapuieH UM UX COYETAaHHs U BBHICBOOOXKIEHHE COCAMHEHHS de-
pe3 Takue Oapbepbl, OrPaHUYMBAOLIIE CKOPOCTh, 00BIYHO conpoBoXkaaeTcs nuddysueil. B HekoTopbIX ciryyasx
6apbep, OrpaHUYMBAIOIINI CKOPOCTh, MOYKET BKJIIOYATh B C€0s1 MHOXKECTBEHHBIE IPUMBIKAIOIIHE CIIOH OJTHOTO U
TOTO € WIN Pa3INYHBIX MaTepHaJIoB Oapbepa, Ie M0 MEHbIIEH Mepe OIMH CII0H COIEPKUT COeIMHEHHE U elle
OJIMH CJIOW COJICPKUT COEAMHEHHUE, 110 MEHbIIEH Mepe OJHO BEIIECTBO OTIIMYAETCS OT COCAMHEHHUS WIN HE CO-
JIEPKUT BemecTBa. MHOXKECTBO BEIIECTB MOXKET TaKKe COIEPIKATHCS B €AMHCTBEHHOM OapbepHOM CJIo€.

B eme omHOM BOIUTONICHWH CPEACTBO U BEICBOOOXKIICHWS BEHIECTBA BKIIIOUAET B cedsl pe3epByap Ha
CTPYKTYpE WM BHYTPH Hee, COAepKaIllnil COeTUHEHNE, 1 TIOKPBITHE HA pe3epByapoM. [IoKpBITHE MOXKET OBITh
JIETpaupyeMbIM M YaCTHYHO JIETPalupyeMbIM B TEUEHHE NPEIBAPHUTEILHO BBIOPAHHOTO MEpHoJa BPEMEHH,
4TOOBI 00€CHeYnTh TPEOYEeMYI0 CKOPOCTh BBICBOOOXK/IEHHUSI coeArHeHus. [IOKpbITHE MOXKET BKJIOYAaTh B CeOs
MOJIMMEPHYIO MaTpPHILy, KaK OIFCAaHO BBIIIE, KOTOpasl COAEPKHUT COeNMHEHNE B pe3epByape. baprep, orpanndn-
BAIOIUI CKOPOCTb, TAKOW KaK CHJIMKOH, MOXKET JOTIOJIHUTEILHO ObITh 00pa30BaH C MIPUMBIKAHHEM K pe3epByapy
W/WIIA TIOKPBITHIO, TAKMM 00pa3oM oOecrieurBasi BHICBOOOKICHUE COCAMHEHHS MOCPEACTBOM TU(dy3un depes
6apbep, OrpaHUYMBAIOIINI CKOPOCTh. AJIBTEPHATHBHO, IIOKPHITHE MOKET MPEACTAaBIAThE CO00H Hexerpaaupye-
MYIO MaTpUIly WiH 6apbep, OrpaHUYMBAIONINN CKOPOCTb.

E1me oqHO ycTpoHCTBO NaHHOTO M300pETEHUs BKIIIOYAET B ce0s1 pacIIUpsieMyr0 CTPYKTYpY, KOTOpasi siBJIsi-
eTCsl UMIUIAHTHPYEeMOW B IIPOCBET OrpaHM3Ma ¢ OapbepoM, OTPAHWYHMBAIONINM CKOPOCTh, HAXOMISAIIMMCS Ha
CTPYKType, oOecreunBaromeil BEICBOOOXKICHIE COSIWHEHHS TPHU 3apaHee BBHIOPAHHOW CKOPOCTH, HAIpUMED,
CKOpPOCTH, BRIOPAHHOH IJIs1 HHTHOMPOBAHUS KIETOYHOW Mponrepauil TIagKoil MycKynaTypsl. bapbep BKIO-
JaeT B ce0s1 MHOXKECTBEHHBIE CJIOU, Tie Kaxabli cioi BrimoyaeT PARYLAST™ wunu napuiieH U UMeeT TOJIIIH-
Hy B uHTepBajie 50 HM - 10 MxM. [lo MeHbIIEl Mepe OIMH CIOH COAEPKUT COCTUHEHHE M eIlle OJHMH CJIOHN Co-
JEPXKHUT COeINHEHNE IT0 MEHBIIEH Mepe OJHOTO BEUIECTBA, OTIMYHOTO OT COSAMHEHHS MIIH HE COINCPIKHUT BeIle-
CTBa.
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Eme omHO Takoe ycTpoilcTBO mpencTaBisieT cob0il COCYAUCTHIN MpoTe3, KOTOPHIA BKIIOYaeT B ceOs pac-
MIMPSIEMYIO CTPYKTYPY, HCTOYHHK COSAWHEHHSA Ha CTPYKTYype WM BHYTPH Hee M HE0OS3aTeNbHO MCTOYHHK IO
MEHBIIIEH Mepe OTHOTO IPYTroro BEIIECTBa B IOMOJIHEHHE K COSIMHEHHIO Ha CTPYKType miu BHyTpH Hee. Co-
eMHEHNE BBICBOOOXKIAETCS M3 MCTOYHHKA, KOTJA PACHIMPSAEMYIO CTPYKTYpPY HUMIUIAHTHPYIOT B KPOBEHOCHBIN
cocyl. HeoOs3arenbHoe JONONHUTENFHOE BEIIECTBO TaKKe BBICBOOOXKJAETCS M3 €ro MCTOYHHKA, KOT/Ia PacIliu-
PAEMYIO CTPYKTYPY UMILIAHTUPYIOT B KPOBEHOCHBIN cocy/l. Kaskaplii HCTOYHMK MOXKET BKIIIOYATh B ceOsl MaTpH-
1y, MeMOpaHy, OrpaHUYMBAIOLIYI0 CKOPOCTh, pe3epByap WK JPYrHe CPEICTBA KOHTPOJISI CKOPOCTH KaK OIUCAHO
B HACTOsIIEM JIOKyMeHTe. [IpuMepbl HeoOsI3aTeIbHOTO JIOTIOHUTEIBHOTO BEIECTBA BKIIIOYAIOT MMMYHO/IETIpec-
CHBHOE BEIL[ECTBO (HampuMep, MUKO(EHOJIBHYIO KHCIOTY WM €€ aHajor), HPOTUBOTPOMOOIIUTAPHOE CPE/ICTBO,
aHTuTpoMOOTHYECKOE cpeacTBo mim cpeactso 11b/Il1a, kak packpsito B matente CLIA 6471980.

Jannoe n300peTeHne, TakuM 00pa3oM, MPEIOCTaBISIET CIIOCOOBI MHTHONPOBAHHUS PECTEHO3a B KPOBEHOC-
HOM COCy/Ie Tocje peKaHal3alud KPOBEHOCHOTO cocyda. Hampumep, ofauH crmoco0 BKIIOYaeT UMILIAHTAIIIO
COCYIMCTOTO IPOTE3a, MEPEHOCSIIEr0 COSMHEHNE JaHHOTO U300pETEeH s B IIPOCBET OPraHU3Ma, TaKOH Kak Ko-
POHAPHBINA WK NeprpepuIecKuii KPOBEHOCHBIN COCY/I, HAIPUMED, IS MPEIOTBPAIICHUS TIOBTOPHON 3aKyIIOPKH
cocyna. CoeqnHeHHe fanee BHICBOOOXKIAETCS, B HEKOTOPHIX CIy4asX CO CKOPOCTBIO, BRIOPAHHOM I MHTHOU-
pOBaHMsI KJIETOYHOW Tponudepalyy Iaakoil MycKynarypsl. BrICBoOOXK/IeHHE COEIUHEHHS MOXET MPOUCXO-
JUTb HEMEJICHHO IMOCJIC BBEACHUA WJIW paClIMPEHUA CTCHTA U B])ICBO60)KI[CHI/IC MOXET OBITH OTCPOYCHO. Ta-
KUM 00pa3oM, B HEKOTOPBIX CIIy4asX CYHIECTBEHHOE BBHICBOOOXK/IEHHE COCIMHEHHS MOXKET OBbITh OTCPOYCHO Ha
10 MEHBILEH Mepe OJMH Yac MOociie MMIUIaHTaluu 1pote3a. OTCpoYeHHOEe BBICBOOOXKCHUE U3 pe3epByapa Mo-
JKEeT OBITh 00ECIeUeHO HCIIONF30BAaHHEM MAaTepHaia, KOTOPBIMA, M0 MEHBIEH Mepe, YacTHYHO JACTPAAupyeT B
COCYZMCTOM OKPY)KE€HHH B TedeHHe Oosiee yeM | 4. B HEKOTOpBIX ciydasx BEICBOOOXKICHUE MOKET OBITH 3aMe/l-
JICHO TIOCPEICTBOM IPUMEHEHHUSI MaTpPHUIIBI, KOTOpasi, IO MEHBIIIEH Mepe, YaCTHYHO JIErpajupyeT B COCYIHCTOM
OKpY>KEHHUH B TedeHne Oonee ueM | 4. B apyrux cirygasx BRICBOOOXIEHHE MOXKET OBITh 3aMEUIEHO C TTIOMOIIBIO
HeJIerpainpyeMoil MaTPHUITHI WIH Oaphepa, OTPaHUIUBAIONIETO CKOPOCTh, UTO oOecreynBaeT TuPPy3Ur0 COSIaH-
HEHHA Yepe3 yKa3zaHHbIe HelerpajupyeMylo MaTpHIly WK Oapbep IOCie Takoro daca. BrICBOOOXIEHNE COer-
HeHusi OyJieT 0ObIYHO MPOTEKATh MIPU CKOPOCTSX B MHTEpBaje oT 5 1o 200 MKr/aeHb, IPEANOYTUTENIBHO B HH-
tepBajie oT 10 g0 60 Mxr/meHs. OOBIYHO COCIUHEHNE BRICBOOOKIAETCS B TCUCHUE ITEPHOIa BPEMEHH OT 1 THS 110
45 nHel B COCYANCTOM OKPY>KEHUH, PEANOUYTUTENLHO B T€UEHUE TIEpUOa BPEMEHU OT 7 JaHel a0 21 aHd B co-
CYZIMCTOM OKPY)KEHHUH.

YcTpoiicTBO MOXKET OBITh MOKPBITO MaTpHULEH WiM 0apbepoM HOCPEICTBOM PaCHbUICHHS, ITOTPYKEHUS,
OCaXJICHUS WA OKpacKku. Takue MOKPHITHS MOTYT OBITh HEOHOPOIHBIMH. Hampumep, MOKPHITHE MOXKET HAaHO-
CUTBCS Ha TOJIGKO OJIHY CTOPOHY IMPOTE3a WM MOKPHITHE MOXKET OBITh TONIIE HA OJHON CTOPOHE. AHAJIOTHYHO,
YCTPOUCTBO MOXKET TaK)Ke BKIFOYATh COCTUHEHUE TIOCPEICTBOM MOKPBITHS, PACTIBUICHHS, TIOTPYKEHHUS, OCaAXKIe-
HUS, XUMIYECKOTO CBSI3BIBAHUS HIIM OKPACKOW COCTMHEHHS BCEX UM YaCTUYHO IMTOBEPXHOCTEH YCTPOMCTBA.

B cmywasx, korga ycTpoiCTBO MEPEHOCUT IO MEHBIIEH Mepe OJHO JOTOIHUTENHFHO BEIIECTBO B JIOTIONTHE-
HHUE K COeIMHEHNIO, COeTUHEHNE MOKET BRICBOOOKIATECS B TEUCHHE TEpHOIa BpeMeH! oT | aHs 1o 45 nHel u
JIOTIOJTHUTEHHOE BEIIECTBO HMJIM BEIIECTBAa MOTYT BBICBOOOXKAATHCS B TEUCHUE TIEPHOA BPEMEHH OT 2 AHEH 10 3
MecseB. TakuM 00pa3oM, BEICBOOOKIECHUE COSAMHEHHS M TOTIOJHUTEILHOTO BEIlecTBa (BEIIECTB) MOXKET OBITh
OAHOBPEMEHHBIM WJIK MMOCICA0BATCIIbHBIM.

OO11ee KOJIMYECTBO BHICBOOOXKIAEMOT0 COEAWHEHUS 3aBUCHT YAaCTUYHO OT YPOBHSI M BEJIWYHHBI TOBPEXK-
JIeHUs1 cocy/ia. B HEKOTOPBIX BOIUIOIIEHUSX CKOPOCTh BBICBOOOKICHHUS Oy/IeT HaXOAUThca B uHTepBaie ot 100
MKT 70 10 Mr, mpeanoutuTensHo B nHTEpBae ot 300 MKr 10 2 Mr, Oosee MpeArnoYTHTENLHO B nHTEpBane ot 500
MKT 70 1,5 mr. YacTo sBIseTCs MPeNnOYTHTEIBHBIM, YTOOBI CKOPOCTh BBICBOOOXKICHUS BO BpeMs HAYallbHON
¢assr cocraBmsuia ot 0 1o 50 Mkr/nenb, 00br4HO OT 5 10 30 MKI/neHb. CKOPOCTH BBICBOOOXKICHUS COSTMHEHHS
BO BpeMs mocienyromei (a3l OymeT 3HAUYMUTENBHO BEINIE, OOBIYHO HAXOIsIch B HWHTepBaie oT 5 mo 200
MKT/eHb, 0061900 oT 10 mo 100 Mxr/nens. Takum 0Opa3oM, HadarbHas CKOPOCTH BRICBOOOXKICHUS OyIeT 00bId-
HO cocTaBIATh 0T 0 10 99% OT mocenyIomux ckopocTeil BeicBoOokaeH s, 00braHO0 oT 0 10 90%, mpenmouTn-
tenbHO OT 0 10 75%. KoHieHTpauus coefuHeHns B TKAHU MJICKOMHUTAIOLIEr0 Ha HaYaabHOU (ha3e OyaeT 0ObIYHO
HaxoauThest B uHTepBaie oT 0 70 100 Mxr/mr Tkanu, npeamouruteasHo oT 0 o 10 Mxr/mr Tkanu. KoHeHrpa-
Msl BELIECTBA B TKaHK MJICKOIMTAIOLIETO Ha Mocienytomiei dase Oyaer oObIYHO HAXOMUTHCS B MHTEpBale OT |
MUKOrpaMm/Mr TkaHu 70 100 MKIr/Mr TKaHH, MPEANOYTHTENHLHO OT 1 HaHOTpaMM/MT TKaHH 10 10 MKI/MI' TKaHH.

[TpoIOIKUTENBEHOCTh HAuaJIbHOM, MOCIEAYIOEH 1 JII0ObIX JAPYTUX AOTOJHUTENBHBIX ()a3 MOXET Bapbu-
poBatb. O0bIYHO, HavanbHas (aza OyJeT JOCTATOYHO JUTMHHOU JUIS O0ECIIeYeHUs] HA9albHOH IeIUTFONIapr3aIlui
WM SHJOTEIHANN3AlMY 110 MEHbIIeH Mepe YacTh CTEHTa, OOBIYHO MeHee yeM 12 Hezenb, Oonee 00bIYHO OT 1 4
Io 8 Heqelnb, 0oJiee MPEAIOYTHTEIRHO OT 12 1 10 2 Helenb, HanboJiee MPEAOYTUTENHHO oT 1 1Hs 10 1 Hexenwn.
[IponomKUTETFHOCTH MOCIEAYIOMUX (pa3 MOTYT TakKe BapbHPOBATh OOBIYHO OT 4 4 110 24 Henemnb, Oonee 00bId-
HO OT | mHsA mo 12 Henmenp, OoJiee MPEAMIOYTHTENHHO 3a MIEPHOA BpeMEHH OT 2 AHEH 10 8 Heleldh B COCYAUCTOM
OKpY>KEHHUH, HanOoJiee MPeaIOYTUTENHFHO 3a TIEPHO BpeMeHH OT 3 aHel 1o 50 gHel B COCYANCTOM OKPYKCHHU.

B HEKOTOPBIX ciydasx Mpo@Ib BEICBOOOKIECHHS COEANHEHHS B TEUEHHE 3apaHee ONpPEeAeTICHHOTO BpeMe-
HHU MOXKET o0ecrieunTh 00Jiee BRICOKYIO CKOPOCTh BRICBOOOXKIEHHS BO BpeMs Ha4alIbHOHU (a3el, 00s19HO OT 40 10
300 mkr/nenb, o0br4HO OT 40 1o 200 MKr/neHb. B Takux ciaydasx BBICBOOOXKICHHE COSJAMHEHUsI BO BpeMs IO-
cienyromiei (aspl OyaeT 3HAYUTEILHO HUKE, KaK MPAaBIJIO HAX0AsCh B uHTepBaie oT 1 g0 100 MKr/maeHs, 00bI4-
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HO - oT 10 1o 40 Mkr/nens. [IpogoKUTEIPHOCTD TEpHoAa HadabHON (hasbl At OoJee BRICOKOH CKOPOCTH BHI-
cBOOOXACHNS OyIeT HaXOAWTHCS B HHTEepBaie oT 1 1o 7 qHEH, mpudeM MepHoA mocieayromei (hasbl s 6omee
HU3KOW CKOPOCTH BBHICBOOOXKICHUSI HAXOIUTCS B MHTEpBasie OT 2 10 45 nHeil. KoHmeHTpaws BemecTBa B TKaHU
MIIEKOIIMTAIOIETO Ha HaYaubHOH (hase, paBHOH 1-7 mHEH, OyxeT oObIYHO HaXOAUTHCS B MHTEpBaje oT 10 HaHO-
rpamMm/mMr Tkauu 10 100 Mxr/mr Tkanu. KoHIeHTpanus BelecTBa B TKAHU MIISKOITUTAIOIIET0 Ha MOCieayoIeit
(azse, paBHO#l 2-45 nHel, OyaeT, Kak MPaBUiIO, HAXOAUThCS B uHTepBayie oT 0,1 Hr/Mr Tkanu 10 10 MKI/Mr TKa-
HU. B npyrux ciyuasx BBHICBOOOK/IEHHE COCIMHEHHS MOXKET OBITh IOCTOSHHBIM HpU CKOpocTH oT 5 10 200
MKT//ICHb B TEYCHUE BpeMEHH B MHTEpBaiie oT 1 10 45 nueii. KoHIeHTpamws B TKAaHH MIICKOIUTAIOIIETO B TEYE-
HHE JaHHOTO Iepuoja, paBHOro 1-45 nHei, OyneT 0ObIYHO HAXOAWTHCSA B MHTepBaje oT | Hr/mMr TkaHu 1o 10
MKI/MT TKaHH.

B ogHOM BOMIIOLIEHHH CPENCTBO ISl BRICBOOOXKICHUS COCNMHECHUS BKIIOYACT MATPHILy WU MOKPHITHE,
o0pa3oBaHHBIE, IO MEHBIIEH Mepe, HaJl YacThI0 YCTPOMCTBA, I/Ie MaTpUIla COCTABJICHA U3 MaTepHaia, KOTOPBIH
noaBepraercs aerpaganui. CoeIMHEHNE MOXKET OBITh PACIIOIOKEHO B MaTPHIIE 10 cXeMe, KoTopasi o0ecrieqrnBa-
eT TpeOyeMble CKOpOCTH BBICBOOOXKICHHSA. ANBTEPHATHBHO, COCIMHEHHE MOXKET OBITH PACIIONOXKEHO BHYTPHU
YCTPOWCTBA WM Ha HEM IO MaTpUIleH il oOecriedeHus: TpeOyeMbIX CKOPOCTEH BEICBOOOKICHHS.

Crieryet y4uThIBaTh, UTO YCTPONUCTBO JACUCTBYET B KAYECTBE MEXAHUYECKOU MOJIOKKH JJII MATPHUIIBI JJOC-
TaBKHU, TaKUM O6p330M, I103BOJIAA HCIIOJIB30BAaTh IHl/IpOKI/Iﬁ paa MaTepruajioB B Ka4€CTBEC MATPUIIbl JOCTABKH.
[Moaxonsmue OuoaerpaTupyeMbie HWIH OHO3POJUPYEMbIC MAaTEPUAbl MATPHIIGI BKIFOYAIOT MOJHAHTHIPHIIBI,
CJIOKHBIC TTOJIMOPTOI(PHUPHI, TOTUKAIPOIAKTOH, TTOJIHBHHUIAICTAT, HOIUTHIPOKCHOYTHPAT - MMOIUTHAIPOKCHBA-
JIepaT, MOJUTITUKOJICBYIO0 KUCIIOTY, COIIOIMMEPHI TTOJIMMOIOYHOMN/TIOJHUTIIAKOJICBOM KUCIOTHI B IpyTrue anudaTi-
YECKHE CIOXKHBIC TOMHA(GUPHI B Py OOJBIIOTO pa3HOO0pa3usi CHHTCTHICCKHX WIIM HATYPaIbHBIX MOJUMEPHBIX
CyOCTpaTOB, HCIIONB3yEMBIX IS TAHHOH LIENH.

[Ipumepom OmomerpaaupyeMoro Marepraja MaTPHIBL, MPUMEHIMOTO TPH MPAKTUISCKOM BOIUIOIICHHH
HACTOSIIETO N300pEeTeHMs, SIBISICTCS COMOJIMMEP TOIH- | -MOJIOYHOM KUCIIOTHI (MMEIOIIeH CPeTHIOI MOJIEKYJIISp-
Hy!0 Maccy npubimsntensHo 200000 [la) i monmu-e-KanposiakToHa (MMEIOIIETO CPEeTHIOI MOJIEKYILIPHYIO MacCy
npubmmsutensHo 30000 a). Tlomm-e-xanponakrod (PCL) mpencraBiser cob60il MOTyKPHCTATHYECKIH TOIH-
Mep C TeMIIepaTypo IIaBieHus B HHTEpBajie oT 59 mo 64°C u Bpems Aerpaganny, paBHOE MPUOTU3UTEIHHO 2
rogam. Takum oOpaszom, nonu-1-monounas kucinora (PLLA) moxer coueratbes ¢ PCL st oOpasoBanust mart-
PHIIBI, KOTOpasi TeHEPUPYET TpeOyeMble CKOPOCTH BhICBOOOKIeHHs. [Ipenmouturenpaoe otHomenne PLLA k
PCL cocrasmsier 75:25 (PLLA/PCL). Kak B obuiem Buze onucano Rajasubramanian et al. ASAIO Journal., pp.
M 584-589 (1994), nonHOE pacKphITHE KOTOPOH BKIIOYCHO B JaHHOE ONHCAHHE B KAYeCTBE CCBUIKH, 75:25
PLLA/PCL comonuMepHast cMech IPOSIBIAET JIOCTATOYHYIO NMPOYHOCTh U YIPYTHE XapaKTEPUCTUKH Ul obec-
nedeHus 6osnee mpoctoro mokpeitus marpuieii PLLA/PCL Ha KOHCTpyKnuio. J[OTIOMHUTENFHO, COMIOIAMEPHAS
Mmatpuia 75:25 PLLA/PCL mo3BoiseT OCyIIeCTBIATh KOHTPOIUPYEMYIO JOCTAaBKY JIGKAPCTBA B TCUCHHE TPE-
BapHUTENBHO OIPENIEIIeHHOT0 TIeproa BpeMEHH, B TO BpeMs Kak Oonee HU3Kkoe conepxanne PCL nemaer coro-
JHMEPHYIO cMech MeHee rHapodoOHOM, B TO BpeMsi Kak Ooliee Bhicokoe cojepikanne PLLA mpuBoguT K MOHH-
JKCHHOH 00BEMHO MOPUCTOCTH.

[TomumepHast MaTpuIa MOXKET JeTpagupoBaTh MOCPEACTBOM O0BEMHON AErpajaliui, IpH KOTOPOH MaTpH-
1a JIerpaaupyer yepe3 WK IIOCPEeICTBOM IMOBEPXHOCTHOMN Aerpasialivy, IPH KOTOPOH TOJIBKO MOBEPXHOCTh Mart-
PHILIBI IErpaMpyeT B TEYCHUE BPEMEHU P MOJ/IEPKAHUH OOBbEMHON LIEIOCTHOCTH. AJIbTEPHATHBHO, MaTpPHLA
MOXeET OBbITh COCTaBJIEHA U3 HEJlerpaiupyeMoro Marepuala, KOTOpblii BBICBOOOXKIAET COSTMHEHHE TIOCPEIICTBOM
mudpoys3un. Tlogxomsamme HelerpaaupyeMbple MaTEpUATbl MATPHIBI BKIIIOYAIOT MMOJIMYPETaH, MOJUITHICHUMUH,
OyTHpAaT areTara IeJUTFOIO36], COTIOJIMMED ITUIICHA C BUHUJIOBBIM CIIUPTOM HJIH T.II.

Marpuia MOXeT BKIIIOYaTh B Ce0sl MHOXKECTBEHHBIE CIIOH, KaXIbIi CIIOH CONEP)KUT COECAWHEHUE, APYroe
BELLECTBO WJIM HE COAEPIKUT BEILECTBA. BEpXHUI CII0M MOXKET HE COAEpkKaTh BEILECTBA, B TO BpeMs KaK HHKHUN
CJIOH conepKuT coeauHenue. [lo Mepe Toro, Kak AerpaupyeT BEPXHHUM CJIOH, CKOPOCTh JOCTAaBKH COEIUHEHUS
YBEIINIUBACTCS.

JlommomHUTERHO, B HACTOAIIEM H300PETECHUH MOKET MCIOIB30BaThC Oaphep, TMMUTHPYIOINH CKOPOCTH,
00pa30BaHHBIN MEXAY YCTPOMCTBOM W MATPHUIIEH MIIM MOXET HeoOS3aTeNbHO OBITh 00pa30oBaH HaJX MaTPHUIICH.
Takue Oapbepsl, OrpaHHYUBAIOIINE CKOPOCTh, MOTYT OBITh HE MOABEPKECHHBIMU SPO3UH ¥ KOHTPOIUPOBATH CKO-
POCTB IOTOKA BBICBOOOXKAEHHS TOCpeNCTBOM auddy3un coenuneHus uepe3 6apbep. [loxxonsiue 6apbepsl, He
Mo/IBepKEeHHbIE 3po3uH, BKIoyatoT culukod, PTFE, PARALYST™ wu 1.n1. Kpome Toro, Takoii cjioil kak mosim-
stineHruKonb (II917) u .. MoryT OBITH 00pa30BaHBI HAJ MATPHUIIEH, YTOOBI CICNIATh YCTPOWCTBO JOCTABKH
6oJiee GIOCOBMECTHMBIM.

B eme ogHOM BOIUIOLIEHNH CPEACTBO ISl BHICBOOOJK/IEHHSI COSMHEHUsI BKIIIOUAEeT B ce0sl pe3epByap Ha
YCTPOWCTBE WIIM BHYTPH HETO, COACPIKALINA COCTUHEHNE M MOKPHITHE HAaJ pe3epByapoM. IIOKpBITHE SBISETCS
JETpaTupyeMbIM B T€UCHHE MPEABAPUTEIHHO BRIOPaHHOTO MEpHOJa BPEMEHH TaK, YTOOBI BEICBOOOXKIICHHE CO-
eAVHEHNsI U3 pe3epByapa HAUYMHAJIOCH IO CYIIECTBY IOCIE MPEABAPUTEIHHO BBHIOPAHHOTO IMEPHOJIA BPEMEHH.
[TokpeITHE B JaHHOM IIPHMEPE MOKET BKIIOYATH B ce0sI MOJMMEPHYIO MaTPUILy, KaK ONMKCAHO BBIIIE, KOTOPAs
COZIEPKHUT COEAWHEHNE BHYTPH pe3epByapa TakK, 9ToOBI MaTPHIIa CHOBA 3aIlOJHSIACH COCTMHEHHEM BHYTPH pe-
3epByapa. bapbep, orpaHuuMBaOLIMI CKOPOCTh, MOXET JIOMOJHUTEIBHO OBITh 00pa30BaH MEXY pe3epByapoM U
MOKPBITUEM WJIM HA BEPXHEH YacTH MOKPBITUSA, O0OeCleunBas, TaKUM 00pa3oM, BBHICBOOOXKICHHE COCTUHCHUS
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nocpencTeoM auddy3un gyepe3 6apbep, OrpaHIIUBAIOIIIA CKOPOCTb.

ITpu ocymecTBaeHNH, CIOCOOBI TOCTABKH COCIMHEHMS BKIIIOUAIOT B ce0s MPEA0CTaBICHNE IPOTE3a B MPO-
CBETE, BKIIIOYAIOLIETO WIN HECYIIETO coequHEeHne. [IpoTe3 MOKphIT MaTpueil, KOTOpas OJBEPracTcs Aerpaia-
IIMH B COCYJHMCTOM OKpYXEHHUH. [IpoTe3 MMIIIaHTHPYIOT B IPOCBET OPraHU3Ma TakK, YTOOBI, IO MEHBIIEH Mepe,
YacTh MaTPHLbI IErPaJUpPOBANIa B TEUESHHE NPEBAPUTENIHHO ONPEAEICHHOT0 MEPHUOa BPEMEHH U CYIIECTBEHHOE
BBICBOOOXK/ICHUE COEIMHEHHs HAYWHAJIOCh TI0CIIe TOTO, KaK 4acTh Aerpaaupyer. Heobs3arenpHo, IpoTe3 MOXKET
OBITH MTOKPHIT OApHEPOM, OTPAaHHMUYUBAIOIINM CKOPOCTh WM HeJerpagupyeMoil MaTpullel, umeromeil 1ocrtaTod-
HYIO TOJIIUHY Jisi obecnieuenust quddysun coenunenns yepe3 Oapbep HenerpaaupyeMoil maTpuusl. [Ipotes
MMIUIaHTHPYIOT B IIPOCBET OpraHmM3Ma Tak, YToOBbl, 10 MEHBILEH Mepe, CyIeCTBEHHOE BBICBOOOXKICHUE COE/IU-
HeHusl OT Oapbepa WIM HEJNEerpaaupyeMON MaTpHUIbl HaYWHAJIOCh, MPEANIOYTHUTEIHHO I0CIIE NPEeIBAPUTEIHHO
BEIOpPaHHOTO Iepro/ia BpeMeHH. Tak Kak mpoiudepaTuBHbIE 3()(HEKTH pecTeH03a 0OBIYHO ITPOUCXOIAT B IIpee-
Jax OT HECKOJIBKUX HEJeIb 10 HECKOJIBKUX MECALEB, CYIIECTBEHHOE BHICBOOOK/IEHHE COCTUHEHHS B HEKOTOPBIX
BOIUIOIICHUAX HAYHETCS B MHTEPBaJIE MEPHOAA BPEMEHHU OT 4 4 10 24 Henenb B COCYAMCTOM OKPYKEHHH, Ipei-
MOYTHTENBHO Yepe3 Mepro BpeMeHu oT | qHs 10 12 Hexens B COCYINCTOM OKPYKEHUH, 0oJiee MPeIOYTHTENb-
HO, 4epe3 NepUoJ BPEMEHH OT 2 IHell 10 8 HeJenb B COCYANCTOM OKPY)KCHHHU, HauOoJIee MPEANOYTHTEIBHO Ye-
pe3 nepuoj BpeMeHu ot 3 10 50 aHell B COCYAMCTOM OKPYKEHHH.

CoenuriHeHHE MOXET OBITh TPENICTABICHO B pe3epByape B YCTPOWCTBE WM Ha HeM. B nanHOW KoHuUrypa-
LM pe3epByap MOKPHIBAIOT MAaTPHLEH, TaK, YTOObI BHICBOOOK/IEHHE COEANHEHUSI HAYMHAIIOCH N0 CYNIECTBY TO-
CJIe TOTO, KaK MaTpHla AErpajupyeT JO0CTaTOYHO ISl yJajieHus] OKPBITUS pe3epByapa. AJbTEpHaTUBHO, CO-
€/IMHEHUE MOJKET OBITH PACIOJIOKEHO B MaTpPHUIE BMECTE C MaTpHIEH, MOKPBIBAIOIIECH ycTpoiicTBO. B nanHOM
KOH(UTypanuy BHEIIHUH €0 MaTpPHILBI 110 CYLIECTBY SIBISETCS CBOOOJHBIM OT COEIMHEHHS TaK, YTOOBI BBI-
CBOOOXKJICHNE COCIMHEHNSI HE HAYMHAJIOCh I10 CYIIECTBY JI0 TEX MOp, MOKa BHEUIHMH cioi He nerpaaupyer. He-
00513aTENbHO, COCTMHEHNE MOKET OBITh PAcIIONIOKEHO BHYTPH WIIM HA YaCTH YCTPOICTBA, HOKPHITOTO MaTPULIEH.

[TpoTe3 MOXET BKIIOYATH COCTUHEHNE MOKPBITHEM, PACTIBUICHHEM, MTOTPYKEHUEM, OCaKICHUEM HIIH OKpa-
CKOW coenuHeHMs Ha npoTe3. OOBIYHO COEAMHEHHE PACTBOPSIIOT B PAacTBOPHUTENE AN MOIY4EHHS PacTBOpA.
[Noaxopsuye pacTBOPUTENN BKIIOYAIOT BOIHBIE PACTBOpHUTENH (Hampumep, Boxy ¢ pH Oydepamu, cpencrsa
npuBeseHns pH K Hy)XHOMY 3HA4€HHIO, OPTaHMYECKUMH COJIIMH M HEOPTaHWYECKUMHU COJISIMU), CHUPTHI (Ha-
HpUMep, METaHOJI, 3TAHOJI, IPOIAHOJI, N30IIPOIIaHOJ, TEKCAHOJI U INIUKOJIN), HUTPHUJIBI (HAIIpUMeEp, alleTOHUTPUII,
OCH30HUTPHI U OYTHPOHMUTPUII), aMUbl (Harpumep, dpopmamu] U N-aumeTnindopMaMu), KETOHBI, CIOKHBIE
a¢upsl, 3¢upsl, JIMCO, rassl (Harpumep, IMOKCU yriiepona) u T.11. Hanpumep, npore3 MoxkeT ObITh HallbUICH
pacTBOPOM WM TOTPY>KEH B HETO M BBICYIIEH, YTOOBI KPUCTAIJIBI COCAMHEHHUS! OCTaBaJMCh Ha IOBEPXHOCTH
nporesa.

AJBTEpHATUBHO, IPOTE3 MOXKET OBITH MOKPHIT PACTBOPOM MATPHIIBI TOCPEACTBOM PACHBUICHHS, OTPYXKe-
HUS, OCQXJICHUS WJIM OKPackHW pacTBOPOM TosimMepa Ha mpore3. OOBIMHO MONHMMEp PACTBUISIOT B MEIKOHC-
MIEPCHOM COCTOSIHMM Ha IPOTE3, B TO BPEMsI Kak MPOTE3 BpallaeTcs Ha MIKHAENE. ToNmnHa TOKPHITHS MaTpH-
e MOKET KOHTPOJIMPOBATHCS NEPUOJIOM BPEMEHHU PACIBUICHUS! U CKOPOCTBIO BpALIEHHs MMHHAENA. TonmuHa
MaTPUYHOTO MOKPBITHS 00BIYHO HaxoauTcs B Auamazone ot 0,01 mo 100 MKkM, IpenoYTUTENLHO B IUATIa30HE OT
0,1 no 10 mxm. Kak TOJBKO MPOTE3 MOKPHIBAIOT CMECHIO COCAMHEHUS/MATPHIIA, CTEHT MOXKET OBITh MIOMEIICH B
BaKyyM WJIM II€Yb 0 IMOJIHOT'O UCTIAPCHUA PACTBOPUTEIIA.

st mpuMepa cTeHT U3 Hepkaseromnei cramu Duraflex™, umerormii pasmeps! 3,0-14 MM, ONPBHICKABAIOT
pacTBOPOM C KOHIICHTpaluen 25 mr/mi coemunenust B 100% 3taHose, MeTaHOJIe, alleTOHe, dTHAIeTaTe, METH-
JICHXJIOpUZAE WM IpyroM pactBopuresie. CTEHT CylIaT U PacTBOPUTENb UCIAPSIOT, OCTaBJIsAs COCJMHEHHE Ha
noBepxHoctH creHra. Cononumep 75:25 PLLA/PCL (nocrasisiemblii Ha peiHOK Polysciences) nony4ator B 1,4-
nrokcane (mocrasisieMblid Ha peHOK Aldrich Chemicals). CteHT, HarpyXeHHBIH COETMHEHHEM, YCTaHABIMBAIOT
Ha IINHUHAENb, Bpamatomuiics npu 200 00./MHH U pacnbUIMTENIbHAs YCTaHOBKA (TTOCTaBisieMasi Ha peIHOK Binks
Manufacturing) pacnpeaesnseT pacTBOp COIOIAMEPa MENKOANCIIEPCHON CTPpyel Ha CTEHT, HarpyKCHHBIA COETH-
HEHHEM, TI0 Mepe TOro, Kak OH BpamaeTcs B TedeHne nepuoga 10-30 c¢. CTeHT manee MoMenIaroT B 1edb mpH 25-
35°C BmoTH 10 24 d 17151 3aBEPIICHUS UCTIAPEHUS PACTBOPUTEIIS.

ANbTEpHATHBHO, B €II€ OJHOM BOIUIOIIEHWH, CTEHTHI, HECYIHE panaior JaHHOTO M300pETeHUs, MOTYT
OBIThH MOJyYEHbI M UCIIOJIBL30BAHbI 110 aHAJIOTHH €O criocobamu Sousa et al., Circulation, 2001; 103:192; Sousa et
al., Circulation, 2001; 104:2007; u Morice et al. N Engl. J. Med. 2002; 346 (23): 1773-1780, HO npu 3amMeLieHUH
pamnayiora Ha cupoJuM. TakuM oOpa3oM, MalMeHThl C BPOXKICHHBIM 3a00JIEBaHHEM KOPOHAPHOI apTepuu U cTe-
HOKapAueld MOryT NPOXOAMUTH JICUCHUE C UMIUIAHTALUEN E€AMHUYHOIO JJIIOUPYIOLIEro pananor creHra Bx VE-
LOCITY.

B naHHOM BOIUIOIIEHMH pamnajior 3aMENIMBAOT B CMECh C IOJIMMEpaMH, HE TOJIBEPKEHHBIMU 3PO3HUH (CM.,
Hanpumep, Kindt-Larsen et al., J Appl Biomater. 1995;6:75-83; Revell et al., Biomaterials. 1998;19:1579-1586)
U CIIOM TONIMHOM 5 MKM MaTpHLbl panajgor-nmojJiuMep HaHOCAT Ha noBepxHocTh cTeHta Bx VELOCITY
(Cordis), Hape3aHHBIH JT1a3epOM CTEHT U3 HeprkaBeromiel cranu 316L, pacmmpseMsril 6aluIOHOM. ITO OTHOCHTCS
K TOTOBOI1 popme ¢ ObIcTprIM BeICBOOOXKIeHNEM [FR].

JlexapcTBO OyZeT MOYTH MONMHOCTBIO AIIOMPOBAHO B T€UCHHE 15 MHEH mocie MMILIAHTAlldk B TOTOBOM
dbopme FR.

Juist coznanust roToBo# (GOpMBI ¢ MeITICHHBIM BBICBOOOKAEeHHEM [SR], mpyroii ciioii nonumepa 0e3 jekap-
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CTBa HAHOCAT HAa BEPXHIOK YacTh MaTPHUIIBI OJIMMEP-JICKapCTBO Ui BBeAeHus auddy3nonHoro 6aprepa u mpo-
JIOHTHPOBAHUS BBHICBOOOXKIEHHS JIeKapcTBa 10 >28 nuei. [Ipubnmsurensro 80% pamanora JOMKHO BBICBOOOXK-
JaThCs U3 TOTOBOM (hopmel SR B TeueHne npudam3uTenpao 30 qHel.

B naHHOM BOIJIOIICHNH, CTEHTHI, HE3ABHCHMO OT KOMITO3UIIMU MOKPBITHS, HATPYKAIOT (PUKCHPOBAHHBIM
KOJIMYECTBOM JIEKAPCTBA Ha SAMHMILY [UTOMIAIN TOBepXHOCTH Metaina (140 MKr ekapcTa/cm?).

Ha ocHoBaHUUM ONBITa C CHPONMMOM, YPOBHH JIEKAPCTBA B KPOBH JIOJDKHBI JOCTUTaTh MTMKOBOTO 3HAYCHUS
gyepe3 1 u (~2-3 ur/mi, FR; ~1 ar/mi, SR) nocie uMmiaHTaiuu ¥ nagaTh HIDKE HIDKHETO mpesesia i KoJIude-
CTBEHHOH OLIEHKH B TeUeHHe MpuOIM3uTensHo 72 4. IIpuHnMas BO BHUMaHuWe, YTO y MAMEHTOB C Mepeca)keH-
HOM TIOYKOI IOIepKMBACTCS ITOCTOSHHBIA YpPOBEHb pallaMUIIMHA B KPOBH MEXIY 8 U 17 HI/MII, HHUKOBBIH ypo-
BEHb B KPOBH IOCJ€ MMIUIAHTALUYU JAHHOTO BHJA CTEHTA, SIIOUPYIOILEro pamnajior, CleqyeT CUUTaTh He3HauH-
TEJEHBIM.

Hecymme pananor crearst Bx VELOCITY uMmmaHTHPYIOT B COOTBETCTBHH CO CTaHIAPTHOW MPaKTUKOU
mocye MpeaBapUTEeNFHOr0 OAJUIOHHOTO PACHIMPEHHS U C IMOCIEIYIOIINM BO3ICHCTBHEM BBICOKMM JABICHHEM
(>12 armocdep) B 6aymone nocie pacmupernrs. CTEHTH B JAHHOM BOIUIONIEHHHM UMEIOT 18 MM B JJIMHE U OT 3
1o 3,5 MM B quamerpe. MoKeT maBaThCsl TeapyH IS TMOANEPKAHUS aKTHBHPOBAHHOTO BPEMEHU CBEPTHIBAHHS
>300 c. ITaneHTs MOTYT TaK)Xe NMPUHUMATh actupuH (325 mr/aeHs, 6e3 onpeaeneHHol J03UPOBKH), HAYHHAS
1o MeHbIel Mepe ¢ 12 4y g0 npoueaypsl u noiayyas 300 Mr Harpy304Hyto 103y KJIOMUIOTPEINss HEMEUIEHHO T0-
CJie UMILIAHTAI[UK CTCHTA M 75 MI/IeHb B TeueHue 60 THEH.

B npyrux BOIUIOLIEHUSIX, CPEICTBO Ul BBICBOOOXKICHUS COSMHEHNST MOXKET BKIIIOYATh B ce0st pe3epByap,
HaXOMAAIIMKCSA HA UM BHYTPH KOHCTPYKIMH, YAEPKUBAIOIIEH COEIUHEHNE, U BHEIIHUN UCTOYHUK SHEPIUuu AJIs
HarpasJIeHUs] SHEPTUH HA MPOTE3 M0CIIEe NMILTAHTALUY [UIsl BO3JIEHCTBHS Ha BHICBOOOXK/IEHHE coeMHeH . Mar-
pHIa MOXeT OBITh 00pa3oBaHa Hall pe3epByapoM, YTOOBI CONEpKaTh COSNNHEHHNE B pe3epByape. AIbTepHATHB-
HO, CPEICTBO ISl BHICBOOOXICHUS COCIWHEHHS MOXKET BKIIOYATh B ceOsl MaTpHUIly, oOpa3oBaHHYIO Hal, IO
MEHBIIEH Mepe, 9acThi0 KOHCTPYKLWH, TAe COSANHEHHUE PACIIONIararoT IOl MaTPHIEH MM BHYTPH HEe, U BHEIII-
HUHM UCTOYHHK HEPTUH JJIs HAPaBJICHHU SHEPTUH Ha MIPOTe3 MOCIe UMIUTAHTAUH JJIsl BO3ICHCTBHS Ha BBHICBO-
6oxnenne coenuHeHUs. [logxomsmmii BHEIIHMA MCTOYHHK 3HEPTHUHU BKIIIOYAET YIBTPA3BYK, BU3YaTH3AIHIO C
MIOMOIIIFI0 MarHUTHOTO PE30HAHCA, MATHUTHOE TI0JIe, PaAHOYacTOTy, TeMIIEpaTypHOe M3MEHEHHUE, IeKTpoMar-
HETHU3M, PEHTT€HOBCKOE U3ITyUeHHE, PaJAHalIiio, TEIUI0, TaMMa-U3y4yeHHe 1 MUKPOBOJIHOBYIO SHEPTHIO.

Hanpumep, yapTpa3BykoBoil BHEUTHUN UCTOUHUK YHEPTUU MOXKET NMPUMEHATHCS ¢ UCIOIb30BaHUEM YacTo-
TbI B unTepBatie oT 20 kI’ o 100 mI 1, mpeanoututensHo B uHTepBasie oT 0,1 g0 20 mI'1, ¥ ypOBHSI HHTEHCHUB-
Hoct B uETepBaie ot 0,05 1o 10 Br/cm®, npeanourutensHo B uuTepsane ot 0,5 10 5 Br/cm’. YibrpasBykoBas
SHEprusl JOJDKHA OBITh HAIpaBJICHA HA IIPOTE3 C PACCTOSIHUS B MHTepBasie oT | MM 10 30 cM, IpeIOYTHTEIHEHO B
uaTepBase oT 1 10 20 cM. YIIbTpa3ByK MOXKET MPHUKIIAABIBATECS HAIIPEPHIBHO HITH B IYJIECHPYIOMIEM PEKUME B
TEYeHHe TIeproJa BpeMEHH B MHTEpBajie OT 5 ¢ mo 30 MWH, IpEAOYTHTENRHO B HHTEpBaIe oT 1 g0 15 muH.
Temmeparypa mpoTe3a Ui JOCTaBKH BO BpeMs MAaHHOTO Iepuona OymeT HaXOAWTHCS B AWana3zoHe oT 37 1o
48°C. YnpTpa3ByK MOXKET NPUMEHSITHCS U YBEIWUYCHUS MMOPUCTOCTH IPOTE3a, TAKUM 00pazoM obecriednBast
BBICBOOOKICHHE COSIMHEHUS U3 IIPOTE3a.

B oHOM BOIJIOIIEHHH CPEJCTBO ISl BHICBOOOIK/ICHHSI COEIMHEHHS BKJIIOUaeT B ce0si MarHUTHBIC 4acTH-
Ibl, CBA3aHHBIE C COEIMHEHUEM, U MAarHUTHBII UCTOYHUK JUIS HAIIPaBJIE€HUS MarHUTHOTO TOJS K MPOTe3y Iociie
MMIUIaHTALUH JUIsl BO3/IEHCTBHS Ha BBICBOOOXKIEHUE coequHeHnsi. CoeIMHeHUE MOKET PacIoiaraThes Moj| Mar-
puLeil WK BHYTpH ee. MarHUTHBIE YaCTUIIBI MOTYT OBbITh 00pa30BaHbl U3 MATHUTHBIX IAPUKOB U OOBIYHO OyIyT
uMeThb pazmep oT 1 1o 100 HM. MarHuTHBIN UCTOYHHMK SKCIOHHMPYET MPOTE3 Ha BO3AEUCTBHUE €r0 MarHUTHBIM
TMI0JIEM IIPU WHTEHCHBHOCTH, 00BIYHO Haxoxsiuelics B uatepBane ot 0,01 no 2 T, koTopoe OyaeT akTUBHPOBAThH
MarHuTHBIE YaCTHIBI M, TAKUM 00pa3oM, BO3JIEHCTBOBATh Ha BEICBOOOXKICHHUE COSANHEHNS U3 IIPOTE3a.

Janroe n3o0pereHne, TakuM 00pa3oM, BKITFOYAET CITOCOOBI JOCTaBKH OJHOTO W3 OMMCAHHBIX COCTUHEHUI
B aptepuro. Croco0 OTHOCHTCS K THITY, TA€ IPOTE3 UMIUTAHTHPYIOT B apTEPUIO U POTE3 BHICBOOOKAAET COCIIH-
HeHre. Croco0 BKITFOYAeT MMIUTAHTALUIO IPOTE3a, YTO MPOTpaMMHUpPYETCs UL Hadalla CYIIeCTBEHHOTO BBICBO-
00X IEeHNs COeTMHEHNS, HAUMHAIOIIETrOCs MPEIIOYTUTENIFHO TIOCIE POCTa 0 MEHBIIEH Mepe OJHOTO CIIoS Kie-
TOK HaJ 4acTbio mpote3a. KieTkn 0O0bIdHO BKIFOUAIOT KISTKH BOCHAJICHHS, TJIAAKOW MYCKYJIaTyphl HIIH SHIOTeE-
JIHsL, Ka3BIBAIOIINE HA HA4aI0 PEeCTeHO3a.

Taroke mpegocraBiieH CIOCOO PACIIONIOKEHUs IPOTE3a JOCTABKU B IIPOCBETE Teja AJsl JOCTaBKU TyJa CO-
enuHenus. [Ipy oqHOM mnoaxozae OAJUIOHHBIA KaTeTep C PacIlMpEHHEM THIIOBBIM 00pa3oM HCIIOJIB3YeTCs JUIs
JIOCTaBKH TIpOTe3a B 00JIaCTh CTEHO3a B KPOBEHOCHOM cocyie. [lepBoHayambHO MpoTe3 3aHOCUTCS B €r0 Paju-
JIBHO 0CJIa0JIeHHOH [raMeTpaIbHONW KOH(GUrypaluy Ha CIyIIEeHHBINA 0anioH OauloHHOTO KareTtepa. bammoHHbli
KaTeTep THUIOBBIM 00pa3oM BBOJWTCS HaJ| HAIIPaBJIAIOLIMM MPOBOJIOM IpH (iryopockonuyeckoMm KoHTpode. Ka-
TeTephl M HANPABIIONINE MPOBOJA MOTYT OBITH BBEICHBI ITOCPEICTBOM OOIIETPUHSATHIX YYaCTKOB JOCTYIIA B
COCYIUCTYIO CHUCTEMY, TaKHX KaK depe3 OCOpEeHHYI0 apTepHi0 WIH IUICUYEBYO, TMOAKIIOYNIHYIO U JTYYEBYIO
apTepuu, U TOCTyIa B KOPOHapHEIe apTepuu. [lociie moctaBku MpoTe3 HEOOXOAUMBIM 00pa30oM YCTaHABJIHBA-
eTcs B 00JIaCTH CTEHO3a, OAJUTOH HAIyBaIOT IS PaJHaIbHOTO PACIIMPEHHUS MpoTe3a B 00nacTu creHo3a. bammon
Jlajiee MOXKeT OBITh CITyIIEH, M KaTeTep BBIHYT depe3 MpoBoaHUK. [locie yaaneHus npoBOAHMKA, PACIIMPEHHBIA
MIPOTE3 OCTAeTCs Ha MECTe I 00ecrieueHHs JOCTaBKU COSAMHEHHS B IIPOCBET, KaK OMUCAHO BBIIIE I HHTHOH-
poBanus 3 hexToB pecTeHo3a.
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B menom siBisieTcst BO3MOXKHBIM KOMOMHHPOBATEH 3JIEMEHTHI PAa3IMYHBIX MPOTE30B M CIIOCOOOB JICUEHUS,
ONHCaHHBIX Bbime. Hampumep, mpoTes, UMEIOmuUi pe3epByapHbIe CPEICTBA U BRICBOOOXKICHUS COSINHEHHUS,
MOJKET JIOTIOJTHUTEIHHO BKIIOYATh Oapbep, OTPaHUINBAIOINN CKOPOCTh. [IOMOTHUTEIBHO, CITOCOOBI HACTOSIIIETO
n300peTeHNsI MOTYT COYEeTaTh OAJUIOHHYIO aHTHOIUIACTHUKY W/WIIM Apyrue jedeOHble BMEIIAaTelbCTBA IS pac-
TBOPCHUA CTCHOTUYECKOI0 y4acTKa ONHNCAHHBIMU B HACTOAUICM 143o6peTeH1/m J'Ie‘le6HbIMl/I BOSL[CI‘/IICTBI/ISIMI/I C
JIOCTaBKO# COEJIMHEHUsI B 00JIaCTh IIPOCBETA COCYIOB.

T'oToBbie popmbl, papManeBTHYECKHE KOMIIO3ULIUH, 103MPOBKA U BBeeHUe

Pananorn gaHHOTO M300peTEeHUsI MOTYT CYIIECTBOBAaTh B CBOOOAHON (hopMe Wiy, rie HeoOX0AuMO, B BHIE
conu. dapManeBTHYECKH IIPUEMIIEMbIE COJIM MHOTHX THUIIOB COSIMHEHHH M WX IMOJyYeHHE SIBIAIOTCS XOPOIIO
M3BECTHBIMHU CIICIIMAIMCTAM B JaHHOH oOsactu. dapManeBTHYECKH MTPUEMIIEMbIE COJIM BKIIIOYAIOT OOIIETIPHHSI-
ThI€ HETOKCUYHEIEC COJIM, BKJIFOUAIOIIE YeTBEPTHYHBIC aMMOHHIEBBIE COJIA WM 00pa30BaHHBIC TAKUMH COCIUHE-
HUSMH ¢ HEOPTAHMIECKUMH T OPTaHMYECKIMHA KUCIOTAMH HFITH OCHOBAHISIMH.

CoenrHEHHs JaHHOTO M300peTeHnsT MOTYT 00pa30BhIBATh THAPATHI WM CONbBaThL. CrenuanucraM B JaH-
HOM 00J1aCTH M3BECTHO, YTO 3apsDKEHHBIE COSMHEHHsI 00pa3yoT IT'HAPATUPOBAHHbBIE BUABI IPH JTNO(UIN3AINY C
BOJIOHM M 00Pa3yIOT COMbBATHPOBAHHBIC BUIBI IIPHU KOHIICHTPHPOBAHUHU B PACTBOPE C COOTBETCTBEHHBIM Opra-
HUYECKUM PacTBOPHUTEIIEM.

JlaHHOe M300peTeHre OXBaThiBaeT (hapMaleBTHYECKUE KOMIIO3UIIMY, BKIIOUAlONIe B ce0si TepareBTuye-
cku (Wi npoduiakTuiecky) 3pdexkTHBHOE KOJMYECTBO COENMHEHUsI N300peTeHusl U oJuH 1 Oonee dapma-
LEBTUYECKH IPHUEMIIEMBIX HOCHUTEIECH /WM APYTUX 3KCLUUNMEeHToB. Hocurenn BKIIOYAIOT, HANpHUMEp, COJIEBOH
pactBop, 3a0ydepeHHsbIi coleBOl pacTBOp, IEKCTPO3y, BOAY, TIIMIEPHH, STAHOJ U UX COYETaHUs U Oosee moi-
pobHO obcyxnatorcst Hke. KoMmosuiwmst, eciii TpedyeTcs, MOXKET TakKe CoJep)kaTh MHUHOPHBIE KOJIMYECTBa
VBIQXHSFOIINX U SMYJIBTUPYIOMUX cpeacTs win pH OydepHbIXx cpencts. KoMmo3uims MOXET MpeacTaBIsaTh
cO0OM XKUIKHN PacTBOp, CYCHECH3HIO, SMYIBCHIO, TAOJIETKY, MO0, KaINCyly, TOTOBYIO (OpPMYy C 3aMeIJICH-
HBIM BBICBOOOKICHHEM WM MOpOMIOK. KoMImo3umms MoxeT ObITh (popMyTupoBaHAa B BHAE CYIIIO3HTOPHS, C
TPaAMIHOHHBIMU CBS3YIOIIMMH U HOCHUTEISIMH, TAKUMU Kak TpUriuLepuasl. [lepopanbaas rorosas gopma Mo-
JKeT BKJIFOYATh CTaHIAPTHBIE HOCHTENH, TaKWe KaK MaHHMT, JJAKTO3a, KpaxMaJl, cTeapaT MarHus, caxapuHaT Ha-
TpHs, HEJUTI0I03a, KapOoHaT MarHus  T.1. IlomydeHne roToBoi GOpMBI MOXKET BKIIOYATh CMEIIMBAHUE, TPAHY-
JIMPOBAHKE U C)KATHE WM PACTBOPEHHE UHIPEIMEHTOB B COOTBETCTBHHU C TpeOyeMbIM NosryyeHueM. [1pu qpyrom
MOJIX0/IE KOMIIO3UIMSI MOXKET OBbITh (hOPMYJIMpOBaHa B BUJIE HAHOYACTHII.

Hcnomnp3yeMsiid papMarieBTUUECKUH HOCUTENIb MOXKET MPEICTABIIATh, HAIIPUMEP, JTHOO0 TBEPAOE BEIIECTBO
WA YKHUJIKOCTb.

WnmroctpaTuBHBIE TBEp/AbIE HOCUTENM BKIIOYAIOT JIAKTO3Y, OEIYI0 3EMIII0, Caxapo3y, TalbK, >KEJIATHH,
arap, IeKTHH, TyMMHapaOuK, CTeapaTr MarHus, CTCAPHHOBYIO KHUCIOTY U T.II. TBepAbI HOCHTEIh MOXKET BKIIO-
4aTh OJHO WU O0Jiee BEMIECTB, KOTOPBIE MOTYT TaK)Ke JEHCTBOBATH KaK apOMAaTHU3aTOPHI, CMa3KH, COMOOMIII3a-
TOPBI, CYCICHIUPYIOIINE CPENICTBA, HATIOHUTEIH, CPEJCTBA CKOIBKEHNUS, BCIIOMOTaTeIIbHBIC TOOAaBKH IS TIpec-
COBAHHS, CBS3YIOIINE TN JC3MHTETPAHTHI UL TaOJIETOK; OH TAaKKe MOJKET MPEICTABIIATh MHKAICYIHpPYIOIIee
BEIIECTBO. B mopomkax HOCHTENh MPEACTaBIIIET MEIKOIUCIIEPCHOE TBEPIOE BEHIECTBO, KOTOPOE HAXOIHUTCS B
CMECH C MEJIKO TUCIIEPTUPOBAHHBIM aKTUBHBIM MHTPEANEHTOM. B TabneTkax aKTHBHBIN WHTPEINEHT CMEIIHBA-
T C HOCUTCJIEM, UMCHOIIIUM HeO6XO[ll/IMI)Ie KOMIIPECCUOHHBIC CBOICTBa B NMOAXOAAIUX MPOINOPpHUAX, U KOMITAK-
TUPYIOT B TpeOyeMmsbie (opmy 1 pazmep. [loporiku u TabneTKu MpearnouTHTENBFHO coaepkar 10 99% akTuBHOTO
unrpeavenTta. Iloaxozsuiue TBepIble HOCUTENM BKIIOYAIOT, Hampumep, (ocdaT Kanblys, creapar Marsus,
TaJIbK, caxapa, JIaKTo3y, AEKCTPUH, KpaxMall, )KeJIaTHH, EJUII0JI03Y, METHIIIEIUII0N03Y, KapOOKCHMETHIILIEIUTIO-
JI03y HaTpHs, MOJMBUHWIITHPPOIUIOH, HU3KO IUIABSIIIHECs BOCKa 1 HOHOOOMEHHBIE CMOJIBI.

WinnroctpaTHBHBIE JKUIIKME HOCUTENN BKIIOYAIOT CHPOII, apaxicoBOE Macjio, OJIMBKOBOE Macio, BOJY H T.JI.
JKupkie HOCHTENH HWCHONB3YIOT TPH IONYYEHHH PACTBOPOB, CYCHECH3WH, SMYIBbCHH, CHPOIIOB, SJIHKCHPOB H
MIPECCOBAHHBIX KOMIO3UINH. AKTHBHBIA HHTPETUCHT MOXKET OBITh PACTBOPEH WIIH CYCIICHINPOBaH B (papmaries-
TUYECKHA TPUEMIIEMOM >KHIKOM HOCHTEIE, TAKOM KaK BOJA, OPTaHWYECCKHH PacTBOPHUTENb, CMECh OOOWX HIIH
(hapMarieBTHUECKH IPUEMIIEMBIE Macia WX KUPHL. JKUIKUIT HOCHTENh MOXKET COIEePKaTh APYTHE HMOIXOIAIINE
(hapmarieBTHUECKIE JOOABKH, TaKue KaK COMFOOMIM3AaTOPHI, SIMYJIBIaToOpsl, Oy(epbl, KOHCEPBAHTHI, MOJCIACTH-
TENH, apOMAaTH3aTOPbI, CYCIICHIUPYIOIINE CPEICTBA, 3aTYCTHTENH, IIATMEHTHI, PEryJIATOPH BA3KOCTH, CTaOMIIH-
3aTOPBI WIK OCMOPEryJiATophl. Iloaxonsduiue NpuMepsl KUAKUX HOCUTEEH U1 IEPOPAIbHOIO U IapEeHTEPalb-
HOT'O BBE€ACHU BKIIIOYAIOT BOAY (‘iaCTl/I’-IHO COACPIKAIYIO BbINICYKA3aHHbIC 1[062131(14, Hanpumep, Npou3BOAHbIC
EJUTIONIO3B], TIPEIIOYTHTENFHO PACTBOP KapOOKCHMETHIILIEIUTIONO3b] HATPHUS ), CIIUPTHI (BKJIIOYasi MOHOATOMHEIC
CIUPTHI U MOJIUATOMHEIC CIIAPTHI, HATPUMED, TIIMKOJIM) ¥ X MPOU3BOJHBIC U Macia (HarmpuMep, GppakiumoHupo-
BaHHOE KOKOCOBOE Macll0 M apaxucoBOe Macio). /s mapeHTepanbHOTO BBEJCHHUSI HOCUTENIb MOXKET TaKkKe Ha-
XOJUTHCS B BUIIE MACIITHUCTOTO CJIOXHOTO 3(Hpa, TAKOTO KaK 3THIONEAT U H3onpommiMupuctaT. CTepuibHEIe
JKUJIKHE HOCUTEIH SBISFOTCS IPUMEHIUMBIMH B CTEPIIIBHBIX KOMITO3UIIMX KHUIKUX POPM JUIS MapeHTePaIbHOTO
BBeJIeHUS. JKUIKUN HOCHTENb JUTS TIPECCOBAHHBIX KOMIO3HIIUN MOXKET MPEACTABIATh TAIOTEHUPOBAHHBIN yTie-
BOJIOPOJ WJIH Ipyroi (hapManeBTHYECKH MpUeMIIeMblil rpornerianT. Kuakue dhapManeBTHIeCKue KOMIO3UIHH,
KOTOPBIE TIPEACTABIAIOT COO0H CTepPHUIIBHBIE PACTBOPHI WIIM CyCIIEH3UH, MOTYT BBOAUTHCS IIOCPEICTBOM, HAIIPH-
Mep, BHyTPUBEHHOM, BHYTPUMBILIECYHOM, HHTPAIIEPUTOHEAILHON WM NMOJKOXHOW MHBEKIMH. MIHBEKIIMSI MOXKET
OCYIIECTBIISITHCSL YepPe3 OJJMH YKOJI MJIM IyTeM NOocTeneHHON nHpy3un, HanpuMep 30-MUHYTHOW BHYTPHBEHHOM
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nHOy3un. CoeIMHEHNE MOKET TaK)Ke BBOIUTHCS MEPOPATHHO B BHIE JINOO JKUAKOHN FUTH TBEPIOH KOMITOZUIIH.

Hocwurenp wiam SKCIMMUEHT MOTYT BKJIFOYATH BEIIECTBO IS BPEMEHHOH 3a[epXKKH, IPUMEPHI KOTOPOTO
XOPOIIIO M3BECTHHI B TaHHOH 00JIaCTH, TaKOe KaK TITHUIIEPHIIIMOHOCTEAPAT WM TIIMIEPIIIANCTeapaT U MOTYT Jia-
Jiee BKJIIOYATh BOCK, STHIIIIEIUTION03Y, THAPOKCHIIPONIIMETHIIIICIUTIONO03Y, MEeTHIMeTakpuiar u T.11. [Ipu npuro-
TOBJICHUM KOMIIO3MIMHK Ui nepopanbHoro Beaenus, 0,01% Teun 80 B PHOSAL PG-50 (dochonumnuanbiit
KOHLEHTpaT ¢ 1,2-nponmiernukoiem, A.Nattermann & Cie. GmbH) npusHaercs kak o0ecrieqnBaroinii nmpuem-
JIEMYIO TIEPOPAIbHYIO TOTOBYIO (DOpMY JUIS JPYTHUX COCTUHEHHUH M MOXKET OBITh aJanTUPOBaH IS TOTOBBIX
(hopM 11t pa3IMYHBIX COETMHEHUH TaHHOTO N300pEeTeHHSI.

Bornbioe pazHoodOpasue papmaneBTHIECKUX (HOPM, TAKUM 00pa3oM, MOXKET OBITh HCIIOJIb30BAHO ITPH BBE-
JICHUH COEJMHEHUH AaHHOTO M300pereHus. Eciu ncronbs3yor TBep/plii HOCHTEINb, IPEnapaT MOKeT ObITh Tab-
JIETUPOBaH, TIOMEIIEH B JKECTKYIO JKEIATHHOBYIO KalCyJy B BHIEC MOPOIIKA FUTH MITIONHA TN TPEACTaBICH B
BUZC TAOJIETKH WIH Jienemkd. Kolm4ecTBO TBEpAOro HOCHUTENS OyIeT M3MEHATHCS B IMUPOKHUX Ipenenax, HO
MPEAIOYTUTENFHO OyAET COCTABIATh OT HMPUOIM3UTENHHO 25 Mr A0 mpuOmmsutensHo 1 r. Ecnu mpuMeHsioT
KUIKUA HOCHTENb, Ipemnapar OyAeT HaXOAWTHCS B BHAE CHPOIA, SMYJIbCHH, MATKON KEIATHHOBOW KarCyJIBI,
CTEpPIJIBHOTO PacTBOpPA JJIsl MHBEKINH WM CYCICH3UH B aMIIyjle WIH (hIaKoHe WM HEBOIAHOM KUIKOW CYyCIEeH-
3MH.

Jyis mostydeHus: CTaOMIIBHOM BOJOPACTBOPUMOM JO3UPOBAHHOM (POPMBI COSMHEHHE WK ero (hapMarieB-
TUYECKU IMpUeMJieMas COJib MOTYT 6bIT]> PaCcTBOPCHBI B BOAHOM pacTBOPE OpFaHH‘ieCKOﬁ 50040 HeopraﬂnquKoﬁ
KHUCIOTHI, Takol Kak 0,3M pacTBOp SIHTapHOW KHUCIOTHI WM JIUMOHHOW KHCIOTHI. AJIbTEPHATUBHO, KUCIOTHBIE
MPOM3BOJIHBIE MOTYT OBITH PacTBOPEHBI B MOJXOJSIINX OCHOBHBIX pacTBopax. Ecim pactBopumas gopma He
SIBJISIETCSI JOCTYITHOW, COEJMHEHHE PACTBOPSIOT B MOAXO/ISIIEM COPACTBOPHUTEINE MM ero couetaHusx. [Ipumepst
TaKUX IMOAXOJIINX COPACTBOPUTENEH BKIIFOYAIOT, HE OTPAaHUYNBASICH MU, CIIUPT, MPOIHIICHTIINKOIb, IO TH-
nerrmukonb 300, momucopbar 80, TAWMIEPHH, TOTHOKCHITHINPOBAHHBIC JKAPHBIE KHUCIOTHI, YKHPHBIE CITUPTHI
WIN CIIOXKHBIE A(UPHI TIUIEPHHA C OKCHKUCIOTAMH H T.II. B KOHIIEHTPAINAX, HAXOAAIINXCS B Auana3oHe ot (-
60% ot o611ero o0BeMa.

W3BecTHBI pa3nuyHble CHCTEMBI JOCTABKU W OHM MOTYT OBITH JJIsl BBEJCHUS COCITUHECHUS WM €TO pa3iInd-
HBIX TOTOBBIX (DOPM, BKITFOHAIOIINX TaOIETKH, KAIICYJIbl, PACTBOPHI Ul MHBEKINH, HHKATICYJISIINIO B JIUIIOCOMBI,
MHKPOYaCTHIIbI, MUKPOKAIICYJIbI U T.1. COCOOBI BBE/ICHUS BKJIIOUAIOT, HE OIPAaHUYMBAsICh UMM, KOXKHBIH, BHYT-
PHUKOXKHBIH, BHYTPUMBIIIECYHbIH, BHYTPUOPIOIINHHBINA, BHYTPUBEHHBIN, TOAKOXXHBIN, HHTPaHa3aJIbHBIN, JIErod-
HBIH, SNHUYpaJIbHBIN, T1a3HOW U (KaK OOBIYHO SBISIETCS MPEIIOYTHTENBLHBIM) NepopaiibHble myTH. CoenHeHue
MOXET BBOJMUTHCSI ITOCPEACTBOM JIFOOOT0 OOLIENPUHSITOrO MM MHBIM OOpa3oM COOTBETCTBYIOIIETO IyTH, Ha-
npumep, MHQY3HeH Win OOJIOCHOW MHBEKIWEH, ITOTJIOIEHHEM Yepe3 AMUTEIHANbHBIE WIN CIM3HCTOKOXKHBIE
BBICTHJIAIONINE MTOKPOBHI (HAIIPUMED, CIU3UACTast 000JI0UKa POTOBOM IMOJIOCTH, PEKTallbHAS U KUIICYHAS CIIA3H-
cTast 000JI0UKa U T.]T) WIIH TIOCPEAICTBOM CTEHTA, HATPY>KEHHOTO JICKAPCTBOM, X MOXKET BBOJHUTHCS BMECTE C JAPY-
TUMHA OMOJIOTHYECKH aKTHBHBIMH areHTaMH. BBeneHHe MOXKeT OBITh CHCTEMHBIM WM MECTHBIM. [l jedeHus
WK TPOQIIAKTHKN Ha3aJbHBIX, OPOHXHAIBHBIX WM JIETOYHBIX COCTOSHHHA MPEANOYTUTEIFHBIMHU Iy TSIMH BBE-
JICHUSA SBISIFOTCS NIEPOPANBHBINA, Ha3aJIBHBIN HITH TOCPEICTBOM OPOHXHATBHOTO a3PO30JIs HITH PACTIBUTUTEIS

B HEKOTOPHIX BOIUIOIIEHHSIX MOXET OBITH JKeNaTeIbHBIM BBOAUTH COCAMHEHHE MECTHO B 00JacTh, HYX-
JIAIOIIYIOCS B JIEUCHHUH, 9TO MOXKET OBITh JOCTUTHYTO, HaNpuMep, 6e3 orpaHUYeHHs, TOCPEICTBOM MECTHOM WH-
(y3umn 1mpu XUpypriuu, MECTHOTO HAaHECEHHUs, UHBEKIMEH, TIOCPEICTBOM KaTeTepa, IOCPEICTBOM CYIIIO3UTOPHS
WA TTOCPEACTBOM KOKHOI'O IUIACTBIPpSA WJIM CTCHTA WM APYroro MMIljiaHTarta, yKaSaHHblﬁ UMILIAHTAT O6]:l‘lHO
COCTOMT M3 NOPHCTOT0, HEMOPHUCTOTO HJIM JKEIaTHHOOOPA3HOTO BEIECTBa, BKIIIOYAsi MEMOpaHbl, TaKHe KaK CHa-
JIaCTHYHbIE MEMOPaHbI W BOJIOKHA.

B KOHKpETHOM BOIUIOIIEHHH, KOMIO3HIMIO TPHUIOTABIMBAIOT, MCIOJIbB3Ysl PyTHHHBIE CIIOCOOBI, B BHJC
(hapMareBTHUECKOW KOMITO3HIUHU U BHYTPUBEHHOTO BBEIEHHS JIOMIM. OOBIYHO, KOMITO3UIMH ISl BHYTPH-
BEHHOTO BBEJICHHS TIPEICTABILIIOT OO0 pacTBOPHI B CTEPUIIBHOM M30TOHHYECKOM BoxHOM Oydepe. [Ipu HE0O-
XOJUMOCTH KOMITO3HIIHS MOXKET TakKe BKIIOYATh CONFOOMIN3aTOp U MECTHBIH aHECTETUK JJIsl YMEHBIIEHHs 00-
JIM HA y9acTKe MHBEKIHMU. B obmeM cirydae, MHTpeIUEHTH IOCTABIISIOTCS TUOO0 Pa3fAeibHO WM CMEIINBAIOTCS
BMeCTe B €JMHUYHOMN JI03MPOBaHHON (hopme, HanpuMep, B BUjIe JTHO(QUIN3UPOBAHHOTO MMOPOIIKA WIIK 0€3BOTHO-
ro KOHIIGHTpAaTa B TEPMETUYHO 3alleYaTaHHOM KOHTEHHEpEe, TAKOM KaK aMITyJla MIIM MaKeTHK C yKa3aHHUEeM KOJIH-
4Y€CTBAa aKTUBHOT'O CPEACTBA. B CJ1ydac BBCJACHUSA KOMIIO3UIIUN MTOCPEACTBOM I/IH(by?:I/ll/I, €€ MOXXHO pacupeacinTb
B MH(Y3MOHHYIO OYyTBUIb, COAEPIKALIYIO CTEPUIbHYIO BOAY (hapMalleBTUYECKOW CTENEHH YHCTOTHI WIIN COJIEBOM
pactBop. B ciryuae BBemeHHsI KOMITO3MILIMH [TOCPEJICTBOM MHBEKIMU aMITyjla CTEPHIBHONW BOJBI ISl HHBEKIMN
WJIM COJIEBOH PacTBOP MOTYT OBITh MPEJOCTaBIEHbI TaKMM 00pa3oM, YTOOBI MHTPEIMEHTHl MOXKHO OBUIO CMe-
IIaTh [Iepe]l BBEICHUEM.

Hanpumep, pactBop pamanora ITaHHOTO W300peTeHUsS M WHBEKIUM MOXeT comepkats oT 0,1 mo 10
Mr/MJI, HarpuMep, 1-3 Mr/mi pamanora B pactBope pasbaButens, cogepxamiero Phosal 50 PG (docharummnxo-
JIVH, TIPOTHJICHTIINKOJIb, MOHO- ¥ TUTIUIIEPHUIBL, ITAHOI, JKUPHBIE KACIOTH COM M aCKOPOMITAIIEMHUTAT) | MTOJTH-
copbar 80, comepxkamuii 0,5-4% staHona, Hanpumep, 1,5-2,5% s>Tanona. B eme ogHOM mpuMmepe, pa3daBUTENb
MOXeT comepxatb 2-8%, Hanpumep, 5-6%, kaxmoro n3 npomwieHraukoins USP u nmommcopbara 80 B Boae s
WHBEKIUH. ABTOPHI OOHAPYXWIH, 9TO 5,2% KaXXI0T0 XOpOIIO paboTaeT B HEKOTOPHIX ciydasx. OObIYHO pac-
TBOpP 00pabAaTHIBAIOT, MCIOJB3Ys OOIICIIPUHATHIC CIIOCOOBI M BEIIECTBA, BKIIIOYAIOIINE, HAIIPUMED, OJUH HJIH
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0oJee IUKIIOB CTEPIIBHOM (prbTpanuy.

l'oToBBIe OpPMBI A1 TIEPOPATBFHOTO MpHEMa, COAEPIKAIlre COCOMHEHUE NAaHHOTO M300peTeHHs, MOTYT
BKITIOYATh JFOOBIE OOMIETIPHHSTO MCIIONIb3yeMbIe TIepopaibHble (POPMBI, BKIIOYAIOIINE TAOJIETKH, KarcCybl, OyK-
KaJbHble (DOPMBI, TPOILIE, JICNEHIKH U MepOPaIbHbIE HKHUIKOCTH, CyCIIEH3UH WK pacTBOpbI. Karcysbl MoryT co-
JIep)KaTh CMECH aKTUBHOTO COEIUHEHHs (COSAMHEHWI) C WHEPTHHIMU HAIlOJHUTEISIMU W/WIM Pa30aBUTEISIMU,
TaKUMHU Kak (hapMaleBTHYECKH IpHEeMIIEMble KpaxMalibl (HalpuMep, KyKypy3Hbli, KapTodenbHbIil KpaxMail Wi
KpaxMaJl M3 TalMOKH), caxapa, UCKYyCCTBEHHBIC MOJICIACTUTENIM, MOPONIKOOOPa3HbBIC ICJUTION03bI, TAKHE Kak
KPUCTALUTUYECKAss ¥ MUKPOKPUCTAIUTUYECKas ICIUTFONIO3bI, MYKY, XKEIaTHHBI, KaMean U T.1. [IpuMeHnMbIe Tao-
JICTOYHBIC TOTOBEIE (POPMBI MOTYT OBITH IMOJyYEHBI TOCPEICTBOM OOIICTIPUHATOTO IPECCOBAHMSA, CIOCOOAMHU
BIQOKHOW TPAHYJISALUHU WU CYXOM TpaHyJSIMHA U MCIIONB30BaTh (PapMaleBTHUCCKU MPUEMIICMbIC pa30aBUTEIIH,
CBSI3YIOIINE CPENCTBA, IyOPUKAHTHI, NE3UHTETPAHTHI, CPEACTBa MOANMDUKAIINI TOBEPXHOCTH (BKIFOYAsS TTOBEPX-
HOCTHO-aKTHBHEIC BEIECTBA), CYCIICHINPYIOIINE WA CTaOMITH3UPYIONINE CPEICTBA, BKIOYAIOIINE, HO HE Orpa-
HUYHMBAsSCh UMH, CTEAPAT MArHus, CTEAPHHOBYIO KUCIIOTY, TAJIbK, JaypuICyibhaTr HATPUs, MUKPOKPHCTAILINYE-
CKYIO IIEJUTIONO3Y, KapOOKCHMETHIIIICIUTIONO03Y KaJblHs, MOJMBHHWINHPPOIUIOH, KEIAaTHH, AIbIHHOBYIO KH-
CIIOTY, KaMeJb aKallii, KCAaHTAHOBYIO KaMeb, IUTPAT HATPHS, CIOXKHBIE CHIIMKATHI, KapOOHAT KAJBIIHSL, TIUIHH,
JIEKCTPUH, caxaposy, copouT, aukanbuuidocdar, cynbdaT KajabpLus, JaKT03y, KAOJIMH, MAaHHHUT, XJIOPU/ HaTpHs,
TaJIbK, CyXHe KpaxMallbl M HOpOIIKoOoOpa3Hblii caxap. [lomxomsiiue cpeactBa MoAM(GUKALWK MOBEPXHOCTH
BKJIIOYAalOT HCUOHHBIC M AHUOHHBIC CPCIACTBa MO)II/I(l)I/lKaLII/II/I TTOBEPXHOCTHU. Hpe[lCTaBI/ITeJ'H)HI)Ie IIPpUMEPLIL
CpeacTB MOAU(MUKAIINY IOBEPXHOCTH BKIIFOYAIOT, HO HE OTPaHUYHBASCh UMM, IoJokcamep 188, xmopuyn Oenzan-
KOHHSI, CTeapaT KaJbIHsl, [ETOCTCAPHIIOBBIN CIIHPT, HETOMAKPOTOJBHBIA IMYIBTUPYIOIIUICS BOCK, CIIOKHBIC
3¢upbl copOuTaHa, KOJUIOWIHBIN AMOKCUI KpeMHUS, ¢ochaThl, JOACHWICYIb(GAT HATPUS, CHIIUKAT MarHUsi-
AMFOMUAHUS ¥ TPUITAHOJAMHH. B mepopaibHBIX TOTOBBIX (hopMax MAaHHOTO JOKYMEHTa MOTYT HCIIOJB30BATHCS
CTaHIApTHBIE TOTOBBIC (POPMBI C BPEMEHHOI 3a/IepPKKOI BRICBOOOKICHUS I H3MEHEHUS a0COPOIINN aKTHBHBIX
coenuHeHU# (coennuenus). [lepopanpHas roToBas GpopMa MOXKET TaKKE COCTOSITH U3 BBEICHHSI AKTUBHOTO HH-
TPEINeHTa B BOJIe WIH (PPYKTOBOM COKE, COAEPIKAIllMM COOTBETCTBEHHBIE COJIOOMIM3ATOPHI WA 3MYJIBIaTOPHI
npu HeoOxoaumocTHu. [lepopanbHbie TOTOBbIE (POPMBI, KOTOPBIE MOTYT OBITh aNTHPOBAHBI IS IPUMEHEHHS C
panajioraMu JaHHOTO H300peTeHms, packpbiThl B mateHTax CIIIA 5559121; 5536729; 5989591; 5985325;
5145684 (wanouactuiisl); 6197781; u WO 98/56358; Bce M3 KOTOPBIX BKIIOYCHBI B JAHHOE OIKMCAHUC B Ka4eCT-
Be CChUIKH. TableTKH, coAepiKallue panajor JaHHOTO H300peTeHHs, MOTYT COJEpPKaTh OOLICTIPUHSTHIC HEak-
THUBHBIC HHTPEIUCHTHI, BKIIOYAIOIIHE, HATIPUMED, Caxapo3y, JIAKT03y, MOa3TUICHIIHKoIb 8000, cynbdar Kaib-
Us1, MUKPOKPUCTAIUTHYCCKYIO IIEITUTIONI03Y, TIa3yph (hapMareBTHUSCKOW CTEIICHH YUCTOTHI, TABK, TUOKCH TH-
TaHa, cTeapaT MarHus, NOBUIOH, ojokcamep 188, mommyTunenrimkons 20000, ranmepuIMoHOOIeaT, KapHayO-
CKUH BOCK W JPyTHe€ WHTPETUCHTHL. MOTYT Tak)Ke HCIIONB30BaThCS KOMITO3UIMK C YaCTHIAMH HaHOPa3MEpoB
JUTA TIEpOPaFHOTO BBENEHHs. B TakWxX Ciydasx HAaHOYACTHIEI 0OPa3yIOTCS W3 KOMITO3UIMN, COIEpKamux (B
pacdere Ha Mmacca/macca) 1-20% pananora, 70-95% wnHepTHOTrO BemIecTBa, TaKoro Kak caxaposa, 0,1-4% Be-
IIECTB, TAKUX KaK IMOJMBUHIWITUPPOIUIOH U Xiopua Oer3ankorus u 0-1% moBepXHOCTHO-aKTHBHOTO BEIECTBA,
Takoro kak TBuH. Takas WITIOCTpaTHBHAS KOMIIO3HIIUS COJEPKUT NMpubmm3uTensHo 15% pamanora, 81% caxa-
Po3bl, 2% MONMBUHIIIIHPPOIKIoHa, 2% xnopuaa 6enzainkonus u 0,1% TeuHa.

B HCKOTOPBIX ClIydasixX MOXKET 6bITl) JKEJIaTCJIbHBIM BBOJUTH COCAMHEHUA HETIOCPEACTBECHHO B BO3YIIHBIC
IIYTHU B BUJC ad3p0O30Jid.

BBeﬂeHl/Ie NMagueHTy 3(1)(1)CKTI/IBHOFO KOJIMYECTBa COCAMHEHUS MOKCT TAKIKE OCYHICCTBIATHCA MECTHO I10-
CPEICTBOM BBEJICHUS COCAMHEHUS (COCTUHEHUI) HEMOCPEICTBCHHO HAa 00JacTh BO3ACHCTBHS KOXKH IALUCHTA.
JIist TaHHOM eNi COeTMHEHNE BBOMST YT HAHOCST B KOMIIO3HIIUH, BKITFOUAIONICH (papMaKoIOrHIECKH TIPUEM-
JIEMBIFl MECTHBIA HOCHTEJb, TAKOH KaK rellb, Ma3b, JOCHOH WM KPeM, KOTOPBI BKIIFOYaeT 03 OrpaHUYCHUS Ta-
K€ HOCHTENH, KaK BOJa, TNIMIEPHH, CIUPT, MPONMICHTIUKONE, JKUPHBIE CIUPTHI, TPUTIHIECPHUIBI, CIIOKHBIC
3(HUPHI JKUPHBIX KUCIOT WA MAHEPaTbHBIC Macla.

Jpyrue MecTHBIE HOCUTENH BKIIOYAIOT KUAKYIO HE(Th, M3OMPOMIIMAIEMHUTAT, MTOTUITHICHTIINKOIb, 3Ta-
HOT (95%), MoHOMaypaT monuokcuyTHIeHA (5%) B BoAe wim naypuicynbdar Hatpus (5%) B Boge. Ipyrue Be-
[IECTBA, TaKWe KaK aHTHOKCHAAHTHI, YBIAKHHUTEIH, CTAOMIN3aTOPHI BA3KOCTH M CXOAHBIE CPEICTBA MOTYT 10-
6aBIATHCS MO HEOOXOAMMOCTH. MOTYT TaK)Ke BKIIOYATHCS YCHIINTENN YPECKOKHOTO MPOHUKHOBEHUS, TAKHE KaK
Azone.

B JOMNOJIHCHUC B HEKOTOPBIX ClIydasaX OXHJAAKOT, YTO COCAMHCHUE MOXKCET pacriojiaraTbCsa B YPCCKOKHBIX
YCTPOWCTBAX, MTOMEIIAEMBIX HaJl KOXKEH, B WU TOJ] KOXKY. Takue yCTpOHWCTBa BKIIFOYAIOT INTACTHIPH, HMILTAHTA-
THl ¥ UHBEKIUHU, KOTOPHIC BBICBOOOXKIAOT COCJAWHEHHE B KOXKY MOCPEICTBOM MEXAHHW3MOB JHOO MacCHBHOTO
WIHA aKTUBHOTO BBICBOOOXKAEHUs. J[J1s 1ieneii JaHHOTO pacKpHITHSA, CIIeAyeT IOHUMATh, YTO YPECKOKHEBIC BBEIC-
HUS BKJIFOYAIOT BCE BBEICHMUS Yepe3 MOBEPXHOCTD TENIa M BHYTPEHHNE BHICTIIIAIONINE TIOBEPXHOCTH YacTeil Tena,
BKITIOYAs SMUTEIHATBHBIE U CIIM3UCTHIC TKaHU. Takue BBEICHHSI MOTYT IIPOBOJUTHCS C HCIIOIB30BAHUEM COCIH-
HEHHUU HACTOSIIETO M300PETeHUS N UX (PapMaleBTUIECKH MPUEMIIEMBIX COJIEH, B JIOChOHAX, KpeMax, IeHax,
TUTACTBIPSIX, CYCIIEH3UAX, PACTBOPAX M CYMIIO3UTOPUSAX (PEKTATBHBIX M BATHHAIBHBIX ).

UpeckoKHOE BBEACHHE MOXKET OCYLIECTBISTHCSA MOCPEICTBOM HCIIOIB30BAHUS YPECKOKHOTO IIIACTHIPS,
COJIEPKAIIETO AaKTUBHOE COSIMHEHNE M HOCHUTENb, KOTOPHIH ABISETCS MHEPTHBIM [0 OTHOLICHHIO K aKTHBHOMY
COCJIMHEHUIO, HETOKCUYHBIM 10 OTHOIIICHHIO K KOXE W KOTOPBIHA TO3BOJIIET OCYIICCTBIIATh JOCTABKY CPEICTBa
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JUIL CHCTEMHOTO IOTJIONIEHUsI B KPOBOIOTOK depe3 Koxy. Hocurenb MOXeT MpHHHMATh JII000€ KOJINYECTBO
(hopM, TaKMX KaKk KpPeMbl U Ma3H, MIACThI, TEJIM U OKKIIIO3UBHbIE yCTpoHcTBa. KpeMbl 1 Ma3u MOTYT NPEACTaBIATh
co00i1 BsI3KME KUAKKE WIN MOTyTBEPJIblEe IMYJILCUU THIA JUO0 Macio B BOAE WIM BOJA B Macie. MOTryT Takxke
OBITh IPUTOJHBIMH I1ACTHI, BKJIIOYAIOIIHE B ce0s abcopOupyemble IOPOIIKH, AUCIICPTUPOBAHHBIE B HE(PTH WIH
ruapoduibHOI HedTH (YIIIeBOJOPOJIHON CMECH), CoAepiKalleld aKTUBHBIH MHIpeIueHT. [ BhICBOOOXKAECHHS
AKTHBHOTO MHIPEJMEHTa B KPOBOIIOTOK MOI'YT TIPUMEHSTHCS PasHOOOpa3Hble OKKIIIO3MBHBIE YCTPOWCTBA, TaKUE
Kak IOJIyIpOHHUIIaeMble MaMOpaHbl, TIOKPBIBAIOIINE PE3epBYyap, COAEPIKAILNA aKTUBHBIH MHIPEJUEHT, C HOCHTeE-
JeM wi 0e3 Hero, WiIM MaTpulla, coJepiKalliasi aKTUBHBIM UHIpeueHT. Jlpyrue OKKIIO3UBHBIE YCTpPOMCTBa H3-
BECTHBI U3 JIUTEPATyPHI.

I'oToBble hopMBI B BHE CYNIIO3UTOPHEB MOTYT OBITH HOJyYEHBI W3 TPAIULIMOHHBIX BEIIECTB, BKIIIOYAIO-
IMIAX Macilo Kakao ¢ J0OaBIEHHEM BOCKOB WJIM 0€3 HEro Uil M3MEHEHUsI TeMIEepaTyphl IJIaBICHUS CYIIO3UTO-
pys ¥ TIMLEepUH. MOTyT TakKe NPUMEHSTHCS BOJOPACTBOPHMBIE OCHOBBI CYNIIO3UTOPHEB, TAKHE KaK MOIMITH-
JICHTJTIMKOJIU C PAa3IMYHBIMU MOJICKYJIIPHBIMU MacCaMH.

BemectBa 1 cnoco0b! Ul HOyYEHUS Pa3IMdHBIX TOTOBBIX ()OPM M3BECTHBI B JJAHHOW OOJACTH U MOTYT
OBITH aaNITUPOBAHBI ISl MPAKTUYECKOTO BOIUIOMICHUS JaHHOTO M300peTenms. CM., Hanpumep, nateHTs CIIA
5182293 u 4837311 (TabneTku, Kamncysibl U ApPyrde NepopaibHbIe TOTOBbIE (DOPMBI, a TaKkXKe; BHYTPHBEHHBIC
roToBble (OPMBI) U MyOJIMKALKIO eBporeiickoil maTteHTHoH 3asBku NeNe 0649659 (myGnukauust ot 26 anpedis
1995 r.; wumtocTpatuBHas rotoBas Gopma ans BeeaeHus 1V) u 0648494 (myonukarms ot 19 anpens 1995 r.;
WLTIOCTPATHBHAsI TOTOBast popMa y1si epopaibHoro BeeaeHus ). CM. taoke nareHTsl CIIA 5145684 (nanoua-
ctuusl) 1 5989591 (TBepasie no3upoBanHbie popmbl) 1 WO 98/56358, a takxe Yu, K. et al., Endocrine-Related
Cancer (2001) 8, 249-258 u Georger et al., Cancer Res. (2001) 61 1527-1532.

D¢ dexTuBHAsS cHCTEeMHas 1033 COCOMHEHUS OyIeT Kak MpaBHIIO HAXOOUTHCSA B MHTEPBAle OT HMPHUOIH3U-
tenpHO 0,01 mo mpubmmsuTensHO 100 MI/KT, MpearnoYTHTeNnbHO oT npubmmsutensHo 0,1 no npubnmsurensHo 10
MI/KI' Macchl Tejla MJIECKOIMTAIOWIETO, IIPU BBEJCHUH B €AMHUYHOIN WJIM MHOXXECTBEHHOI no3ax. B obmiem ciy-
4yae, COEMHEHNE MOXET BBOAUTHCS MAIMEHTaM, HyKJAIOLIMMCSI B TAKOM JICYEHUHU, B MHTEPBaJle CyTOYHON 110-
3BI, COCTaBISIONIEM OT puOIM3UTENsHO 1 10 mpubnmm3uTensHo 2000 Mr Ha manueHTa. BBeneHne MOXeT OBbITH
OJTHOKPATHBIM HJII MHOTOKPATHBIM B TEUEHHE CYTOK, HEJECIbHBIM (MM MPU HEKOTOPBIX APYIMX WHTEpBalax B
HECKOJIbKO JTHEH) WM Mo 4epexayloleiics cxeme. Hampumep, coequHeHne MOXKET BBOAUTHCS OJMH WM Ooliee
pa3 B JIeHb Ha OCHOBE IIOHEIETIbHOM CXeMbI (HalpuMep, KaXK/Iblid IOHEIeNIbHUK) B TEUEHHE TIEPHO/Ia HECKOIBKHX
Henenb, HanpuMmep, 4-10 Henenb. ATbTepHATUBHO, €T0 MOYKHO BBOJUTH €KETHEBHO B TEUEHUE NEPHOJAA U3 HE-
CKOJIbKMX AHEH (Hampumep, 2-10 mgHeil) ¢ mociaeayomuM IeproIioM B HECKOJIBKO IHel (Hampumep, 1-30 nHei)
0e3 BBEAECHMS COECAMHEHNS, IPUYEM TAKOW IIMKJI ITOBTOPSIOT 33JlaHHOE KOJIMYECTBO BPEMEHHBIX ITOBTOPOB, Ha-
npumep, 4-10 muknoB. B kauecTBe nmpuMepa, NPOTUBOPAKOBOE COSAWHEHUE TAHHOTO M300PETEHUS] MOXKET BBO-
JUTHCS €KEHEBHO B TeUEHHUE 5 HEH, Jjajee BBEICHNE IPEPHIBAIOT Ha 9 THEH, Jlasiee BBOIST €KEIHEBHO B TEUe-
HHE eIle OTHOTO 5-THEBHOTO MEPHO/Ia, Jajice BBEICHNE IPEPHIBAIOT Ha 9 MHEH M Tak Janee, HOBTOPSs UK BCe-
ro 4-10 pas.

KonnuectBo coeanHenusi, kotopoe Oyner 3p(eKTHBHBIM MU JCYSHUH WK NPOQUIAKTHKE KOHKPETHOTO
HapyLIEHUs WM COCTOSIHUS, OYAET 3aBUCETh YACTMYHO OT XOPOIIO M3BECTHBIX (HaKTOPOB, BIMSIOIIMX Ha JO3HU-
POBKY JIEKapcTBa U, B cydae NPHUMEHEHUs] B TEHHOW U KJIETOYHOM Tepanuu, OyJeT TakKe 3aBHCETh OT XapakTe-
PHUCTHK THOPHIHBIX OEJIKOB, MOJJIKAIIUX MYJIbTUMEPHU3ALMH, XapAKTEPUCTUK U JIOKAIW3ALUMU KIIETOK, MOJy-
YEHHBIX FeHETHYECKOH MHXXCHEPUEH, U OT NPUPOJIbI HAPYILIEHUS WA COCTOSIHUSI, KOTOPBIE MOXKHO OIPEAEIUTD
CTaHAAPTHBIMH KIMHHYECKUMH MeTonaMH. KpoMe Toro, MoryT HeoOs3aTeIbHO MCIOIb30BaThCS HCCIIEIOBAHMS
in vitro wix in vivo, 4ToOBI TOMOYb MICHTH(GUIMPOBATH ONTUMAJILHBIE HHTEPBAIIBI JO3UPOBKU. D(HPEKTUBHEIC
JI03bI MOKHO HKCTPAIIOJIMPOBATh M3 KPUBBIX 3aBUCUMOCTH J103a-OTBET, MOJIYYEHHBIX Ha TECT-CHCTEMax in vitro
WIN KUBOTHBIX MOZETSIX. TOYHBI YypOBEHb NO3MPOBKH JOJDKEH OBITH ONpENENICH JICHAINM TEparneBTOM HIIN
IPYTAM JUIOM, 00ecreduBaroImnM 3a00Ty O 3I0pOBBE, M OyAET 3aBHCETh OT XOPOIIO H3BECTHBIX (haKTOpOB,
BKJIFOYAIONINX MyTh BBEICHMS, U BO3PACT, MacCy Tela, oI U O0Iee COCTOSHHIE 3/10POBbS MAMEHTa: IPUPOIB,
TSDKECTU M KIIMHUYECKON CTaany 3a00J1eBaHNsA; MPUMEHEHHUS (MM €r0 OTCYTCTBUS) COITyTCTBYIOIIMX TEPAIHA; U
OT TMPHUPOIBI U CTETIEHH FeHETUIECKONH HHKEHEPUH KJIETOK y IallUeHTa.

ITpn BBeneHMHM A JIeUEHHS WM WHTHOMPOBAHMS KOHKPETHOTO OOJIE3HEHHOT'O COCTOSIHMS WIIM Hapylle-
HUS, 9QPEeKTUBHAS JO3UPOBKA parajiora JaHHOTO N300pETeHHsI MOXKET U3MEHSTHCSI B 3aBUCUMOCTH OT KOHKPET-
HOTO HCIIOJIb3yEMOT0 COEAMHEHUs, criocoda BBEACHHS, COCTOSIHUS M €ro TSXKECTH, COCTOSHHS, IOJUIEKAIEro
JICYCHUIO, a TaKXKe OT Pa3INYHBIX (PU3NUECKHX (PaKTOPOB, OTHOCAIIMXCS K MAILMEHTY, IPOXOASIIIEMY JICUEHHE.
Bo MHOTHX cilydasix y[OBJIETBOPHUTEIBHBIE PE3yJIbTaThl MOTYT OBITh MOJIyUYEHBI, KOTJa parajior BBOAST IPH Cy-
TOYHOHM J103MpOBKe, cocramisitomieil ot npubmmsntensHo 0,01-100 mr/kr, npeanoururensHo Mexay 0,01-25
MI/KT U Gonee mpeamoututenbHo Mexay 0,01-5 mr/kr. Oxupaercsi, YTO Ha3HAYEHHbBIE CYTOYHBIC JO3UPOBKH
OymyT U3MEHATHCS B 3aBUCHMOCTH OT ITyTH BBeJICHUS. TakuM 00pa3om, mapeHTepalibHas JO3MPOBKa OyIeT 4acTo
HaXOJWThCS Ha yPOBHSX MpHOsm3uTensHo oT 10 1o 20% oT ypoBHEH IepopabHON TO3UPOBKH.

Korzaa pananor npuMeHSIOT KaKk 4acTb peKMMa KOMOWHALIMOHHOHN Tepanuy, J03UPOBKU KaXJIOr0 U3 KOM-
MIOHEHTOB COYETaHMS BBOAAT B TeUcHUE TpeOyeMoro nepuopa jedeHus. KOMIIOHEHTBI codeTaHust MOTyT BBO-
IHUTBCSA B OJHO U TO e BpeMs; 100 B BU/E €AMHUYHON JO3UPOBAHHOW (OPMBI, coaepxarieil o6a KOMIIOHEHTa,
WY B BUJIE Pa3JIeNIbHBIX JO3UPOBAHHBIX €MHUIL; KOMIIOHEHTHI COYETAaHHsI MOT'YT TaK)K€ BBOAUTHCS B PA3IMYHOE
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BpeMsi B T€UCHHE IEPHOJIa JICUCHHUS] UM OJUH KOMIIOHEHT MOXET BBOJAMTHCS B KAYECTBE MPEIBAPUTEIHLHOIO
JICYCHUS IS IPYTOTO.

JlanHOoe u300peTeHre Takke MPEeJOCTaBiseT (hapMaleBTHYECKUE YIAaKOBKY WIM HA0Op, BKIIOYAMOLIHME B
ce0s oAnH WK 0oJiee KOHTEHHEPOB, COAEPIKAIIMX OJUH WM 0oJjiee MHTPEINEHTOB (papMaIieBTHIECKHX KOMIIO-
3uLmid n300pereHns. Heobs3aTenbHO acCOMUPOBAHHOM C TAKMMHU KOHTEiHEpaMK (KOHTEHHEPOM) MOXKET OBITh
YBEJOMJIEHHUE B BUJE MPEANUCAHNUS I'OCYAAPCTBEHHOTO YUPEKICHUS, PETYIUPYIOLIETO IPOU3BOACTBO, IPUMEHE-
HHUE WIH MPOJaXy (apMaIleBTUUCCKUX MM OMOJIOTHUECKUX MPOIYKTOB, MPHUYEM YBEIOMIICHHE OTpaXKaeT pas-
peleHne yUpeKAeHHUs Ha POU3BOICTBO, IPUMEHEHUE WM MPOAAXKY sl HA3HAUCHHS YEJIOBEKY. YBeIOMIICHHE
WK BKJIAJBIII B YIIAKOBKY MOTYT COJCP)KaTh MHCTPYKIMHU MO MPUMEHEHHIO paranora JaHHOTO H300pEeTeHUs], B
COOTBETCTBHH C PACKPHITHEM B IAaHHOM JOKYMEHTE.

Crenyromuye mpuMepbl COAEPKAT BAXKHYIO JOMOJHUTEIbHYI0 HHPOPMAIUIO, IEMOHCTPAIUI0 U PYKOBO-
JICTBO, KOTOPBIE MOTYT OBITh aNTUPOBAHBI K MPAKTUKE JTAHHOTO W300PETEHHS B €r0 Pa3IMYHBIX BOILIOMICHHUSIX
Y DKBHUBaJIeHTax. [IpuMepsl, Npe/ICTaBICHHbBIE TTyTeM WILTIOCTPAIMHU, HE CIIEyeT pacCMaTpuBaTh Kak OrpaHu4H-
BAaIOIINEe HUKaKUM 00pa3oM. MHOrouYucieHHbIe MOAWGUKAIINE W BapUaHTHl HACTOAIIETO M300peTeHHs OyIayT
OYEBM/IHBIMHU JUIsl CHIELMANIUCTa B JIaHHOW obOnactu. [lompasymeBaroT, 4yTo Takue MOAMU(HUKALMHA M BapUAHTHI,
BKJIFOYAIOIIME BBIOOP KOHCTPYKLUH MIPU OTOOPE, NOIYUSHNH, IPUTOTOBJICHUY KOMITO3ULIMY U BBEICHUHU pariajio-
ra JaHHOTO N300peTeHus; BEIOOP KOHCTPYKIIMHU CTEHTA, BEIIECTBA M CIIOCOOBI 3arpy3KH Ha HEro panajiora u J1oc-
TaBKU CTEHTA, DJIFOMPYIOIIETO JEKapCTBO; U T.JI. OXBATHIBAIOTCS 00HEMOM JTAaHHOTO M300pPETEHHSI M MPUIIOKEH-
HOH (opMyIbl H300peTeH M.

ConepkaHue BCeX LMTHPYEMbIX CCBUIOK, BKIFOUYAFOLIMX JIUTEPATypHbIC CCBHUIKH, BBIIAHHBIC NAaTCHTHI U
OIyOJIMKOBaHHBIC MMATCHTHBIC 3asBKU, KaK MX LUTHPYIOT IO BCeMYy NaHHOMY JOKYMEHTY, TAaKMM OOpa3oM, BbI-
PKEHHO BKIIIOUEHO MOCPEACTBOM CCHUTKH. B mpakTrke JaHHOro u300pereHus OyIyT HCIOIb30BaThCs, €CIIU He
yKa3aHO UHaYe, OOIICIPUHSATHIE METO/bl CHHTETHUYECKOH OPraHN4eCKOl XMUMHUH, BKIIFOYAsi U3BICUCHUE MPOIYK-
Ta, OYUCTKU U TOJYYCHHUS TOTOBBIX (HOPM, & TAKIKE KIETOUHON OMOJIOrUH, paboThl C KyJIbTypaMu KJIETOK, MOJIC-
KyJIApHON OWMOJIOTHH, TPaHCTEHHON OWMONIoruH, MUKpoOmonornu, pekomOuHanTHeIX JJHK u mMmMyHOMOTHH, KO-
TOpbIe HAXOAATCS B 00beMe KBauduKaiuu B o0nacT. Takue MeTO/Ibl MOSCHSIFOTCS MIOJIHOCTIO B IATEHTHON U
Hay4HO# nuTepaType. CM. Hampumep, B ciydae Ouosormueckux meronos: Molecular CloningUA Labora-
toryUManual., 2nd Ed., ed. by Sambrook, Fritsch and Maniatis (Cold Spring Harbor Laboratory Press: 1989);
DNA Cloning, Volumes I and II (D. N. Glover ed., 1985); Oligonucleotide Synthesis (M. J. Gait ed., 1984);
Mullis et al. U.S. Patent No: 4,683,195; Nucleic Acid Hybridization (B. D. Hames & S. J. Higgins eds. 1984);
Transcription And Translation (B. D. Hames & S. J. Higgins eds. 1984); Culture Of Animal. Cells (R. I. Fresh-
ney, Alan R. Liss, Inc., 1987); Immobilized Cells And Enzymes (IRL Press, 1986); B. Perbal., A Practical.
Guide To Molecular Cloning (1984); the treatise, Methods In Enzymology (Academic Press, Inc., N.Y.); Gene
Transfer Vectors For Mammalian Cells (J. H. Miller and M. P. Calos eds., 1987, Cold Spring Harbor Labora-
tory); Methods In Enzymology, Vols. 154 and 155 (Wu et al. eds.), Inmunochemical Methods In Cell And Mo-
lecular Biology (Mayer and Walker, eds., Academic Press, London, 1987); Handbook Of Experimental Immu-
nology, Volumes I-IV (D. M. Weir and C. C. Blackwell, eds., 1986); Manipulating the Mouse Embryo, (Cold
Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y., 1986).

Ipumepbi
[Mpumep 1. Croxublit a3¢up C-43 panamuIHa U 3TWIOBOTO pupa MeTUIIHoCHOHOBOH KUCIOTHI.

OrunveTrnpocHoOHOXIOPHIAT

K oxmaxnennomy (0°C) pactBopy mumdtmimermindocdonara (15,2 r, 0,1 monp) B 6ersone (30 mir) mobas-
nstot PCls (20,8 1, 0,1 Moub) ogHO# wacThio. Jlanee peakunonHyro cMmech nepememmuBaioT npu 0°C B Teuenue 2
4, pacTBopuTenb U mo0ouHbli npoaykT POCI; yaasisitor B BBICOKOM BakyyMme. [IpOIyKT MEpEroHsoT ¢ mojy4e-
uueM 12,7 r 6ecuperHoro mMacia: Ty, 52-54°C/1 mmHg; *'P-SIMP (121 MI'n, CDCl3) § 40,7.

Cnoxubiii 3¢up C-43 panamuiinHa 1 3TUIOBOrO 3¢hupa MeTHI(POCPOHOBOH KUCIOTHI.

K oxnaxnennomy (0°C) pacteopy panamununa (0,1 r, 0,109 mmoins) B 1,5 M1 quxiopMeTana 100aBiIsiOT
pactBop 3,5-nmytumuna (0,088 r, 0,82 mmonb) B 0,25 M quxiopmerana B atmocdepe N,, ¢ mocaenyromnum He-
MEJIJICHHBIM J100aBJIeHHEM pacTBopa dTuwiMetwidocdonoxmopuaara (0,078 r, 0,547 mmois) B 0,25 M1 quXII0p-
MmeraHa. becuBeTHbINH peakUMOHHBIH pacTBOp nepemeniuBaioT npu 0°C B Teuenne 3 4 (peakuio KOHTPOIUPYIOT
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MC; peakmoHHBIH 00paser pa3dasisiror HerocpeactBeHHO 50:50 CH;CN/H,0, 1 xamms JIMCO mnepen anamu-
30oMm). Xomoauslii (0°C) peaknmoHHBIH pacTBOp pazbaBisioT ~20 ma EtOAc, manee mepeHOCAT B pa3aesuTeNb-
HYI0 BOpOHKY, comepkamnyio EtOAc (150 mur) u HaceimenHsiii pactBop NaHCO; (100 mi). Ilocne ynanenus
BOJIHOTO CIIOSl OPTaHWYECKHIA CIION MPOMBIBAIOT mocienoBarenbHo ieasHoi 1H. HCI (1x100 M), HachIIeHHBIM
pactBopom NaHCOj; (1x100 mi1) 11 HachIIEHHBIM COeBBIM pacTBopoM (1x100 mi), namee cymar vag MgSO, u
KOHLIEHTpUPYIOT. HeouuileHHbI# NPOAYKT OYMIIAIOT (udmI-xpoMarorpadueil Ha cuinkarene (JIIOUPYIOT
0,5:10:3:3 MeOH/AXM/EtOAc/rekcan) ¢ nonyueruem 0,024 r Gemoro TBepaoro BeuiectBa (~2:1 muacrepeo-
MepHas cmechb): 'H SIMP (300 MI'u, CDCl3) 8 4,19 (m, 1Ha, 1Hb), 4,15-4,01 (M, 3Ha, 3Hb), 1,56-1,27 (v, 6Ha,
6HDb); *'P-SIMP (121 MI'y, CDCl3) § 32,1, 29,9; 1043 m/z (M+Na).

[Tpumep 1, anbTepHATUBHBIN CHHTES.

Panamuniie ¥ JUXJIOpMETaH 3arpykaroT B MPOAYTYIO a30TOM PEAKIMOHHYIO K0j0y. IlepemennBaeMpblii
pacTBOp OXJIAXMAT 10 mnpuonusutesibHo 0°C (BHELIHIO TEeMIEpaTypy, paBHy -5+5°C, MOmIEpKUBAOT B
TeueHne Bcel peakuun). PactBop stuiMerniadochoHoxIopuiaTa B TMXJIOpMETaHe Jajiee J00aBIsioT B TeUeHNUE
nepuoJia, paBHOTO NpuOIm3uTeNbHO §-13 MuH. [lanee HeMemIeHHO MOOABISIOT PacTBOp 3,5-MyTUAWHA B JH-
XJIODMETaHE B TCUCHHE IMEPUOJa, PAaBHOTO mpuOmm3uTenbHo 15-20 muH. B TeueHne obOenx mo0aBiIeHUM, BHYT-
PEHHIOI TeMIIEpaTypy peakUHOHHOW cMecu nojaepxkuBatoT Hike 0°C. OxiaxxJeHHbIA peaKIMOHHBIA pacTBOp
MEPEMEIINBAIOT B TEUCHHE 3 4, B TEUCHHE JAHHOTO BPEMEHH IPOTPECC PEaKIH KOHTPOIUPYIOT IO aHAIHA3aM
TCX (1:10:3:3 MeOH/OXM/EtOAc/rexcanbl) u obpamenHo-pa3noit BOXX. B ciyuae Hamiexamero xoxaa
PEaKIMOHHYIO CMECh pa30aBIIIOT ITHIIALIETATOM U 00pabaTHIBAIOT, KaK YKAa3aHO BBIIIIE.

[Mpumep 2. Croxubiit 3¢up C-43 panamuiiriHa 1 H-OyTHIOBOTO 3dupa MeTHIPOCHOHOBOM KHCIOTHI.

iy
~P-0,,

~°

B xonby, comepxamryto 1H-terpazon (~0,0002 r, 0,028 Mmmomns) mobaBisroT pactBop H-OyTanoma (0,041 r,
0,55 mmois) B 0,33 M1 IXM, ¢ mocnenyromum godasaeraneM pactsopa 3,5-mytuausa (0,090 r, 0,84 Mmmons) B
0,33 M IXM. IlomydeHHBIH B pe3ybTaTe Mpo3padHblii pacTBop oxiaxaaroT a0 0°C, namee m100aBISIOT B aTMO-
chepe N,, pactBop nuxsopanruapuaa Metmihochorosoit kuciaorsr (0,073 r, 0,55 mmons) B 0,33 Mt JIXM. Io-
JY4EHHYIO B pe3yJibTare Oelylo CyCIeH3MIO NEPEMEUIMBAIOT IIPU TEMIIEpaType OKpY)KalolIe cpe/ibl B TeUeHUE
Houu. K oxnaxnennomy (0°C) pacrBopy panamunmna (0,1 r, 0,11 mmouns) B 0,5 mut JIXM no6aBisitotT pactBop
3,5-nytuauna (0,090 r, 0,84 mmons) B 0,5 Mt JIXM, ¢ mocinenyromuM HEMEIJICHHBIM 100aBiaeHueM (ochopu-
JIMPYIOIIEro peareHTa (KeNThli pacTBop ¢ OesbiM ocaakom) U 1,0 mur npomeiBku JIXM. [omydeHHSBIH B pe3yiib-
TaTe KenThli pacTBop nepemennBaioT npu 0°C B Tewenue 1 4 (c nocnenyromeir MC). Xononustit (0°C) peak-
MUOHHBIA pacTBOp pazdaBisroT ~20 mu EtOAc, namee mepeHOCAT B pa3IeNHUTENFHYI0 BOPOHKY, COACPIKAIIYIO
EtOAc (120 mn) u Hacemmenssii pacteop NaHCO; (100 mun). Iocne ymangeHHs BOZHOTO CIIOS OpTraHHYECKHA
CJIOH MpoMBbIBaroT rocienoBarensHo JeasHol 1H. HCI (1x100 mur), HaceimenasiM pactBopom NaHCO; (3x100
MJI) ¥ HacBIIIEHHBIM coJIeBbIM pacTBopoM (1x100 mun), manee cymar vax MgSO, u koHueHTpupytoT. Heoun-
MICHHBIA MPOIYKT OYUINAIOT (IdII-Xxpomarorpadueit Ha cunukarene (dmoupyioT 0,25:10:3:3, mamee 0,5:10:3:3
MeOH/IXM/EtOAc/rekcan), nanee OD BIXKX (85% MeOH/H,0) ¢ momyuennem 0,063 r Gemoro TBEpIOro
Bemectsa (~2:1 muactepeomepnas cmecs): 'H SIMP (300 MI'u, CDCls) & 4,15 (m, 1Ha, 1Hb), 4,11-3,89 (M, 3Ha,
3Hb), 3,04 (m, 1Ha, 1Hb); *'P-SIMP (121 MI'n, CDCl;) & 32,1, 29,9; 1071 m/z (M+Na).

pumep 3. Croxasbnii a3¢up C-43 pamamMunyHa U 2-METOKCHITIIIOBOTO ddupa MeTHI(ocHOHOBOH KUCIIO-
TBL

CoenuiHeHHe, yKa3aHHOE B 3aroJIOBKE, CHHTE3MPYIOT COCOOOM, CXOJHBIM C ONMCAHHBIM UIsl IpUMepa 2.
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TIpOAYKT HONy4alOT B BHE OEIOr0 TBEPAOro Bemiectsa (~2:1 amactepeoMepHas cmech): - P-SIMP (121 MIx,
CDCl;) 6 33,0, 30,8; 1073 m/z (M+Na).
Ipumep 4. Cnoxubiii 3¢up C-43 panaMuiiHa U 2-3TOKCHITHIOBOTO 3dupa MeTr(hoCcHOHOBOM KHUCIOTHI.

CoenrHeHHe, yKa3aHHOE B 3aroJIOBKE, CHHTE3UPYIOT COCOOOM, CXOJHBIM C ONMCAHHBIM UISl IpHMepa 2.
TIpOAYKT HONy4aiOT B BHE OEIOr0 TBEPAOro Bemiectsa (~2:1 amactepeoMepHas cmech): - P-SIMP (121 MIx,
CDCl;) 6 32,8, 30,8; 1087 m/z (M+Na).

[pumep 5. Cnoxwsrii 3¢pup C-43 panaMuIiHa ¥ H-IPOMHIOBOTO dPUpa METHIPOCHOHOBOIH KUCTOTHL.

CoenvHeHHe, YKa3aHHOE B 3ar0JIOBKE, CHHTE3UPYIOT CIIOCOOOM, CXOIHBIM C ONMHMCAHHBIM AJIS MpuMepa 2.
[TpoaykT mosnydaroT B Buje 0eIoro TBEpAOro BeriecTBa (~2:1 quactepeoMepHas CMech): S'p_IMP (121 MTI'n,
CDCl;) 6 32,1, 29,9; 1057 m/z (M+Na).

[Mpumep 6. Crnoxublit 3¢up C-43 panamMuIHA 1 H30IPONMIOBOTO 3Gupa MeTHIIHOCHOHOBOH KUCIOTHI.

9
)\0 ,P-'O,,v
=0

CoenuHeHHE, YKa3aHHOE B 3ar0JIOBKE, CHHTE3UPYIOT COCOOOM, CXOJHBIM C ONMCAHHBIM Ui MpuMepa 2.
IIponykt momyuaroT B Buae Oenoro TBepaoro BemecTBa (-2:1 amactepeomepHas CMech): 3p_MP (121 M,
CDCl3) 6 31,3, 28,8; 1057 m/z (M+Na).

Ipumep 7. Cnoxusriii 3¢pup C-43 panmamurvaa 1 2-(2-THAPOKCHITOKCH )3THIIOBOTO dhupa MeTriahochoHO-
BOM KUCJIOTBL.

CoennHeHNe, yKa3aHHOE B 3ar0JIOBKE, CHHTE3UPYIOT CIOCOOOM, CXOJHBIM C ONMCAHHBIM Ul TIpHMepa 2.
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TIpOAYKT HONy4alOT B BHE OEIOr0 TBEPAOro Bemiectsa (~2:1 amactepeoMepHas cmech): - P-SIMP (121 MIx,
CDCl) 6 32,7, 30,9; 1103 m/z (M+Na).
Ipumep 8. Cioxubiit 3¢up C-43 panaMuiiHa 1 THaMHHOPOCHUHOBON KHCIOTHI.

Croxuslit 3¢up C-43 panamunina 1 AuaMuHO(QOCHUHOBON KHCIOTHI

K mepememmBaemomy pactBopy (0°C) panmamuraa (0,109 1, 0,12 MMOiB) U 4-TUMETHIAMAHOIIUPHUIINHA
(0,072 1, 0,59 mmomsb) B 5,0 Mt IXM mobaBnsroT mo kammsim okcuxiopun ¢ocdopa (0,050 v, 0,54 Mmob).
ITocne meproma BpeMeHH, paBHOTO 15 MUH, cMech pa30aBIIOT JONMOTHUTENEHEIMA 5,0 Mi IXM # oXIakgaroT
1o -78°C. [lanee yepe3 peakHOHHYIO CMech 0apOOTHPYIOT aMMHAaK B TeUEHHE ABYXMHUHYTHOTO IEpHOJa C IIO0-
JTy4eHHEM IIJIOTHOTO 0enoro ocaaka. PeaklMOHHYIO cMech jAaiee paclpeaeisioT MexIy OnudasHoil cMechio U3
75 mi EtOAc u 25 mn 5% Boan. HCL. Opranudeckyio 4acTh MPOMBIBAIOT MOCJIEI0BATENBHO 25 MII BOJBI M 25 MIT
HACBILIEHHOT'O COJIEBOTO pacTBopa, cywar Hax MgSO4 u koHUEeHTpUpYIoT. [loydeHHBIH B pe3ynbTare 0calioK
ounmanT ¢unm-xpoMarorpadpueldl Ha cuiukarene (MOUPYOT 9:1 nUXIIOpMETaH/METaHOI), YTO NMPHBOIUT K
nonyuennio 0,029 r tpeGyemoro npoxykra: > P-SIMP (121 MI'u, CDCls) 16,4; 1014 m/z (M+Na).

[Mpumep 9. Croxublit 3¢pup C-43 panamuHa 1 AUMETHIHOCHHUHOBOI KUCIIOTHI.

Croxusiit 3¢pup C-43 panamunuaa 1 uMeTHI(HocHUHOBON KHCIOTHI

K oxnaxnennomy (0°C) pactBopy panamunmaa (0,1 mmons, 0,109 r) B 1,8 M auxiopmeraHa 100aBisioT
0,168 T (0,82 MMonB) 2,6-mU-TpeT-OyTHII-4-METIIITUPUINHA, IO TOKOM Nj, ¢ MOCIEeIYOINM HEeMEeICHHBIM
nmo0aBJIeHHEM pacTBOpa XJopaHruapuna auMeTmidochuHoBoit kucmotsl (0,062 r, 0,547 mmons) B 0,2 M 1u-
xsopMeTana. Clierka )XenThlii peakKIMoHHBIN pacTBop nepeMemmBaioT pu 0°C B atmocdepe N», B Tedenue 3,5 u
(peaxmuro xoHTpoupytoT TCX). Xomoansni (0°C) peakunoHHBIH pacTBop pazbasmaor ~20 mu EtOAc, nanee
MEPEHOCAT B Pa3IEIUTEIbHYIO BOPOHKY, coaepkamnyio EtOAc (150 i) n HaceimenHsrit pactsop NaHCO; (100
mi). Ilocne ymaneHHs BOJHOTO CIIOS OPraHMYECKHH CIIOM IpOMBIBAIOT mocienoBatensHo neasHor 1u. HCI
(1x100 mm), HacemenabM pactBopoM NaHCO; (1x100 M) 1 HaCBIIIEHHBIM cosieBbIM pacTBopoM (1x 100 mui),
nanee cymar Hag MgSO4 M KOHUEHTpHUPYIOT. HeounnieHHbIH NpoayKT ouumiarT ¢iaui-xpomarorpadueii Ha
cuikaresne (auoupyror 1:10:3:3, nanee 0,5:10:3:3 MeOH/JIXM/EtOAc/rekcan) ¢ noaydenuem 0,092 r 6enoro
TBepaoro Bemectsa: 'H SIMP (300 MI'u, CDCl;) § 4,18 (M, 1H), 4,10-3,89 (m, 1H), 3,05 (m, 1); *'P-SIMP (121
MTI', CDCl;) 8 53,6; 1013 m/z (M+Na).

IIpumep 9, anbTepHATUBHBIN CHHTE3.

PanamMuuyH 1 nuxsiopMmeraH 3arpykarT B HPOIYTYIO a30TOM pPEakLHOHHYI0 KoiOy. IlepemernrBaemblii
pactBop oxynaxnarT a0 npubiausutenbHo 0°C (BHEIIHIOI TeMIleparypy, paBHYyIO -5+5°C, moaiepKuBaioT B
TeueHne Bcel peakuuu). PactBop xyopanruapua quMetnidochuHoBoi KUCTOTHI (2,0 MOJISIPHBIX SKBHBAJIECHTA)
B JUXJIOPMETaHE jajiee JoOaBIISIOT B TEUCHHUE MEPHO/a, PABHOTO NpUOIn3nTenbHO 8-13 MuH. [lanee HemenseH-
HO 100aBIAIOT pacTBOp 3,5-myTuanHa (2,2 MONSAPHBIX KBHBAJICHTA) B IUXJIOPMETAaHE B TEUCHUE MEPUOJIA, PAB-
HOro mpuoONM3uTenpHO 15-20 MuH. B Tedenme obomx n00aBlIeHHUN, BHYTPEHHIOK TEMIIEPATypPy pEaKIMOHHON
cmecu noguepxkuBatoT Hike 0°C. OXaXIeHHBIH peaKIIMOHHBIN pacTBOpP MEPEMEIINBAIOT B TeUCHUE | 1 1 nanee
TIEPEHOCHT, B €IIIe XOJIOAHOM COCTOSIHUU, B OKCTPAKTOP, COAEPKAITUI HACKHIIEHHBIH BOIHBIN pacTBop NaHCO;
U MeTHI-TpeT-0yTrioBbIi 3¢up (MTBD), stunanerar win Au3TUIIOBBIH 3¢up. O0pa3ibl B X0€ npoliecca 0TOu-
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paroT mpu oTMEeTKaX BpeMeHH, paBHBIX 30 u 60 MuH. OOpa3Isl TOTOBAT 00pa30M, CXOTHBIM C OTTHCAHHBIM IS
o0Opabotkn peakmuu. [IpoTexkanme peakmuu KOHTposmpyloT 1o aHamm3am TCX  (1:10:3:3  Me-
OH/IXM/EtOAc/rekcansl) u oopamieHHO-(Gasroit BOXXX. BoimeneHHbIN OpraHMYecKuii CI0H MOCIeI0BaTeIbHO
npomeiBatoT JeasHon 1H. HCl, naceimenasiM BoaHbIM pacTBopoM NaHCOj; (2X) 1 HACHIIIICHHBIM BOJHBIM pac-
tBopoM NaCl, nanee cymar Hazg cynbparom Hatpus. [locne GuibTpanuu U yianeHus pacTBOPUTEIS, HPOBOIST
3aMEeHy pacTBOPHTEIISl y OCTaTKa alleTOHOM, C MOCIEAYIOIUM KOHIIEHTPHUPOBAaHUEM B BaKyyMe C MOJIyYeHHEM
HEOUHILEHHOTO TPOJYKTa, KOTOPBIH MOXET ObITh MPOAHAJIM3UPOBAH HA YUCTOTY HOPMAIBHO- W OOpalieHHo-
¢aznoit BOXX.
[Mpumep 10. Cnoxusrit 3¢up C-43 panamunuHa 1 qUITHIOBOTO 3¢hupa GochopHOit KHCIOTHI.

o3
/\o’P 0.,

CoenuHeHHe, yKa3aHHOE B 3ar0JIOBKE, CHHTE3UPYIOT CIOCOOOM, CXOJHBIM C ONMCAHHBIM UIsi puMepa 9.
[IponykT momy4aroT B BUe 06€JI0r0 TBEPAOTO BEHIECTBA! 3p_SIMP (121 MT'u, CDCls) & 1,2; 1073 m/z (M+Na).
[Mpumep 11. Cnoxusrii 3¢up C-43 panamununa u qudeHnnpochruHOBON KUCTOTHI.

Q
PL\:_ o,
P

=0

CoenvHeHNe, YKa3aHHOE B 3ar0JIOBKE, CHHTE3UPYIOT CIIOCOOOM, CXOIHBIM C ONMHMCAHHBIM AJIS mpumepa 9.
TIpoAyKT MOTy4aloT B BHAE Genoro Tepaoro semectsa: ° P-SIMP (121 MI'i, CDCly) § 31,3; 1137 m/z (M+Na).
[Mpumep 12. Cnoxnsit 3¢pup C-43 panamunmHa U U3 THIAPOCHUHOBON KUCIOTHI.

CoenuHeHHe, yKa3aHHOE B 3ar0JIOBKE, CHHTE3UPYIOT COCOOOM, CXOJHBIM C ONMCAHHBIM UIsi mpuMepa 9.
[IponykT moiy4aroT B BUaE OEJI0T0 TBEPAOTO BEUIeCTBA! Sp_gmp (121 MI'u, CDCl3) 6 61,3; 1041 m/z (M+Na).
[Mpumep 13: Tonyyenue dochopconepkalinx IPOU3BOIHBIX CI0kKHOT0 3hupa anu-C-43 panaMunHa
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%
$-0
Q (R)2
(H)z/P\OH , PPhy RgN

E10,CN=NCO,E!

43-3mMcoeIMHEHNS THIIA, TIOKa3aHHOTO BEIIIE, MOTYT OBITH TIOJYYCHHI afanTtamnuei cocooos Kay, P. B. et
al., J. Chem. Soc., Perkin Trans. 1, 1987, [8], 1813-1815, ¢ ucnonb3oBaHHEM yKa3aHHBIX peareHTOB, rae R u
Kakaeld R' mpencraBisier coOol 3aMENICHHBIM WM HE3aMeIleHHBIH anudarndeckuid, anmndarndeckuii-O-,
apWJIbHBII, apHIIOKCH, T€TePOAPUIIBHBIN, FeTePOapHIIOKCH, U T.II. (hparMeHT.

[Mpumep 14. [onyuenue pochopceBsazaHHbIX Mpor3BoaAHbIX C-43 panamunuHa.

HO

1. R*-X, ocHoBaxue

2. Q

P~
R)2 H , OCHOBaHve

®ocdopcpsizaHHbIC COEANHEHUS THIIA, TIOKA3aHHOTO BBIIIE, MOTYT OBITh HOJYUYCHBI aJlanTanueil crnocodos
Yamashita, M. et al., Bull Chem. Soc. Japan, 1983, 56, 1871-1872 ¢ ucnonp30BaHNEM yKa3aHHBIX PEarcHTOB,
rae X mpeAcTaBisieT coOOW TajoreH wid aHruapun, Hampumep, R*X renepupyer C-43 R*O-¢dparment, koto-
PBII IEHCTBYET B KadecTBE YXOISIIECH IpymImbl, ¥ B KAKAOM ciydae R mpencrasiser co0oi 3aMeNeHHBIH WIH
HE3aMCIICHHbIN anudarnyeckuii, anudaTudeckuii-O-, apuIIbHBINA, apUIIOKCH, TeTePOAPHIBHBIN, TeTePOapHUIOK-
CH,  T.II. parMeHt.

[pumep 15. [onyuenue pochopcoaeprkalnx aTKUIaAMUHCBSI3aHHBIX TPOU3BOIHBIX C-43 panamunnHa.
HO

o4 1. R*X, ocHoBaHue

2, g NH
(Rl CH ™

AMMHCBSI3aHHBIE COCAMHEHUS THIA, OKA3aHHOTO BBIIIE, MOTYT OBITh HOJYUYESHbI ajanTtaiueil crocodos
Cavalla, D. et al. Tet. Lett., 1983, 24, 295-298; Grinfield, A. et al., WO 98/09972 u Or, Y.S. et al. ITateut CIIIA
5583139, c ucronbp30BaHHEM YKa3aHHBIX PEareHToB, rje X NPEeACTaBIseT CO0OM ralloreH WiM aHTUAPHI, Ha-
npumep, R*X renepupyer C-43 R*O-¢parmeHT, KOTOpBIi AEHCTBYET B KAUECTBE YXOJSIIEH I'PYMIIbI, M PaBHO
yuecny ot 1 no 10, n B kaxkgom ciaydae R mpencrasiser co0oi 3aMeleHHBIH WM He3aMeleHHbIN anndarnye-
ckuit, amdarudeckuii-O-, apuiIbHBIHN, ApUIOKCH, TETEPOAPHUIBHBIN, TeTEPOAPUIIOKCH, U T.II. (pparMeHT.

[pumep 16. [Tomyuenne hocdopcomepkamux d3PUPCBA3aHHBIX MPOU3BOIHBIX C-43 panamMuinHa.
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Q

- _P
(R)y” “(CHp)# O

?

/P\

(RY" “(CHzkiX

D¢ups THIA, TOKa3aHHOTO BbIILE, MOTYT OBITh IOJIy4YeHBI ajanTtaiueii ciocobos Cottens, S et al., Mexny-
HaponHas 3asBka PCT nyonukarust Ne WO 94/09010 u Cheng, D. et al., WO 98/09970, ¢ ucnosis30BaHHEM yKa-
3aHHOTO peareHTa (M OCHOBaHUs), T1ie X MPEICTABIICT COO0H YXOISIIY0 IPyMIly, m paBHO uucity oT 1 10 10, u
B KaXXJIOM ciy4ae R mpencraBnsger co0oil 3aMeIIeHHBIN WM He3aMeIIeHHBIH anudaTudaeckuil, ampaTHdecKuii-
O-, apWIbHEINA, apUIOKCH, TeTEPOAPUITBHBI, TETSPOAPHIOKCH, U T.I1. (hparMeHT.

[pumep 17. ITomyuenne hocdopconepKamux aNKHITHOCBI3aHHBIX TPOM3BOIHBIX C-43 panmaMuIiuHa.

1. R*-X, OCHOBaHue
R)”
2 HS-PG, ocHoBaHue

3. CHATUe 3aluUTb!

0
il

Tuosdupsr THIA, TOKA3aHHOTO BBIIIE, MOTYT OBITH MOYyYeHHI aganTtanueil cnocodos Grinfield et al., mex-
nyHapoxanas 3asBka PCT myGmmkarus Ne WO 98/09972, ¢ ncnons30BaHHEM YKa3aHHBIX pPEareHToB, Tae X mpel-
CTaBIIIET OO0 TajloreH win aHTUApU, Harpumep, R*X rerepupyer C-43 R*O-parmeHT, KOTOpEI qeiicTByeT
B KaueCTBE YXOAIIEeH rpynmsl, m paBHO yuciay oT 1 mo 10, PG mpencrapisier 3amuTHYIO TPyMITy THOJIA U B Ka-
KoM citydae R mpencraBisier co0Oi 3aMelleHHbIH MM He3aMellleHHbIN anudartuieckuil, anndparndeckuii-O-,
apWIbHBIH, apUIIOKCH, TE€TEPOAPUIIbHBIN, TETEPOAPUIIOKCH, U T.II. (PparMeHT.

[Mpumep 18. Ilomyyenue nomnoaHUTENBHBIX (ochopcoepKaliuX THOCBI3aHHBIX Npou3BoaHbIX C-43 pa-
namMuIuHa.

A

1, R*-X, OCHOBaHue

o]

R

|
~
SH | ochceaHme

2Ry

B

1. R"-X, ocHoBaHue
2.* HS-PG, ocHoBaHre

3. CHATUE 3aluTbl

0
4, (R){*" X
, oclioBaHue
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Tuosdupsl THMa, MOKA3aHHOTO BBINIE, MOTYT OBITH TOJYYEHBI afanranmeld crocoboB Yuan et al,
Synthesis, 1989, 1, 48-50 (Ilytp A) unu Grinfield et al., mexnynapoauas 3asBka PCT my0nuxaius Ne WO
98/09972 n Masson S. et al., Bull. Soc. Chim. Fr., 1996, 133, 951-964 (Ilyts B), ¢ ucnosibp30BaHreM yKa3aHHBIX
peareHToB, rae X TpeAcTaBIsgeT COOOM ramoreH Wid aHruapup, Hampumep, R*X remepupyer C-43 R*O-
(parMeHT, KOTOPBIil IEHiCTBYET B KauecTBE YXOASIIEH IPyNIbl, M paBHO yuciay oT 1 1o 10, 1 B KaKI0M citydae
R mpencraBisier coboli 3aMelIeHHBI WM He3aMELeHHBIN anudaruueckui, anudarnueckuii-O-, apuiIbHBIH,
APWIIOKCH, FeTEePOAPHUIIbHBIN, TE€TEPOAPUIIOKCH, H T.II. parMeHT.

[Mpumep 19. [onyuenue pocdopcoaepkalix aMUHOCBSI3aHHBIX IPON3BOIHBIX C-43 parnamuiuHa.

?H

‘.n)a/P._N

1. R-X, OCHOBaH1e
2NaN, unun HN-PG,

—0

3,**PPh,, THF unm chsiTue
3aLMTh)

JOCHOBaHME |1

CoenuHeHHsT THMA, MTOKA3aHHOTO BBIIIE, MOTYT OBITH IMOJy4YeHbI afanTanuei crocoboB Grinfield et al.,
mexayHapoaHas 3asBka PCT nyonukanus Ne WO 98/09972; u Bravo, F. et al., Tetrahedron: Assymetry, 2001,
12, 1635-1643; u Wang M., et al., J. Org. Chem., 1995, 60, 7364-7365, ¢ ucnonp30BaHHEM yKa3aHHbBIX pearcH-
TOB, THIe X MPEICTaBIsAET COOOW rajioreH Wwid aHruapuj, Hanpumep, R*X renepupyer C-43 R*O-dparmenr,
KOTOPBIIl JefCTBYeT B KauecTBe yXoJsllel rpymnmsl, m paBHO uuciy oT 1 1o 10, PG npezacrasiser 3aliuTHYIO
TPYNILy ¥ B K&XAOM ciydae R npezcrasisier co0o0it 3aMelieHHbI WM He3aMeIleHHbIN anudarnueckuil, anuda-
THaecKkuii-O-, apIIIbHBIN, apIIIOKCH, TETEPOAPIITBHBIN, FeTePOAPUIIOKCH, U T.I1. ()PArMEHT.

pumep 20. [Monyyenue dochopcoaepxkammux aMHHOCBI3aHHBIX MPOU3BOIHBIX CMEIIAHHOTO CIO0KHOTO
a¢upa C-43 pamamuriaa

1. panaMuLuH, ocHoBaHwe

R— g\, ;I TeTpasona

2. HX-R', ocHoBaHue

CoenuHEeHHs TUIIA, TOKA3aHHOTO BBIIIIE, MOTYT OBITh MOJY4EHBI aaanTamnueii cocobos Zhao, K. et al., Tet-
rahedron, 1993, 49 363-368, ¢ UCIOIB30BaHUEM YKAa3aHHBIX PEarcHTOB, rae X mpejacrariser coboit NH, O wim
S, u B xaxaoM cirydae R u R' peacraBisror coOoi 3aMEIEHHBIN WM HE3aMCIICHHBIN anndaTHIeCKuil, rere-
poanndaTn4ecKuii, apyiIbHBIH WM reTepoapuibHbIi GparmenT (mm ecian X npencrasisier NH, R' moxer npen-
cTaBisATh H).

[pumep 21. Jomomaurensabie O-P-cBsS3aHHBIC COSIMHEHMUS.

Rpo

~0
R X

OCHOBaHuWe
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CoenvHEeHHS TUTIA, IOKA3aHHOTO BHIIIE, MOTYT OBITh TOXYYEHBI afganramuei cnocobos McCallum, J. S., et
al., Synthesis, 1993, 8, 819-823, u Nifantyev, E.E. et al. J. Organomet. Chem., 1997, 529, 171-176, ¢ ucno:b30-
BaHHEM yKa3aHHBIX PEareHTOB, TJe X IMPeACTaBIIeT CO00H yXOAAIIYIO TPYIILY.

[Tpumep 22. JlonoJHUTENBHBIE COSAMHEHNUS.

IMonyuenue pochopcoaepxanux 3GUPCBI3aHHBIX MPOU3BOAHBIX C-43 panamunyHa (CM. YCIOBHUS CBSI3bI-
BaHUs U 0003HaueHus R rpynme! B npumepax 1, 2, 5, 11, 17-20)

1. PG-X— (nuHKep)-X Q
OCHOBaHue P
(rae nuHKep=ankun, apun; (Rl -X-(linker)—XX

X=yxoaswan rpyana; X'= 0,
NH, S; PG = 3aWWHUTHAR
rpynna)
2, CHATHE 3aLUThI
3. CM. YCNOBUA CBAIbIBANWA
1 obosHauenun R rpynnb
8 npumepax 1,2,5,11, 17-20

Cattans, S. 6!, al. PCT
Int. Appl. [1994) WO
$4/08010 and Cheng, D.
ot. al. PGT Int. Appl.
[1998) WO 08/09970)

[Mpumep 23. [onyuenue pochopeszaHHbIx cnokHbIX ddupo [13I" u C-43 panamunuHa.

[0}
I
CHa(OCHCH2%r & k- .
CHa(OC HyC Hp)g-OH, q=5-450
Q¢ 885nyman o ‘
—l’: — g panamuumt on
®  rerpason CH5OCHCHY)y- & 3, 5.nyTvann, ¢

(0°C -> 11, B TeueHue Houm), (st 0°C
q=5-450

ITpumep 24. Ouncrka.

CoenrHEHHs BBILIETIPUBEACHHBIX MIUTIOCTPATUBHBIX ITPUMEPOB MOTYT OBITh OYMIIEHBI C HCIOJIb30BaHUEM
¢mm-xpomaTorpaduei Ha cuimKarese Ui yIaJeHnsl BO3MOXKHBIX IIPUMECet, TAKUX KaK OCTaTOYHbIE PeareHThI
(BKJIIOYAsl OCTATOYHBINA pallaMHUIMH WM MCXOIHOE BEIIECTBO panajiora) ¥ HeKelaTelbHble MOOOYHBIE TPOAYK-
Tol. [Togxomsimue cuctemsl (aII-xpomMaTorpaduu BKIIOYAIOT KOMMEPUYECKH JTOCTYITHBIE CHCTEMBI C IIPEABAPH-
TEJIBHO 3aI0JHEHHBIMU KapTpumkamu, Takue kak cuctembl BIOTAGE, Inc. (PO Box 8006), Charlottesville, Va
22906-8006. MoryT OBITH HOIY4eHBI KapTPHIKH, COIEp)KaINe OKCHI KpeMHHs ¢ pasmepoMm uactuil ~30-70
MKM, pazmepom nop 60 A. Huke npesacrapieHa THIOBAsk METOMKA VISl MCTIONB30BAHMS TAKUX CHCTEM (JIBII-
xpomarorpaduu sl OYUCTKU COCTUHCHUIN TaHHOTO H300PETCHUS.

HeounieHnslii OpoayKT pacTBOPSIOT B MUHUMAJIBHOM KOJIMYECTBE COOTBETCTBYIOLLEIO PACTBOPUTEISL
(manpumep, "JAXM") u Hanocsar Ha kaptpumk FLASH Biotage. Henmomnsipueie npumecu amoupytot JIXM, ¢ no-
CJICIYIOLINM 3JTIOMPOBAHUEM TPOIYKTa CHCTEMON pacTBoputencii, Takoi kak 0,5:10:3:3 MeOH/IAXM/EtOAc/
rexcad. KoHeUHyI0 NpPOMBIBKY KOJOHHBI OCYLIECTBISIFOT, Halmpumep, cuctemoil pactBoputeneil 1:10:3:3 Me-
OH/JIXM/EtOAc/rekcan. CoOpaHHble (paknuu MOryT ObITh IpoaHanusupoBanbl TCX, HOpMaibHO- U 00pa-
menHo-¢pa3zHoi BOXX. ®pakmum uncToro ¢ IByx wim Ooliee NUKIOB SIIOMPOBAHUS HICHTU(QHUIMPYIOT HOP-
ManbHO-(azHoi BOXKX, namee oObeqMHSAIOT U KOHIIEHTPUPYIOT B BakyyMme. J{Js yiydmieHus oOImero BbIXOAa
OYMIIIEHHOTO TPOAYKTA 3arps3HEHHbIE (HPAKIUM MOTYT OBITH ITOBTOPHO OYMINEHBI Ha OTICIBHON cucTeMe
FLASH Biotage, ¢ ucrmomnb30BaHHEM TeX K€ ITIOMPYIONINX PACTBOPHUTENEH M KPUTEPHEB YHCTOTHI IJIsl COYeTa-
HHUSL.

MHO0XeCTBO ITyJIOB OYMINEHHOTO MPOAYKTa WHAMBHIYaJIbHO IOABEPralOT MHOKECTBEHHOMY OOMEHY pac-
TBOPUTEIIS, HAPUMEP, Ha alleTOH (00bIUHO 4-6 pa3) U fanee OObEAMHSIOT, UCIIONIB3Ys TOT K€ CaMbIii PACTBOPH-
TeNb (HampuMep, alleTOH) B KayecTBE pacTBOpUTENs nepeHoca. Ilepes oObeqHEHHEM ITyJibl MOTYT OBITH TPO-
AHATM3UPOBAHBI JUISL TOTBEPKICHHS TPUEMIIEMOM YHCTOThI. JIOMONHUTEIbHBIC 0OMEHBI pacTBOpPHUTENS (00ObIU-
HO 2) MOTYT OBITh OCYIIECTBJICHBI C TEM K€ PacTBOPHUTEINIEM (alleTOHOM, B JaHHOM ITpUMepe) Ha KOMOMHUPOBAH-
HOH 3arpy3ke IpoJyKTa, KOTOPYIO Jlajiee CyllaT B BaKyyMe JI0 IOCTOSIHHOW Macchl IIpU TeMIIepaType OKpyKaro-
MeH cpenbl ¢ MONMyYeHHEM BEIIECTBa, U3 KOTOPOro MOTYT OBITh OTOOpaHbI 0Opa3ubl Uil KOHTPOJIS KadecTsa,
eci TpedyeTcs.

[pumep 25. CoequHeHNe, HAHECEHHOE Ha COCYTUCTHIA CTCHT.

Ha crent u3 Hepxaseromeit cramu Duraflex™, umeromuit pasmepsr 3,014 MM, pacbUISIOT pacTBop ¢ 25
MI/MJI COEAMHEHNS JTI000T0 U3 MpuMepoB 1-12 B pactBopuTene, TakoMm kak 100% 3TaHOI, alleTOH WM 3THIIALe-
taT. CTEHT CylIaT U PacTBOPUTENb BHINAPUBAIOT, OCTABILISI COCAUHEHNE Ha MOBEPXHOCTH creHTa. Comonumep
75:25 PLLA/PCL (mocraBnsieMblii Ha peiHOK Polysciences) mony4ator B 1,4-quokcane (OCTaBIIsEMblil Ha pbl-
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HOK Aldrich Chemicals). CTeHT ¢ HaHeCEHHBIM COSIMHCHHEM YCTaHABIMBAIOT HA CEPICYHHKE, BPAIIAIOIIEMCS
npu 200 00./MHH ¥ TyILIKa paclbUICHHs PACIpe/elsieT pacTBOP COMOJIMMEPA IIPU MENKOIUCIIEPCHOM pacibLIe-
HUU Ha CTEHT C HAaHECEHHBIM COSAMHEHHEM, TI0 Mepe ero BpaimieHus B TeueHue nepuoga 10-30 c. CteHt ganee
MOMEINaroT B Tiedb npu 25-35°C Ha Bpemst 10 24 4 10 TIOJTHOTO UCTIAPEHUS PACTBOPHUTETIS.

[Ipumep 26. YBenuueHHOE HaHECEHUE COCTUHEHUS Ha COCYIUCTBIM CTEHT.

Crenr u3 HepxkaBetouied cranu Duraflex™ (3,013 mm) Hape3aroT s1azepom u3 TpyOku. [linomnians mosepx-
HOCTHU JId HAHCCCHUS JICKApCTBA YBCIMYMUBAIOT YBCIMYCHUEM HICPOXOBATOCTU MOBEPXHOCTU CTCHTA. HIIOU_laIlb
MIOBEPXHOCTH U 00BEM CTEHTA MOTYT OBITh Jlajiee YBEJIUUCHbI CO3/IaHneM 00po310K mupuHoi 10 HM U Ti1yOuHOI
5 HM BJIIOJIb CTHIKOB PacIopku cTeHTa. bopo3mku co3paioT B 001acTsaX, KOTOPbIE HCIBITHIBAIOT HU3KUH CTpecc
IPU PacIpOCTPaHEHHH, TaK YTOOBI IPOYHOCTh PAAMAIBLHOTO CXKaTHsl HE yMeHbIanack. CoemHeHue J11000ro U3
npumepoB 1-12 nanee MokeT OBITH HAHECEHO Ha CTEHT M B OOPO3JKH IOCPEIICTBOM IIOTPY>KEHHSI CTEHTa B pac-
TBOP WJIM PACIBUICHUS] HA CTEHT PAacTBOpPa COCAWHEHMS, TTOJYYEHHOTO B PACTBOPUTENE C HU3KUM ITOBEPXHOCT-
HBIM HaTSDKEHHEM, TaKOTO KaK AWXJIOPMETaH, M30NPONMIIOBBIN CIIUPT, alleTOH, STHIIALETAT, 3TAHOJ WM MeTa-
Hoit. CTeHT Jajiee CymiaT U COeAMHEHUE OCTACTCsl Ha IIOBEPXHOCTH CTEHTAa M B OOpPO31Kax, KOTOPBIE CIyXKaT pe-
3epByapoM JekapcTBa. [lanee Ha CTEHTE OCaXIar0T MapuiIeH, YTOObI CIy>KUTh 0apbepoM, JIMMUTHPYIOMIUM CKO-
pocts. CoelMHEHHE 3ITI0NPYETCs CO CTEHTA B TEUCHUE NIEPHO/a BpEMEHH B HHTEpBaiie oT | aHs 10 45 qHeil.

ITpumep 27. CoenuHeHue r000T0 U3 MpUMEpPOB 1-12 pacTBOPSIOT B ATHUJAIETATE, JAJIee PACHBUIAIOT Ha
CTCHT M OCTaBJIAIOT BBICBIXATh, UCIIAPASA PACTBOPUTEIIb, TPUIYEM COCIAMHCHUC OCTACTCS Ha MOBEPXHOCTU CTCHTA.
Marpuna wiu 6apbep (CHIMKOHOBBIH Kaydyk, noiurerpadropatuieH, PARYLAST™, napuseH) pacnbuisioT
WK OCAXJIAIOT Ha CTEHTE, MHKAINCYIUpys coenuHeHne. KoanuectBo coeaunenus Bapsupyet oT 100 MKr 10 2 Mr
IIPU CKOPOCTSIX BBICBOOOKAEHMS OT 1 1HS 10 45 nHei.

ITpumep 28. MaTpuiy ¢ coeIUHEHUEM, HAHECEHHBIM Ha CTEHT, MOJIYy4aroT, KaK OMUCAHO B IpuMepe 25 u
Jlajiee er0 MOKPHIBAIOT WJIM €€ PACHBUISIOT C BEPXHUM IOKPBITHEM Oapbepa, JIUMUTHPYIOIIET0 CKOPOCTb, W/WITN
MaTpHIleil 6e3 lekapcTBa, Tak YTOOBI OHA JecTBOBaJa Kak Oapbep, TMMUATHPYIOIIHI CKOPOCTh. AIIBTEpHATHBHO,
COEIMHEHHE MOXET OBITh HAHECEHO Ha CTEHT B BHAE MOKPHITHS MOCPEACTBOM Oapbepa, JUMHUTHPYIOLIETO CKO-
POCTb M Janiee MOKPBITAa BEPXHUM MOKPBIBAIOIINM ClI0eM (eme oauH Oapsep wiu marpuna). [IpumeHenue Bepx-
HHUX TOKPBITHH 0OECIeuMBarOT AalbHEHIINNA KOHTPOJIb CKOPOCTH BBICBOOOXKICHHUS, yNIydIIaeT OMOCOBMECTH-
MOCTb W/WJIH CONPOTUBIICHHE LAPAIIMHAM WJIM PACTPECKHBAHHIO MIPU IOCTABKE MIIM PACHIPOCTPAHEHUH CTEHTA.

OOPMVIIA U30BPETEHUA

JOQ—A,
9o

1. Coenunenne Gopmysl

1 ero (hapMarieBTHYECKH MpHUEeMIIeMble TPON3BOIHBIC, Te J BEIOMPAIOT U3

F o el )y

R°R?N R5AZN R%2N

O

U

A mipescrasisieT co6oii -O-, -S- wii -NR*- 1 oTcyTCTBYyeT;

Q orcyrcrByeT Wi (ecnu A mpencTasiseT coboit -O-, -S- win ~NR?-) Q MOXeT IpencTaBsTh co60it -V-,
-OV-, -SV- umu -NR?V-, e V npejcrasisier coGoil anudaTiueckuii, rerepoanubpaTnuecKiii, apuibHbIH HIH
reTepoapuiIbHbIN ()parMeHT, TakoW, 4To J CBs3aH C IMKJIOTeKCHIbHBIM LIMKJIOM HEMOCPEICTBEHHO, Yepe3 A HiIH
gepes VA, OVA, SVA um NR*VA;

R’ 1 R’ B Ka/I0M CiIyuae HE3aBUCHMO MpPEACTABISIOT coboii H, anudartuueckuii, rerepoanudaruueckuit,
apwIbHBIN WK 5-14 aTOMHBIN reTepoapuibHbIil pparmenT, umetomuii 1-4 rerepoaroma, BeiOpaHHbIX M3 N, O
WMIH S; IPH YCIOBHH, 4TO JTH060i U3 GparMenToB R* i R°, cBA3aHHbI HerocpeICTBEHHO ¢ P, He npeacTapiser
coboii H;

re aBa gparmMenta R” wim R’ MOryT GBITH XMMIUECKH CBA3aHBI OJIMH C IPYTHM C 00pa30BaHHEM IIMKIIA;

r7ie, UCKIIoYasi cIydad, KOTOPBIE 0CO00 OTOBOPEHBI, KAXKABIA anmnpaTHIecKuid (GparMeHT coaepkuT 1-8
CMEXHBIX aTOMOB YTJIEpOJia, KaKIbIi reTepoapuiibHblil pparMeHT mpeacTaBisier codoii anudaruueckuid gpar-
MEHT, KOTOpbIi coaepxut atoMsl O, S, N, P mint Si Ha MecTe 0ZHOTO WIIM HECKOIBKIX aTOMOB YTJIEPOAa; U

rJie KaXIbli U3 BbIIIEYKa3aHHBIX aMn(paTHUeCKUX M reTepoanpaTuieckux (GpparMeHTOB HE3aBUCHMO SB-
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JISIeTCST HACHIIIEHHBIM FJTH HEHACHIIIIEHHBIM, JINHEWHBIM WIH Pa3BETBICHHBIM, WA TUKIHYSCKIM I allUKITHYe-
CKUM, M 3aMEIIEHHBIM W He3aMEIICHHBIM, M KOKIBIH U3 apHIIBHOTO, TeTEPOAPMIIEHOTO, allMIIBHOTO, apOMIIBHO-
TO WJIM TeTePOapOMIIBHOTO (PPArMEeHTOB HE3aBHCHUMO SIBIISIETCS 3aMEIICHHBIM MIIM HE3aMELICHHBIM;

B KOTOPOM B K&XJIOM CIly4yae R? u R’ HesaBuCHMO NPEACTABIISIOT CO00H annpaTHUSCKUA WIIH apUITbHBINA
(parmeHT u3 1-6 aTOMOB yIiIepo/ia, KOTOPBIA MOXKET ObITh 3aMEIICHHBIM WJIA HE3aMEIIIEHHBIM 3a UCKIIIOUCHHEM
TOro, 4TO AONONTHUTETbHO -OR’ 1 -NR’R’ MOT'YT HpEJICTaBIATh co00ii coorBeTcTBeHHO -OH 1 -NHR’.

2. Coenunenne 1o 1.1, B kotopom JQA- mpezcrasmser codoit (R*Y)(Me)(P=0)0-, u (R*Y) conepsxur 15
WJIM MEHEEe aTOMOB yTJIepoJia.

3. CoenuHeHue 110 1.1, B KOTOPOM B KaXa0M ciiydae R” u R’ mpencTapisior coGoil He3aBUCHMO BHIOPAH-
Hyro C1-C6 alkwibHYIO TPYIITY, HE00A3aTEIFHO COACPIKAILYIO OJIUH MU OoJiee aTOMOB TajioreHa, -OH, ankok-
CHII-, AJIKHMJIOKCHAKUIIOKCH-, TaJOT€HAIKHII-, THAPOKCHAIKOKCHII-, TeTePOIUKINICCKUN, apUIbHBIA WIN TeTe-
POAPHIIBHBII 3aMECTUTENH, 332 UCKIIOUEHHEM TOro, uto jononHuTensHo -OR® i -NR*R’ MOryT mpeicraBisTh
coboii coorercTBenHo -OH n -NHR”,

4. Coenunenue 10 1.3, B KOTOPOM B KaXJIOM CIydae R? u R® nesaBucumo BBIOMPAIOT U3 METUJIa, 3THJIA, H-
NpOIuIIa, -ponuna, H-0yTuia, 2-0yTuia, TpeT-0yTuia, eHuIa Wik reTepoapuiia, KaKablid U3 KOTOPIX HEoO0s-
3aTeNIbHO COAEPXKUT OJWH MM Oojiee aToMOB rajoreHa, -OH, alkoKcHIiI-, aTKOKCHAJIKOKCHII-, TJIOTeHAJIKIII-,
TMIPOKCUAIKOKCHII-, T€TEPOLUKINYECKUIM, apWIbHBIM WM IeTepOAPWIbHBIA 3aMECTUTEIU U AOINOJHUTEIIBHO
-OR’ 1 -NR’R® moryT npezcrasmats coboii -OH u -NHR’,

5. Coeamuenue 1o 1.1, B kotopom QA npexacrasiser coboit -O-, -OVO-, -NH-, -OVNH-, -S- wim -SVS-,
rre V npencrasiser coboi anudarnyeckuit pparmMeHt u3 1-6 aToMoB yriepoza.

6. COCILI/IHGHI/IG 1o 1.1, Tae J BBIOpaH U3 CIeAyIONUX rPyI:

o)

(o}
II [ HO. I A Il
ralivaiwia syl vl
e Ph HO

MeO” MeO
0 0 o 0 0 0
Me~p Me\rl>< Me\y & Me~ Me~ Me\ l Mej|
o) W HO o
i i 1 i 7 "
O-p O—p, O-p O—p, O—p,
— ] ~/ VAl ~7 ]
/,o HO Io>< ) ,/o>< Io><
HO Ho o’ HO Q
O-p,
I~ i
HO -0 o o}
P 0 ﬁ wo—
o+ o—p— O-p
Yo | d 76X -
o o/ | HO
/ O
-0
M ﬁ I P
Me—p, Me~ /R Me—f
Xl XTI
//NH H,N HN ,//
o]
/
0 H 9 2 i
HoN— HN Ne | NH-| X NH-p
/F>< P 7 NH
HoN NH>( HoN >( o INH NH
0

(o} 0 (¢}
l —

R

H2N ﬂ\l

7. CoeauHeHHe 1O 1.6, KoTopoe BkimodaeT ¢parmeHT JQA-, B koTopoMm QA mpencrasiser coboit -O-,
-OVO-, -NH-, -OVNH-, -S- unu -SVS-, rae V npezacrasiser coboit anudarudeckuii pparment u3 1-6 aromon
yriepona.
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8. Coenmuenmue 110 11.1, B KoTopoM (parMeHT JQA BBIOpaH U3 CIEAYIOMHX TPYIIIL:

\ QO y \ QO \
/\ - \05‘11. /\/\O P/<O‘1LL. o P\O‘i?_t‘

\ \ P \ P

4

7

AP AP

/_ \ // Y // ﬁ’; Ph, ge
o™ ( o o 0%

HaN__ P//O

HLN o, \\

9. Coemunenue o 1.1, B kotopom JQA npexncrasisier coboit (CH;),PO-O-.

10. Coenmuenue no .1, B kotopom JQA- i JA- itrouaer B cebs (R*Y)(Me)(P=0)O-, B kotopom R*Y-
COZIEPXKUT 15 mnu MeHee yriepoIHbIX aTOMOB.

11. Coenuuenne no 11.10, B kotopom JQA- Bkmouaet B cedst (R*Y)(Me)(P=0)O-, B kotopom R”Y- conep-
KUT 10 uim MeHee yraepoaHbIX aTOMOB.

12. Komnoszurms, BKIoUaronias: (a) coequaenue mo odomy u3 mi.1-11 u (b) dhapmarneBTrueckn nprem-
JIEMYIO Cpeay, HeoOs3aTeIbHO CoAepIKaIyio (C) oaAuH Win Oonee GpapMareBTUIECKA MPUEMIIEMBIX KCIHITHEH-
TOB.

13. Komno3unus 1o 1.12, npuroHas Juis NepopaJbHOTO BBEJCHUS MIIEKOIIUTAIOIIEMY .

14. Komno3unus 1o 1.12, npuroaHas Juist apeHTepaIbHOIO BBEACHUS MIICKOIIUTAIOIIEMY.

15. TlpumeHeHre coearHEHUs MO JTr000oMy u3 M. 1-11 it mony4eHus JeKapCTBEHHOTO CPEICTBa s Jie-
YEeHUs paka, I7ie paK MpeacTaBiseT co00 TIno0IacToMy, pak MpecTaTeNnbHOMN JKeJe3bl, paK I'PYAH, paK IMoKe-
JyZI0YHOH >Kele3bl, paK JIErKOTr0 WK paK TOJICTOHW KUILIKH, CAPKOMY WIIH JIEHKEMHIO.

16. Kommosunws, Bximovaromas: (a) coequaenue 1o m.9 u (b) hapMareBTHYSCKH TPUEMIIEMYIO Cpely, He-
00s13aTeNbHO coIepKaITyto (C) OMUH WK Ooiee hapMareBTUISCKHA MTPUEMIIEMBIX SKCIUTIIEHTOB.

17. Kommo3unus 1o 11.16, mpuromHas Uit NepoOpaTbHOTO BBEJCHUS MIICKOIIUTAIOMIEMY .

18. Kommo3umus 1o 1.16, mpuromHas [uist MapeHTEPATEHOTO BBEACHHUS MIICKOIIHTAIOIEMY.

19. IlpumMeHeHne COeAMHEHMS 10 M.9 Ul MONMy4YeHHs JIEKapCTBEHHOTO CPEACTBA IS JICUCHUS paka, Te
paK ImpeacTaBisieT co00i TMHO0IACTOMY, paK MPEACTaTEIbHON JKeNIe3bl, pak TPYAH, pak MOKEIyJOTHOH Kee-
3bl, PAK JIETKOI'O MJIY PaK TOJICTOM KMILKH, CAPKOMY WIH JIEUKEMHUIO.

@ EBpasuiickasi naTeHTHas opraHusaumsi, EAMB
Poccus, 109012, MockBa, Manblit Yepkacckuii nep., 2/6
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